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First come, first saved
United States, five-year relative survival rate by state at diagnosis, 2016, %
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NCI IV st. Kolorektalinio véZio chemoterapija
- (iki naujy terapijy eros)

The New Generation of Metastatic

Colorectal Cancer Therapy:
Extending Survival and the Continuum of Care

D Response rale (%) @ Median survival (months)
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— IV st. Kolorektalinio vézio
NG bendras isgyvenamumas
(taikiniy terapijos eroje)

Advances in the Treatment of Stage IV CRC

1980 1985 1990 1995 2000 2005 2010 2015

vk

Ll

=
Y vy

Irinotecan
Capecitabine
25 Oxaliplati

0S (months)




NATIONAL CAN

1\@ Savokos:

Aol ISplites vézys

[1I-1V stadijos
— Lokaliai isplites (pirminis tumoras +limfm. jtraukimas) Il stadija
— Sistemiskai iSplites (atokios metastazeés) IV stadija

Siai dienai i8plites vézys (ir Ill, ir IV st.) yra gydomas

Gydymas kombinuotas: chemoterapija, biologiné terapija, reciau
chirurgija (pirminio naviko, kepeny metastaziy), radioterapija

Pries pradedant gydyma svarbu:
— ligonio (amzius, ECOG, gretutinés ligos),
— ligos faktoriai (buve gydymai, naviko histologija, piktybiSkumas)
— socialiniai faktoriai (vienisi, toli gyvena, néra artimyjy ir t.t.)




NATI ITUTE

NCI

Gydymo taktika




NATIONAL CANCER INSTITUTE

@l Ligoniy, serganciy zarnyno veziu,
et gydymo kategorijos (ESMO)

Table 5. Historical ESMO groups for treatment stratification of fit patients with metastatic CRC [ ]

Group O Group 1 Giroup 2 Group 3
Resectable Potentially resectable Mot resectable Mot resectable

Clinical presentation  Clearly resectable RO liver Unresectable liver/lung- Multiple metastases/sites Asymplomatic
and/or lung disease limited disease which Tumour- related Multiple metastases
might become resectable sy mploms Mever able to under go resection
after response o Able to withstand Unsuitable for intensive therapy
conversion therapy intensive the rapy Frail with co-morbidites

Treatment goal Cure (WED) Maximum tumour Clinically relevant tumour  Halt/slow tumour progression
shrinkage shrinkage Tumour shrinkage less relevant

Disease control Tolerability most eelevant

Treatment intensity Surgery Intensive treatment approach Less intenstve treatment approach
Immediate surgery with Upfront most active Upfront active Treatment selected according to
no prior chemotherapy combination regimen combination (at least a patient preference
or chemotherapy doublet) Sequential app roach (start with
moderate (FOLFOX) single agent or doublet with low
perioperative bood city)
chemotherapy FOLFOX an exceplion

CRC, colorectal cancer; FOLFOX, infusional 5-fluorouracil, lescovorin, oxal iplatin; NED, no evidence of disease,




AN Gydymo taktika
——— (chemoterapija vs chirurgija)

Oncological
critena
(prognostic)
A

Bad Preoperative FOLFOX

Good ‘ Gﬂnverslqn with :
best systemic therapy

No preoperative

Excellent therapy
(adjuvant?)
Surgical
Easy Difficult {tggfn‘;%

Figure 2. Categorsation of patients according to technical and oncological erteria. FOLFOX, infusional 5-fluorouracil, levcovorin, oxaliplatin.
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Critical Reviews in Oncolc

gy Hematology 121 (2018) 1-10

Contents lists available at ScienceDirect

Critical Reviews in Oncology /~/ Hematology

journal homepage: www. elsevier.com/locatefcritrevonc

The predictive value of primary tumor location in patients with metastatic

M o S — Review
colorectal cancer: A systematic review
Nele Boeckx™"*,
Konstantinns Par
Right-sided CRC
Fusobacterium nucleatum
Table 1 o
Carcinogenic bile acids
Tumor features according to primary tumor location. ) —
Invasive polymicrobial biofilms
Left Ri ghL Microsatellite instability
Deficient MMR status
Epidemiology Higher incidence Lower incidence CpGisland methylation
Incidence increas 'LIIE LINE-1 methylation
Embryological origin -~ Hindgut Midgut -
Vasculature Inferior mesenteric artery  Superior mesenteric
arte fy KRAS, BRAF, PIK3CAmutations
Clinical Maostly male Mosty female
characteristics Younger Older
Infiltrating, constricting Exphytic, polypoid
lesion lesion
Causing obstruction Causing anemia
Earlier diagnosis Later diagnosis
Smaller tumors Higher TNM stage at
diagnosis
Larger tumors
Cancer syndrome Familial adenomatous Hereditary nonpolyposis
polyposis CRC
Histology Absorptive histology Mucinous histology
Signet-ring cell histology
Poor and undifferentiated
histology
Metastasis More hepatic metastasis Increased risk of
metachronous CRC
More pulmonary, bone and ~ More peritoneal
central nervous system melastasis )
melastasis Gentry T. King
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Left-sided CRC
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Fig. 1. Summary of the varying characteristics in right-sided and left-sided CRC CMS, consensus molecular subtype; MMR, mismatch repair.
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Chirurgijos vieta
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N Kolorektalinio vezio metastaziy vietos

 Kepenys

* Pilvapléevé

« Taukiné

* Plauciai

« Kaulal

* Perif. limfmazgiai
 Odairt.t.




e e Kolorektalinio vezio metastaziy kepenyse
INCI gydymo taktika

Dr. Th. Gruenberger, HPB, University Vienna



Kepeny metastaziy rezektabilumas
N@ ][ Table 3. Conversion chemotherapy approach in patients with liver-limited disease

Study CTx Controlled study RE % Liver resection rate, %

Vie-LM-Bev [302] CAPOX + bevacizumab Mo 73 93

CELIM [176] FOLFOX&/FOLFIRI + cetuximab 70 33

GOMNO [179] FOLFOXIRI + bevaci zumab 80 4

POCHER [303] Chrono-TFLO + cetuxd mab 79 [<1]

BOXER [ 304] CAPOX + bevacizumab 78 40

OLIVIA [178] FOLFOXIRI + bevaci zumab versus FOLFOX + bevacizumab B1 versus 62 49versus 23 (RO)
Yeetal [177] FOLFIRI/FOLEFOX + cetuximab 116 57 wersus 29 26 versus 7 (RD)

CAPOX (NELOX), capecitabine and oxaliplating Chrono-IFLO; chronomodulated irnotecan, S-fluorouracil, levcovorin and oxaliplating CTx,
chemotherapy; FOLFIR], infusional 5-fluorouracil, levcovorin and irino tecan; FOLFOX, infusional S-fluorouracil, lencovorin and oxaliplatin; FOLFOXIRL,

infusional
Table 2. Contraindications to hepatic resection in patients with

CRC liver metastases (adapted from Adam etal, [ ] weith
permission from AlphaMed Press)

Category Contraindication

Technical (A)
L. Absolute I mpossibility of RD resection with =30% liver remnant
Presence of unresectable extrahepatic disease

2 Relative RO resection possible only with complex proce dure
( portal vein embolisation, two-stage hepatectomy,
hepatec tomy combined with ablatdon™)
Rl resection
Oncological (B)
1. Concomitant extrahe patic disease (unresectable)
2 Number of lesions =5
3 Tumour prog ression

Patients should be categorised as Al or A2/B1, B2 or B3.
“All methods, including radiofreque ncy ablation.




N Chemoterapijos svarba kepeny

= metastaziy rezektabilumui
Unresectable liver metastases: 20-25% long-term
survival after induction chemotherapy and
resection

-—BSC

100

— FOLFIRI/FOLFOX6

-— FOLFOX6/FOLFIRI
— Resectable liver metastases

Time (years)

Colon Cancer Collaborative Group. BMJ 2000;321:521-522
Tournigand C, etal. J Clin Oncol 2004;22:229-237; Adam R, et al. Ann Surg 2004;240:644-658
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Nmrlv st. Kolorektalinio vezio gydymo algoritmas

——— l Assessment of clinical condition of the patient l
Fit® Unfi#® (but may be suitabl=) Unfit?
— FP+bevacizumab: reduced BSC

|:|lm li]l.lhlet; H‘Iti-EGFH

v | | '

Patients with clearly OMD Cyioreduction (Shrinkage)** Dizease control {control of progression)
resectable metastases See
figure 2 I |
l MOLECULAR PROFILE MOLECULAR PROFILE
Surgery alone | | | | | |
surgery with periogerative FIAS w RAS mt BRAF mt RAS wt RAS mt BRAF mt
posioperative CT

s -
CT doublet + Combination CT CT triplet + H) duul:-IE.t + CT triplet +/—
anti-EGFR + bevacizumah \ bevactrumah bevacrmab bevacimumah
| I |

Re-evaluation/assessment of response every 2 months* Re-evaluation/zssessment of response every 2—3 months*
GOAL
- - . Pru:ugressne o -
I Progressive disease ———» Hisease Second-ine
|
Surgery Cyloreduction (Shrinkage)** Disease control

!

{'-nrllnue

I'I'EII'ItEﬂH'H::E:

Figure 4. Zurich treatment algorithm. BSC, best supportive care; CT, chemotherapy; EGFR, epidermal growth factor receptor; FP, fluoropyrmidine; mi,
mutant, MED, no evidence of disease; OMD, olipometastatic disease; wi, wild-type. *Patients assessed as fit or unfit according to medical condition not due to
malignant disease. *After two re-evaluations, consider maintenance. **(A) Includes two subgroups: (1) those for whom intensive treatment is appropriate with
the goal of cytoreduction (tumour shrinkage) and conversion to resectable disease; (2) those who need an intensive treatment, al though they will never make it

to resection or LAT, since they need a rapid reduction of tumour burden because of impending clinical threat, impending organ dysfunction, severe symptoms.
T o
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NCI Kolorektalinio véZio taikiniy terapija
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_ Naujausiy priesveziniy vaisty (taikiniy

NCI  terapijos-angiogenezés inhibitoriy)

pasaliniai reiskiniai

virskimmo trakto (VT) perforacija;

fistule;

hipertenzija, kuri néra tinkamai kontrolinojama antihipertenziniais vaistiniais preparatais,
hipertenziné krizé ar hipertenziné encefalopatyja;

sirdies nepakankamumas 1r 13stimimo frakeijos sumazéjimas;

arterinés tromboembolijos reiskiniy (ATR);

4 laipsnio veninés tromboembolijos reiskiniy (jskaitant plauény embolija);

nefrozinis sindromas ar trombiné mikroangiopatija (TMA);

sunkny padidéjusio jautrumo reakeijy (1skaitant bronchy spazma, dispnéja, angioneurozine
edems 1r anafilaksija) (zr. 4.3 ir 4 4 skyrius):

za1zdos gjimo sufrikimas, dél kurio biitina mediciminé intervencyja;

uzpakalinés latkinosios encefalopatijos sindromas (ULES, ang. posterior reversible
encephalopathy syndrome, PRES) (dar vadinamas laikinosios uZpakalinés encefalopatijos
sindromu. LUES).

EMA.eu




WC] Hipertenzijos or proteinurijos stebejimo
— algoritmas

ZALTEAP vartojimo atidéjimas ar dozés modifikavimas
Hipertenzija ZATLTRAP vartojuma reikia laikinai sustabdyti, kol bus
(2r. 4.4 skyry) pasiekta hipertenzijos kontrolé.

Je1, nepaisant Dptunalaus oydymo, pasireiskia pasikartojanti
medicininiu pozZitiriu retkSminga ar sunki lupertenzija,
gydyma ZALTRAP reikia sustabdyt: iki kol hipertenzija taps
kontroliuojama, be to, kity cikly metu doze reikia sumazinti
1k1 2 mg/kg kiino svorio.

Protemuryja Je1 protemnurja yra =2 gramai per 24 valandas, ZALTRAP
(zr. 4.4 skyrny) vartojima reikia laikinai sustabdyti 1r atnaujinti tada, kai
proteinurija bus <2 gramai per 24 valandas.

Je1 proteinuryja atsmnaujina, gydyma retkaa latkinal
sustabdyti, kol protemnurya taps <2 gramai per 24 valandas, 1r
| vartojama doze suma?_mtl iki 2 mg“kg kiino svorio.
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1\—@][ Ligoniy, serganciy kolorektaliniu veziu,
s e stebéjimas

« Kolonoskopija kas 6 mén. pirmus 2 metus

« Kepeny ultragarsas kas 6 mén. (dél KT spresti
individualiai)

« Plauciy rentgenas 1xmetuose, bent 5 metus.

« CEA kas 3-6 mén pirmus 3 m. ir kas 6-12 mén. véliau

« Kiti tyr., priklausomali nuo ligos simptomy

ESMO rekomendacijos
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NC ISvados

« |Splites kolorektalinis vézys yra gydomas

« Gydymas yra kompleksinis (chemoterapija, taikiniy terapija, reciau chirurgija,
radioterapija)

« Gydymo taktika visada turi bdti apsprendziama multidisciplininés komisijos
nutarimu.

« Geriausiy gydymo rezultaty galima tikétis, kai ligonis gydosi specializuotame
onkologijos centre, kur dirba visos specialisty komandos

« Ligoniai, net su Zenkliai pazengusia liga, gali bati gydomi keliy eiliy sisteminiu
gydymu ir gana ilgg laikg

« Naujausias prieSveézinis gydymas yra gana gerai toleruojamas, ligoniai gali testi
gydyma ilgai, ir tuo paciu iSsaugoti adekvacig gyvenimo kokybe

« ISplitusia onkologine liga serganCiam pacientui gali bati reikalinga didesné priezilra
deél ligos iSplitimo simptomy palengvinimo, bei dél ilgy gydymy sukelto toksiskumo.
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