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Spoleéné charakteristiky nadoru GIT

* vétSina nadoru vznika maligni transformaci sliznicniho epitelu
* vnéjSi etiologické faktory - zZivotosprava
 diagnostika — endoskopie, zobrazovaci metody

« vyznam maji vsechny zakladni typy lecCby — komplexni onkologickeé péce
(operace, radioterapie, chemoterapie, cilena lécba)

 duraz na v€asny zachyt onemocnéni — kurativni lé¢ba — operace (resekce)

« chemoterapie: 5 fluorouracil




Nadory jicnu

 Incidence 6,13/100 tis obyvatel, mortalita 5,3/100 tis
(r.2020)

* 75 % pacientu tvori muzi

* vekove rozmezi okolo 70. roku

Histologické podtypy

* Dlazdicobunécny (spinocelularni) karcinom — koureni,
alkohol, piti horkych napoju

 Adenokarcinom — refluxni choroba jicnu - Barretuv jicen,
zvysSena koncentrace HCL, nadvaha

* V ramci duplicit- u nadoru hlavy a krku, nadoru plic
« S-lety OS lokalne pokrocilého onemocneni 5-30%




Nadory jicnu

Klinické priznaky — polykaci potize, bolest pfi polykani, zvraceni, hubnuti
Pokrocilé onemocnéni —pistél (tracheoesophagealni),
aspirace potravy do plic

Diagnostika - endoskopie (esofagogastroskopie) s biopsii,
RTG hrudniku (pasaz), endosonografie EUS
CT hrudniku a PET/CT

Klinicka stadia
| karcinom postihuje pouze sliznici
Il karcinom invaduje pres svalovinu a postihuje 1-2 uzliny
lll nador postihuje okolni struktury a mnohocetné uzliny
IV metastatické onemocnéni

Prediktivni vysetieni — vySetfeni PD-L1 exprese, her2 u adenokarcinomu,
MSI -H/MMR-D (mikrosatelit instability kratké nekodujici repetitivni genomickeé sekvence,
vy$S8i tendence k mutacim, mismatch repair deficiency), fuze NTRK (neurotrofni receporova tyrosinkinaza)




Spread to other organs
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Barretuv jicen
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Endoscopy of the esophagus
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Lécba se lisi stadiem onemocnéni a lokalitou postizeni — kréni vs.

hrudni Usek

radikalni operacni vykon je mozny jen u vybranych pacientu
kombinace radioterapie a chemoterapie (neoadjuvantni,

kurativni)

diraz na podpurnod 8RB YS¥teni nutrice
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Konkomitantni chemoradioterapie CHRT- nadory kréniho
useku jicnu, inoperabilni nadory
Neoadjuvantni CHRT - paklitaxel/karboplatina

event.5-FU/Oxallplat|na Photon Intensity Modulated (IMRT) Technigue

/
&

IH'I

Imunoterapie - Checkpoint
inhibitory — nivolumab v adjuvanci
Ramucirumab - anitVEGFR2

Podpurna péce- jicnové stenty,
jejunostomie, PEG




Obr. 1. Zavedeni Danisova stentu —

endoskopicky pohled.

Fig. 1. Application of Danis stent—

endoscopic image.




Nadory kolorekta

» celosvetove druhou nejcastéjsi pricinou umrti na nadorove onemocneni
* v CR nejvyssi incidence: 65/100.000, mortalita 32/100.000 (r. 2020)

Rizikoveé faktory - zapadni styl zivota, obezita, Cervené maso, malo
viakniny

sporadicka forma 80-90 %

|diopatické stfevni zanéty IBD — ulcerozni kolitida, m. Crohn
hereditarni syndromy 5 % (familiarni adenomatosni polypoza FAP,
hereditarni nepolypézni kolorektalni karcinom HNPCC — Lynchuv sy)

Klinické priznaky- dlouho bezpriznakove, zména defekacniho stereotypu,
tenesmy, obstrukce- ileozni stav
krvaceni, anemizace, hubnuti




Diagnostika - vySetreni per rektum, kolonoskopie s biopsii, rektoskopie,
TRUS,

MR panve, UZ bficha, RTG plic, CT hrudniku a bficha, (CT virtualni
kolonoskopie), TM CEA a Ca 19-9,

prediktivni markery KRAS, NRAS, BRAF mutace, dAMMR/MSI

Colonoscopy
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Rozsah sifeni tumoru

Tis Carcinoma in situ: infraepithelial or invasion of lamina propria
T1 Submucosa

TTsm] T1sm1 —infilfrace vnitrni 1/3 submukozy

T1sm2 T1sm2 — infilfrace stredni ffefiny submukozy

T1sm3 T1sm3 - infilfrace zevni 1/3 submukozy

T2 Muscularis propria

T4 Perforation intovisceral peritoneum(a) or invasion to other organs (b)
N Regional lymphnodes

N1a 1LU +

N1b 2-3 LU +

N1c mald deposita v okolnim tuku

N2a 4-6 LU +

N2b 7/ avice LU +
M Vzddlené metastazy

M1a 1 postizeny orgdn nebo set LU

M1b vice nez 1 postizeny orgdn nebo postizené peritoneum




Prognostick

a skupina

TN substage

Terapeutické moznosti

Very early cT1 sm1 NO Lokdlni excise (TEM) - nutno dosdhnout RO
(2% LR v 5
letech po If poor prognostic signs (cT1 Resekce (TME) (or possibly CRT)
LE) sm2,3 nebo high grade nebo
V1)
Early cT1-2; cT3a (b) if middle or high, | Surgery(TME) alone.
(good) NO (or cN1 if high), mrf-, no
3-4% LR EMVI
If poor prognostic signs (crm+, Surgery (TME) + postop CRT or CTa
N2) (CRT with evaluation, if cCR wait-and-see,
organ preservation)
Intermediat | cT2 very low, cT3mrf- (unless Preop RT (5x5 Gy) or CRT followed by TME.
e (bad) cT3a(b)and mid- or high If CRT and cCR, wait-and-see in high risk
rectum, N1-2, EMVI+, limited patients for surgery.
cT4aNO
Locally cT3mrf+, cT4q,b, lateral node+ | Preop CRT followed by surgery (TME+more
advanced extended surgery if needed due to tumour
(ugly) overgrowth).

5x5 Gy with a delay to surgery in elderly or in
patients with severe comorbidity who cannot
tolerate CRT




Zakladni chirurgické vykony

TEM transanalni endoskopicka mikrochirurgie
TME totalni mesorektalni excize
APR Abdominoperitonealni resekce

Surgical Resection (Mesorectal)

o lpmes o




Kolostomie

Pfi operaci, ktera konéi kolostomii, se ¢ast tlustého streva (zvana kolon) vyvede na
povrch bricha a vytvori se vyvod. Stomie umozniuje odchod stolice. Kolostomie je
obyéejné vyvedena na levé strané bficha. Stolice v této &asti stfev je obvykle tuha.
Pokud ma Elovék stomii, znamena to, Ze nemiZe kontrolovat vyprazdiovani, a proto
bude zapotfebi stomicky sacek pro sbér stolice.

Existuji dva rizné postupy chirurgického vykonu, pfi kterém je vyvedena kolostomie:
koncova kolostomie a dvouhlaviiova (klickova) kolostomie.

lleostomie

Pfi operaci, ktera konéi ileostomii, se &ast tenkého stfeva (zvana ileum) vyvede na
povrch bricha a vytvori se viyvod. Stomie umoznuje odchod stolice. lleostomie je
obycejné vyvedena na prave sirané bricha. Stolice v teto Casti strev je obvykle fidka az
vodnata. Pokud ma &lovék stomii, znamend to, Ze nemiZe kontrolovat vyprazdfiovani,
a proto bude zapotfebi stomicky sacek pro sbér stolice.

www.coloplast.cz




Neoadjuvantni radioterapie — downstaing tumoru

~ Pred RT

Lk




Diliraz na spravnou klasifikaci onemocnéni — vliv na l1é¢ebnou
strategii

 chirurgie — lokalni excize, hemikolektomie, totalni mesorektalni
excize,
abdominoperinealni resekce (Miles), metastazektomie,
odlehCovaci stomie
* neoadjuvantni chemoradioterapie u nadoru rekta —
RT+kapecitabin

 adjuvantni chemoterapie — 5 fluorouracil, kombinace (oxaliplatina,

irinntalcan) A Mmaciell

irinctekan-6-mésict

Biologicka lé€ba — anti EFGR moAb — cetuximab/panitumumab
anti VEGF moAb — bevacizumab/aflibercept

dMMR/MSI-H — pembrolizumab, nivolumab imunoterapie
NTRK — entrektinib, larotrektinib




Pro kvalifikované rozhodnuti o typu cilené IéCby pokrocCilého metastatického
kolorektalniho karcinomu je nutné znat stav mikrosatelitoveé instability (MSI),
resp. MMR (mismatch repair) v nadorové tkani. mutacéni stav onkogenu
rodiny RAS (KRAS, NRAS) a BRAF, ke zvazeni je testovani HER-2. Tato
informace umozni planovat doprfedu |éCbu ve vice liniich. Onkogeny RAS
predstavuji negativni prediktivni marker pro pouziti cilené anti-EGFR 1éCby,
kterou Ize podat pouze v prfipadé nemutovaného stavu onkogenu RAS (wild
type). Ucinnost inhibitord EGFR cetuximabu a panitumumabu v 1é&bé
metastatickeho kolorektalniho karcinomu je obdobna. V pripade progrese na
jednom inhibitoru EGFR neni indikovano podani druhého. Pro [éCbu
bevacizumabem, afliberceptem, ramucirumabem, regorafenibem a
trifluridin/tipiracil (Lonsurf) prediktivni parametr v praxi zaveden neni. Pokud neni
dostupna nadorova tkan k testovani RAS, Ize vyuzit tekuté biopsie

Prediktivni molekularni markery u 1V. stadia onemocnéni — RAS, BRAF, MSlI-
H (dMMR)

Molekularni testovani test signalni drahy receptoru EGFR (ErbB1/HER1)-
tyrosinkinazova aktivita - stimulace rustu bunék, utlum apoptozy
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Aktivaéni mutace Ras - rezistence k inhibitoraim EGFR
INutnost vysetrit na mutaci onkogenu RAS (KRAS,NRAS)- rezistence k lécbhé
antiEGFR moAB! Az u 50 % pacientt
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gansration ssquencing. PO, programmesd call death |7 POLI, programmed death liged 12 BTE, reteptor trrosne krase.




Molekularni drahy patogeneze vzniku kolorektalniho karcinomu

* 1990 Volgelsteina kol. - sekvence adenom-karcinom (chromozomalni
nestabilita s vysokym procentem aneuploidie

« 2010 Leggett — cesta pilovitych lézi, prava polovina traCcniku, mladsi pacienti

« Germinalni mutace MMR - chybna oprava DNA v prubéhu replikace, Lynch sy

Konvencni sekvence adenom- Karcinom: 70-75 % KREK
Chromosomalni nestabilita, APC/KFRAS/p53 mutace

Kolorektalmi

karcinom

Adenom Pokrodily ,
adenom

waerrated polvp pathwav® - Cesta z pilovitvch 1ézi: 20-30 % KREK
Metvlace CpG ostriivki, BRAF mutace

l

Normalni Hyperplasticky | | Piisedly pilovity Kolorektilni
slizmice adenom / polvp karcinom

polyp

hMicrosatelite instability pathwav® — Cesta mikrosatelifové nestabilitv: 2-4 %9 KEK

Mismatch repair deficience

Germinalng Kolorektialni karcinom/
MMRE mutace Lynchiv syndrom

https://dspace.cuni.cz/bitstream/handle/20.500.11956/125050/140089591.pdf?sequence=1&isAllowed=y




Sporadic colon cancer Vyvoj 10 a vice
let

MSI
Aneuploidy K-RAS
Methylation COx-2

I |

N_qrmal " _Early lntennadlate Lgte. s
mucosa adenoma adenoma adenoma e

P53

*90 % adenokarcinomy, z polypu
*nadory traCniku (colon) vétsi tendence k metastazovani,

*nadory rekta — lokalni sireni : - _
Compared to MSI-L or microsatellite stable (MSS)

tumors, M3I-H tumors have a distinct climicopathologic
phenotype [47-49]. MSI-H tumors tend to be poorly
differentiated, right-sided, mucinous, have an expansile
tumor infiltrating lymphocytes with a prominent in-
Hammatory reaction [5,50-53]. In addition, the car-
cinogenic pathway underlying MSI-H tumors (MMR

https://pubmed.ncbi.nlm.nih.gov/15528785/




Microsatellite instability

Background

Microsatellite {MS5), also called Short Tandem Repeats
(5TRs) or Simple Sequence Repeat (55Hs), consists of

repeated sequences of 1-6 nucleotides [1]. The distribu-
tion characteristics are different from 15 to 65 nucleo-
tides tandem repeats of small satellite DMNA, which is
mainly located near the ends of chromosomes. M5 are
widely distributed and mostly is located near the coding
region and may be located others region like intron or
non-coding region. Each MS specific site is composed of
two parts: the central core and the peripheral flanks, and
the specificity of M5 is mainly due to the change in the
number of core repeating units.

The mechanism of MS generation is generally believed
to be DNA slippage in the process of replication, or mis-
match of the basic group of slippage strand and comple-
mentary strand in the process of DNA replication and

"orrespondence: luchsggdmueduon Bodhugvahoocom rhugadm.
el
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repair, resulting in one or more of the repeating units
missing or insert. The normal tissue DINA repair system,
called mismatch repair {(MMR), can correct in the pro-
cess of DNA replication errors. However, due to the lack
of MMR genes in tumor cells or defects in the process
of replication repair, the possibility of gene mutation is
increased [2]. It can be seen that MSI is an important [ac-
tor in the occurrence and development of tumors.

In line with the frequency of MSI, it can be distin-
guished into three types: high microsatellite instabil-
ity (MSI-H}, low microsatellite instability (MSI-L) and
microsatellite stability (M55} [3]. At present, clinical
research tends to classify M55-L and MS5 as one kind.
According to the different molecular mechanisms of M5
in colorectal cancer, it can be divided into colorectal can-
cer (CRC) with no obvious family genetic history and
Lynch syndrome with non-polyposis with family genetic
history. Early findings by researchers showed that most
of the M5] cases are sporadic colorectal cancer, which is
caused by epigenetic inactivation of gene expression in
offspring on account of the methylation of hMLH1 pro-
moter without the gene mutation. Lynch syndrome is an
autosomal dominant tumor syndrome caused by muta-
tons in MMR strains, and it can also cause tumors in
other parts of the colon and rectum [4].

MSI -H/MMR-D (mikrosatelite instability kratké nekodujici repetitivni
genomicke sekvence, vyssi tendence k mutacim, mismatch repair

deficiency




Table 1 Summary of microsatellite Instabllity detectlon methods

Detection method Characteristics Test ams Accuracy Rafs.
[ Aocurate results were obtained froma small amount of Peearky TOO MS oo IMPACT ™ 97% Hempalmann et al j&]
sample FTCEn: B4.6%
Fhunrescent multi Oinly M5| results are obtaimed 5 M5 sites: BAT-26, Gold standard, 100%  Andanandaetal [17]
plexPCRand CE MG analysis system is based on this method NR-21, BAT-25,
MONO-27 and NR-24
IHC Wide application and strong practicahility, but only ot The MME protein: oa-35% Cheah et al [17]
the MME results hMILH1, hPMSS,
hGHZ, hMSHE
emibif's Accurate and no matching of mormal materials ame DM Fromm tumor tissue: 95 80% Waalkes etal [17]

required for certain deesses. colorectal cancer, prostate
cancer, endametrial cancer

WES mExt-generalion sepuencing, PR polymerase chaln reacticn, CE caplliary electrophoresis, fHC mamrenohistochemistry, smdies single- moke oule molecular
Inwersion probes, MMR mismatch repalr, M5 microsatellite

Table 3 Summary of drug therapy for colorectal cancer patlients with M51 characteristics

Crrug Target Indicaticns Ramiarks Rafs.
Fheorourzacil Mucleic acid  Stage W o WV CRC Chemothempy Eweon et al. [211
Misolumab PO-L1 Patients with advanoed metzstatic CRC ower Bazed on the chemotherapy drug treatment Ceenman et al [57]

the age of 1.3 years with M3-HADMME; BRAF
mutation caused by dMMARS]-H metasiatic

CRC
Ipilimumzab CTLA4 Combired trestment with Nivolumab for meta-  Low dos2 ipilimumshb combined with Crecrman et al. [B9]
static CRE aogravated by M51-HAAMME after nivolumab: can reduce side effectsin
cosliplating irinotecan and fluotouraci patients
Pembrolzumab  PO-L] fohvanced anti-PO-LT posiines CRE pafients Baszed on the chemotberapy drug treatment O'Neifetal. [97]
Bevacizumakb WEGH Patienis with MEH-H turmor Based on the chemotherapy drug treatment Innocent et al [52]

PO-LY programmed cell death-Ligand 1, CONL44 ortodoxic T-lymphooyte-associsliad protein 4, VEGF vasoular endothalial growth Eactorn, CRC colorectal cancer, dAAMR
mismatch repair defident, M5-H microsatediite high iInstability




Klinicka diagnoza a dotaz: adenoCa rekta, pred neoadj. Iéchou.
Dékuji
PoZzadovana vysetreni: MMR imunohistochemicky [T]

MMH imunohistochemicky:

M5H2: bez absence

M5HGB: bez absence

MLH1: bez absence

PMS2: bez absence

Zaver: Bez defektu exprese MMRB proteini vySetrovanych imunohistochemicky.
Popis: Adenokarcinom rekta v endoskopické excizi.

Klasifikace: exprese MMRP proteini bez IHC detekovatelné alterace

Interpretace: Adenokarcinom rekta v endoskopické excizi.
MMH bez defektu.

komponenta visledek jednotka ref. meze hodnoceni

DEYD Evidovan

BOPIS:

Vysledek: Zjistcéna mmtace v genu DEYD ovliviunjici metabolismus Fluoropyrimidinovych lé&iv. HETEROIYEOT pro DEPYD NM
O00110.3:0.1128-5523C>C haplotyp HADPEZ i(wvazha s c.l23&FxR). HKlasifikace drug response rs750171382, alela se snizenou
aktivitou Dihydropyrimidine dehydrogendzy (DPD) — skére: 1.5 i{dle guidelines BMID: 317452Z28%) .. U Heterozygotil doporudenc
sniZenl davky 5-FU o 25%, tj. na 75% stancvene davky {Heulendijks 2015; PMID: ZE£03%45). BNDr. Ewva Machackova, Ph.D. Datum:
T-8.2023

KOMENTASE K METODAM:

DPYD: DNR: 1880s232 Vyvietfenli genomické DH2R izolované z periferni krve. Diagnosticky kit FPHREM DEYD na principu alelické
diskriminace {Feneri Biotech). Real-time PCR na LightCycler—%& {(Roche) stanovenl DPYD wariant: *2R (c.1%05+1G=R); +*13

(o lE79T>E) ;HapB3 {(c.123€G>A) a c.284€R>T {4 varianty dle doporuceni guidelines PMID: ‘31745289):




Table 2 Swmmary of M1 dMMA re lated diseases
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Hereditarni syndromy

Familiarni ademotatézni polypéza
FAP

1-2 % nadoru, mnohocetné polypy
stfeva (stovky) tendence k malignizaci
je jista

( 100 % v 50 letech ), distalni Cast
stfeva, konecnik,

AD nemoc, nadorovy supresorovy gen
APC

Varianta Gardnertv syndrom- FAP +
extrakolické projevy (podkozni fibromy,
osteomy)

Hereditarni nepolyp6zni kolorektalni
karcinom HNPCC (Lynchuv sy)

Mutace MMR genu MLH1 a MSH1

Casny vyskyt, prava strana colon, v 10
% synchronni nador i v jiném useku
streva

Celozivotni riziko tumoru 80 %




THE MOST COMMON CANCERS IN LYNCH SYNDROME™




Prognéza: 5-y OS u |l a ll stadia 90 %
5y OS u lll stadia 70 %
5y OS u IV stadium s resekabilni mts 40 %,
neresekabilni mts median preziti 24-30 mésicu

Screening — od roku 2009, od 50 let- test na okultni krvaceni iTOKS

1 roCné, kolonoskopie dle nalezu a 10 let

ITOKS/FIT je zaloZen na detekci proteinu (lidského hemoglobinu) ve stolici pomoci monoklonalni
protilatky

Obecna doporuceni

Kolorektalni screening je zaloZen na pravidelnych testech okultniho krvdceni do stolice (TOKS) nebo na
primarni screeningovée kolonoskopii. Lidé starsi 50 let se tak mohou rozhodnout pro jednu ze dvou
moZnosti:

Jednou roéné si udélat test okultniho krvaceni do stolice (TOKS). Tento test je b&Zné k dostani u
praktickych |ékafl a jeho provedeni je zcela nendroéné.

Podstoupit primarni screeningovou kolonoskopii, kterou postaéi provést jednou za deset let.

Tato obecnd doporuteni viak plati pouze pro asymptomatické jedince (tzn. osoby nepocitujici Zadné
piiznaky) a u riznych lidi se mohou vyrazné lidit. v pfipadé pochybnosti prosim kontaktujte svého
praktického [ékafe.

Obecné plati, Ze zhoubné nadory lze |&Eit pomérné snadno a Gcinng, jsou-li zachyceny v pofateénim stadiu.
Mevahejte proto s navstévou I€kafe, patfite li do rizikove skupiny.

www.kolorektum.cz




Nadory zaludku

. celosvétové pomérné Casté, u nas incidence klesa 12/100 000, mortalita 9/100 000
Castéji onemocni muzi

Rizikové faktory - strava (sul, nitraty —konzervace, uzeni), koufeni, alkohol, obezita,
Helicobacter pylori, EBV

geneticky hereditarni difuzni karcinom zaludku - mutace E cadherinu CDH-1,
manifestace vétSinou kolem 38.roku, sou¢asné nadory prsu

Ca zaludku spojen s mutacemi BRCA 1 a 2, FAP, Lynch sy, Li-Fraumeni sy
Symptomy Casto nespecifické (dyspepsie, jako viedova choroba), hubnuti, zvraceni

Diagnostika- endoskopie (esofagogastroskopie) s biopsii, RTG hrudniku,
CT hrudniku a bficha

* histologickeé typy — adenokarcinom, GIST, neuroendokrinni nadory, MALTom




Age Distribution
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Stomach and Regional Lymph Nodes

i
! #

]
\\ Superior gastric =
=

Pancreaticolienal

r fn 3
Py R\. L~ x> group of nodes
LY. .-l - - e L ] ‘Hl III
e — N
‘ e
'a ", i o {
5 BRE—— A
Suprapyloric group £l \\ N T 1 T\
of nodes | ol i e | .1'\ \ ' Far™ Ao, ol
! o t \ i = f
| ,
H.

. Inferior gastric subpyloric group

patologicka uzlina v nadklicku — Virchowova uzlina; MTS ovaria — Krukenberguv
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LecCba se liSi stadiem onemocnéni a lokalitou postizeni

* jedinou kurativni metodou je operace (endoskopicka, radikalni
gastrektomie)

 perioperacni chemoterapie, adjuvantni chemoradioterapie
«duraz na podpurnou lé€bu, zajisténi nutrice — jejunostomie,
suplementace vit B12

Updated Analysis of SWOG-Directed Intergroup Study 0116: A
Phase Ill Trial of Adjuvant Radiochemotherapy Versus Observation

After Curative Gastric Cancer Resection

S~ 100 -} Median

—_ n__ Events (months)
== FU + leucovorin + RT 282 21 27
80 - Observation 277 237 19

P < .001

20 +

Relapse-Free Survival (%)
3

0 24 48 72 96 120 144 168 192
Time Since Registration (months)

JCOJuly 1, 2012 vol. 30 no. 192327-2333







Cilena lécba a imunoterapie u nadoru jicnu a zaludku

Trastuzumab (antiHer2), ramucirumab (antiVEGF2), checkpoint
inhibitory, dAMMR/MSI

Nadory zaludku a jicnu - razeny mezi nadory s nejvéetSi mutacni
zatezi (melanom, plice, moCovy méchyr)

Exprese PD-L1 prognosticky faktor, u 2- 63 % pacientu

Tab. 2. Vybrané probihajicl studie.

Studie Fize  Cislo studie
studie
[ NCTO2918162
CheckMate 577 I WNCTD2743404
il NCT02520453
PERFECT [ MCTOI087 864
I NCTO2642809
KEYMNOTE 590 n NCTD3189719
Il MCTO2954536
KEYMNOTE 181 m NCTD2564263

CheckMate 648 1] NCTD3143153

Ca #aludkw/GE junkce  perioperacni a udriovaci lECba

Ca jionu/GE junkce
Ca jicnu
Ca jicnu/GE junkce
Ca jicnu
Ca jicnuy/GE junkce
Ca jicnu/Zaludku
Ca jionu/GE junkce

Ca jicnu

GE junkce - gastroezofagedlni junkce, Ca jicnu - karcinom jicnu

Linie lécby

adjuvantni lééba
adjuvantni lécba
necadjuvantni lécba
metastaticky karcinom
metastaticky karcinom
metastaticky karcinom

pokrodily nebo metastaticky
karcinom

pokrodily nebo metastaticky
karcinom

Studovany
checkpoint
inhibitor
pembrolizumab
nivolumab
durvalumab
atezolizumab
pembrolizumab
pembrolizumab
pembrolizumab

pembrolizumab

nivolumal,
ipilimumab

Refe-
rence

[15]
[18]
(19]
[20]
[21]
[23]
[24]
[25]

[26]

i Onkol 2018 31(1): 35-39
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5 Year Survival by Stage

1_
1

@i

. A 708%
1B 57.4%
A 45.5%
1B 32.8%
A 19.8%
1IB 14.0%
1HIC 9.2%

IV 4.0%




Nadory pankreatu

* jen cca 3 % vSech nadoru, ale na 3-4. misté v mortalité, mezi 60.-80.
rokem
* incidence tésné kopiruje mortalitu ® 23,4/21,7 100 000 obyvatel

Rizikové faktory

koureni, alkoholismus, obezita, chronicka pankreatitida, nizka hladina vit D
genetické faktory — mutace BRCA2, BRCA 1, Lynch, Peutz-Jeghersuv sy,
FAP

Symptomy
dlouho bezpfriznakovée, pozdeji nespecifické pfiznaky (bolest bficha,
hubnuti), ikterus —— o~

The pancreas is d|v1ded mto three regions

80 % diagnostikovano v pokrocilém stadi

Nadory hlavy x téla x kaudy pankreatu
Obstrukéni ikterus

Bolesti - infiltrace plexus coeliacus
Diabetes mellitus




Pancreatic Cancer: Pathophysiology, Diagnpesis and Stagin
physiology, Diaggs o 361G

Pancreatic cancer is suspected based on a set of symptoms:

| K 2 //@\
@ J V

Jaundice Dark urine Ligh_t—_stool Weight loss

“

Fatigue Upper abdominal Fullness after New or recent
or back pain eating worsening of diabetes

> » ] 1:28/3:51 = P i




Stage IA Pancreatic Cancer

Tumor size

Duodenum

© 2012 Terese Winslow LLC
U.S. Govt. has certain rights




— The cancer has grown outside
the pancreas and into one of the
blood vessels

Bowel

Pancreas













Diagnostika
UZ a CT bricha, endoskopicky ultrazvuk (tenkojehlova biopsie), peroperacni
staging, Ca 19-9

* 80 % adenokarcinomy, NET neuroedokrinni nadory pankreatu

* 80 % ma aktivacni mutaci RAS onkogenu /KRAS

*geneticka konzultace- testovani BRCA1,2, event. NTRK fuze, mikro-satelitova
instabilita/MSI-H

Lécba dle rozsahu: resekabilni x lokalné pokroCily x metastaticky nador

* chirurgie — hemipankreatoduodenektomie, levostranna hemipankreatektomie
a splenektomie

« adjuvantni chemoterapie FOLFIRINOX, event Gemcitabin * radioterapie

* u lokalné pokrocilych 3 mésice CHT pak chemoradioterapie, dle stavu pacienta
« paliativni chemoterapie — monoterapie, nebo kombinace, dle stavu pacienta
*Olaparib u germinalni mutace BRCA1/2 v kombinaci s CHT

« podpurna a symptomaticka lé€ba (feseni ikteru, |Ié€ba bolesti, nutriCni podpora)
median preziti 13 - 20 mésicu.
40 % pacienti ma v dobé diagnézy MTS - preziti 4-6 mésicu




Pancreatic Cancer: Treatment and Outcomes

Curative treatment: Vwhipple procedure

Bile duct

‘o

I -
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(Small intestine)
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(Small intestine)
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Resekce celeho duodena, hlavy pankreatu, resekce zluCoveho vyvodu a
ZluCniku
Pankreatikojejunostomie, hepatikojejunostomie, gastrojejunostomie




Zastoupeni klinickych stadii v case

Graf zobrazuje ¢asovy vyvoj % Zastoupeni kiinickych stadii. Klinicka stadia jsou uréovana na
Zakladé TNM klasifikace platne v dobé stanoveni diagndzy pacienta.
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Komplexni analyza spektra lipidd
v krevnim seru u 830 vzork( odhalila sta-
tisticky vyznamné rozdily mezi pacienty

NOVE Screen“"]g r|Z|kovyCh JedlnCloJ' s karcinomem pankreatu a zdravymi je-

dinci. Dosazené vysledky potvrdily, Ze
E U S + M R timto pfistupem Ize stanovit pfitomnost
karcinomu pankreatu s vice jak 90% sen-
zitivitou a specifitou, coz vyznamné pfe-
konava diskriminacni schopnosti v sou-
casné dobé pouzivaného biomarkeru
tohoto onemocnéni CA 19-9, a to piede-
vsim v Casnych stadiich onemocnéni.




Nadory jater

* vzacné nadory, celosvétoveé geograficka zavislost
90 % hepatocelularni karcinom, 10 % cholangiokarcinom,
hepatocholangiokarcinom, hepatoblastom u deéti

Rizikové faktory -
cirhoza jater — alkoholicka nebo infekCni, virové hepatitidy (HCV, HBV — oCkovani)
aflatoxin, chemické karcinogeny, steroidy

Symptomy -
dlouho bezpfiznakoveé, pozdéji nespecifické, spolecné cirhdze, hubnuti , dyspepsie

Screening rizikovych pacienttl schopnych [éCby - pac s cirhézou, HBsAg pozitivni,
HCV pozit a fibrézou — UZ jater a 6 mésicu

Diagnostika
kontrastni CT, MR jater, funkéni vySetreni jater — Childova-Pughova klasifikace
CT hrudniku, scintigrafie kosti, AFP







Lécba dle rozsahu choroby a celkového stavu pacienta

Schema c. 1 Lécebné schema HCC se zohlednénim klinického stadia, funkcni rezervy jater a realny cil lecebneé

metody (BCLC)

Stadium 0

PS 0, Child Pugh A

-

HCC

v

Stadium A-C
PS5 0-2, Child Pugh A-B

Stadium D
PS>2, Child Pugh C

A4 v Y

Stadium O Stadium A Stfedné pokrodilé Pokro€ilé stadium C

| HCC<2cm | HCC nebo 3<3cm stadium B Invaze do porty

Ca in situ PSO ViceloZiskove N1. M1.P51-2

I HCC 3 loZiska = 3cm
TKP/bil. morma komorbidity

l ] L 4 L 4 A 4 v

RESEKCE NE ANO TACE Systémova lécha Symptomaticky
TRAMSPLANTACE RFA/PEI TKI, Imunoterapie paliativni pristup
(BSC)

Kurativni metody 30 %
PreZiti 5 let 50-75 %

Paliativni metody (70%)
Piefiti 3roky 10-40%

Piefiti 3 mésice




Lokalni ablativni techniky -
radiofrekvencni ablace, perkutanni
etanolova injektaz, transarterialni
chemoembolizace,

Stereotakticka radioterapie

Cilena lécba — tyrosinkinazove
inhibitory — sorafenib, lenvatinib
regorafenib, bevacizumab

chemorezistentni onemocnéni!l

Hlavni prognostickeé faktory: velikost, pocCet lozisek, vaskularni invaze
o-ti leté preziti u kurativni leCby 70 %, u paliativni |éCby 3 leté preziti 10-40
%




Radiofrekvencni ablace

« Malé nadory jater eventualne metastazy jaterni, u nichz je
kontraindikovano chirurgickeé reseni, také v pripade, ze neni
iIndikovana transplantace jater u hepatocelularniho karcinomu
HCC

* Velikost 2-5 cm, max 3 loziska

 Paliativni efekt, ovsem pfinos stabilizace nemoci

* Provedeni- pod UZ Ci CT kontrolou perkutanneg, pri operaci pod
zrakovou kontrolou

" r ']
The surgeon deploys electrodes from
the probe whach deboer radiofrequency
energy. Ths figh heat cases death of be replaced by scar fissue.
tfurnor cells.

Radiofrequency Ablation (RFA)
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Chemoembolizace

 Ovlivnéni pres arterialni zasobeni nadoru - napf. u
hepatocelularniho ca

« Kombinace regionalni intraarterialni CHT + embolizace

* Vyhody-mnohonasobné vyssi koncentrace CHT (doxorubicin,
cisplatina, mitomycin C) s pomalym poklesem koncentrace

* Ischemie tumoru embolizaci zvySuje protinadorovy efekt CHT

« Embolizace- Lipiodol (olejova kontrastni latka), zelatinova pena,
v soucasnosti kalibrovane mikrokulicky z biokompatibilniho
hydrogelu (DC-BEADs)

« Kontrola efektu na CT — mizi vysycovani loziska

www.linkos.cz/nadory-jater-a-zlucniku-c22-24/o-nadorech-jater/
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Microspheres ngected diomng transartertal therapy “lock m”™
chemotherapy and block the blood supply to the fuenor.
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Resekce, transplantace — jediné potencialne kurativni metody

-,\ n

Portion of donor’s Recipient's
liver to be -~ liver

-

transplanted \ removed

Donor's liver
transplanted
in recipient

Liver Transplantation

Milanska kritéria — solitarni nador do 5 cm, aZ tfi nadory do 3 cm, bez makroangioinvaze; UCSF kritéria — solitarni
nador do 6.5 cm, max. tfi nadory do 4.5 cm, kdy souCet prlolmérlol nadorll nepf'esahuje 8 cm, bez
makroangioinvaze;

up-to-seven kritéria — souCet velikosti nadoru a poétu nadorll nepf‘esahuje 7.

https://www.mojezdravi.cz/zdravy-zivotni-styl/transplantace-jater-stale-vice-cekatelu-nez-darcu-lekari-umi-problem-resit-
68.html




Normal Liver Liver with Cirrhosis




Cn'rhutle Liver




©Medical Addicts

Child-Pugh Classification of
Cirrhosis

Serum bilirubin  mol/L

mg /dL c:E.'D
Serum albumin g/L =35
g/dL »3.5
Prothrombin seconds 0-4
time prolonged <1.7
INR
Ascites MNone
Hepatic None

encephalopathy

34-51
2.0-3.0

30-35
3.0-3.5

4-5
1.7-2.3

Easily controlled

Minimal

}3.{]

<30
3.0

=B
=23

Poorly controlled

Advanced

The Child-Pugh score is calculated by adding the scores of the five factors and can
range from 5 to 15. Child-Pugh class canbe A (a score of 5-6), B (7-9), or C (10 or
above). Decompensation indicates cirrhosis with a Child-Pugh score of =7 {class B).

This level has been the accepted criterion Tor listing liver transplantation.




Hepatocaluldrni karcinom
IndikoviEni jgou nemoeni s hapatocelularnim karcinomem s malou pravdépodobnosti rekurence

:Indikace k transplantaci jater:

onamocnéni po transplantaci. Toto hlediskn splfuje dobfe diferencovany HCC bez invaze do vel ®ES
kych cév prokazateiné zobrazovacimi metodami, nebo mikroangioinvaze prokazané histologicky g! Kl o acoaneirazntersiogi e
Histologicky ndlez neni podminkou indikace. ProtoZe pravdépodobnost angioinvaze i dediferan- B ey

ciace tumoru se 2wyiuje & ristem nadorowvého loZiska, je velikost tumoru dobrym prediktorem
potransplantacdntho prabéhu. Nejlepsi weledky [ze dosdhnout u nadord unilokuldrnich o velikost
lofiska do 5 cm v priméru nebo & nejvie 3 loZisky, maximdlngé o praméru 3 cm. ® Tato 2w
milanska kriteria, atkoliv znaéné restrktivni, jsou v praxi téméf univerzaing piijata. Programy wii-
vajici benevolentndjél, trv. extendovana kriteria, indikujl nemocné & jednim nadorowm loZiskem do
B.Scm v priméru nebo nepfesahuje-li souéet prumérd vEach lofFisek 7 cm. Aplikace extendova-
nych kriterii pfindsi snizené pfedivani pffjemed, vitSinou k hranici 50 % pfi 5 letém sledovani, co2
j& povaiovano z hlediska vyufiti zdroji za mezni hranici. Pouivani extendovanych kriteri j@ vwsoce

kontroverznim bhématem, 5354

MNepifiznivou prognozu maji nadory Spatné diferencovang. Histologické wietfenl punkéni biopsia
nadoru viak ma pfi vwsoké specificité velmi nizkou senzitivitu a histologicka kriteria nejsou soutas-
ti v soutasnosti poufivamjch indikaénich algoritmd.

Celkové weladky &by pacientl s HCC jsou rovnéZ ovivnény délkou éekani na flisting. Nékte-
ré programy wyulivaji v souvislosti & transplantaci dalél onkologické metody, resekéni i lokalné
destruktivii = chemoembolizaci, radiofrekvenéni ablaci nebo etanolové injekce. Tyto postupy jsou
predmétem intenzivniho studia. Dosud nejsou jednoznaéné doklady o lepSim piedivani nemocnych
takto lédanych, 19435

Bez ohledu na tiselnd skdre je indikaci theba zvafit i tehdy, objevii se klinické pfiznaky dekompen-
zace jaterniho onemocnéni nebo zavaZnd komplikace portéini hypertenze: krviceni z jicnoweh vars
xl1, ascites, jaterni encefalopatie [Tabulka 3). '™ Nemaocnl s hepatorendinim syndromem wy2adujl

16 transplantovanych pac/5-6tis pacs  ryhiéjeduani

H CC Tabulka 3. Priznaky svédEicl pro pokroéilost jaterniho onemocnini
Nutnost celozivotni imunosuprese Jateriencefalopatie

Spontanni bakterialni paritonitida

Refraktarni ascitas

Hepatorenalni syndrom

Krvaceni 2 jicnovych varixi

Prograsini kostni choroba

Progresni malnutrice & slabast

Jaterni dystunkce odpovidajici funkéni thidé Child Pugh B neba C
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