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GASTROINTESTINAL NEWS nel 2007 si presenta rinnovato sia nella veste che nel contenuto. Nato 
per iniziativa del comitato scientifico e coordinato da Intermedia, mantiene la pubblicazione 
quindicinale e continua ad occuparsi di cancro gastrointestinale. Le news non verranno più tradotte 
in italiano, ma pubblicate in lingua inglese e, una volta al mese, verrà proposto un commento su un 
particolare articolo, preparato da un componente del comitato scientifico. 
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NEWS DALLA RICERCA 
 
Prospective study of vitamins C, E, and A and carotenoids and risk of oral 
premalignant lesions in men 
Nancy Nairi Maserejian, Edward Giovannucci, Bernard Rosner, Kaumudi Joshipura 
Department of Epidemiology, Harvard School of Public Health, Boston, Department of Oral Health Policy and 
Epidemiology, Harvard School of Dental Medicine, Boston, New England Research Institutes, Watertown, 
Department of Medicine, Channing Laboratory, Brigham and Women's Hospital, Harvard Medical School, 
Boston, Department of Nutrition, Harvard School of Public Health, Boston, Division of Dental Public Health, 
School of Dentistry, University of Puerto Rico Medical Science Campus, San Juan, PR 
International Journal of Cancer 2007; Volume 120, Issue 5, 1 March: Pages 970 - 977 
 
Abstract Case-control studies indicate that vitamins C, E, A and carotenoids decrease risk of 
oral premalignant lesions (OPLs) and oral cancer, but clinical trials have failed to find 
protective effects of β-carotene and suggest that vitamin E may increase risk. The authors 
prospectively evaluated the association between intake of vitamins C, E, A and carotenoids 
and incidence of OPL. Participants were 42,340 men in the Health Professionals Follow-up 
Study who provided information on supplement use and diet every 2-4 years by food 
frequency questionnaire. The authors confirmed 207 clinically or histopathologically 
diagnosed OPL events occurring between 1986 and 2002 by medical record review. 
Multivariate-adjusted relative risks (RR) of OPL were calculated with proportional hazards 
models. Total intake of vitamin C, vitamin A or carotenoids was not significantly associated 
with OPL risk. Dietary vitamin C was significantly associated with reduced risk (quintile 5 
vs. 1, RR = 0.52, 95% CI 0.31-0.85, ptrend = 0.04), but no association with supplemental 
vitamin C was observed. Inverse associations were apparent for β-cryptoxanthin and α-
carotene intake. No clear relationship emerged with β-carotene, lycopene or 
lutein/zeaxanthin. Vitamin E was associated with increased risk (quintile 5 vs. 1, RR = 1.86, 
95% CI 1.06-3.19), particularly among current smokers and with supplemental intake 
(current-smokers, supplement dose tertile 3 vs. 1, RR = 3.07, 95% CI 1.28-7.34, ptrend = 
0.01). For current smokers, β-carotene also increased risk. Vitamin C from dietary sources, 
but not supplements, was associated with a reduced risk of OPL. The observed increased risk 
for current smokers with high vitamin E or β-carotene intake should be explored further. 
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Weekly docetaxel/fluorouracil/cisplatin in advanced gastric cancer: Preliminary 
results 
O. Bertetto, W. Evangelista, L. Fanchini, P. Racca, R. Napoletano, I. Facilissimo, A. Galetto, O. 
Ostellino, O. Alabiso, L. Ciuffreda  
ASCO 2007 Gastrointestinal Cancers Symposium - Multidisciplinary Approaches to the 
Prevention, Diagnosis, and Therapy of GI Cancers - Orlando FL Abstract No: 76 
 
Background: Recent trials showed that docetaxel in association with cisplatin and 5-
fluorouracil was active against metastatic gastric cancer but had significant toxicity. We 
assessed the clinical activity and the toxicity of weekly docetaxel in combination with 
cisplatin and 5-fluorouracil in untreated patients (pts) with advanced gastric cancer. 
Patients and Methods: A total of 40 pts were treated with docetaxel (30 mg/mq/week) plus 
cisplatin (20 mg/mq/week) and 5-fluorouracil (200 mg/mq/die) in protracted continuous 
infusion for 9 weeks for the first cycle and other two cycles of 6 weeks. All pts were chemo-
naive and had ECOG performance status of 0-2, measurable lesions and adequate major 
organ functions. 
Results: All patients were assessable for response to treatment and for toxicity. Clinical 
characteristics were as follows: median age: 60.3 years (range: 38-75), sex: M 26/F 14, 25 pts 
(62.5%) had two or more metastatic organ sites. A total of 559 weeks of therapy were given, 
with a median of 14 per pt (range: 6-27). Major responses were observed in 23 patients 
(57.5%), with two patients achieving a CR (5%) and 21 showing a PR (52.5%). The median 
time to progression was 7.5 months and the overall survival was 11.9 months. 
Haematological toxicity was very low with no G4 neutropenia and only 6 pts with G3 
neutropenia (15%). No G3/4 thrombocytopenia occurred and only one G3 anemia occurred. 
Conclusions: Our data showed the feasibility and the very low toxicity profile of this 
schedule in pts with untreated advanced gastric cancer. 
 

TOP 
 



 
 
 
 
 
 
 
 
 
 
Airborne exposures and risk of gastric cancer: A prospective cohort study 
Krister Sjödahl, Catarina Jansson, Ingvar A. Bergdahl, Johanna Adami, Paolo Boffetta, Jesper 
Lagergren  
Unit of Esophageal and Gastric Research (ESOGAR), Department of Molecular Medicine and Surgery, 
Department of Medical Epidemiology and Biostatistics, Clinical Epidemiology Unit, Department of Medicine, 
Karolinska University Hospital, Stockholm, Sweden International Agency for Research on Cancer, Lyon, 
France  
International Journal of Cancer 2007;Volume 120, Issue 9, 1 May: Pages 2013 - 2018 
 
Abstract There is an unexplained male predominance among patients with gastric cancer, and 
many carcinogens are found in male-dominated dusty occupations. However, the relation 
between occupational exposures and risk of gastric cancer remains unclear. To investigate 
whether airborne occupational exposures might influence the risk of noncardia gastric cancer, 
we used a large, prospective cohort study of male Swedish construction workers. These 
workers were, during the period 1971-1993, regularly invited to health examinations by a 
nationwide occupational health service organization. Data on job titles and other variables 
were collected through self-administered questionnaires and forms completed by the health 
organization's staff. Industrial hygienists assessed 12 specific airborne occupational 
exposures for 200 job titles. Gastric cancer, death or emigration occurring during follow-up 
in 1971-2002 were identified by linkage to the Swedish registers of Cancer, Causes of Death 
and Total Population, respectively. Incidence rate ratios (IRR) and 95% confidence intervals 
(CI), adjusted for attained age, tobacco smoking, calendar period and body mass, were 
derived from Cox regression. Among 256,357 cohort members, contributing 5,378,012 
person-years at risk, 948 noncardia gastric cancers were identified. Increased risk of this 
tumor was found among workers exposed to cement dust (IRR 1.5 [95% CI 1.1-2.1]), quartz 
dust (IRR 1.3 [95% CI 1.0-1.7]) and diesel exhaust (IRR 1.4 [95% CI 1.1-1.9]). Dose-
response relations were observed for these exposures. No consistent positive associations 
were found regarding exposure to asbestos, asphalt fumes, concrete dust, epoxy resins, 
isocyanates, metal fumes, mineral fibers, organic solvents or wood dust. In conclusion, this 
study provides some support to the hypothesis that specific airborne exposures increase the 
risk of noncardia gastric cancer. 
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Combined analysis of HPV-DNA, p16 and EGFR expression to predict prognosis 
in oropharyngeal cancer 
Niklas Reimers, Hans U. Kasper, Soenke J. Weissenborn, Hartmut Stützer, Simon F. Preuss, Thomas 
K. Hoffmann, Ernst Jan M. Speel, Hans P. Dienes, Herbert J. Pfister, Orlando Guntinas-Lichius, Jens 
P. Klussmann 
Department of Oto-Rhino-Laryngology, Head and Neck Surgery, Department of Pathology, Center for 
Molecular Medicine Cologne, Institute of Virology, Institute of Medicine Statistics, Informatics and 
Epidemiology, University of Cologne, Department of Otorhinolaryngology, University of Duesseldorf, Germany 
Department of Molecular Cell Biology, Research Institute Growth Development, University of Maastricht, 
Netherlands 
International Journal of Cancer 2007; Volume 120, Issue 8, 15 April: Pages 1731 - 1738 
 
Abstract: Molecular prognostic indicators for oropharyngeal squamous cell carcinoma 
(OSCC), including HPV-DNA detection, epidermal growth factor receptor (EGFR) and p16 
expression, have been suggested in the literature, but none of these are currently used in 
clinical practice. To compare these predictors, 106 newly diagnosed OSCC for the presence 
of HPV-DNA and expression of p16 and EGFR were analyzed. The 5-year disease-free 
survival (DFS) and overall survival (OS) were calculated in relation to these markers and a 
multivariate Cox analysis was performed. Twenty-eight percent of the cases contained 
oncogenic HPV-DNA and 30% were positive for p16. The p16 expression was highly 
correlated with the presence of HPV-DNA (p < 0.001). Univariate analysis of the 5-year DFS 
revealed a significantly better outcome for patients with p16-positive tumors (84% vs. 49%, 
p = 0.009). EGFR-negative tumors showed a tendency toward a better prognosis in DFS 
(74% vs. 47%, p = 0.084) and OS (70% vs. 45%, p = 0.100). Remarkable and highly 
significant was the combination of p16 and EGFR expression status, leading to 5-year DFS 
of 93% for p16+/EGFR- tumors vs. 39% for p16-/EGFR+ tumors (p = 0.003) and to a 5-year 
OS of 79% vs. 38%, respectively (p = 0.010). In multivariate analysis p16 remained a highly 
significant prognostic marker for DFS (p = 0.030) showing a 7.5-fold increased risk for 
relapse in patients with p16-negative tumors. Our data indicate that p16 expression is the 
most reliable prognostic marker for OSCC and further might be a surrogate marker for HPV-
positive OSCC. HPV+/p16+ tumors tended to have decreased EGFR expression, but using 
both immunohistological markers has significant prognostic implications. 
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Interleukin-4 and interleukin-4 receptor polymorphisms and colorectal cancer 
risk 
Stefano Landi, Fabio Bottari, Federica Gemignani, Lydie Gioia-Patricola, Elisabeth Guino, Alfonso 
Osorio, Javier de Oca, Gabriel Capella, Federico Canzian, Victor Moreno and for the Bellvitge 
Colorectal Cancer Study Group 
Genetics – Department of Biology, University of Pisa, via S. Giuseppe 22, 56126, Pisa, Italy International 
Agency for Research on Cancer, 150 Cours Albert Thomas, 69372 Lyon, France Institut Catala d’Oncologia, 
IDIBELL, Hospitalet, Laboratori d’Estadistica i Epidemiologia, Facultat de Medicina, Universitat Autonoma 
de Barcelona, Barcelona, Spain Genomic Epidemiology Group, German Cancer Research Centre (DKFZ), Im 
Neuenheimer Feld, D-69120 Heidelberg, Germany 
European Journal of Cancer 2007 March; Volume 43, Issue 4: Pages 762-768 
 
Abstract Interleukin-4 (IL-4) and interleukin-4 receptor (IL-4R) modulate inflammation and 
are associated with the colorectal adenoma-carcinoma progression and the metastatic 
capacity. IL-4 also causes a dose-dependent reduction of proliferation in colorectal cancer 
cells. The aim of the study was to evaluate whether genetic variants within IL4 and IL4R 
could affect the individual risk to develop colorectal cancer. We genotyped all the 
polymorphisms coding for an aminoacidic change in IL4R and we used a haplotype-tagging 
SNP approach for IL4. We carried out a case-control association study by genotyping, with 
the 5′ nuclease assay, two common SNPs within IL4 (−588C > T, Ex1-168G > A) and five 
SNPs within IL4R (I75V, C431R, S436L, S503P, Q576R) in 377 cases of colorectal cancer 
and 326 controls from Spain. No statistically significant association between the SNPs 
investigated and colorectal cancer risk was found, as main effects. When the sub-analyses 
were carried out, the homozygotes for IL4 −588C > T or for Ex1-168G > A showed an 
increased risk for colon cancer only, with the odds ratios of 4 (95% CI 0.97–16.6; P-
interaction = 0.016 and 4.66 (95% CI 1.16–18.77; P-interaction = 0.023), respectively. 
Moreover, women showed a significant increased risk associated to the IL4 rare alleles and 
this was clearly greater than that in men (for Ex1-168G > A: OR = 1.96; 95% CI = 1.11–
3.47; P-interaction = 0.006). However, when sub-groups are analysed, the findings should be 
taken with caution for the weakening of the statistical power. 
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