Kadr- ja pdarasoolevihk meestel - diagnostika ja
ravi voimalused
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Epidemioloogia




Colon and rectum, Males
Age-Standardized incidence rate per 100,000

7.2 < 12,3 <« 276 M « &85
GLOBOCAN 2002, IARC




Estimated age-standardised incidence rate per 100,000
Colorectum: male, all ages

B <296 =< 31.9 =384 =445 | < 60.6
GLOBOCAN 2008 (JARC) - 2.10.2011
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Sagedamad vidhisurmad Eestis, 2005

e Mehed
» Kopsuvdhk 26 %(500)
» Fesnddrmevdhk 12 %(225)
e Kddr- ja pdrasoolevahk 11 %(203)
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Lung

Frostate

Colorectum

Stomach

Fidney

Bladder

Leukaemia

Pancreas
Mon-Hodgkin ymphaoma
Lip, oral cavity

Largnx

Erain, nervous system
Melanoma of skin
Other pharynx
Oesophagus
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Jadmesoolevahk meestel
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Prognoos aastaks 2015

Estonia
Colorectum
Number of new cancers in 2015 (all ages)

Fernale || 406

Bl

T T T T T T T T 1
o a0 100 150 200 250 200 350 400 450 saa

Incidence in 2003 i Demographic effect
GLOBOCAR 2005 (IARC) (2.10.2011)

Globocan




Kaar- ja parasool

Kaarsool (C18)

Parempoolne kaarsool
(C18.0-C18.5)

Vasakpoolne kaarsool
(C18.6-C18.7)

Muu, tapsustamata
(C18.8-C18.9)

Parasool (C19-C21)

Eesti Vahiregister




Levikugrupp

lokaalne
regionaalne
naaberorganid

kaugmetastaasid

kaugelearenenud, tapsustamata

teadmata

Eesti Vahiregister




Jémesoolevihk poordumisel

l: 15%

IV:
20-25%
1l:
20-30%

ll: 30-40%




Elulemus paikmeti
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Jadmesoolevidhi elulemus

O BEurocare-3 W Eurocare-4

Poola Tsehhi Sloveenia Eesti Euroopa

Berrino et al., 2007 (EUROCARE-3,1990-1994 ja EUROCARE-4, 1995-1999)




Skriining




Kasvaja elutsiikkel

Tumor Growth
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Peitvere analiilis

Fecal Occult Blood Test
(FOBT)

Mortality
Trial Frequency Reduction Adherent m

Minnesota: Annual 33%

Notingham: Bienmial 15% 39%
Denmark: Bienmal 18% 33%
France (2004) Bienmal* 16% 33%

Reduction in incidence: 17-20%

NEJAM 2000; 343:1603-7




Astmeline vahitekkeprotsess
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No. 0F SUBJECTS
Annual screening
Biennial screening
Control

Soeluurimise efektiivsus

A Annual screening
W Biennial screening
O Control

1
10
Years
13,451 12,763 11,983 11,157

13,407 12,716 11,988 11,155
13,218 12,588 11,827 11,021

14,538 14,022
14,507 13,989
14,382 13,851

15,364 14,991
15,386 14,984
15,202 14,835

9494
9554
9342




Endoskoopiline skriining

>30,000 screenees from 40 sites
Cecum reached in =90%
Normal colonoscopy - 47%o

Non-neoplastic lesions - 29%o
Adenomas - 24%

Advanced Adenoma - 3%
Cancer =<0.8%

Complications 0.1%o
Perforations 0.01%




Skriining(1)

e Keskmine risk

-peitevere analliitis(guajakimeetod,immuunmeetod)
-sigmoidoskoopia(kord 5 a.jdrel kord elus)
-kolonoskoopia(kord 10 a.jarel)
-irrigodkoopia,kompuuterkolograafia




Skriining(2)

e Korge risk

-ca voi adenomatoosne poliilip Idhisugulasel alla 60 aasta
-ca kahel IGhisugulasel igas eas

-FAP

-HNPCC

-isiklik poliitipide voi KRV anamnees

-pOletikuline soolehaigus




Jéimesoolevdhi diagnoosimine




Kliiniline pilt,laboratoorne diagnostika

e parempoolne jdmesool
e vasakpoolne jémesool
e pdrasool







Metastaatiline jmesoolevihk




Endoskoopiline skriining

>30,000 screenees from 40 sites
Cecum reached in =90%
Normal colonoscopy - 47%o

Non-neoplastic lesions - 29%o
Adenomas - 24%

Advanced Adenoma - 3%
Cancer =<0.8%

Complications 0.1%o
Perforations 0.01%







N staatuse madramise tapsus

Lymph Node Status

CT

MRI

MR I+coil
ERUS

Pooled results

n Acc 3Sens 3Spec

945 6b6%
436 4%
181 82%
2032 74%

22%
65%
82%
M%

8%
80%
83%
6%

PPV NPV

68%
2%
6%
69%

64%
73%
87%
8%

Systematic Review - Hwok et al 2000




Instrumentaalse diagnostika pohipostulaadid

endoskoopia tdpne 95%(cavelviga voimalik)

KT-metastaatiline levik, T4, rektumi lilemine-keskmine
kolmandik(cave!allergi,neerupuudulikkus,kiirguskoormus)

UH-vaatajast soltuv,kontrastaine+,algkolle
EUH-T1,2+T3?(cave!kogemus,stenoos,korge tuumor)
MRI-rektumi lokaalne staatus(T,CRM,maks)
PET-kauglevik+/-,retsidiiv(cave!pdletik,vdike kolle,ravi)




Kirurgiline ravi




Regional Spread of Rectal Cancer

Tumor Depth Nodal Metastases

Proc Borral Soc Ied 3932 1966




Kirurgiline ravi

ainuke reaalselt kuratiivne ravimodaalsus
lokaalne eemaldamine vbimalik(cave!)

oluline on RO resektsioon ja regionaalsete limfisélmede
eemaldamine

avatud vs laparoskoopiline IGhenemine vérdsed onkoloogiliste
tulemusnditajate osas

erakorraline operatsioon seotud oluliselt suurema
operatsiooniriski ja halvenenud onkoloogilise elulemusega







Jdmesoolevadhi palliatiivne siisteemravi




Advances in the Treatment of CRC
1880 1985 1980 1995 2000 2005

______________________________.
Best supporive care (BSL) +

5-FU

Innotecan
Capecitabine
Crealiplatin
Cetuximabh —»
Bevacizumab
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All 3 Drugs
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Palliatiivne stisteemravi

5-FU “selgroog”,eelistatud ptlisiv manustamine

leukovoriin,oksaliplatiin,irinotekaan
bioloogiline ravi

oluline raviridade vahetamine
lubatud intermitteeruv ravi
kirurgia?!




Jdmesoolevdhi ravi maksumus

Can we afford this?

Regimen

Cost per cycle

Cost/6 months

a-FLILY weeldy x B, every 8 weeks

FEE

B214

Capecitabine ¥ 14 days every 3 weeks

$1512

513104

[rinotecanweekly x 4, every B weeks

FE520

b28,2535

mFOLFOER (oxaliplating leucavarin, infusional 8-
FLIX 48 hours) every 2 weeks

$29472

$38 246

FOLFIRI {oxaliplatin, leucovorin, infusional 5-FLI
¥ 48 hours) every & weeks

F2a70

F33.410

Cetuximab monotherapy weekhy

F4020 loading dose
wekl 1, then 25500k

BB 830

Bevacizumah @alone) every 2 weeks

2406

£31.278

Cnly drug costs included. Average wholesale price based upon 70 kg weight,

body surface area = 1.7 sguare meters




Jéimesoolevadhi adjuvantravi




Jdimesoole adjuvantravi ajaline areng

Adjuvant chemotherapy of
colon cancer: steps ahead
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% Survival

2.staadiumi adjuvantravi

Survival — Dukes stage B

Deaths 0-E Var

Chemotherapy 224 221 1215
Obxervation 262

Chemotherapy

===e== Observation

p=0.04

i z 3 1 -] [
Years from randomisation




Uldine elulemus

3.staadiumi jiémesoolevdhi adjuvantravi

Kirurgia+adjuv. KT

\ KT efektita
to 20% > terveks kirurgilise
. raviga+KT
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Dutch rectal cancer study

» Randomized to surgery or preoperative radiation 5x5 Gy
three or four beam approach

e Standardized TME

2-year fiu RT + surgery surgery

Local recurrence 2.49% 8.2% P<0.001

Overall survival 82% 81.8% P=0.84

Kapefeiin E NETY 2001345638




Kdarsoole adjuvantravi pohipostulaadid

parandab haigusvaba ja tldist elulemust

efektiivsed fluoroptirimidiin ja oksaliplatiin,efektita
irinotekaan,bioloogiline ravi

6 kuud
mida varem seda parem
elulemuse efekt on ptisiv




Pdrasoole adjuvantravi pohipostulaadid

efektiivne nii radio-kui kemoteraapia
eelistatud preoperatiivne radioteraapia
lihike = pikk

fluoroplirimidiin+,o0xa-

parandab lokaalset kontrolli, elulemus?
Cave! funktsionaalsed tulemused




Metastaaside kdasitlus
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Maksametastaasid

COLO-RECTAL CANCER
I

LIVER METASTASES

/ \

| 111

Chemotherapy




Results of Hepatic Resection for Metastatic
Colorectal Cancer

SUrheal (%)

ALthor (year) Moo Pt Mortality (%) Med Sury T-year  S-year

Hughes et al (B6] Rl 7
Gayoeskiet al (4] 20
Scheele etal (95) 4689
Fong et al (93] af

Jenkins et al (47) 131
Jamisonetal (97 280

Fong et al (44) 1007
ocheeleetal (01) 516
Choti et al (2] 226
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Table 5. CLINICAL RISK SCORE FOR
TUMOR RECURRENCE

Survival (%)

Median
Score 1-yr 2-yr 3-yr 4-yr (mo)

93 79 72 G0 74

91 [ils: als o4 44 o1
89 73 Gl o1 40 a7

80 67 42 25 20 33
70 45 38 29 25 20
i1 45 27 14 14 22

Each risk factor is one point: node-positive primary, disease-free interval <12
months, =1 tumor, Sze =5 cm, CEA =200 ng/ml.
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Effective Preoperative Therapy + Hepatic Resection:
Long-term Results in “Unresectable” Patients

REF n= ROrate Op Rate DF5 05

Adam, A1 13.6% 14% 12% H-year dyear: 3%
2000 Median 39mo

Zelek, 31 2% %% Median: 20.2 | 3-year O0%=60%
2003 months

Pozzo, 40 4% 33% Median: 14.3 | 10086 alive at 19
2004 months months

Aberts, 42 38% 43% Median: 26 mo
2005

Results better than chemotherapy alone...




survival after Liver Resection of Colorectal Metastases
Paul Brousse Hospital - 473 patients (Apr. 88 -Jul. 99)
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Ekstrahepaatiline metastaatiline levik

pole absoluutne vastundidustus aga:

-EKSTRAHEPAATILINE LEVIK(LOKAALRETSIDIIV, PERITONEAALNE LEVIK,

KOPSUMETASTAASID,RETROPERITONEAALNE LEVIK) PEAB OLEMA TAIELIKULT
RESETSEERITAV

-PREOPERATIIVSEL KEMOTERAAPIAL PEAB OLEMA SAAVUTATUD RAVIVASTUS
VOI STABILISATSIOON

OLULISEM PROGNOOQOSI SEISUKOHALT ON METASTAASIDE ULDARV MITTE
METASTAASIDA LOKALISATSIOON EKSTRAHEPAATILISELT VOI MITTE




The " blue * liver




o
AS C@ AMERICAN SOCIETY oF CLINICAL ONCOLOGY

« Complete Response »




Kokkuvotteks

esinemus suureneb

skriining vé@hendab tulevikus esinemust, suurendab varajaste
juhtude osakaalu,parandab elulemust,on kuluefektiivne

diagnostika on ménevorra problemaatiline,vajalik kliiniline
kahtlus

kuratiivne ravi on kirurgiline

stisteemravi on oluliselt arenenud aga mitte kuratiivseks

elulemuse paranemise votmesoénadeks on varajane
avastamine ja multmodaalsus







