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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 piu tradotte in
ualiano, ma pubblicate in lingua inglese e, una volta al mese, verra proposto un commento su un
particolare articolo, preparato da un componente del comitato scientifico.
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Adjuvant Chemotherapy With Gemcitabine vs Observation in Patients Undergoing
Curative-Intent Resection of Pancreatic Cancer
A Randomized Controlled Trial

Oettle H, Post S, Neuhaus P
Department of Medical On
Berlin, Germany.

Journal of the

ampus Virchow-Klinikum,

ext The role of adjuvant therapy in resectable pancreatic cancer is still uncertain, a
ommended standard exists.

Objective To test the hypothesis that adjuvant chemotherapy with gemcitabine administered
after complete resection of pancreatic cancer improves disease-free survival by 6 months or
more.
Design, Setting, and Patients Open, multicenter, randomized controlled phase 3 trial with
stratification for resection, tumor, and node status. Conducted from July 1998 to December
2004 in the outpatient setting at 88 academic and community-based oncology centers in
Germany and Austria. A total of 368 patients with gross complete (RO or R1) resection of
pancreatic cancer and no prior radiation or chemotherapy were enrolled into 2 groups.
Intervention Patients received adjuvant chemotherapy with 6 cycles of gemcitabine on days
1, 8, and 15 every 4 weeks (n = 179), or observation ([control] n = 175).
Main Outcome Measures Primary end point was disease-free survival, and secondary end
points were overall survival, toxicity, and quality of life. Survival analysis was based on all
eligible patients (intention-to-treat).
Results More than 80% of patients had RO resection. The median number of chemotherapy
cycles in the gemcitabine group was 6 (range, 0-6). Grade 3 or 4 toxicities rarely occurred
with no difference in quality of life (by Spitzer index) between groups. During median
follow-up of 53 months, 133 patients (74%) in the gemcitabine group and 161 patients (92%)
in the control group developed recurrent disease. Median disease-free survival was 13.4
months in the gemcitabine group (95% confidence interval, 11.4-15.3) and 6.9 months in the
control group (95% confidence interval, 6.1-7.8; P<.001, log-rank). Estimated disease-free
survival at 3 and 5 years was 23.5% and 16.5% in the gemcitabine group, and 7.5% and 5.5%
in the control group, respectively. Subgroup analyses showed that the effect of gemcitabine
on disease-free survival was significant in patients with either RO or R1 resection. There was

o difference in overall survival between the gemcitabine group (median, 22.1 months; 95%

fidence interval, 18.4-25.8; estimated survival, 34% at 3 years and 22.5% at 5 years) ar
ontrol group (median, 20.2 months; 95% confidence interval, 17-23.4; estin
20.5% at 3 years and 11.5% at 5 years; P = .06, log-rank).
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Commento all'articolo:
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Dopo un follow-up mediano di 53 mesi (range: 9-96), si ¢ verificata recidiva nel 74,3% dei
pazienti trattati con Gemcitabina, rispetto al 92% nel gruppo di controllo, con una DFS,
rispettivamente, di 13.4 e 6.9 mesi (p < 0.01).

Al momento in cui i1 dati sono stati analizzati, si osservava un trend, al limite della
significativita, di miglioramento i amento con Gemcitabina (mOS:
22.1 vs 20.2 mesi, p = 0.0

La scelta di utili dal fatto che
questo era localmente
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Lo studio, di grandi dimensioni e randomizzato, ha raggiunto I’obiettivo primario.

E possibile che il trend registrato attualmente per ’0S possa diventare una differenza
significativa con un follow-up piu lungo. Il beneficio in DFS apportato dalla terapia
adiuvante con Gemcitabina € stato consistente in tutti i sottogruppi di pazienti, e
particolarmente impressionante i ore (R1, N+, T3-T4) (tabella 2).

il trattamento di

RTOG 9704.

Dopo i risultati di
riferimento a
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A randomised, prospective, multicenter, phase 111
trial of adjuvant chemotherapy with GEM vs
observation in pts with resected pancreatic cancer

CONKO-01 Study: Gem vs Obs 368 pts

Gem Obs p
13.4 6.9
22.1
58%
30%
23%

(o)
16% Oettle, JAMA 2007

A randomised, prospective, multicenter, phase 111
trial of adjuvant chemotherapy with GEM vs
observation in pts with resected pancreatic cancer

CONKO-01 Study: Gem vs obs 368 pts
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RTOG 9704: A phase lll study of adjuvant pre and post
chemoradiation 5FU vs Gemcitabine for resected
pancreatic adenocarcinoma: A US Gl Intergroup Trial

A Random B
' \

STEITEEen: 5-FU Gemcitabine
Nodal status

Tumor Diameter 250 my/ | day 1,000 my/ '’ neekly
Surgical Margins for 3 neeks | for 3 weeks

=~

442 pts CXRT 504 Gy + 5-FU 250 mg/ ' dy)

-
-

Primary endpoint: : G o,
oS in: - emcitabine

- pancreatic head tumors 250 mg/ nr' | day 1,000 mg/nr' weekly
- all pts Jor 12 weeks Jor 12 weeks

Regine WF, etal. J Clin Oncol 2006; 24(185, Part 1):4007. [10]

(ritorna al testo)

Tabella 4

RTOG 9704: Survival

Pancreatic head Ca (n=381)
Revimen Arm A Arm B
(n=187) (n=194)
P=0.047
20.6 36.9 HR=0.79
(95% CI=0.63-0.99)

Median survival
(rionths)

3-yearr survival 21% 32%

When anabysis was inclusive of patients with body/tail tumors
(n=442) no significant difference in survival was found (P=0.20).

Regine WF, etal. J Clin Oncol 2006; 24(18S, Part 1):4007. [10]




Anno II, n. 5 - 11 aprile 2007

Riferimenti bibliografici e articoli consigliati per approfondimento

pore MJ, Andersen J, et al. Improvements in s
gemcitabine as first-line therapy for patients with adv
a randomized trial. J Clin Oncol. 1997; 15: 2403-2413.
pptolemos JP, Stocken DD, Friess H, et al. European Study Group for Pa
ancer. A randomized trial of chemioradiotherapy and chemotherapy

resection of pancreatic cancer. N Engl J Med. 2004; 350: 1200-1210
Pisters PW, Wolff RA, Crane CH, et al. Combined-modality treatment for operable
pancreatic adenocarcinoma. Oncology 2005; 19 (3): 393-404, 409.
Stocken DD, Biichler MW, Dervenis C et al. Meta-analysis of randomised adjuvant
therapy trials for pancreatic cancer. British Journal of Cancer. 2005; 92: 1372-
1381.
Chua YJ, Cunningham D Adjuvant Treatment for Resectable Pancreatic Cancer. J
Clin Oncol. 20055 23: 4532-4537.
Regine WF, Winter KW, Abrams R, et al. RTOG 9704 a phase III study of
adjuvant pre and post chemoradiation (CRT) 5-FU vs. Gemecitabine (G) for resected
pancreatic adenocarcinoma [oral presentation]|. J Clin Oncol. 2006; 24 (June 20

suppl 18S): 4007.

(ritorna al testo del commento)




Anno II, n. 5 - 11 aprile 2007

SECONDO CORSO NAZIONALE per il TEAM ONCOLOGICO di APPROFONDIMENTO
sugli STRUMENTI ORGANIZZATIVO-GE

4/25/26 maggio 2007

eria Organizzativa: Gamma Congressi
06.36300769
-mail:
er scaricare il programma consulta il sito web:

The 9th World Congress on Gastrointestinal Cancer is organized in partnership with
ESMO

Congress Chairs:

Mario Dicato, MD Luxembourg Medical Center, Luxembourg, Luxembourg

Eric Van Cutsem, MD, PhD University Hospital Gasthuisberg, Leuven, Belgium
Per registrazione e aggiornamenti visita il sito web:
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