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Locally advenced gaslric cancer
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TNMVIStaging, Gastric Cancer

Table 2
TM staging of gastric cancer [7th Edition of AJCC/UICC guidelines) [5.7].
Primary tumour (T) Regional lymph nodes (N) Distant metastasis (M)
TX  Primary tumour cannot be assessed MX  ERegional lymph node(s) cannot  MX  Distant metastasis cannot be
be assessed assessed
TO Mo evidence of primary tumour N0 Mo regional lymph node MO Mo distant metastasis
metastasis
Tis  Carcinoma in situ: intraepithelial tumour without invasion of the lamina M1 Metastasis in 1-2 regional i1 Distant metastasis or positive
propria lymph nodes peritoneal cytology
Tila Tumour invades lamina propria or musculans mucosae M2 Metastasis in 3-6 regional
lymph nodes
Tk  Tumour invades submucosa M3 DMMetastasis in 7 or more

regional lymph nodes
T2  Tumour invades muscularis propria
T3  Tumour penetrates subserosal connective tissue without invasion of visceral
peritoneum or adjacent structures
Td4a Tumour invades serosa (visceral peritoneum)
T4k Tumour invades adjacent structures

Edge SB. Byrd DR, Compton CC, eds. AJCC Cancer Staging Handbook, 7th ed. New York, NY: Springer, 2010. Used with the permission of the American Joint Committes on
Cancer (AJCC), Chicago, inois. The original source for this material is the AJCC Cancer Staging Handbook, Seventh Edition [2010] published by Springer Science and Business

Media LLC, www.springer.com.
" T3 umours also include those extending into the gastrocolic or gastrohepatic ligaments, or into the greater or lesser omentum, without perforation of the visceral

peritonpeum covering these structures.
" Adjacent structures include the spleen, transverse colon, liver, diaphragm, pancreas, abdominal wall, adrenal gland, kidney, small intestine and retro-peritoneumn.
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Stagngandtreament principles

MNational
Comprehensive

NCCHN /| Cancer

\] erwaor L’

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Gastric Cancer

Version 1.2014
NCCN.org
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Mational

Comprehensive . NCCN Guidelines Version 1.2014 NCCN Guidelines Index
Cancer . Gastric Cancer Table of Contants
Gastric Cancer Discussion

WORKLUP

* H&P

* Upper Gl endoscopy and biopsy®

» Chest/abdomen/pelvic CT with oral
and IV contrast

* PET-CT evaluation if no evidence of M1
disease® and if clinically indicated

* CBC and chemistry profile

* Endoscopic ultrasound (EUS) if no
evidence of M1 disease (preferred).

* Endoscopic mucosal resection (EMR)
may contribute to accurate staging of
early stage cancers®

» Nutritional assessment and counseling

* Biopsy of metastatic disease as
clinically indicated

* HERZ-neu testing If metastatic
adenocarcinoma is documented/
suspected?

» Aszess Slewert category®

» Smoking cessation advice, counseling
and pharmacotherapy'

* Screen for family history?

CLINICAL ADDITIONAL
STAGE" EVALUATION

Medically fit' -
Tis or
Tia

Medically unfit -
Medically fit,

potentially
resectable

Multidisciplinary

review preferred® See GAST-2

Consider
laparoscopy!
{category 2B)

Locoregional Medically fit,

(M0) unresectable —

Medically unfit—

Palliativa

Management
(see GAST-T)

Sagligin Merkezi’ ANADOLU =
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Mational
Comprehensive NCCN Guidalinas Vaminn 1.2“14 MCCM Guidelines Index
Cancer . Gastric Cancer Table of Contants
Network® Gastric Cancer T
FINAL STAGE" PRIMARY TREATMENT
Medically unfit Tis or TlTa —— Endoscopic resection (ER)? » | Endoscopic
ERE = | surveillance®
Medically fit Tisor Tla ————= |or
Surgery® = | Surgical Outcomes
ol for Patients Who
™Mb ——————— Surgery® » | Have Not Received
Surgarys! Preoperative Therapy
Medically fit,' ad (see GAST-3)
potentially or

resectable Preoperative chemotherapy™

T2 or higher, {category 1)
Any N or

Surgical Qutcomes
—» Surgery® — for Patients Who Have

4,14 Received Preoperative
Preoperative chemoradiation Thera i T4

(category 2B)
Laparoscopic Concurrent fluoropyrimidine- or taxane-based i—z:g:;a;:‘; nt
findings of Medically fit, _ | ehemaradiation™" (eatagery 1) —+ | Additional
Locoregional unresectable or Managameant
disease (M0) Chemotherapy™ (see GAST.5)
Post Treatment
Concurrent fluoropyrimidine- or taxane-based - w
T, fi s
Medically unfit . :rrmmuradlatinn (category 1) (Definitive) Managament
[see GAST-5)
Palliative Management (see GAST-T sea GAST
Laparoscopic findings of
metastatic dis (M) + Palliative Management (see GAST-T)
(el wl w 124 m
Sagligin Merkezi ANADOLU
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RE-STAAQNGafter necadjuvart therapy

Medically fit, unresectable
or

Medically unfit patients

following primary
treatment

‘Sagligin Merkezi’

POST TREATMENT
ASSESSMENT

Restaging:
» Chestiabdomen/pelvic CT
with oral and IV contrast
» CBC and chemistry profile
* PET/CT scan as clinically indicated

CUTCOME ADDITIONAL
MANAGEMENT

Surgery (preferred),®

if appropriate
Resectable and medically operable —= |or

Follow-up

(see GAST-6)
Unresectable
or Palliative
Medically inoperable]| ——————— = | Managemant
andlor (see GAST-T)

Metastatic disease

ANADOLU"®
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D2dissaction

Mational
Comprehensive OGN Guidelines Version 1.2014 MCCM Guidelines Index
Cancer . Gastric Cancer Table of Contants
MNetwork! Gastric Cancer Discussion
PRINCIPLES OF SURGERY
N Staging Resectable tumors
= Determine extent of disease by CT scan (chest, abdemen, and pelvic) » Tis or T17 tumors limited to mucosa (T1a) may be candidates for
* EUS (if no metastatic disease seen on CT) endoscopic mucosal resection (in experienced centers)
* In patients being considered for surgical resection without pre-operative = T1 b-T3> Adequate gastric resection to achieve negative microscopic
therapy, laparoscopy’ may be useful in detecting radiographically margins (typically 24 ¢cm from gross tumor).
occult metastatic disease in patients with T3 and/or N+ disease seen ¥ Distal gastrectomy
on preoperative imaging. If laparoscopy is performed as a separate r Subtotal gastrectomy
procedure, peritoneal washings should be performed a

* In patients receiving pre-operative therapy, a baseline INparoscopy * T4 tumors require en bloc resection of involved structures
along with peritoneal washings should be considered. * Gastric resection should include the regional lymphatics—perigastric
= Positive peritoneal cytology (performed in the absencef visible lymph nodes (D1) and those along the named vessels of the celiac axis
peritoneal implants), is associated with poor prognosistand is defined {D2), with a goal of examining at least 15 or greater lymph nodes!?12
as M1 disease.? r Definition of D1 and D2 lymph node dissections
& D1 dissection entails gastrectomy and the resection of both the
i i il greater and lesser omenta (which would include the lymph nodes
= Siewert tumor type should be assessed in all patients aleng right and left cardiac, along lesser and greater curvature,
adenocarcinomas involving the esophagogastric junctiin (EGJ).3* suprapyloric along the right gastric artery, and infrapyloric area);
r Siewert Type | adenocarcinoma of the lower esophag + D2 dissection is a D1 plus all the nodes along the left gastric artery,
associated with Barrett's esophagus) with the center ithi commaon hepatic artery, celiac artery, splenic hilum and splenic
1 cm to 5 cm above the anatomic EGJ. artery.
» Siewert Type li: true carcinoma of the cardia at the EC » Routine or prophylactic splenectomy is not required.'® Splenectomy is

tumor center within 1 cm above and 2 cm below the E acceptable when the spleen or the hilum is involved.

¢+ Siewert Type lll: subcardial carcinoma with the tumor
2 and 5 cm below EGJ, which infiltrates the EGJ and
from below.

» The treatment of Siewert types | and |l is as described in the NCCN Palliative procedures
Guidelines for Esophageal and EGJ cancers. * Gastric resections should be reserved for the palliation of symptoms
= Siewert type lll lesions are considered gastric cancers, and thus should {eg, obstruction er uncontrollable bleeding) in patients with incurable
be treated as described in the NCCN Guidelines for Gastric Cancer. In disease.

Lymph node dissection not required

In patients fit for surgery and who have a reasonable prognosis,
gastrojejunostomy (open or laparoscopic) is preferable to endoluminal
stenting in patients with gastric outlet obstruction.™

Venting gastrostomy andl/or jejunostomy tube may be considered

obtain adequate margins.

» Locoregionally advanced
r Level N3 (hepatoduodenal and root of mesentery) or N4 (para-aortic)
Ilymph node highly suspicious on imaging or confirmed by biopsy
¢ Invasion or encasement of major vascular structures (excluding the
splenic vessels)
= Distant metastasis or peritoneal seeding (including positive peritoneal
cytology)

Sagligin Merkezi’ ANADOLU =
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« Dutch RCT: D1vs D2lymphedenedtary
— signficart redudtioninthe propartionof locoregord recurenceand
canca-dateddeathafter alongfolloasup.

* TawaneseRCT.
— signficart surva bengiit of D2or nore exterave lymanedenediary
carparedwith DL Iynphedenedary

* European Soaety for Medica Oncology Guiddineforgastric
cancer andthe National ComorenensiveCancer Network
Quiddinefor gastriccancer, novreconmeadanextended D2
Iymphadenectany asinthe JapaneseguicHines.
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For Thiree Men
The Civil War
Wasn't Hell.
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Pracitice! [
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Standardtreament ?

* NAON

* Japanese
« ESMO

« SAOG 0116
« MAGC

* Henchtrid
 Nenerones

* Ogaongtrds. ..

‘Sagligin Merkezi’ ANADOLU

23112014 13 JOH.\S HOPKINS MEDICINE



Japanese Standard

Table 6 - Recommendations given by the Japanese Gastric Cancer Treatment Guidelines (3rd edition) 2010

NO N1 (1-2) N2 (3-6) N3 (>7)
Tla ESD (well diff. <2 cm) D1+8a, 9 {<2 cm) D2 (>2.1 cm] D2 D2
T1h D1 {well diff. 1.5 cm) D1+8a, 9 D1+48a, 9 {<2 cm) D2 (2.1 cm) D2 D2
T2 0z DZ+CT adjuv. DZ+CT adjuv. D25 CT adjuv.
T3 D2+CT adjuv. D2+CT adjuv. D2+CT adjuv. D2+CT adjuv.
Tda D2+CT adjuv. D2+CT adjuv. D2+CT adjuwv. D2+CT adjuv.
T4h D2+CT adjuv. D2+4CT adjuv. D2+CT adjuv. D2+CT adjuv.
+ combined resection + combined resection + combined resection + combined resection

Any M1: chemotherapy, palliative surgery, palliative treatments.
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Contents lists available at ScienceDirect

Radiotherapy and Oncology

journal homepage: www.thegreenjournal.com

Guidelines

Gastric cancer’: ESMO-ESSO-ESTRO Clinical Practice Guidelines for @msmk
diagnosis, treatment and follow-up

Tom Waddell , Marcel Verheij®, William Allum ¢, David Cunningham ¢, Andrés Cervantes ©, Dirk Arnold **
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Sutton, UK; ® Department of Hematology and Medical Oncelogy, INCLIVA, University of Valencia. Spain: ' Department of Medical Oncology, Tumer Biology Clinic, Albert Ludwigs
University. Freiburg, GCermany
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Veta-andysis of adjuvant cherothergpy after radica
surgeryfor aovancedgastric cancer. P.un, BJS
2000

_ L Hazard ratio Weight Hazard ratio
Reference Log(overall survival) (s.e.) (fixed) (%) (fixed)
Cirera et al®? 05108 (0-2217) —— 5.28 0-60 (0-39, 0:93)
Nakajima et al.® -0-3038 {0-2005) —o—r 646 0-74 (060, 1.09)
Neri et al.%® -0-6730 (0-2005) —e— 646 0-51 (0-34, 0:76)
Bajetta et al®* -0.0726 (0-1846) —a— 762 0-93 (0-65, 1-34)
Nashimoto et al®® -0-5194 {0-3430) —a— 221 0-59 (0-30, 117)
Chipponi et al® —0-0875 (0-1928) —o— 698 0-92 (0-63, 1-34)
Popiela et al.*® -0-1985 (0-1124) —H 20-54 0-82 (0-68, 1.02)
Bouche et al.> -0-3011 (0-1622) —— 9.87 074 (0-54, 1.02)
Nitti et al. (EORTC)%® -0-1166 (0-2467) —or— 4.26 0-89 (0-55, 1-44)
De Vita et al.¥ —0-0943 (0-1433) —o— 1264 091 (0-69, 1-21)
Nakajima et al.®' —0-7340 (0-3139) —a— 263 0-48 (0-28, 0-89)
Sakuramoto et al2® —0-3857 (0-1313) 15-06 0-68 (0-53, 0-88)
Total ¢ > 100-00 0-76 (0-69, 0-84)
Test for heterogeneity: y2 = 15-84, 11 d.f., P=015,/2=305%
Test for overall effect: £ =518, P< 0-001 | | | |

I I
01 02 05 1 2 5 10
Favours chemotherapy + surgery Favours surgery alone

Fig. 4 Meta-analysis of overall survival in randomized clinical erials comparing chemotherapy plus surgery with surgery alone, after
exclusion of the International Collaborative Cancer Group trial reported by Nitt and colleagues®®. Hazard ratios are shown with
95 per cent confidence intervals. EORTC, European Organization for Research and Treatment of Cancer

Adjuvant radiotherapy is beneficia after curativesurgery for localy aovanced gastric canocer




NCON Treatmant recommendations
Preoparative chavotherapy/ cheoradiation

Marional
Comprehensive

NCCN Eeties

Gastric Cancer

NCCN Guidelines Version 1.2014

NCCHN Guidelines Index

Gastric Cancer Table of Contents

MNetwork® Discussion
FINAL STAGE" PRIMARY TREATMENT
Medically unfit —— Tis or Tla —— Endoscopic resection (ER)? » | Endoscopic
ER® » | Surveillance®
Medically fit ——— TisorTla —— = |or
Surgery® » | Surgical Outcomes

Medically fit,’
potentially K|
resectable

T2 ar higher,
Any N

Laparoscopic

findings of Medically fit,!
Locoregional unresectable
disease (M0)

Medically unfit .

Laparoscopic findings of
metastatic disease (M1)

Sagligin Merkezi’

Preoperative chemotherapy™
(category 1)

or

Preoperative chemoradiation™"
{category 2B)

—= Surgery®! -

Concurrent fluoropyrimidine- or taxane-based
chemaoradiation™" (category 1)

or

Chemotherapy™

Concurrent fluoropyrimidine- or taxane-based
chemoradiation™" (category 1) (Definitive)
or

Palliative Management (see GAST-T)

Palliative Management (see GAST-T)

for Patients Who

Assessment/
Additional
Management

(see GAST-5)
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* Extended Surgary in Gastric Cancer
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Surgeonistherewheretheactionis!

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JULY 31, 2008 VOL, 359 NO. 5

D2 Lymphadenectomy Alone or with Para-aortic Nodal
Dissection for Gastric Cancer

Mitsuru Sasako, M.D., Takeshi Sano, M.D., Seiichiro Yamamoto, Ph.D., Yukinori Kurokawa, M.D.,
Atsushi Nashimoto, M.D., Akira Kurita, M.D., Masahirc Hiratsuka, M.D., Toshimasa Tsujinaka, M.D.,
Taira Kinoshita, M.D., Kuniyoshi Arai, M.D., Yoshitaka Yamamura, M.D., and Kunic Okajima, M.D.,
for the Japan Clinical Oncology Group
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Sagligin Merkezi’

523 Patients underwent randomization

D63 Were assigned to D2
lymphadensctomy

260 Were assigned to D2

lwmphadenectomy plus PAND

263 Underwent the assigned
surgery

1 'Was ineligible because
aof changed histolagic
diagnosis

0 Had protoco! wialations

7 Had incomplete
dissection

1 Had DZF mghade-
nectarry plus PAND

1 Had intracperative
frozen biopsy af the
para-zortic nodes

239 Underwent the assigned

SUrgery

263 Were included in the
final analysiz

1 Had pratocol viclations
because of incomplets
dissection

158 ‘Were induded in the
final analysiz

Figure 1. Disposition of the Patients.
PAND denctes para-acriic nedal dissection.
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Table 2. Site of First Tumor Recurrence,™

Site

Peritoneum
Lymph nodes
Liver

Others

D2 Lymphadenectomy D2 Lymphadenectomy

Alone
[N=109)

43 [35.4)
24 (22.0)
21 (18.3)
21 (18.3)

na. [#)

plus FAMND
[M=108]

39 (36.8)
23 (21.7)
24 (22.6)
20 (18.9)

70
ED_
50
A0
0
20
104

Creeall Suryival [3)

100+
00+ T,
BO- o

— D2 lymphadenectomy
- 02 lymphadenectarny
plus PAMD

Mo, ot Risk

D2 graup 263

D2 plus PAND 239
group

-
-
=
-
-
—
-
-
=

46 236 201 1B8 173 115 64
41 215 198 1BE 176 112 71

21
16

(e
o

100
B0~
BO-
0
ED_
50

— D2 lymphadenectomy
=- 02 lymphadenectamy
plus PAMD

A0
30
20
104

¥ In nine patients in the group assigned o D2 lymphadenectomy alone and
seven patients in the group assigned to D2 lymphadenectomy plus para-aoriic
nodal dissection (PAMNDY, maore than one site was invalved at the time of first
recurrence. o 1 2 1 4 3 & T & 8 10 1

Focurre non-fraa Swreival (5]

Mo, & Risk

D2 graup 263 25 20 176 168 146 BE 55 35 0 2
D2 plus PAND  25% 215 1B9 166 154 142 EBS 59 30 B 1

group

Figure 2. Kaplan—Meier Estimates of Overall Survival [Panel A)
and Recurrence-free Survival (Panel B).
PAND denctes para-acrtic nedal dissectian.
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ORIGINAL ARTICLE

Multivisceral Resection for Locally Advanced
Gastric Cancer JAMA Surg, 2013;148(4):353-360

An Italian Multicenter Observational Study

Fabio Pacelli, MD: Giacomo Cusumano, MD; Fausto Rosa, MD: Daniele Marrelli, MD; Mariantonietta Dicosmo, MD:
Chiara Cipollari, MD; Alberto Marchet, MD; Stefano Scaringi, MD; Stefano Rausei, MD; Alberto di Leo, MD;

Franco Roviello, MD; Giovanni de Manzoni, MD: Donato Nitti, MD: Francesco Tonelli, MD:

Giovanni Battista Doglietto, MD; for the Italian Research Group for Gastric Cancer (IRGGC)
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Sagligin Merkezi’

Patients with gastric cancar
(1998-2008)

!

206 Patiens with cT4b dis=ase
surgically treated

! '

A7 Und=raent nonresectional 165 Underwent msective
surgary (18%) surgery (82%)

|

57 Underwent gastric 112 Undarwent multiviscaral
surgary alona (33.7%) ressction (65.3%)

Figure 1. Consort diagram of the study.
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Table 1. Postoperative Dutcomes
Ma./Nao.
Nonreseclional Surgery Gastrectomy Alane Multiorgan Resection P Value
Postoperative mortality 07 37 47 55
Major complications 0/65 18/65 38165 il
Sepsis 111 811 51 36
Anastomotic leak 114 a4 814 50
Bowel infarction 4 24 214 A7
Pancreatic complications? 118 318 14118 50
Respiratory complications® 06 56 16 26
Cardiac complications® 1/4 34 074 06
Othert 2/8 2/8 48 90

2Pancreatic fistula, acute pancreatitis, pancreatic necrosis, and pancreatic abscass.
P Preumonia and postoperative respiratory insufficiency.

“Myocardial infarction, arrhythmia, and cardiogenic shock.

d)ctus cerebri, renal failure, and hepatic dystunction.

Sagligin Merkezi’
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1.0

084
2
5 064
Py
z
".E 0.4
=
= 0.2
0.0+
] 12 24 35 44 Bl T2
Follow-up, mo
12 mo 36 mo B0 mo
Survival rate, % 60T o3 Y

Figure 2. Overall survival curve.
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RO, R, Rll survival

Cumulative Sureival

1] 12 24
Aesection
Type/Patients, No. 12 mo
RO/43 G0.6
R130 G249
A3 0

% 48 &0 72
Follow-up, mo
Survival Rabe, %
36 mp B0 mo
4R 5 437
4 4
T4 ]

Figure 3. Survival rate according fo the completeness of resection.
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Nstatus andsurvivd

B phid
=
|'_|'l| - .1 ............
% S O -2 | R
2 =_ _BNE_ -
G -
i
36 43 80 7
Follow-up, ma
Survival Fate, %
Niodal Stabus/Patients,
Mo. 12 mo 36 mo B0 mo
T ) 53 B&.7 53.3
1734 569 454 40.4
M3 541 auz M5
M3 364 ] i
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Muithariate :

Table 4. Cox Univariate and Multivariate Regression Hazard Models

Cox Univariale Cox Multivariale
Regression Model, HR Regression Model, HR
Feature {95% CI) P Value (95% CI) P Value
Sex 1.07 (0.95-1.03) 29
fge =65y 0.97 (0.60-1.55) A3
Site of tumar 0.99 {0.81-1.21) 04
Bormann classification 1.19 (0.76-1.90) A4
Lauren classification .73 (0.42-1.26) 26
Multiple resaction 1.22 (0.76-1.95) .39
Spleen 1.48 (0.94-2.35) 09 A9
Calon 0.78 (0.45-1.22) 28
Pancreas 1.04 (0.66-1.63) .5
Liver (.73 (0.40-1.38) .35
Peritoneum 1.78 (1.02-3.10) 04 a1
Diaphragm 0.52 (0.16-1.65) 27
Other argans 1.10 (0.53-2.32) .78
Tumaor size, cm
=7 1.74 (1.01-1.14) .02 il
=7 0.04 (0.38-3.01) 04
pT 0.71 (0.36-1.32) 28
o 1 A3 §1.472-7 3R] = (11 177 (120-2.43) = 11
Mo. of lymph nodes 1.00 (0.98-1.01) 87
No. of pathelogic lymph nodes
=15 1.02 (1.01-1.03) =001 a2
=15 2.08 (1.30-3.33) =002
Type of lymphadenectamy 1.00 (0.71-1.40) =109
A (RO, R and B2 181 (1.36-2.39) -==,001 1,64 (1.15-2.34] 006
Cytalogy 1.35 (1.01-1.83) .04

Abbreviation: HR, hazard ratio.
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* Patients undergoing extended resections experience
acoeptabdle postoparaivemorbidity and mortality rates
* BEnblocmulti-viscerd resectionshould be perfomed
— codeteresedioncanberedisticaly aatained
— Whenlyndhnodenglastassis notevidart
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Achieving ROResection for Localy Advanced Gastric Cance:
Is It Worth the Risk of Multiorgan Resection? Martin RGer d.
Joumd of the Amencan Callege of Surgeons, 2002

 33/=singeaddtiord organresaeded
 63=2addtiod organ
» 18=3addtiond organ

 580carpications. 33%00f patients
* Penoperativenatality: 4%

 Thenumber of resected organs (RR38) Isamgor risk
factor for severeconplications

Sagligin Merkezi’ ANAD OLU =

JOH.\S HOPKINS MEDICINE



Prognosticfactors, multiviscerdl resection

Table 5 Prognostic factors determined by
multivariate analysis

Variables OR 95% (I
Age =70y 3.32  1.37-8.08
Lymph node metastasis 11.48  2.48-53.10

Number of organs resected 2.65  1.30-5.42
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R1 resection, positiveresecionmargn

Available online at www.sciencedirect.com
SciVerse ScienceDirect EJ S O

the Jownal of Cancer Surgery

ETSO 39 (2013) 229234 WWW.EJS0.00Mm

Prognostic improvement of reexcision for positive resection margins in patients
with advanced gastric cancer

J.-D. Chen ?, X.-P. Yang °, J.-G. Shen %, W.-X. Hu %, X.-M. Yuan ?, L.-B. Wang **

* Department of Surgical Oncology, Sir Run Run Shaw Hospital, College of Medicine, Zhejiang University, Hangzhou, Zhejiang 310016, PR China
b Department of General Surgery, Taizhou Central Hospital, Taizhou, Zhejiang 318000, PR China

Accepted 13 August 2012
Available online 17 November 2012
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* Retrospective

o NZ22(wWithpositive margnswhounctemant patenially
curativeresedionfor locally acvenoed GO).

* S0paiiens (reexasadtoa negaiveresedionnmagh)

o 72patienswhowereleftwithapogtiveressdionmagnwere
comparedusngunivaniate andmutivanate analyses.
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Figure 2. Survival curves for <pN2-category patients with either negative
margins or positive margins at final histological analysis.
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Table 2
Univanate and multivariate analyses of factors influencing overall survival.

Factor Univariate Multivariate
p Value p Value

Type of lymphadenectomy

Positive resection margin
nN-catego

pINM stage 0.043 0.932
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CGastrectamy in Advanced Gastric Cancer Effectivdy Pdlliates
Symptors and May Inprove Survival in Sdect Patients. Callins
A. J Gastraintest Surg (2014)

* Inconplete(l.e., R2) gastrectamyinadvancaed gastric
cancer (?)

Retrospective
. 210locdly advanced or metastatic gastric cancer pts
(1992-2X008).
* Threagroups.
— Gastredamy (N=99),
— Bqdoaionwithout resedion(N=606),
— Nosugary(N=45).
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« Synpomresdutionafter gastrediany48%
 Conpicationrate: 32%
* Matality:6%
» Ovadlmedansuwd:6.2nmoths
— 100nonihsafter gastredtany,
— 4.1 monthsafter exorationwithoutresedion
— 5.3monthsfornosurgery (p<0.00D).
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Peritoned Recurrence

* Suwalispoar

 Desateadwart cheraherapy, ACpatient oftendevaop
recurence

 Peantoraumisthenost commonsite of recurenoe

* Intrapattoned cherathergoyhasbeenproposedasa
treatiment option
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Factors predicting peritonea recurrencein acvanced
gastric cance: implicationfor adjuvant intrgperitoned
chevotherapy HEEJL, Gastric Cancer (2014)

* N 806ACC curative D2 gastredamy (2003- 2000)
* 5year pentoned recurenoefreesumviva wes 79.3%
*  Reaurenoe=245patients (304%9.
* Rskfactarsfor pertoned recurenoe=
— DepthofturorinvesonCT3
— BExdersvelymohnocenetastass(NG)
— Bamamtype4
— \Venausinvason
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HIPEC

Available online at www.sciencedirect.com
ScienceDirect I 'J : ; (

the Jourral of Cancer Surgary

EISO 40 {2014) 12=26 WL E]S0.0

Review

Intraperitoneal chemotherapy in advanced gastric cancer. Meta-analysis of
randomized trials

. Coccolini “*, E. Cotte °, O. Glehen °, M. Lotti , E. Poiasina *, F. Catena °, Y. Yonemura
L. Ansaloni *

“General Surgery Dept., Papa Giovanni XXI1I Hospital, Bergamo, Italy
" General Surgery Dept, Centre Hospitalier Lyon Sud, Hospices Civils de Lyon and EMR 3738, Université Lyon I, France
Greneral Surgery Dept., Ospedale Maggiore, Parma, Traly
4 General Surgery Dept., Kusatsu General Hospital, Yabase 1660, Japan

Accepted 23 October 2013
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Owerdl nortalityat oneyear

F. Coccolini et al. /EJIS0 40 (2014) 12-26

Surgery+intrap chemother  Surgery Odds Ratio Odds Ratio
A Study or Subgroup Events Totsl Events Totsl Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
1.1.1 Treatment of Peritoneal carcinosis
Sautner 2004 n n 20 M 189% 0.35[0.13, 0.95] 2004 —
Yang 2011 10 M MM ITA% 0.17 [0.06, 0.48] 2011 - =
Subtotal (95% C1) 7 68 363% 0.25 [0.12, 0.51] -
Total events F 4 | &4
Hetorogeneity: Tau = 0.00; Chi" = 0.91, &f = 1 (P = 0.34) I = 0%
Tes! for overall effect: Z = 3,77 (P = 0.0002)
1.1.2 Prophylaxis of Peritonsal carcinosis
Hagwara 1992 3 24 B 23 8% 0.30 [0.07, 1.32) 1982 ——
Fupmura 1984 3 40 10 18 a8% 0.06 (001, 0.29] 1954 — v
Tan 2000 1 2 4 2 A% 0.30 [0.03, 2.87] 2000
Zuo 2004 1 46 2 ¥ 4% 0.38 [0.03, 4.34] 2004 -
Ding 2007 4 4 T W 112% 0.46 [0.12, 1.73] 2007 —
Kuramato 2009 10 59 6 20 151% 0.78 025 2.41] 2009 m—
Deng 2009 4 a4 2 M 121% 0.36 [0.10, 1.26] 2009 —
Subtotal (95% C1) e 215 % 0.34 [0.18, 0.62) -
Total events 26 a
Heterogensity: Tau' = 0.10; Chi" = 7,05, df = & (P = 0.32); I' = 15%
Tost for overall effect: 7 = 348 (P = 0.0008)
Total (95% CI) 43 283 100.0% 0.31 [0.19, 0.48) -
Total evenls a7 0 ) i
Heterogenelty: Tau® = 0.03; ChP* = 8.44, of = 8 (P = 0.39) I* = 5% e % —

Test for overall effect: Z = §,10 (P < 0.00001)
Tost for subgroup differoncos: Chi* = 0.39, df = 1 (P = 0.53), P = 0%

Sagligin Merkezi’

Favours surg+intrap chemo  Favours surgery

ANADOLU"®

In Affiliation with
JOHNS HOPKINS MEDICINE



AL A Aabil

A0 J
1.2.1 Treatment of Peritoneal carcinosis

Takahashi 1995 19 6 37 ST 21% 0.28 [0.13, 060] 1995 .
Fujimoto 1999 9 7 23 70 201% 030[0.13,070] 1999 —
Yang 2011 2 M 2 M % 0.36 (0.07, 201) 2011 G
Subtotal (95% C1) 161 191 S0.2% 0.29 [0.17,0.51) -
Total events 57 92

Heterogeneity: Tau® = 0,00; Chi* = 0,08, df = 2 (P = 0.96), I" = 0%
Tost for ovorall offoct: Z = 4.41 (P < 0.0001)

1.2.2 Prophylaxis of Peritoneal carcinosis

Hagwara 1992 8 24 177 25 128% 024 [0.07,0.78]) 1992 T —

Fupmura 1994 6 40 “ 18 10.9% 005(0.01,021) 194 — v

Shimoyama 1999 1" 30 6 1% 129% 0.96(0.27, 3.39) 1999 S v——

Tan 2000 4 2 13 29 122% 0.27 [0.07, 1.01) 2000 —

Subtotal (95% C1) 116 88 408% 0.24 [0.08,0.76) e

Total events 29 50

Heterogeneity: Tau®' = 0.92, Chi* = 942, of = 3 (P = 0.02), I' = 68%

Teost for overall effect: Z = 2,43 (P = 0.02)

Total (95% C1) an 249 100.0% 0.27 [0.16, 0.47) -

Total ovents 88 142 X ‘ _ )
Heterogeneity: Tau' = 0.20, Chi* » 960, of =6 (P = 0. 14). " = 37% 001 01 H 10 100

Tost for overall effect: Z = 4,63 (P < 0.00001)
Test for subgroup differences: Ch* » 008, di= 1 (P=0.77) F = 0%

Figure 1. Overall mortality at 1 year (A) and at 2 years (B).
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Owerdl nortalityat 5 years

Surgery*intrap chemother Surgery Odds Ratio Odds Ratio
D _ Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Ra 95% C1
1.4.1 Treatment of Periloneal carcinosis
Saulner 2004 a6 k5 ] 26 k] 1A% 1.14 [0.36, 3 61) 2004
Miyashiro 2011 54 135 §2 133 ME% 1.04 (D64, 1.69) 2011
Subtotal (95% Ci) 168 167 42.3% 1.05 [0.67, 1.65]
Total events 80 78

Helerogensity: Tau® = 0.00; Ch* = 0.02, df = 1 (P = 0.88]; I* = 0%
Tosf for overall eflect: £ = 0.23 (P = D.A82)

1.4.2 Prophylaxis of Perilonaal carcinosis

Hamazos 1903 1 42 21 40 13.0% 0,68 (0.28, 1.62] 1693

Ieguehi 1895 38 78 51 96 25.1% 0.84 [0.46, 1.52] 1995

Yonemura 2001 44 a2 iT 4T 18.2% 1.62 [0.79, 3.33) 2001

Kuramato 2008 50 59 20 2 13% 0.08 [0.01, 1.80] 2009 *

Subtotal (95% CI) m M1 ST% 0.89 [0.49, 1.63) -
Total avents 150 118

Helemogeneity: Tau" = 018, Chi®' = 548, df = 3 (P = 0,94); 1" = 45%
Tost for overall afect: Z = 0.37 (P =0.71)

Total (95% CI) 439 re 100.0% 0.99 [0.71, 1.37) »>

Todal swents 230 196

Holorogenaity; Tou' = 0,02, Chi* = 5,81, of = 5 (P = 0.35); "= 11% :cn:n 1:'1 ;l: 101;
Test lor overall eflect: Z = 0.09 (P = 0.93) Favours sufg+inimap choma  Fivouns sungery

Tosl lor subaroun difforences: Chi* = 019, ol = 1 (P = DBT), 1= 0%

Figure 2. Overall mortality at 3 years (C) and at 5 years (D).
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Surgery+intrap chemother Surgery Odds Ratio Odds Ratio
B or Events Total Events Total M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
6.2.1 Treatment of Peritoneal carcinosis
Fujimoto 1999 1 Al 16 70 11.6% 0.05[0.01,0.37] 1999 +—— =
Yang 2011 27 34 27 34 4% 1.00 [0.31, 3.24) 2011 e rr.
Subtotal (95% CI) 105 104 157% 0.29 (0.12,0.70) i
Total events 28 43
Heterogeneity: Chi* = 7.14, df = 1 (P = 0.008). P = 86%
Test for overall effect: Z = 2.77 (P = 0.008)
6.2.2 Prophylaxis of Peritoneal carcinosis
Hamazoe 1993 7 42 13 40 8.1% 0.42[0.15, 1.18] 1993 R T
Fujimura 1994 7 40 4 18 3.3% 0.74 (0.19, 2.95] 1994 N [T—
Ikeguchi 1995 22 78 3B 9% 179% 0.60[0.32, 1.14] 1995 -
Yu 1998 19 125 37 123 23.2% 042(0.22,0.78] 1998 —
Rosen 1998 6 46 4 45 26% 1.54 [0.40, 5.86] 1098 S —
Tan 2000 0 22 6 29 40% 0.08 [0.00, 1.51] 2000 * v
Yonemura 2001 15 92 7 47 S5T% 1.11[0.42, 2. 95) 2001 e
Ding 2007 a 41 15 37 90% 0.41[0.15, 1.11] 2007 ————
Kuramoto 2009 35 59 26 29 104% 0.17 [0.05, 0.62] 2009
Subtotal (95% C1) 545 464 B843%  0.50[0.37,0.68) &
Total events 120 150
Heterogenesty. Chi’ = 10.68, df = 8 (P = 0.22). " = 25%
Test for overall effect: Z = 4 37 (P < 0.0001)
Total (95% C1) 650 568 100.0% 0.47 [0.35, 0.63] %
Total events 148 193 3 P 7 z
Heterogenesty: Chi* = 17.36, df = 10 (P = 0.07). " = 42% 001 01 H 10 100

Test for overall effect: Z = 5.12 (P < 0.00001)

Teat for subarouo differences: Chi* = 1.30. df = 1 (P = 0.26). I = 22.8%
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Figure 3. Recurrence rate: overall (A) and peritoneal (B).
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HIPEC

o 1, 2and3yearovadl suwwa isincrementedby the lPC

*  Apasitiveeffed of IPChasbeenfoundonoverdl and
pentoned recurenceandondistant metasasss,

 Motdtyrateisincrematedby |PC

* Loootegord ympohinadesinvasionin patients affededby
acvanoedgastric canoer' is nat a contraindcationto IPC
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Assessmant of ResponseFollowing Necagjuvarnt

Thergoy-Biopsy

» Endoscopic bigpsy after CRThas beenusedtodetenmine
response

* N 156patients(MIKCO), CRTforlocaHegordlyadvanced
esoneged canoer->hiopsy->resedion

» 118patients had no tumor identified on endoscopic biopsy.
— 6%0hadlocal diseaseat timeof surgary
— Negative biopsy better predctedapCRior sguanous cell caranomaversus

adenoccaranama(54.3%0vs 13.68/0P<0.000).

— NocH stausof surgical spedmensdid not correlate
— Suvmvawesequvalen

«  CONCLUEON Anegativeendoscopic biopsyis not auseful predictor of a
PCRafter CRI, find nodd status, or overal surviva
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Assessiment of Response Folloning Necadjuvart
Therapy

* PETisusdu inrestagngatter CRTtoexducedistart
MeladagS

* Mutipestudesarelookngat prognosticvaueafter CRTor
charahaepy

 Prdimnaryresuts sugoest thet PET/CT canpaentidly bea
progosticator for O, but dataonmeaningul predicionof
responsearelacing
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Assessmant of Response Folloning Necadjuvart
Therapy

* Reatrogpediveandyss

* N152(EsodCGEIACA CRTandsurgay

« S50 Voeaeasewesassoaatedwithinproved OS
(430vs 7 20at 3Y)

 Pahdogcre with<6(%oresdud canoer
assoaaedwithlonger OS

« S MNVdecreaseistheonly prognostic factor of OS
(Mutvarate anglyss)
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Assessmant of Response Folloning Necadjuvart
Therapy-PETICT
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Original Article

A Prospective Evaluation of the Utility of 2-Deoxy-2-
['®F]Fluoro-p-Glucose Positron Emission Tomography and
Computed Tomography in Staging Locally Advanced Gastric
Cancer

Elizabeth Smyth, MD"; Heiko Schéder, MD?; Vivian E. Strong, MD* Marinela Capanu, PhD® David P. Kelsen, MD';
Daniel G. Coit, MD?; and Manish A. Shah, MD'

Cancer MNovember 15, 2012

AIm to prospectively examing, the potential adoked benehit
of FDGPETICT tonodem gasiric cancer stagng paradgs.
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Table 1. Patient Characteristics

Characteristic (n = 113) Value
Sex

Male 68 {B80%)

Female 45 {40%4)
Median age, vy 61 {range: 23-83 v]
Site

Gastric 71 (B3%0)

Proximal/gastroesophageal junction 42 (37%4)
Lauren's Classification

Intestinal a8 (3494)

Diffuse 52 {46%)

Mixed 12 [11%4)

Mot reported 11 (9%)
Differentiation

Moderate 25 (22%)

Moderate-poor 11 (10%4)

Poor T (58%4)
Stage

=Ta" 112 {99594

N1 70 (629%4)

*1 patient with T1M1 tumor on endoscopic ultrasound.
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Table 4. PET/CT Sensitivity and Specificity Among the Subset of Patients With Gastric Cancer
Who Have Fluorodeoxyglucose-Avid Primary Tumors (n = 76)

Metastatic Cancer Positive Predictive
Confirmed Value
Yes No Total
PET/CT-Positive 1 1 12 91.7% (95% Cl: 62%-99.8%)
PET/CT-Negative 1 53 Bid
Total 22 54 76

Cl indicates confidence interval, PET/CT, positron emission tomography/computed tomography.
Sensitivity for M1 50% (85% Cl 28%-72%) Specificity for M1 98% (95% Cl 90%6-100%)
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Table 5. PET/CT Sensitivity and Specificity Among the Subset of Patients With Gastric Cancer
Who Have a Megative Laparoscopy

Metastatic Cancer Positive Predictive
Confirmed Value
Yes No Total
PET/CT-Positive 10 1 11 90.9% (95% Cl: 66%-00.9%)
PET/CT-Megative L g1 21
Total 10 B2 g2

Gl indicates confidence interval, PET/CT, positron emission tomography/computed tomography.
Sensitivity for M1 100% (85% Cl: 73%-100%) Specificity for M1 99% (95% Cl: 96%-99%)
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* PETCTcanspareZoof patients fronunnecessary
surgary.

 Theuseof HOG PEI/CTappearstoaddsigficaniyto
clincansallityto carediy stagelocaly acvanoedgasiic

canoer priortosurgay
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