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Squamouscell
carcinoma

Adenocarcinoma

Twodifferent diseases& Twodifferent treatments



The new TNM classification
8th edition

New clinical/pathological classification

New classification of EGJ adenocarcinoma



The new TNM classification
8th edition

cTNM(ClinicalStage)

Neoadjuvanttherapy Neoadjuvanttherapy Surgery
+ surgery

cTNM ypTNM pTNM

Clinical AJCCy Stage Pathological
stage stage



The new TNM classification
8th edition

Submucosa

Muscularis propria Fibrosis

N
N N N

N NSubserosa

Changesdue to neoadjuvanttherapy = is the sameTNMadequat?

No neoadjuvanttherapy

pT2N2

Neoadjuvanttherapy

pT2N1



Mandardclassification
Becker grading system
SPR(Size-Based Pathological Response)



The new TNM classification
8th edition

SiewertI

SiewertII

SiewertIII

EGJ adenocarcinoma

EGJ



The new TNM classification
8th edition

Χƴƻǿ ŎƭŀǎǎƛŦƛŜŘ ŀǎ ŀ DŀǎǘǊƛŎ ŎŀƴŎŜǊ



SquamousCellCarcinoma

Treatment strategydependson:

VResectionmargins
VNodaldiffusion

VRiskof nodal involvement



SquamousCellCarcinoma

Cervical 
esophagus

Definitive CRT

+ salvage surgery
AnconaE, et al (2008) Ann SurgOncol
AltorkiN, et al (2002) Ann Surg
BollschweilerE, et al (2006) Endoscopy
SepesiB, et al (2010) J Am CollSurg
GockelI, et al (2009) J SurgOncol



SquamousCellCarcinoma

AnconaE, et al (2008) Ann SurgOncolAltorkiN, et al (2002) Ann SurgBollschweilerE, et al (2006) Endoscopy 
SepesiB, et al (2010) J Am CollSurgGockelI, et al (2009) J SurgOncol

Thoracic 
esophagus

Early Stage
cT0-2  N0

Locally 
Advanced
cT3N0; any N+

Upfront Surgery NeoadjuvantCRT 
+ Surgery



SquamousCellCarcinoma



NeoadjuvantCRT: our results

SquamousCellCarcinoma



SquamousCellCarcinoma

Thoracicesophagus
Locallyadvanced

Standard of care: 
neoadjuvantCRT + 

surgery

Always
necessary?



Pathological complete 
response after CRT?

pCR: 23% of ADK and 49% of SCC

pCR: 45% of ADK and 53% of SCC

άsurgery as 
ƴŜŜŘŜŘέ 

approach?

SANO trial

Χa  nonsurgical  strategy  in  
patients  with  a  cCRafter 
nCRT,  theoretically  saves  
5%  mortality  and  60%  
ǎŜǾŜǊŜ ƳƻǊōƛŘƛǘȅΧ

nCRT+surgery vs nCRT+ surveillance



Χto  determine the  accuracy of 
detecting the presence/absence 
of residual disease after nCRTΧ



Adenocarcinoma
Treatment strategydependson:

Early Stage
cT0-2  N0

Locally Advanced
cT3N0; any N+

Upfront Surgery Neoadjuvanttreatment 
+ Surgery

No definitive CRT 



Good but not as 
good as for SCC

SCC ADK



Good as for SCC



41.4 Gy 

50.4 Gy 

carboplatin 

paclitaxel 

5-FU 

cisplatin

docetaxel 

transthoracic approach with two -field

transhiatal resection 

transthoracic approach with two -field



Resection
margins

Lymphadenectomy



INTRAMURAL spread

Metastasisfar from the tumour
margin

VRiskof positive margin< 5% if in 
vivo margin> 5 cm

VAnastomoticrecurrence>20% if
margin<5 cm

Lame al, J ClinPathol(1996)
TsutsuiS, AnnSurg(1995)
KuwanoH, Surgery(2002)
CassonAG et all, AnnThoracSurg(2000)

Subepithelial
spread

Intramural
metastasis

direct extension of 
a primary neoplasm, 

does not exceed 2-2.5 cm

Barbour AP et al,  AnnSurg, 2007.  

Resection
margins

3.8 cm



5 cm 

5 cmIn vivo

Resection
margins

Proximal

Distal



Verhageet al. Am J SurgPathol2011

Resection
margins

CIRCUMFERENTIAL (CRM)

CAP- College of American Pathologists

RCP- RoyalCollege of Pathologists

R0

R0

R0

R1

R1

R1



Harvinet al,  ThoracCardiovasSurg2002

Significantafter CRT

N.B. TranshiatalEsophagecomyresultsin more POSITIVE circumferentialmargins
SuttieSA et al, EJSO 2012  

Resection
margins



Resection
margins

Lymphadenectomy



GriffinSM, et al (2011) AnnSurg SepesiB, et al (2010) J Am CollSurg
GockelI, et al (2009) J SurgOncol LerutT, et al (2004) AnnSurg
TachibanaM, et al (2008) AnnSurgOncol Mariette C, et al (2004) Eur J SurgOncol
Ancona E, et al (2008) AnnSurgOncol AltorkiN, et al (2002) AnnSurg

AdenoK SCC

m1-m2 0%N+ 0% N+

m3 up to 1,5%N+ up to 15%N+ 

sm1 up to 22%N+ up to 50% N+

sm2-sm3 up to 60%N+ up to 65% N+

DependsƻƴΧ TumorStageLYMPHADENECTOMY



DependsƻƴΧ NodalSpreadLYMPHADENECTOMY

Adenocarcinoma Squamous cell

Mediastinal
&

Abdominal Fieldsof 
lymphadenectomy



Siewert1 Siewert2 Siewert3

N+ 

Site
Abdomen 54% 70% 91%

Abdomen+Thorax 46% 30% 7%

SiewertI&II mediastinallymphatic diffusion

de Manzoni et al. J Thor CardiovascSurgery2007

JGCA lymph node station



Mid.Mediast 3-22%

Inf.Mediast. 6-34%

Cardiac 48-74%

Left Gastric 22-56%

Celiac Art. 20-30%

Paraaortic 0-10% 

Siewerttype II
T2-T4

PeracchiaΨффΣ HagenΨлмΣ FeithΩло {ǘŜƛƴ ΨлрΣ LagardeΨлрΣ ŘŜ aŀƴȊƻƴƛ Ω07, ParryΨмп

SiewertII lymphatic diffusion

How to explain this variability?

Maybe the reality is 
ƳƻǊŜΧǊŜƭŀǘƛǾŜΧ

ΧŘƻŜǎ ŜǎƻǇƘŀƎŜŀƭ ƛƴǾŀǎƛƻƴ ƳŀǘǘŜǊΚ



Surgery, March 2015

315 EGJ AdenoKSII 

60 months FU Lower mediastinumN+

Up-mid mediastinumN+

Lymphonodalmetastasisor recurrencerate accordingto esophagealinvasion
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WESTERN STRATEGY FOR EGJ CARCINOMA

Esophageal Invasion

3 cmÅ135 EGJ Adenok

Å65% neoadjuvantCRT

Å20,7% mediastinalN+
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Area under ROC curve = 0.5825

hǳǊ wh/ ŎǳǊǾŜΧ

WESTERN STRATEGY FOR EGJ CARCINOMA

Excellent ROC curve
Unusefulnessof length of 

esophageal invasion in 
predicting mediastinalnodal 

invasion in EGJ cancer



Mainly 
abdominal

Siewert1 Siewert2 Siewert3

N+ 

Site

Abdomen 54% 70% 91%

Abdomen+Thorax 46% 30% 7%

SiewertIII lymphatic 
diffusion



SiewertI
(N= 13)

SiewertII
N= 44

SiewertIII
N=54

Level of nodal 
metastasis

First tier 
(n=43)

6 (46,2) 15 (34,1) 22 (40,7)

Non-first tier
(n=68)

7 (53,8) 29 (65,9) 32(59,3)



Inf.Mediast 15-17%

Gr.Curvature 13-28%

Subpyloric 6-12%

Left Gastric 21-48%

Celiac Art. 18-39%

SplenicHilar 0-14%

Para-aortic 26-33% 



Super-extended
lymphadenectomy

reduceslocoregional
relapsesin Lauren 

mixed-diffuse type AGC

Para-aortic lymph nodes positive in 12,2% of cases



SquamousCell 
Carcinoma

Chen et al, EuropeanJ of Cardio- thoracicSurg2009



ΧƘƛƎƘŜǊ ǊŀǘŜ ƻŦ 

ŎƻƳǇƭƛŎŀǘƛƻƴǎΧ



Complications

Monolateral vocal cord paralysis:     12-60% 

Bilateral vocal cord paralysis:                    5%

Permanent vocal cord paralysis:         3-31%

Pulmonary complications increased by vocal cord 

paralysis: aspiration pneumonia risk!

LerutT, et al (2004) Ann Surg
Nakagawa S, et al (2003) Dis Esophagus
Tachibana M, et al (2005) Am J Surg
Fang WT, et al (2007) Dis Esophagus
NishihiraT, et al (1998) Am J Surg



A. Upper and Middle N0 

B. Lower N0 

C. Upper and Middle N+ 

D. Lower N+



3-field  
dissection

Upper 
thoracic

Mid-lower 
thoracic

ÅNeck US
ÅEUS





o Morbidity: 18-57%

o Mortality: 3-10%

Large variability

Different definitions
High volume 
vs Low volume

EsophagectomyΧάƘƛƎƘ Ǌƛǎƪέ ƻǇŜǊŀǘƛƻƴ



o Morbidity: 18-57%

o Mortality: 3-10%

Early diagnosis

51%

2%
113 pts

Correct 
treatment

Multidisciplinary 
team

Impact of volume



Giacopuzziiet al. (in press), Dis Esoph

Our ERAS protocol



Å160 Ivor Lewis
Å120 drainage ς40 no drainage
Å10 anastomotic leaks

Same complication 
& mortality rate

Median drain 
removal POD 5 

Median leak detection
POD 10

Diagnosis on CLINICAL SUSPICION

Å1 surgery
Å5 endoscopic
Å4 conservative

Treatment

After oral intake resume



o Evaluatedfeasibilityand safetycompared to standard group
o Standard group             ERAS group

17 patients 22 patients

Morbility reduction
Median LOS
in ERAS groups

44% 27%

Giacopuzziet al. (in press), Dis Esoph
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