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Imunoterapie je po obdobi skepse onkology vnimana jako znovu nalezena a perspektivni [éCebna modalita.

Klicovou udalosti v [éCbé solidnich nadord je klinické vyuZiti blokddy imunitnich kontrolnich bodd ,,immune
checkpoint blockade®, ktera prinesla prilomové zlepSeni IéCebnych vysledkl (plateau krivky preziti).
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Klinické spektrum inhibitor( kontrolnich imunitni odpovédi ( PD-1/PD-L1/CTLA-4) prochazi napfic¢ vétsiny solidnich nador



PD-1 blokada (immune checkpoint blockade ICB)
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Inhibice kontrolnich bodu imunitni reakce (mmune checkpoint mnivition icy

prubéh krivky preziti pri ICl odlisny od chemoterapie nebo cilené tercové lécby s fazi plateau
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Keynote 177 Overall Survival

Events, HR
n (%) (95% CI) P

100 Pembro 62 (40.5%) 0.74  0.0359°
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iPambrolizumab was not superior to chemotherapy for 05 as one-sided a > ﬂﬂm_mmﬂmlﬁ‘ﬂ'ﬂ! analyses to adjust for crossover effect by rank-preserving structure failure
time model and inverse probability of censoring weighting showed 05 HRs of|0.66 (95% CI 0.42-1.04)land 0.77 (95% CI| 0.44-1.38). Data cut-off: 19Feb2021.



Imunoterapie - nova moznost systémoveé |écby zazivaciho traktu

Chemoterapie Tercova Lécba Imunoterapie

inhibitory
kontrolnich
imunitni
odpovédi

FOLFOX
FOLFIRI

FOLFIRINOX




Genomické prediktivni markery kolorektalniho karcinomu
mikrosatelitova instabilita (MSI) klicovy imunobiomarker

RAS mutation *

PIK3CA/PTEN mutation
/ 45% PIK3CA/PTEN mutation

Gene fusion
MET inhibitor g
R
Anti-HER2 Tx o0& 2" Wild type
W\
Anti-PD-1/PD-L1 QbF notv Anti-EGFR therapies
® BRAF V600E

BRAF inhibitor + anti-EGFR £ MEK inhibitor

Dienstmann. ASCO Ed Book. 2018.



Imunoterapie Gl karcinomu Gl traktu

Soucasné indikace zalozené na klinickych dikazech ne dhradé

e Sguamosni karcinomy jicnu

* Adenokarcinomy jicnu , GEJ a zaludku
* HCC

* Kolorektalni karcinomy

e Biliarni karcinomy TOPAZ

* Analni karcinomy

e Karcinomy slinivky brisni



ICI — registrace a planovana uhrada v CR
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HCC
1L: atezo + bevacizumab

Gastric, Esophageal (ES), and GEJ

Adjuvance ES/GEJ = neoCRT: nivo

1L ES + adenoGEJ CPS > 10: pembro + CHMT

1L adeno ES&GEJ&gastric CPS = 5: nivo + CHMT
2L+ ESCC: nivo

MSI-H or dMMR Cancers
1L CRC: pembro
2L+ CRC: nivo + ipi

2L+ CRC: pembro
2L+ tumor agnostic: pembro

*expected reimbursement in 2022 www.sukl.cz




Ca jicnu, GEJ a zaludku

Adjuvant Esophageal AC/SCC No biomarker
CM-577 - Nivolumab

1s.line Esophageal AC/SCC No biomarker
KN-590 - Pembrolizumab

2"-line Esophageal SCC No biomarker

Altraction-3 - Nivolumab

stav k lednu 22

No biomarker
PD-L1 CPS 210

No biomarker

1stline Gastric/Esophageal AC  No biomarker
CM-649 - Nivolumab

15.line Gastric/EGJ AC HER2-positive

KN-811 - Pembrolizumab/Trastuzumab

2"-line Gastric/GEJ AC MSI-H, TMB-H (210 mut/Mb)
KN-12, KN-158 - Pembrolizumab

PD-L1 CPS 25
Not approved

Not approved

Lordick ASCO Gl 22



Paraklinické faktory rozhodovaciho procesu p
volbé precizni terapie

Histologicky — Molekuldarni typizace
subtyp = | prediktivni biomarkery

\ /4

Terapeuticky rozhodovaci proces

H

Imunofenotyp
fenotyp bez zanétlive infiltrace (,,immune desert”)
fenotyp s infiltraci nadorové periferie (,,immune excluded”)
fenotyp se zanétlivou infiltraci (,,immune inflamed®)

Gandara DR, et al. Clin Lung Cancer. 2009
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Karcinomy tlustého streva a konecniku

Prevazné studené neimunogenni nadory - prevazuje fenotyp bez
zanétlive infiltrace (,,immune desert”) - omezena ucinnost
imunoterapie

Cold Hot
Desert Excluded Inflamed
— N —— = ==
- i 3 ;) W [ T £ \ Al e = ::.' -
{_,\,‘,_ ) e = - \\, )f;, .
{ Yo @am o) 27 % o & @z/{o
’A\ ‘-_\ "/ : .Q\ £ pe = | !\ ‘\\'/’_/ \' s '< = /
H ( - A / "*'.':’/‘" N/ y - » 5 7 ) ==
s © =0 4O
5SSy 1oL S O <
O &
> = A - _>\‘___'/
CD8+ T cells are absent from CD8+ T cells accumulated but CD8+ T cells infitrate but their
the tumor and its periphery do not efficiently infiltrate effects are inhibited

Response to immune checkpoint inhibitors

jsou charakterizovany nedostatecné rozvinutou imunitni reakci,
jsou nedostatecné infiltrovany lymfocyty, zfidka exprimuji PD-L1 Puccini A, et al. J Immunother Cancer 2020



Jak prekonat uzké hrdlo ucinnosti imunoterapie ,check point
inhibitory” u KRK

* precizni selekce nemocnych pomoci imunobiomarkeru

* modulace ucinnosti IC
* od kombinaci s jinymi modalitami az k upravé mikroprostredi

Kamada T et al. PNAS 2019



Prediktory ucinnosti imunoterapie (ICl)
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Pilard C, et al. BrJ Cancer. 2021

epigenetické modifikace

= Nadorové mikroprostredi
- imunitni infiltrace (TIL)
- INF-Y signalizacni kaskada

= Hostitel
- mikrobiom
- HLA
- biomarkery periferni krve (LAG3+...)



Precizni imunoterapie = precizni imunobiomarkery

PD-L1 Inhibice kontrolnich bodUl imunitni  vice
reakce (immune checkpoint inhibition Ici)

TMB ICl vice

MMR/MSI ICl vice

TIL ICl vice

Aneuploidita ICI vice

Genovy podpis (gene expression profile)  ICl vice

MIHC/IF multiplex immunohistochemical ICI maligni melanom, MCC, NSCLC
cirkulujici CAR T bb. adoptivni bunécna terapie ALL, DLBCL

Periferni lymfocyty ICI, adoptivni bunécna terapie, vice

expanse T-bb.

Proinflamatorni cytokiny ICI, adoptivni bunécna terapie maligni melanom, ALL, CLL, NHL

Autoprotilatky ICI vice

Puccini A, et al. J Immunother Cancer 2020



Imunoterapie (ICl) pokrocCilych KRK

* Nejvyznamnejsi prediktivni imunobiomarkery
* PDL-1, MSIa TMB

e Rutinni testovani je klinickou urgenci

* MSI-H/dMMR byl prvni prediktor imunoterapie schvaleny FDA bez ohledu na typ nddoru

 TMB (Cerven 2020) — dalsi prediktor imunoterapie schvaleny FDA bez ohledu na typ nadoru
- TMB-H (> 10 mutaci / megabazi)

A.Mazloom J. Clin. Med. 2020



Mikrosatelitova nestabilita (Mismatch Repair Deficiency)
MMR status: klicovy prediktor ucinnosti imunoterapie KRK

* Geny zodpoveédné za opravy replikacnich chyb v DNA jsou oznacovany jako
,mismatch repair genes” (MMR geny)

* Voditkem k nalezeni mutovaného genu je imunohistochemické vysetreni
exprese MMR proteini hMLH1, hMSH2, hMSH6 a hPMS2

* Pfitomnost mutovanych genl ma za nasledek vznik nador
charakteristickych vysokym stupném nestability v kratkych tandemovych
repeticich molekuly DNA (mikrosatelitech)

e Tyto tumory jsou proto oznacovany jako MSI-H/MMR-D
(microsatellite instability-high/mismatch repair-deficient)




Testovani mikrosatelitové instability

Dundr 2020

* Imunohistochemicka vysetreni

- MLH1, PMS2, MSH2, MSH6 (nebo pouze PMS2 a
MSH®6)

- v pripadé ztraty exprese 1 ¢i 2 proteind — dMMR
(deficientni MMR)

\\\\\\\

- V pripadé potreby nutné vysetrit metylaci MLH1

N\ . - * Hodnoceni instability mikrosatelitt (PCR-FA)
A \/\ AN A /\‘/\{\AI| /\/\/\/\/\

it - PCR s naslednou fragmentacni analyzou — urceni delky
Vysoky §tuper‘1 mikrosatelitové | MSI-H (MSI-high) pri polmorhsmu u 2 a vice m i krosate | itu

y h markerd

Nizky stupefi mikrosatelitové | MSI-L (MSI-low) polym:
ity mikrosatelitového markeru

- MSI-H (MSI-L nema jednoznacny klinicky vyznam)

. - * Hodnoceni aberaci metodou NGS
= - NGS a urceni délky mikrosatelitu, mutace prislusnych

Sample MSI-H . o
genu

- bioinformatické zpracovani dat - nastaveni algoritm(
umoznujicich detekci MSI

Sample MSS é_

Definovand MSI-baseline (Cerné) a rozloZeni délky readt

MSI vzorku (modfre) pro mikrosatelitovy marker BAT-26.



Mikrosatelitova nestabilita (Mismatch Repair Deficiency) napfic
solidnimi nadory a klinickym stadiem
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Le DT, et al. Science. 2017



KRK — ucinnost blokady kontrolnich bodu imunitni reakce
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Grasso et al, Cancer Discovery 2018



Metastazuijici kolorektalni karcinomy

u MSI
EMSS

ESMO Preceptorship Immunotherapy Singapore 2018



Blokada kontrolnich bodU imunitni reakce neni Uc¢inna u MSS KRK

pozn. klinicky vyzkum trva

Author Drug ORR
Leetal MSS CRC Pembrolizumab 18 0%
Overmanetal ~ MSSCRC Nivolumab + ipilimumab 20 5%
Chung et al Refractory CRC  Tremelimumab 49 2%
Topialan et al Refractory CRC  Nivolumab 19 0%




Klinicka evidence vyznamu ucinnosti IT ,,check point inhibitory” u MSI-H mKRK
v prvni linii IéCby

e CheckMate-142 faze Il (Lenz HJ, et al ASCO 2020)
e KEYNOTE 177 faze lll (Andre T, et al ASCO 2020)



Kombinovana IT (ipi/nivo) klinicka studie faze Il CheckMate-142

Presented at the American Society of Clinical Oncology (ASCO), May 29-31, 2020

Nivolumab + low-dose ipilimumab as first-line therapy in microsatellite instability-high/
mismatch repair-deficient metastatic colorectal cancer: 2-year clinical update

Heinz-Josef Lenz,' Sara Lonardi,’ Vittorina Zagonel,’ Eric Van Cutsem,’ Maria Luisa Limon,* Ka Yeung Mark Wong,® Alain Hendlisz,* Massimo Aglietta,” Pilar Garcia-Alfonso," Bart Neyns,” Fabio Gelsomino, '
Dana B. Cardin,'" Tomislav Dragovich,'' Usman Shah,"’ Jing Yang,'* Jean-Marie Ledeine,'* Michael J. Overman™

NIVO3 (Q2W) + IPI1 (Q6W)

N = 45

CheckMate 142 C3 Cohort: NIVO+IPI First-line | i

Data cutoff July 2018 October 2019
Median follow-up (range), months 13.8 (9.0-18.5) 29.0 (24.2-33.7)

» Histologically confirmed ORR, n (%) 27 (60) 31 (69)
metastatic or recurrent CRC NIVO 3 mg/kg Q2W [95% C1] [44 74] [53-82]
*  MSI-H/dMMR per local laboratory = + - i bk 2 07 2243
* No prior treatment in metastatic IP1 1 mg/kg Q6W R 24 (53) 75‘(56)1
setting SD 11 (24) 7 (16)
PD 6(13) 6(13)
Not determined 1(2) 1(2)
Primary endpoint: ORR per investigator assessment (RECIST v1.1) 05(2;)‘"(:;" {73“5'2‘;’5] [7385‘2‘;'51
Other key endpoints: ORR per BICR, DCR, DOR, PFS, 0OS, and safety T ———— 2.6 (1.2.13.00 | 2.7 0.2.27.7)
Median DOR (range), months NR (1.4+ o 15.4+) NR (1.4+ to 29.0+)

100
13.8 month median follow-up = 29.0 month median follow-up

75+
JJ B4% of patients had a reduction in tumor burden from baseline
0 -+ A R.a

R -

*confirmed response

w
b

~
o

Best change from baseline
in target lesions (%)
8 O

~
w

=
<

LA L
Patients
BICR, blinded independent central review; DOR, duration of response; Q6W, every 6 weeks; TTR, time to response.
Adapted with permission from Lenz H-J et al. Presented at ASCO Virtual 2020: abstract 4040.



KEYNOTE-177: Prvni linie 1écby MSI-H/dMMR mKRK :

ﬂﬂﬂﬂﬂﬂ

- (e SR LET T\ PD | protocol-specified ]

Patients - Q3w follow-up

* Treatment naive 5

- ECOG PS 0-1 W s

- Stage IV CRC £

- MMR-deficient or MSI-H s \

« No active brain metastases - Investigator’s choice of one PD Optional:

| @ | of the following": pembrolizumab  PD| Protocol-specified
» MFOLFOX6 /' 200 mg follow-up
- MFOLFOX®6 + bevacizumab vV Q3w |
. - mFOLFOX6 + cetuximab
270 patients - EOLEIR}
* FOLFIRI + bevacizumab \[ ]
Primary objective: ~ ~OLfIRI*cetwamab J

PFS



KEYNOTE-177: Pembrolizumab vs Chemoterapie u MSI-
H/dMMR metastazujicich kolorektalnich karcinomu

Randomized, open-label phase Il study of pembrolizumab vs CT* for patients with treatment-naive
MSI-H/dMMR mCRC (N = 307)

PFS 0s
Events, Median PF5S, Median 0§,
% Mo (85% Cl) Events, n (%) Mo (95% Cl)
— Pembro i) 16.5 (5.4-38.1) — Pembro 62 (40.5) MR (49.2-NR)
— CT 76 8.2 (6.1-10.2) — CT 78 (50.6) 36.7 (27.6-NR)
100 12-mo rate HR: 0.59 (35% CI: 0.45-0.75) 12-mo rate HR: 0.74 (95% Cl: 0.53-1.03)
558 100
78% 36-mo rate
8% 36-mo rate ;
80 4 " 74% 61%
42% 801
— 11% w‘%
60 4 E 601 m
40 A 8 401
20 201
0

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Mo
*mFOLFOX-6 + bevacizumab or cetuximab or FOLFIRI £ bevacizumab or cetuximab.
Andre ASCO 2021, Abstr 3500

0 4 8 12 1620 24 28 32 36 40 44 48 52 56 60
Mo



0S, %

Events, HR
n (%) (95% Cl) P
100 1 Pembro 62 (40.5%) 0.74  0.03592
90 - 12-mo rate Chemo 78 (50.6%) | (0.53-1.03)
78% _

- 74 %
80 36-mo rate

- 1 61%
70 E .50 %

- . Median (95% CI)
60 .

: Not reached (49.2-NR)

SO £ T TR N iy Laiw: 3 3w 36.7mo(27.6NR)
40 - i E

i « 60% anti-PD1 Cross-over :
30 . 6% immunotherapy Cross-over | HR 0.66 (95% CI 0.42-1.04) per RPSFT model
20 - : | /!
10 - 4

e T—— E.......................:.;/:”............ EE—
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Tri mozné zavazné klinické scénare v prvnich 10 tydnech od zahajeni Iécby

1. primarni resistence 2.hyperprogrese 3.pseudoprogrese

PFS

Time from randomization to progression or any cause death

HR

Events (95% Cl)

0.59

Chemo 76% (0.45-0.79)

Pembro 56%
i12-mo rate
1 55%

 38%

36-mo rate
42%
1%

R P

L
L
| SRR SR B AN SLAL LN BLEL LS BLAN

Median (95% Cl)
16.5 mo (5.4-38.1)
8.2 mo (6.1-10.2)

e

0 4 8
No. at Risk
153 96 77

154 101 69

TY[rrr[rry

12 16 20 24 28 32

TI[YI T[T [rrrprrnm)

36 40 44 48 52 56 60

Time, months

72 64 60 59 55 50

45 35 25 21 16

42 28 16 7 5

0 o
12 11 8 5 3 0 0 O

>

29% PD as best response with pembro
12.3% PD with chemo

Who are these patients?

Primary resistant pts

Hiper-progressors

Pseu-doprogressors

Impairment

Impairment

Improvement

Shift to chemo

Shift to chemo

Continue treatment

T. André ASCO & NEJM 2020



CheckMate 142

Progression-free survival and overall survival

Progression-free survival MINOD ¢ D1Y-2Le Overall survival NIVOS « D1t 2Le
(N« 119) (N = 119)
Madian PFS, mo NR Median OS5, mo MR
- 'w" 100~
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« Median PFS was not reached; the 48-month PFS rate was 53%
« Median OS was not reached; the 48-month OS rate was 70.5%
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Duration of response

Patients In response* (%)
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« Median duration of response was not reached
« Responses lasting = 12, z 24, and z 36 months were observed in 90%, 64%, and 52% of patients, respectively
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Stay-at-home messages

* Anti PD-1 monoterapie nebo kombinace s anti-CTLA4 je ucinnéjsi a
méne toxicka ve srovnani s chemoterapii

* Anti PD-1 monoterapie je novym standardem lécby 1.linie
pokrocilych MSI-H kolorektalnich karcinomu v roce 2021

e Stanoveni MSI by se meélo rutinné provadét u vsech nemocnych s KRK



Imunoterapie (ICl) u MSI-H KRK v 1L — soucasna
doporuceni
* Pfiidentifikaci MSI-H/dMMR je v prvni linii systémové Ié¢by doporuceno
uprednostnit ICl pred jinou systémovou modalitou

 Privolbé ICl v prvni linii je doporuceno v prvnich 10 tydnech |éCby casné
hodnoceni lécebné odpovédi k detekci progrese a Casné zmeéeny na
systémovou chemoterapii

* Pri extenzivnim postizeni je vhodné uprednostnit podani systémoveé
chemoterapie v prvni linii [éCby
* Uginnost kombinace ICl + CT je pfedmé&tem klinickych studii faze IlI

* Unddorti MMR (pMMR), je pri T TMB jev ICI mozZnou alternativu pro
druhou nebo dalsi linii lecby ICI

UoToDate 2021



Zarazeni ICl do algoritmu |é¢by pokrocilych karcinomu tlustého stfeva a konecniku v roce 2021

Posouzeni klinického stavu, stanoveni PS,
diagnostika komorbidit a stavu mikrosatelitt

|
l l

PS 22, tetné komorbidity PS 0-1, bez vyznamnych komorbidit

| }

Je pacient schopen tolerovat systémovou/ Nadorova tkan vykazuje znamky genetické nestability
biologickou terapii ? (,,ESMO fit“) ( MSI-high)
ano ne ano ne
Nédorova tkan vykazuje znamky Terapie flouropyrimidinem s ,
genetické nestability ( MS"hlgh) nebo bez bevazicumabu ICI Stanoveni RAIS/BRAF I:nUtace
ev posouzeni stranové
l nebo lokalizace primarniho
pFi I HER2 exprese P
. . tumoru
Icl »antiHER terapie




Deékuji za pozornost



imunoterapie # terCova (cilena) terapie
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Assess fitness, PS, comorbidity,
and tumoral MMR/MSI status

Unfit patient, poor PS, Fit patient
extensive comorbidity

‘ l

Able to tolerate

Is there evidence of DNA MMR

systemic therapy? deficiency or high levels of MSI?
| |
T 1 I 1
Yes No Yes Mo
v \i \i ¥
Is there evidence of Fluoropyrimidine Assess RAS/BRAF

DNA MMR deficiency with or without Pembrolizumab mutation status* and side
or high levels of MSI? bevacizumab

monotherapy

of the primary tumor

v

Pembrolizumab

v

Able to tolerate intensive
therapy and would benefit

maonotherapy from more rapid response? 1
|
I 1
Yes No
| I ! I ' 1
RAS/BRAF RAS/BRAF V&00E mutated Wild-type, left-sided RAS/BRAF V&0DOE mutated
wild-type, left-sided OR primary tumor OR
primary tumor wild-type and right-sided wild-type and right-sided
primary tumor l primary tumor
l ¥ \d
Candidate for Candidate for Candidate for Candidate for
bevacizumab?4 bevacizumab?4 bevacizumab?8 bevacizumab?8
I I | |
I 1 | 1 T 1 r 1
Yes No Yes No Yes No Yes No
¥ ¥ ¥ ¥ ¥ 4 ¥ ¥
= Chemotherapy doublet ¢ = Chemotherapy doublet ¢ = Chemotherapy doublet® | | = Chemotherapy doublet® | | ® Chemotherapy doublet ¢ = Chemotherapy doublet© = Chemotherapy doublet® | | ® Chemotherapy doublet®
PLUS PLUS PLUS alone PLUS PLUS PLUS alone
cetuximab (or panitumumab) cetuximab (or panitumumab) bevacizumab OR cetuximab (or panitumumab) cetuximab (or panitumumab) bevacizumab OR
(preferred) OR OR = FOLFOXIRIS (preferred) OR ® Fluoropyrimidine alene
OR ® FOLFOXIRIS ® FOLFOXIRIS with or OR » Chematherapy doublet ¢
» Chemotherapy doublet ¢ without bavacizumab » Chemotherapy doublet ¢ alene
PLUS PLUS OR
bevacizumab bevacizumab » Fluoropyrimidine alone
OR OR
® FOLFOXIRIS with or » Chemotherapy doublet®
without bevacizumab alone




Approach to selection of first-line chemotherapy for inoperable metastatic colorectal cancer

Assess fitness, PS, comorbidity,
and tumoral MMR/MSI status

Unable to tolerate intensive Fit patient
therapy (unfit patient, poer PS,
extensive comorbidity)
¥

Is there evidence of DNA MMR
deficiency or high levels of MSI?

r—|—|

Able to telerate any form
of systemic therapy?

l—|—|

Yes Ne Yes No
Is there evidence of Supportive Pambrolizumab Assess RAS/BRAF
DNA MMR deficiency mutation status* and side
ar high levels of MST? care alone monatherapy of the primary tumor
Yes No
Pembrolizumab Is HERZ
therapy overexp
Yes No
¥ v Y
HER2 targeted Fluorapyrimidine Able to tolerate intensiva
therapy an option with or without therapy? 1
bevacizumab :
r I 1
Yes No

Copyrights apply
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RAS/BRAF
wild-type, left-sided
primary tumor

|

1
RAS/BRAF VE0OE mutated

OR
wild-type and right-sided
primary tumor

¥

r
Wild-type, left-sided

primary tumor

l

1
RAS/BRAF VE0OE mutated

OR.
wild-type and right-sided
primary tumor

¥

Candidate for Would the patient benefit from
bevacizumab? & a more rapid response?
r 1 r 1 —
Yes No Yes No Yes Ne Yes No
v v v v v v v v
= Chemotherapy doublet = Chemotherapy doublet ¢ = Chemotherapy doublet® | | ® Chemotherapy doublet¥ | | ® Chemotherapy doublet ¢ = Chemnotherapy doublet ¢ = Chemotherapy doublet® | | ® Chemotherapy doublet ¢
PLUS PLUS PLUS alone PLUS PLUS PLUS alone
C il for i ) € i {or )] bevacizumab OR - il (or c i {or ) bevacizumab OR
(preferrad) oR OR = FOLFOXIRIS (preferrad) OR = Fluoropyrimidine alone
OR = FOLFOXIRIS = FOLFOXIRIE with or OR = Chemotherapy doublet ¢
= Chemotherapy doublet & without bevacizumab = Chemotherapy doublet & alone
PLUS PLUS OR
bevacizumab bevacizumab » Fluoropyrimiding alane
OR OR
= FOLFOXIRIS with or = Chemotherapy doublet &
without bevacizumab alone

PS: performance status; HER2: human epidermal growth factor receptor 2; FOLFOX: oxaliplatin plus leucoverin and short-term infusional fluorouracil; FOLFOXIRI: infusional fluorouracil, leucovorin, oxaliplatin, and
irinotecan; FOLFIRI: irinotecan plus leucovorin and short-term infusional fluorouracil.
* Use of cetuximab and panitumumab is contraindicated in patients with tumoral RAS mutations or BRAF VE00E mutations.

1] For example, high tumor burden, highly symptomatic disease, initially unresectable but potentially resectable liver metastases.

A Contraindications to bevacizumab may indude:

= Major surgery within 28 days
= Active bleeding
= Untreated hemorrhagic brain metastases

= Arterial thromboembolic event within the last 6 to 12 months
< Backbone chemotherapy doublets appropriate for use with cetuximab or panitumumab include FOLFOX or FOLFIRI. An additional doublet that can be used alone or in combination with bevacizumab is oxaliplatin
plus capecitabine (CAPOX/XELOX). FOLFIRI is preferred over an oxaliplatin-containing regimen for patients who received adjuvant oxaliplatin-based chemotherapy within the last 12 months or if there was any

oxaliplatin-related neuropathy.

g Although it is more toxic than doublet therapy, triplet therapy may be preferred for patients with a good PS who are able to tolerate it and who have biologically aggressive/poor-prognosis cancer (eg, right-sided

cancer, BRAF V60O0E mutation, large tumor volume, need for strong response to be eligible for metastasectomy).




