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Improved Overall Survival With Oxaliplatin, Fluorouracil,
and Leucovorin As Adjuvant Treatment in Stage IT or IIT
Colon Cancer in the MOSAIC Trial
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Neden neoadjuvant?

* Rektum, mide, meme, akciger. sarkom....neoadjuvant etkinlik tecribesi

CLINICA!
STAGE

T3, Nany

o

apy™

or medically Chemotherapy '
inoperable (12-16 weeks) + Capecitabine or
- FOLFOX or CAPEOX infusional 5-FUP > Restaging®
- Consider FOLFOXIRI or apy™
(for T4 N¥) Short-course RT"
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* Postoperatif morbidite nedeniyle tedavi alamama
ihtimalini ortadan kaldirabilir

* Kemoterapi duyarliligini test etmek kiymetli

Dig Surg. 2020;37 (4):292-301. doi:10.1159/000503446
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Neoadjuvant olumsuz yonleri

* Neoadjuvant tedavi alirken acil cerrahi ihtiyaci olabilir

Outcomes (n = 25,710) (n = 5,083) p Value
Mortality 492 (1.9) 780 (15.4) <0.0001*
Inpatient 133 (27.0) 110 (14.1)
Outpatient 359 (73.0) 670 (85.9)
Morbidity 6,174 (24.0) 2,451 (48.2) <0.0001

* “Overtreatment”

Klinik/radyolojik olarak lokal ileri (T3-T4 veya N+) _

J Am Coll Surg. 2010 Feb;210(2):155-65

Accuracy of radiological staging in identifying high-risk colon
cancer patients suitable for neoadjuvant chemotherapy:
a multicentre experience

Pathologist T-stage
Radiologist T-stage gv) T3 T4 Total
T2 6 3 1 10
T3 4 40 15 59
T4 (adjacent organs) 1 6 4 1
T4 (peritoneal) 1 8 5 14
Grand total 12 57 25 94

Colorectal Dis. 2012 Apr;14(4):438-44
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* Kemoterapi toksisitesi ile cerrahiye ulasgamama ihtimali
* Postoperatif morbidite artabilir

Pectasides etal (3] Rosaetal. [14] Current study
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, progrese olursa?
Evre atlarsa?

Colon Cancer Stages

* 6 haftalik FOLFOX tedavisi altinda progresyon ihtimali <%5

Neoadjuvant chemotherapy in locally advanced colon cancer. é
A phase II trial
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Acta Oncol. 2015 Nov:54(10):1747-53
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ulusal Neoadjuvant FOLFOX 4 versus FOLFOX 4
A pilot phase Il study of neoadjuvant triplet chemotherapy esso CERRAHI ONKOLOJI with Cetuximab versus immediate surgery
regimen in patients with locally advanced resectable colon cancer —_— for high-risk stage Il and lil colon cancers: a
multicentre randomised controlled phase Il
trial — the PRODIGE 22 - ECKINOXE trial
Tumor volume evaluation
Oycles of n Reduction Increment Overall FOLFOX Surgery
n Median reduction rate (%) o n  Median increment rate (%) ~Median shrinkage rate (%) Tumour response, n (%) (n=52) (n=52) p-value
1 2 134 4.8(-13.4-23.0) TRG 1 4(8) 0.118
2 4 - 484 (22.9-63.7)
8 5 - 781 (1.7-626) TRG2 19 (36) ) "
4 12 62 67.8 (-6.2-82.8) TRG3 25 (48) 45(86) .
Total 23 9.8 (6.2-13.4) 59.1(-13.4-82.8)
NA 4(8) 3(6) 2
(S%%lglﬁmz I)umour regression 23 (44) 4@ <0.001
| All patients underwent surgery I
Chin J Cancer Res. 2016 Dec;28(6):598-605 BMC Cancer. 2015 Jul 10;15:511
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Colorectal Dis. 2021 Jun;23(6):1357-1369
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Pariop FOLFOX batter | Upfront surgery btter

Operable colon
cancer (T4,
high-riskT3

fitfor surgery and.
chemotherapy)

Feasibility of preoperative chemotherapy for locally
advanced, operable colon cancer: the pilot phase of a
randomised controlled trial

Lancet Oncol. 2012 Nov;13(11):1152-60.
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Preoperativeplus  Postoperative  pvalue
postoperative chemotherapy
chemotherapy(n=99) only (n=51)

Anastomotic leak 5(5%) 2(4%) 077
Wit bt s nesaish e e <A nsinal 45 1201 090 Ao
and post- p value
perati only
group (n=99) group (n=50)*
Resection margins
RO-complete 95 (96%) 40 (80%) 0:002
4t
Complication prolonging hospital stay 14 (14%) 6(12%) 081
Procedure resulting in a stoma 12 (12%) 5(10%) 066
Further abdominal surgery needed 4(4%) 2(4%) 096

Lancet Oncol. 2012 Nov;13(11):1152-60.
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FOXTROT:

an international randomised controlled trial in 1052 patients
evaluating neoadjuvant chemotherapy for colon cancer.

Presented on behalf of the FOXTROT collaborators of UK, Denmark and Sweden

Colon cancer
CT predicted T3-4, N0-2, MO

Design
Fit for sugery and chemo
Not obstructed

ooy Optional pa umumahsul))studv

KRAS-wt (c1.

| :
A4
Surgery 6 wks 6 wk OxFU
OxFP A Primary: histological response

* B=0.9, a=0.01 for A=0.38 5.d.

* pre-specified biomarker
subgroup: extended RAS-RAF-wt
+ AREG/EREG-high + HER3-high

Surgery Surgery
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Pre&p
neoadjuvant Straight to Underwent surgery 84
Local pathologist * r:
ocal pathologist score clwe:?ggzlapy 5:1?:;\/ Procedure involved a stoma M.7% 9.0% p=0.18
Wound infection 8.5% 8.9% p=0.85
Did not procede to surgery
Bronchopneumonia 1.8% 3.1% p=0.16
Surgery but no resection
PE + DVT 1.6% 0.6% p=0.18
=0.001 Anastomotic leak or intra-abdo abscess 4.7% 7.4% p=0.07
MH —— P .
B complete ¥ 8.8% (MH) complication requiring further surgery 4.3% 71% p=0.05
complication prolonging hospital stay 11.6% 14.3% p=0.21
RO - microscopically complete 93.1% 88.4% — — —
Death within 30 days 0.6% 0.6% p=0.98
ulusal ulusal
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100%
2-year
recurrence

7% Events/N A 7‘\/Q
—— Pre- plus post-operative Chemotherapy  117/698 | (16.8%) J@‘O 53

—— Post-operative Chemotherapy 75/354 || (21.2%) \\ 4
so%. L
RR (95%CI) RR=0.72 (0.54-0.98), o
p=0.037

Percentage who have recurred

Colon cancer-specific mortality

Deaths
%] = Pre-plus-postop chemo 1% (80/698)
——— Postop chemo 15.0% (53/354) \
RR=0.71 (95%Cl 0.50 to 1.03), p=0.07
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91% scored blind by central pathologist? oadjuva emo aig o
8ost t 9% scored by local pathologists 666
pre&pos pos!
n=698 n=354 Complete Response (TRG4) i 3.5% 0%
Attempted curative resection 98.2% 97.7% p=0.54 Marked Regression (TRG3) | a1 0%
Died before surgery
no attempt at 9 9 =
curative P 0.4% 0.3% p=072 Moderate Regression (TRG2) 12.3% 0.5% W‘:“:‘Om
) Inoperable or o o, _ =l
resection metastatic disease 1.3% 2.0% | p=0.39 Little Regression (TRG1) 43.9% 167%
Did not receive chemotherapy 4% 27% | p<0.0001 = || ]
No regression (TRGI 33.9% 8.8%
S
A €sso
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* Neoadjuvant FOLFOX ile
* RFS avantaji
« Guvenli, az postop komplikasyon
* Inkomplet rezeksiyonlari azaltiyor

« Bazi dusuk riskli hatsalarda neoadjuvant KT alabilir
* Kontrol grubunda %24’tinde “duisiik riskli hastalik”

+ Radyolojik degerlendirme  « Secili vakalarda verelim * Daha beklemeye gerek yok,
yetersiz Herkese neoadjuvant verelim

* Yanitsizlara post- op kemoterapi?? « Sagkalim datasi yok
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Comprehensive

o e N Cancer
Network”

CLINICAL WORKUP FINDINGS  PRIMARY TREATMENT®
PRESENTATION®

‘:;,"“"""- |_,cn|mnm)l' with en bloc removal
« Biopsy - nodes >
: MMRIY inge "1 | One-stage colectomy 91% scored blind by central Preop OxFU alone Preop OxFU + p’mab
- Colonommopy [with en bloc removal of pathologist; 9% by local pathologists =134 =
* Colonosc i " 3 n=. n=140
T e [ | [ s faspatholoic.
lvic MRI lese le, ™
— ?Eﬁ': y profil, | | * obstructing ~[Re [Daaan, . Complete Response (TRG4)
olon cancer
appropriate | |||+ Chestiabdominalipelvic [Diversion (Colectomy” with 4 N
for resection |Stent (in selected cases) f reglonal ] Marked Regression (TRG3)
(non- * Enterostomal therapist Bulky nodal |of regiona
metastatic) as mamr;vu for rking of |disease Consider neoadjuvant. [lymph nodes
preoperative marking FOLFOX or CAPEOX i
Bl hoachin 9 Moderate Regression (TRG2)
* PETICT is not
indicateds Surgery | snlm'\uam . :
» Fertility risk discussion/| Local E Re-evaluate £ IORT® | Therapy Little Regression (TRG1)
counseling in unresectable|jor 2 [for conversion|__|or -t
appropriate patients. or medically | [Infusional 5-FU + RT*! or [to resectable | Systemic
inoperable” | |Capecitabine + RT<! disease®® | therapy No regression (TRGO)
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dusal Neoadjuvant immunotherapy leads to pathological
responses in MMR-proficient and MMR-deficient

early-stage colon cancers
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s el s SRR e e - .
e - , gy ajonint CATOX 8
) * PMMR'de xemem G i [—
o - (ECKINOXE) - LACC Recruiting 11 186 France ey by
* 4/15’inde patolojik yanit+ surery - adovant FOLFOX x12
Notnan iplmum + ivolumab oo ooy S iy 1 @ Nebnds Sty
S, o oo N MDN’T;T - ue e T - ity
Ry toripalimab (ant-PDI) + FOLFOX x6 - surgery — same x6. - pCRute
uresmendnars Ncrusssn " e Ny G e
FOLFOX x6 - surgery —» FOLFOX x6 recruting RR
Nat Med. 2020 Apr:26(4):566-576 Ncrmsiss ROLFOXTRIx8 - gy we  Mmon G -
ulusa Perioperative chemotherapy with FOLFOX4 and surgery
CER versus surgery alone for resectable liver metastases from "C i, esso

colorectal cancer (EORTC Intergroup trial 40983):
arandomised controlled trial
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Lancet. 2008 Mar 22;371(9617):1007-16

Role of systemic chemotherapy in the management of

. . €sso
resected or resectable colorectal liver metastases: A systematic
review and meta-analysis of randomized controlled trials
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Oncol Rep. 2012 Jun;27(6):1849-56

Peri-operative chemotherapy for patients with resectable  esso
colorectal hepatic metastasis: A meta-analysis

First author Therapy regimen Patients Chemotherapy/ ~ Number of ~ Comparative  Follow-up  Design Quality
analyzed (n)  control metastases  outcomes (Months) score
Nordlinger 2013"°  FOLFOXd, systemic 364 182/182 1-4 PFS'; 0S; 122 RCT 25
olton R; 49 36/13 1-2 0s; 66 Prospective 17
2012" systemic
Pinto 20117 systemic 676 334/342 1-6 DFS; OS 60 Retrospective 19
Portier 5-FU, systemic 171 86/85 1—4 DFS*; OS 874 RCT 23
2006
Kemeny FUDRHAL SFU, 109 53/56 13 RES; 08 51 RCT 17
2002" systemic
Langer 2002 5-FU, systemic 107 52/55 1-4 DFS; 08* nr RCT 18
Rudroff SFU, HAD 30 14716 1-4 RES; 08" 144 RCT 18
1999
Lorenz 5-FU, HAL 226 1313 1-6 DFS; 08* 18 RCT 23
1998*
Lygidakis 5-FU, HAI 40 20120 nr. DFS; 08" nr. RCT 16
1995°
Donato 5-FU, regional; 124 40062 1-4 DFS; 05 e Retrospective 15
1994 systemic

Eur J Surg Oncol. 2015 Sep;41(9):1197-203.
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Hastaliksiz sagkalim

Hazard Ratio Hazard Ratio
E_Weight IV, Foxed, 95% C1 . Fixed, 0% C1

Lorenz,1998 0051 013 229% 095(074,123) -+
Lygidakis,1995 0511 0183 118% 080(0.42,088) —

Rudrof, 1999 0116 0421 22% 112(049.256) <
Subtotal (95% C1) 36.7% 0.83[0.68, 1.02) !

[roromreten

81 =007 |

112 Regional with systemic chemotherapy
Donato,1994 o1s 03 43% osendstsn — T

Kemeny,2002 0571 03 43% 056031102
Subtotal (95% C1 o 0r0loas, 100
Lrestior SirEzo0m |

1.3 Systemic chemotherapy
0247 0285 55% 078(0.46,132) —1

013 229% 0.78[0.60,1.00]

00198 01576 156% 1.02(075,139)
Portier, 200 0416 013 107% 0.66(0.45096)
Subtotal (95% C1) 51.7% 0.8110.69,0.96] -

[Festororanotoctz= 2440 001> ]

—_—

100.0% 0.81(0.72,091) >
18%

02 05 ) 5
avours (experimental) Favours [contro
20=076).F=0% Feoies lesperimented osiol

Ui
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Genel sagkallm &0
R ——
Lygidakis, 1995 -01719 0123 316% n!tlﬂseuﬂl -
Subtotal (95% Cl) 45.1% 0.95[0.78,1.17] -
[restioroveeretest 22545 ©< 056> ]
e e
Sulllmzl(‘.lS"Cl) 6.4% 0.67[0.39,1.14] i
[ Festoroveranect 2= 140 @ 010 |
~ - Pinto 2011 00392 0.2396 1.04 (0,65, 1.68) =r—
Subtotal 5ssc|) 48.5% _0.85[0.70, 1.03] &
Z Iz 100.0% 0.88(0.77, 1.01) o |

Testior overal flct 21,62 (P < 0.07)
Testfor subaroun diferences: Ch*=1.76. df= 2 (P = 0.42) F= 0%

o1 02 05 T 5 10
Favours [experimental] Favours [control]
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ADJUVANT TosMO
chr r {resected metastatic disease)
and/or lung metastases only

Synchronous or staged colectomyY with liver or lung
resection (preferred) and/or local therapy

(prferrod)or CAPEOX (preferred) or FOLFIRI
jory 2B) or FOLFOXIRI (category 28) followed by
y ehvonous or staged calsciomsy and resecion
metastatic disease

Coloctomy followed by chemothorapy (for 2-3

months) FOLFOX (prferred) or CAPEOX (preterred) or

FOLFIRI (category 28) or FOLFOXIRI (category 28) and
Flaged resection f motastatic dlsooss

imab
Tovetemrocs (AMRMSILL omyy ollowod
B chranous of staged coteciamyy and resection of
metastatic disease
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* Kolon kanserinde neoadjuvant tedavi ile
* RFS avantaji
« Daha az postop komplikasyon
* Daha az inkomplet rezeksiyon

home message

ﬁ €sso

« ilk degerlendirmede radyolojik yanlis “overstaging” ile lizumsuz KT alabilir

hastalar

* Oligometastatik/ rezzektabl olgularda segilmis vakalarda neoadjuvant PFS avantaji

saglayabilir

ulusal N4
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NGRES! KT afe
0 home message

* Hasta ve ilag segimi

* Sagkalim etkileri?

* Evreleme igin daha iyi tetkikler neler?
* Neoadjuvant Immunoterapi?




