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* 'adenocarcinoma del pancreas rimane tra le pochissime
neoplasie nelle quali né terapie a bersaglio molecolare né
I'immunoterapia sembrano al momento di applicabilita
clinica routinaria

* La chemioterapia tradizionale (Folfirinox,
Abraxane/Gemcitabina e Gemcitabina) sono i riferimenti
clinici abituali per i trattamenti medici neoadiuvanti,
adiuvanti e palliativi

* Le ultime novita sono ancora focalizzate su sviluppi della
chemioterapia classica (Naliri)

* Esiste ancora un ruolo per schemi terapeutici/ farmaci
ritenuti “superati”?






National
Comprehensive

NG Cancer

NCCN Guidelines Version 1.2016
Pancreatic Adenocarcinoma

NCCN Guidelines Index
Pancreatic Table of Contents

or gemcitabine-
based)

chemoradiation is
sometimes included)

fluoropyrimidine- or
gemcitabine-based)

Network® Discussion
Table 2: Potential Indications for Various Therapies in the Treatment of Pancreatic Adenocarcinoma
Regimen Resectable Borderline Resectable Locally Advanced Metastatic (good
(adjuvant) (neoadjuvant) performance status)
Gemcitabine v (category 1) v (category 1 for poor v (category 1 for good and
performance status) poor performance status)
Gemcitabine/Albumin-Bound v v V (category 1; preferred)
Paclitaxel
Gemcitabine/Erlotinib v v (category 1; survival
benefit is small)
Gemcitabine/Cisplatin v (especially if possible vV (especially if possible
hereditary cancer) hereditary cancer)
Gemcitabine/Capecitabine vV v
Fixed-dose-rate gemcitabine v v (category 2B)
GTX [Fixed-dose-rate v (category 2B) v (category 2B)
gemcitabine/docetaxel/capecitabine]
5-FU/Leucovorin V (category 1)
FOLFIRINOX ¥ N v (category 1; preferred)
Capecitabine v (category 2B) vV (category 2B) v (category 2B)
Continuous Infusion 5-FU v V (category 2B) v (category 2B)
Fluoropyrimidine/Oxaliplatin (eg, vV (category 2B) v (category 2B)
FOLFOX, CapeOx)
Radiation V v v (in select patients without v (palliative only)
(fluoropyrimidine- (subsequent systemic metastases;




Come ho trattato gli ultimi 100 pazienti
in stadio IV in prima linea?

Gemcitabina GEMOX Abraxane/GEM Folfirinox | | Folfox
25 28 33 8 6

e i prossimi 1007?
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Pancreatic cancer is a deadly condition with a single-digit
overall five-year survival rate. Most tumors are metastatic
upon diagnosis, and patients are left with palliative treatment
options. Nucleoside analogue-based chemotherapy and, more
recently, oxaliplatin, irinotecan, fluorouracil, and leucovorin
(FOLFIRINOX) are the options most frequently recommended
for most patients with advanced disease. Gemcitabine as a sin-
gle agent remains a standard first line of defense for metastatic
disease, especially in patients with poor performance status.

results of electrophoretic mobility shift assay indicate that the
G-to-A mutation reduces Sp1/3 binding to the promoter of the
WWOX gene, leading to low levels of WWOX expression in pan-
creatic cancer cells.

The association of WWOX rs11644322 and low overall sur-
vival among patients with metastatic pancreatic cancer treated
with gemcitabine-based therapy should be explored to assess if
such genomic testing can screen appropriate patients for gem-
citabine therapy. After additional clinical trials on large popu-
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I BRCA and Pancreas Adenocarcinoma

* 5-8% of PDACpatients germlineBRCA1 or 2

mutation
— Ashkenazilewishg-16%
— FamilialPDAC 5-19%

— Familialbreast/ovarycancer 5-10%

* BRCAFounder mutations inAJdescent (2-3%)

— BRCA 1:185delAG,5382insC
— BRCA 2:6174delT

Hahn, SA. Gastro, 2003. Murphy, KM. Can Res, 2002. Ozcelik, H. Nat Genetics, 1997. Lal, G. Can Res, 2000.
Lucas, AL. CCR, 2013. Ferrone, C. J Clin Oncol, 2009. Stadler, ZK. Can, 2012. Brose, MS. JNCI, 2002
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Genetic Factors

* A family history of pancreatic cancer is seen in 20% of patients2

® |n some of these families (5%-10% of patients), the high risk is due to a
hereditary pancreatic cancer syndrome, in which cancer is caused by one
of several germline mutations'?

¢ Familial pancreatic cancer

— Defined as two or more first-degree relatives with
pancreatic cancer

— Individuals with family history have a range from a
1.9- to a 13-fold increased risk3—

— Familial pancreatic cancer is genetically
heterogeneous, with some cases caused by germline
mutations®2:
* BRCAZ2 (28%_172%) 1. Klein AP. Nat Rev Cancer. 2013;13:66-74.

° PALBZ (1%_3%) 2. Kanji ZS, et al. CMAJ. 2013;185(14):1219-1226.
3. Jacobs EJ, et al. Int J Cancer. 2010;127:1421-1428.

4. Schenk M, et al. J Natl Cancer Inst. 2001;93:640-644.
5. Wolfgang CL, et al. CA Cancer J Clin. 2013;63(5):318-348.
6. Shi C, et al. Arch Pathol Lab Med. 2009;133:365-374.

7. Hahn SA, et al. J Nat/ Cancer Inst. 2003;95:214-221.
BRCA2, breast cancer 2 susceptibility gene; PALB2, partner and localizer of BRCA2 gene. 8. Jones S. et al. Science. 2009:324:217.



CAPECITABINA + GEMCITABINA?



Survival by Treatment

Lol — Gemcitabine
90 — Gemcitabine-Capecitabine
80
9 - HR = 0.82 (95% CI, 0.68-0.98)
— 7 2
© 1) =4.61, p =0.032
- (1) P
e
I e
7]
© 40
g 304
201 Median S(t) = 25.5 months (95% Cl: 22.7-27.9)
104 Median S(t) = 28.0 months (95% CI: 23.5-31.5)
O i | | | | | I |
0 10 20 30 40 50 60
Time from randomisation (months)
No. at Risk
Gem 366 302 207 109 61 27 9
GemCap 364 328 219 139 83 50 19

UKCRC ) INHS | %58 CANCER
(e~ National Institute for k. RESEARCH
9 Health Research &w UK

LCTU

Liverpool Clinical Trials [¥]3]i4

=
=

Registered l
Clinical a°
Trials Unifs

Presented By John Neoptolemos at 2016 ASCO Annual Meeting




June 2016




