CONTROVERSIAS EN CIRUGIA: Nuevas estrategias en el
tratamiento de las metastasis hepaticas del Ca. Colorrectal.

Quimioterapia perioperatoria
¢neoadyuvancia o adyuvancia?
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CCRM+: 20 anos de progreso

n Supervivencia >20 meses

n 5 farmacos activos

n Utilidad del tto. sistémico (12 y 22 L)
n Posibilidad de curacion (CIR)

n Tratamiento multidisciplinario
e individualizado
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Actual 10-Year Survival After Resection of Colorectal Liver
Metastases Defines Cure

Tamzs S, TomSnsen, William R Jurnugin, Ronadd P, DeMuticw, Yumen Fomg, Peter Kormprat, Mithat Goner,
Nancy Kemeny, Murray F. Brennan, Leslie H, Biumgat, 26d Michael D'Avgelica
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Inicialmente resecable

No optimamente
resecable

(ff. mal pronodstico)
Inicialmente
irresecable
(convertible)

Definitivamente
irresecable



Resecabilidad (EMD)

Irresecable Suboptima

Enfermedad extrahepatica Factores pronostico
no controlable

Imposibilidad de: > 4 |lesiones

- obtener margenes Tamano > 5 cm
quirurgicos negativos

I.L.E. < 1 afo
- conservar >30%
de tejido hepatico CEA > 200 ng/ml

remanente sano Border-
line Tumor primario N+

- mantener adecuado
flujo vascular hepatico




Quimioterapia perioperatoria

Ventajas Inconvenientes
Tto. de micrometastasis Toxicidad y coste
Reduccion riesgo recidiva Efecto en supervivencia?

Neoadyuvancia

Reduccion de volumen Riesgo de progresion
Aumento de resecabilidad Toxicidad hepatica
Test de quimiosensibilidad Complicaciones CIR

Seleccion de pacientes Respuesta completa
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Adjuvant Chemotherapy Improves Survival after
Resection of Hepatic Colorectal Metastases:

Analysis of Data from Two Continents

Rowan Parks, MD, FRCSI, FRCS(ED), Mithat Genen. PLD, Nancy Kemeny. MD, William Jarnagin, MD. FACS,
I EEEN Michazl I YArgelica, M, Konald 1JeMarrea, v, Facs, (O James Garden, M, FACS, FROS(FA),
| .cshe H Blumgarr, yn, FACS, TROS, Yonman Song, MDD, FACS
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Perioperative chemotherapy with FOLFOX4 and surgery
versus surgery alone for resectable liver metastases from
colorectal cancer (EORTC Intergroup trial 40983):

a randomised controlled trial

Bernard Nordlinger, Halfdan Sarbye, Bengt Glimelw s, Graeme) Poston, Peter M Schlag Philippe Rougier, Wolf O Bechstein, John N Primrose,
Evan TWalpale, Meg Finch-Jones, Daniel Jaeck, Darass Mzza, Rowan W Parks, Laurence Collette, Michel Praet, Ullrich Bethe, Eric Van Cutsem,
Werner Scheithaver, Thomas Gru enberger for the EORTC Gastro-Intest inal Tract Cancer Group,™ Cancer Research UK * Arbertsgru ppe

Lebermet astasen und-tumaren in der Chirurgischen Arbertsgemeinschaft Onkologie (ALM-CAQ), * Australasian Gastro-Intestinal Trials Group
(AGITG),* and Fedération Francophone de Canceérologie Digest we (FF(D)*

(HEORTC  Patient flow

Informed consent
Randomized: 364

Resectabie onimaging v
Ineligible [ T Lancet 2008] 371- 1007

Rasactapie at surgery e : Reseca bles
‘ < 4 |esiones




Estudio en fase III EORTC 40983

Cirugia (81.9% reseccion)
n =364
38.5% RR, 7.7% PE
\ 245 => 30 mm
FOLFOX-4 —€iIR FOLFOX-4
83.0% reseccion

09/00 — 07/04, Objetivo: SLP (HR 0.71)



Estudio en fase III EORTC 40983

CT CIR SILP3a HR

D

Todos ptes 182 182 +7.3% 0.79 0.058
Ptes elegibles 171 171 +8.1% 0.77 0.041
Ptes resecados 151 152 +9.2% 0.73 0.025



OEORTC Progression-free survival in eligible

patients

Periop CT

Surgery only
28:1%
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o N Number of patients at risk :
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Pernoperative CT
group n = 159

Surgerv group
n= 170

Reversible postoperative 40 (25%) 27 (16%)
complications*
Cardio-pulmaonary failure 3(2%) 2 (1)
Bleeding 3 (2%) 3(2%)
Biliary fistula 15 (8%) 7 (4%)
Hepatic failure 11 (7%%) 8 (5%)
Wound :nfection S (3%) 1(2%)
Inira-abdomimal infection 11 (74) 4 (2%)
Need for reoperation S (3%) 3(2%)
Urinary infection 4 (3%) -
Pleural effusion 3 (2%) 1 (19%)
Fulmorary embolism/deep 2 (1%) I (1%)
venous thrombosis

I'ncumopathy 2 (1%) -~
Neutropenia 2 (1%) -
Ascites 1 (19) 1 (19)
lleus 2 (1%) 1 (1%)
Cardiac arrhyrhmia - 1 (1)
Renal failure - 1 (1%)
Other 4 (3%) 4 (2%)

*n =004
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Patients With Initiallv Unresectable Colorectal Liver
Melaslases: [s There a Possibility of Cure?

Rene Lln, Denmis A Wicher's, Rovoer! ). oz Hoos, Oraena Cracio, Fromets Lo, Bernoard Paale,
Michel Divavnx, Daniel Aaniay, Heo Bimath, and Denas Custoany

1.0
== Overall survival (n= 184)
Disezsefrea survival |n = 134!
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Overal survival 161 78 a1 25 1€ 14
Disease-iree survivzl 96 5 3 22 17 12

Fia 1. Oveall and deease-free survival curves of patients wich initialy unre-
sectaole disease who underwent ressciion after downsizing chemotherapy.
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Neoadjuvant treatment of unresectable colorectal liver
metastases: correlation between tumour response

and resection rates

G. Folprecht', A. Grothey?, 8. Alberts”, H R. Raah” & C.-H. Kithna™*
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Figure 1. Rate of liver resection following chemotherapy. The squares
represent padents in studiss/retrospective unalyses with non resectable
metastases confined o the hiver (selected patients’ r = 056, P =0.0072)
Studies with nen-selected paticnls with celorectal cancer are shown as ui-
angles. e 1o the high hererogencity of these smdics, the ohserved corre-
lation 15 less streng (r = 074, PP <0001, solid line). A smlar comrelation
was observed when the phuse I tials (filled miangles) weres sepurutely
analyzed (r = 067 P=0024. dashed line)
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AVF 2107 B-IFL 45 <2

NO 16966 B-FOLFOX No 699 38 6.3
B-XELOX

OPUS C-FOLFOX No 169 57.3 4.7 (16)

CRYSTAL C-FOLFIRI No 316 57.3 4.8 (13)

Falcone FOLFOXIRI No 39 66 36

DCamara FOLFOXIRI Si 39 64 43

Ychou FOLFOXIRI Si 34 /70 26
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Respuesta al Toxicidad hepatica

tratamiento BQT

Criterios de respuesta (TAC) Aumento de morbilidad
- RECIST postoperatoria
- Morfoldgicos

Respuesta radiologica Incidencia

- Relaciéon con prondstico - Esquema de QT

- No deseable completa - Factores de riesgo
Respuesta patologica Intervalo QT -> CIR
- Relacion con prondstico - 4-6 semanas

- 4-8 semanas si Bev

Esquemas mas activos Duracion QT < 4 meses






Patron
histologico

Esteatosis hepatica

S.0.S.

C.A.S.H.

Farmacos asociados
y factores de riesgo

5-FU, AF
Irinotecan

Oxaliplatino
mas de 6 ciclos

Bevacizumab protector

Irinotecan

Sdr. Metabdlico

Consecuencias
clinicas

Mayor morbilidad
(complicaciones
infecciosas)

Mayor morbilidad y
requerimientos
transfusionales

Mayor morbilidad y
mortalidad a los 90
dias (9 x)
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Safe liver resection following chemotherapy for colorectal
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BMC Cancer BMC Cancer 2008, 8:120 doi:[0.1 186/1471.2407-6- 120  BioMed Centa

Research article Open Access
Importance of response to neoadjuvant chemotherapy in

potentially curable colorectal cancer liver metastases
Birgit Gruenberger!, Werner Scheithauer!, Robert Punzengruber3,

Christoph Zielinski’, Dietmar Tamandl”? and Thomas Gruenberger*?
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Patholcgic Response to Preoperative Chemotherapy:
A New Outcome End Point After Resection of
Hepatic Colorectal Metastases

Don G Blazes IIT, Yoji Kahi, Dipen M. Maru, Scort Kopetz, Yien Shin Qhum, Michoel J. Overman,
Devid Fogelman, Cathy Eng, David 2 Chang, Huamin Warg, Daria Zorzi, Dario Kibero, Lee M. Ellss,
Katrina Y. Glover, Robert A. Wolff, Steven A, Curley, Eddie K. Abvdalla, and Jean-N'colas Vauthey
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Complete Response of Colorectal Liver Metastases After
Chemotherapyv: Does It Mean Cure?

Sedpirane Henoicr, Anevive Krauques, Clrisrophe Peana, Catherine Judié, Moseata id lagjam, Sopivie Chagnon,
Dimmarae! Masry, Phifippe Roveier, ond Bervord Nordiiniger
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Combination of surgery and chemotherapy and the role
of targeted agents in the treatment of patients with
colorectal liver metastases: recommendations from an

expert panel

B. Nerdinger™! E. Ven Cutsem®', T. Gruerbergz”. B. Glimalius®®. G. Pesten®, P. Rougier”
A, Sobrerc” & M. Ychou® on behelt ¢t the curopean Colorecta Metastases Ireetment Group

6th International Colorectal Liver Metastases Workshop



CCRM+ hepaticas

PS, funcion hepatica, comorbilidad
carga tumoral, resecabilidad
estado mutacional k-ras*

Resecable + Inicialmente
Resecable CC. Riesgo irresecable Fieece ols
Adyuvancia Neoadyuv. Conversion Paliacion
\ \ \ \
Metastatectomia @ FOLFOX  FOLFOXIRI FOLFOX/IRI
FOLFOX/IRI+Bev +/- Bev
l FOLFOX/IRI+*Cet/Pan o *Cet/Pan
FOLFOX | | | 1
Metastatectomia Segunda linea



Conclusiones

8§ La colaboracion multidisciplinaria es fundamental
§ La mayoria de pacientes (90%) debe recibir QT
(enfermedad resecable e irresecable)

§ La forma recomendada es el tto. neoadyuvante

§ La duracion total maxima deberia ser < 6 meses

8§ FOLFOX es el esquema optimo en ptes. resecables

§ Tras cirugia de entrada, se recomienda también
administrar QT adyuvante



Conclusiones (II)

§ En ptes. inicial o técnicamente irresecables,
deben emplearse los esquemas mas activos
(FOLFOXIRI, FOLFOX 6 FOLFIRI)

+/- Bev 6 Cet / Pan (k-ras)
§ Debe operarse en cuanto sea posible (resecable)
§No perder la oportunidad terapéutica
§Minimizar la toxicidad hepatica

§No deseable |a respuesta completa

§ La incorporacion de terapias dirigidas puede mejorar
los resultados actuales
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Association of Computed Tomography
Morphologic Criteria With Pathologic Response
and Survival in Patients Treated With Bevacizumab
for Colorectal Liver Metastases

RECIST-stabia disease ana morphologic optimal rasponse
B rratreatmant Postireatmant

Yun Shin Chun, MD
lean-Nicolas Vauthev, MD
Piyvaporn Boovsirikamela, MDD
Dipen Mo Marn, MD

Scott kopetz, MD

Martin Palavecino. MD
Steven AL Curley, MD
Iiddie K. Abdalla, MD
Harmee! Kaur, M1)
Chusilp Charnsangavey, MDD
Evelvne M. Loyer, MD

JAMA. 2009,;302(21):2338-2344




Morphologic response criteria RFCIST

Optimal regponse

Partil response

———Incompeteornorssponse | | ——- Stable disease or progressive disease
1.0 1.0
I
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(w |} L o
- —I c
> S S —— )
2 06- - £ 05- E
g — 5 |
£ 0.4+ | 0.4- ;
: :
o @
* 02- 0.2

Log-tank P=.03 Log-rank P=.25
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0 10 20 20 40 50 0 10 20 30 40 50
Monlhs Morniths
No. at risk
Respcnder 22 20 12 4 2 31 26 14 3 2

Nonresponcer 23 18 9 3 0 14 12 7 4 J
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Urgent Need lor a New Staging System in Advanced
Colorectal Cancer
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