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Incidence Rates by Race

Race/Ethnicity

All Races

White

Black

Asian/Pacific Islander

American Indian/Alaska Native 2

Hispanic 2

Male

54.0 per 100,000
men

53.1 per 100,000
men

66.9 per 100,000
men

44.9 per 100,000
men

45.2 per 100,000
men

45.2 per 100,000
men

Female

40.2 per 100,000
women

39.2 per 100,000
women

50.3 per 100,000
women

34.2 per 100,000
women

38.0 per 100,000
women

31.5 per 100,000
women



1. HAkia (>50)
2. AlaBNtnc (21TAaciIog)
3. OIkoyeveIako 1I0TOPIKO (2TTAACI0C)
3. AlaITOAOYIO
4. PAeyuovwdng vOOoOC TOU EVTEPOU
5. '/EAAeIpn aoknong
6. [Naxuoapkia
7. TToAUTTO0EC
8. Katrviopa



Kapkivog Tou 0pBou Kal KOAoU

» H 4n oe ouxvoTtnTa veoTtAaoia oTov AvBpwITo

» [Mepitrou 10 50% evroTrieTal 010 0PBO

» Etrimrwon 50/100.000 eTnoiwg

» 1/20 Ba gpavioel OYKo Tou TTAXEO0C evTEPOU oTn (wn Tou
» 1/10 av utta@pxel cuyyevAG TTPWTOU BaBuou

5eTg EmiBiwon
 Oloo@payog 5-15%
o ZTopaxi/NMaykpeag 5-30%
« OpBo
— oT1adio A,B 70-95%
— oT1ddio C >50%
 MNpwkTtdg T1-T4 70%
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2 TAAIOMNOIHZH

Colerectal Cancers



Baboc¢ d0Inbnonc kai Aeu@adeVvIK) CUPNPETOXN.

2UOXETION JE METEYXEIPNTIKN TOTTIKA UTTOTPOTTN OTOV
KapKivo opBouU (Hoskins et al ; Cancer 1985).

TABLE 2 AJCC/NCC Stage Groupings E wTOI w GTIK’ 6|’e O.
= [)E¢wToIxwuariky dinénaon
THM Coller Dukes , ,
Staga 0 Tis N MO WA Mi& :> Alnenon )\al“lq)aéavwv
Stagal T ] M0 Stage A A
T2 (i M0 Stage B A
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Stage (Rectal Cancer)



[Media AkTivoBeparTreiag




3D-Conformal RT




ANTIMETOMNIZH TOY KAP

KINOY TOY OPOOY

XEIPOYPI'IKH

A. KOIANIOTTEPIVEIK EKTOUN ME POVINN KOAOOTOHIO N
B. XaunAn mpéoBia ekTour pe diathpnon oQIYKTHPa

AI0TOIXWMATIKE Ol
'H
OETIKOI NEPPOOS

onon (T3)

veG (N+)

AKTINO-XHMEIOOEPATEIA

AkTivoBepartreia 2Gy/nuépa yia

4.5-5 ¢Bdouddec (45Gy)

S5FU 600mg/m2 + LV (20-200mg/m2) edouadiaiwg
(n Capecitabine (XELODA®) per os (600mg/m2 x 2 ouvexwg yia 1 yiva)

OETIKOI NEPPOOS

VEG (N+)

XHMEIOGEPAMEIA
(FOLFOX 5FU/LV/Oxaliplatin yia 4 prvec )



MPOEIXEIPHTIKH AKTINOOEPAIEIA

IMPROVED SURVIVAL WITH PREOPERATIVE RADIOTHERAPY IN RESECTABLE
RECTAL CANCER

Swedish Rectal Cancer Trial

N Engl J Med 1997; 336: 980-7

1168 ac0eveic Toyoromompuévor
[Xep. vs. RT+Xe]
Hposgyyepntikn RT SGy x S pépeg
Eyyeipnon evrog unvog

RT+Xep Xep
Tomuc vrotponn 11% vs. 27% (p=0.001)
Setc emPimon 58% vs. 48% (p=0.004)

Emumiokéc amo 1o op0o :
(axparerwa, Enelén a@odcvong, kowvovikny (o 30% vs. 10% p<0.001)

Dukes’ Stage B Dukes” Stage C
1.0 1 1.0

0.8 0.8

Probability of Local Recurrence




MPOEIMXEIPHTIKH AKTINO-XHMEIOOEPATIIEIA

Preoperative versus Postoperative
Chemoradiotherapy for Rectal Cancer

Rolf Sauer, M.D., Heinz Becker, M.D., Werner Hohenberger, M.D.,
Claus Radel, M.D., Christian Wittekind, M.D., Rainer Fietkau, M.D.,
Peter Martus, Ph.D., Jérg Tschmelitsch, M.D., Eva Hager, M.D.,
Clemens F. Hess, M.D., Johann-H. Karstens, M.D., Torsten Liersch, M.D.,
Heinz Schmidberger, M.D., and Rudolf Raab, M.D.,
for the German Rectal Cancer Studv Group¥

M Engl ) Med 2004;351:1731-40.

823 aobeveic (N+ N pe SiaToIWHATIKN ETTEKTAON) =
_U - Eﬁiﬁfﬂ:&iﬁheram P Et— ""13"%
&l 127 = Postoperative .‘.'
421 A 402 é % 1:: chemorad\otherapy-‘m-;‘-
T Mpoeyy. RT+5FUc.i. Xeipoupyikn % ;.s, ] j_/‘P—_H_I_
';E Xeipoupyikr] o€ GeRD. Mereyy. RT+ 5FUc.i. ':E T e 5b= “a
E l l' E Months
L : ; L No. at Risk
E 5 I(UI(M'.II 5FU 5 KUKM:I 5Fu E Prer;)glegtalfle\;z::emc— 397 368 312 250 150 133 97
|_|J LIJ DOStsF:,etrhan:;hemo- 384 351 299 240 184 135 85
(&) =
i [RT=1.8Gy/d x 6epb.] [RT=1.8Gy/d x 6ef5.] %
= 50Gy 50Gy + 5.4Gy boost
SETAG Alggpopg p-value
EmBiwon 76% 74% 2% 0.80
ToTTKA UTTeTROTTA 6% 13% 7% 0.006
Mpaipn TogikaTnre(™) 27% 40% 13% 0.001
Quiyn TogikaTnra(™) 14% 24% 10% 0.01

*ferade 3-41



MPOEIMXEIPHTIKH AKTINO-XHMEIOOEPATIIEIA

Randomized phase 3 trial comparing preoperative and postoperative
chemoradiotherapy with capecitabine for locally advanced rectal cancer.

Park JH, Yoon SM, Yu CS, Kim JH, Kim TW, Kim JC.

Cancer. 2011;117:3703-12
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O®EAOZ AIMO THN MPOEIXEIPHTIKH

AKTINO-XHMEIOOEPAIEIA

1. Meiwon TommkA¢ Ytrorpotmcg atro 30% oT1o 10%
2. Augnon NG 5eTouc emRiwong ato 48% o010 58%
3. Alatipnon Tou 2QIYKTAPA Tou TTPWKTOU 70%



MovokAwviko avriowua Cetuximab — anti-EGFR (C225)

To ‘cetuximab’ (avatmrtuooetal atmo Tig eTaipeieg Imclone/Merck/Bristol-Myers
Squibb) gival éva xipaipikd povokAwVIKO avTiowpa TTou avayvwpilel €101ka Tov EGFR kai
gMTTOdICEl TNV OUVOEC TWV TTPWTEIVIKWY Popiwv (ligands) TTou evepyoTTOIOUV TOV UTTODOXEX
KQl TNV @O POPUAIWaT TOU.

To peydAlo evdiagépov oTnv dpdon Tou cetuximab eoTidleTal KUPIWG OTNV BEPATTEUTIKI TOU
OUVEPYIQ JE TNV XNMEIOBEpaTTEia KAl KUPIWG PE TNV akTivoBepartreia. NMOAAEC TTPOKAIVIKEG
MEAETEC £DEICaV TNV oNUAVTIK akTiveuaioBnTtotrold dpdon Twv avTi-EGFR povokAwviKwy

QAVTIOWMATWY JE TNV OKTIVOBOAIQ.

KAIVIKEG JeNETEG TTpOTEIVOUV TRV Xopriynon 400mg/m2 akoAouBoupeva atrd 200-250mg/m2
eOouadiaiwg.

Cunningham D, Humblet Y, Siena S, Khayat D, Bleiberg H, Santoro A, Bets D, Mueser M, Harstrick A,
Verslype C, Chau |, Van Cutsem E.
Cetuximab monotherapy and cetuximab plus irinotecan in irinotecan-refractory metastatic colorectal

cancetr.
N Engl J Med. 2004 Jul 22;351(4):337-45.
Royal Marsden Hospital, London, United Kingdom.




PREOPERATIVE RADIOTHERAPY OF ADVANCED RECTAL CANCER WITH
CAPECITABINE AND OXALIPLATIN WITH OR WITHOUT CETUXIMAB: A POOLED
ANALYSIS OF THREE PROSPECTIVE PHASE I-1T TRIALS

CHrISTIAN WEIsS, M.D_.* DRK ARNOLD, M.D.,'T K ATHRIN DELLAS, M.D.,-t TorsTEN LIERSCH, MDE‘
Matraias Hire, M.D..Y Ramner Fierkau, MLD..** Rovr Saver, M.D..** Axe Hinke, Pu.D.,
anD CrLavus RopeL, M.D.*

Int J Radiat Oncol Biol Phys. 2010;78:472-8

Results: Of 172 patients, 24 (14% ) patients achieved a pCR, and 84 of 172 (71 %) patients showed a TRG of >50%
in the surgical specimen assessment after preoperative treatment. Age, gender, and T/N stages, as well as localiza-
tion of the tumor, were not associated with pCR or good TRG. The pCR rate was 16% after preoperative RCT
alone and 9% with concurrent cetiximah therapy ( p = 0.32). A significantly reduced T RG of >50% was found after
RCT with cetuximab compared to RCT alone (p = (L35 ), This was validated by a multivariate analysis with all
available clinical factors (p =0.0037). Acute toxicity and surgical com plications were not increased with additional
cetuximah.

ATTOTEAEOUATIKOTNTA HIKPOTEPN ATTO TNV KAQAOCOIKNA
OKTIVO-XNMEIOBEpATTEIO
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Tube formation Migration Proliferation

PD-ECGF
o VEGF FLK/KDR
I ——
HBG c-met
bFGF FGFR1-4
Proteases endothelial
Matrix lysis cells

Fibroblasts
— Macrophages

Giatromanolaki A, Sivridis E, Minopoulos G, Polychronidis A, Manolas C, Simopoulos C, Koukourakis MI.
Differential assessment of vascular survival ability and tumor angiogenic activity in colorectal cancer.
Clin Cancer Res. 2002 May;8(5):1185-91.

Democritus University of Thrace, Alexandroupolis, Greece

===<MVD,,, (41pts)
F— MVDhigh (38pts)

p=0.03

% Overall Survival




To anti-VEGF MoAb BEVACIZUMAB (AVASTIN®) augavel Tnv dpaan 1ng
XNMEIOBEPATTEIAG OTOV JETACTATIKO KAPKIVO TOU TTAXEOG EVTEPOU

Hurwitz H, Fehrenbacher L, Novotny W, Cartwright T, Hainsworth J, Heim W, Berlin J, Baron A,
Griffing S, Holmgren E, Ferrara N, Fyfe G, Rogers B, Ross R, Kabbinavar F.

Bevacizumab plus irinotecan, fluorouracil, and leucovorin for metastatic colorectal cancer.
N Engl J Med. 2004 Jun 3;350(23):2335-42.
Duke University, Durham, NC, USA.

Of 813 patients with previously untreated metastatic colorectal cancer, we randomly assigned to
FL+irinotecan+bevacizumab (402) vs. FL+irinotecan+placebo (411).

The rate of response
FL-+irinotecan+bevacizumab 45%
FL+irinotecan+placebo 35%

The median duration of survival was :
FL+irinotecan+bevacizumab 20.3 months

FL+irinotecan+placebo 15.6 months  (P<0.001).



Efficacy, Safety, and Biomarkers of Neoadjuvant
Bevacizumab, Radiation Therapy, and Fluorouracil
in Rectal Cancer: A Multidisciplinary Phase II Study

Christopher G. Willett, Dan G. Duda, Emmanuelle di Tomaso, Yves Boucher, Marek Ancukiewicz,

Dushyant V. Sahani, Johanna Lahdenranta, Daniel C. Chung, Alan J. Fischman, Gregory Y. Lauwers,

Paul Shellito, Brian G. Czito, Terence Z. Wong, Erik Paulson, Martin Poleski, Zeljko Vujaskovic, Rex Beniley,
Helen X. Chen, Jeffrey W. Clark, and Rakesh K. Jain

J Clin Oncol 27:3020-3026. @ 2009
Department of Radiation Oncology, Massachusetts General Hospital and Harvard Medical School,
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BEVACIZUMARB, CAPECITABINE, AMIFOSTINE, AND PREOPERATIVE
HYPOFRACTIONATED ACCELERATED RADIOTHERAPY (HYPOARC) FOR RECTAL
CANCER: A PHASE IT STUDY

MicHaiL [ Kovkourakis, M. D..* ALexanDra Gia TROMANOL AKI, Pw‘.[.D.,' PeLacia Tsoursou, M.D_*
NxoLAOS LyRaTZOPOULOS, ]"»;'I_I:Jf_,t MicHAEL Prmakounis, H.D.,* GeorRGE KOUKLAKIS, M_I:Zl_,:c
PeLAGIA A. CHLoRoPoULOU, M.D.." KosTantmos Maroras, M.D..} axp EFrumios Srvripis, M.D.]

Int. J. Radiation Uncology Biol. Phys., Vol. 80, No. 2, pp. 492-498, 2011
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90 epwTnMA:
Mtropei n lNpoeyxeipnTikig AKTivo-XnHeio + avti-VEGF

va atroteAéoel PIZIKH Ogpartreia otnv aveyxeipntn véoco
N va odnynoel o€ emiTuxn eméupaon (op06 kai koAov) ?

Phase I/ll Trial of Bevacizumab and Radiotherapy for Locally

Advanced Inoperable Colorectal Cancer: Vasculature-Independent
Radiosensitizing Effect of Bevacizumab

Michael |. Koukourakis,' Alexandra Giatromanolaki,’ Helen Sheldon,” Francesca M. Buffa,?

George Kouklakis,' loannis Ragoussis,” Efthimios Sivridis,’ and Adrian L. Harris,”
and for the Tumour and Angiogenesis Research Group

Clin Cancer Res 2009;15(22) November 15, 2009
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ESMO Minimum Clinical Recommendations for diagnosis,
treatment and follow-up of rectal cancer

Annals of Oncology 16 (Supplement 1): 120-121, 2005

Locally advanced and ¢isseminated disease

e In selected cases treatment may include surgery of resect-

|
able liver or lung metastases [IIl, AJ. Qther surgical or an |J1T£p5£00U|J£
stenting procedures [III, A] or radiotherapy should be con- .
sidered as palliative procedures [Il, AJ. I-IOTS

e First line palliative chemotherapy should be considered Tnv To'n'"(d
early and consists of 5-FU/leucovorin in various combi- 1 ’ ’
nations and schedules, e.g. with oxaliplatin or irinotecan. POXan ”avn VOGO
e Second line chemotherapy should be considered for selected I,IS Trl
patients with maintained good performance status. MﬁTaO'TGTleI
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