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Abbreviations

CBC Complete blood count
CRT Combined chemo radiotherapy
CT Computed Tomography

D2 resection

A standard D2 resection for gastric cancer involves
removing not just part or the whole stomach, but also
the N1 (groups 1-6) and N2 (groups 7-11) lymph
nodes, the greater and lesser omenta and if necessary,
the spleen and tail of the pancreas for tumours of the
proximal stomach in order to remove groups 10 and 11

lymph nodes (Figs 1 and 2).

ECOG Eastern Coperative Oncolgy Group

EHC Egyptian Health Council

EUS Endoscopic Ultrasound

FLOT Fluorouracil, leucovorin, oxaliplatin and docetaxel
GC Gastric cancer

IHC Immuno-Histochemistry

KFTs Kidney function tests

LAGC Locally advanced gastric cancer

LFTs Liver function tests

MRI Magnetic resonance imaging

MDT Multidisciplinary team

N Node

T Tumor

PET/CT Positron emission tomography/Computed Tomography
PS Performance Status

RT Radiotherapy

ULN Upper limit of normal




» Executive Summary
This guidance provides a data-supported approach to diagnosis, staging,

treatment and follow up of patients diagnosed with gastric cancer. This Guideline

is intended only for gastric adenocarcinoma

Recommendations

Strength of

recommendations

Diagnosis, initial staging and risk assessment

Diagnosis, initial staging and risk assessment should include
physical examination, full and differential blood count, liver and
renal function tests, endoscopy and contrast enhanced CT scan with
oral and IV contrast of the thorax, abdomen and pelvis.

Strong

Diagnosis should be made from multiple (5-8) endoscopic biopsies
to guarantee an adequate representation of the tumour.

Strong

The histological diagnosis should be reported according to WHO
criteria.

Strong

HER2 expression by IHC and/or amplification by in situ
hybridisation is a validated predictive biomarker for drug therapy
and is recommended in case of adenocarcinoma and metastatic
disease.

Strong

Accurate assessment of T and N stage by EUS in potentially
operable tumours to determine the proximal and distal extent of
tumour is preferred

Conditional

Assessment of nutritional status to detect relevant dietary and

Good practice

nutritional deficiencies in both localised and advanced disease statement.
settings is recommended.

FDG/PET/CT may be used as problem solving tool only Conditional
Diagnostic laparoscopy and peritoneal washings for cytology are Strong

recommended for patients with resectable gastric cancer who are
also candidates for perioperative chemotherapy as patients with
cytology positive samples are uncertain candidates for curatively-
intended surgical resection.

Management of local and locoregional disease

Multidisciplinary treatment planning before any treatment decision

Good practice

IS mandatory. statement
Surgery

Endoscopic or surgical resection alone is appropriate for selected Strong
very early tumours (stage Tis, 1A).

For stage IB-I11 gastric cancer, peri-operative therapy and radical Strong




gastrectomy is recommended.

Patients should undergo D2 resection in a high-volume surgical Strong
centre.
En bloc resection of involved structures should be done for T4b Strong
tumors.
Routine splenectomy is not indicated unless the spleen is involved Strong

or extensive hilar adenopathy is noted.

Consider placing feeding tube in selected patients undergoing total
gastrectomy (especially if postoperative chemoradiation appears a
likely recommendation).

Good practice
statement

Peri-operative chemotherapy

Peri-operative (pre- and post-operative) chemotherapy is
recommended for patients with stage >IB resectable gastric cancer.

Strong

A triplet chemotherapy regimen including a fluoropyrimidine, a
platinum compound and docetaxel should be given in case of good
perforance status (ECOG PS 0-1).

Strong

Peri-operative use of FLOT is standard of care for patients who are
able to tolerate a triple cytotoxic drug regimen (ECOG PS 0-1).

Strong

For patients unfit for triplet Chemotherapy, a combination of a
fluoropyrimidine with cisplatin or oxaliplatin is recommended.

Strong

Adjuvant treatment

For patients with stage >IB gastric cancer who have undergone
surgery without administration of preoperative chemotherapy,
adjuvant chemotherapy is recommended.

Strong

For patients undergoing peri- or post-operative chemotherapy, we
recommend against the addition of post-operative RT.

Strong

For patients who have not received preoperative chemotherapy and
have not undergone an appropriate D2 lymphadenectomy, adjuvant
CRT (see annex 3) can be considered.

Conditional

For patients who have undergone surgery with involved margins
(R1), adjuvant RT or CRT (see annex 3) might be considered as an
individual recommendation, but is not standard.

Conditional

Management of advanced and metastatic disease

First-line systemic therapy

First-line chemotherapy with a platinum and fluoropyrimidine is
recommended. Oxaliplatin is preferred, especially for older patients.

Strong

Irinotecane 5-FU can be considered an alternative option for patients
who do not tolerate platinum compounds.

Strong

Trastuzumabe chemotherapy is recommended in patients with
adenocarcinoma HER2-positive tumours.

Strong

Second- and later-line treatment

Treatment with trastuzumab is not recommended after first-line
therapy in HER2-positive advanced gastric cancer.

Strong

Alternative treatments include a taxane, irinotecan, or capecitabine.

Strong

Surgery for metastatic gastric cancer

Gastrectomy is not recommended in metastatic gastric cancer unless \ Conditional




required for palliation of symptoms.

Resection of metastases cannot be recommended in general, but
might be considered as an individual approach in highly selected
cases with oligometastatic disease and response to chemotherapy.

Conditional

Supportive care and nutrition

Care for patients with gastric cancer should include an early
palliative care referral and nutritional support.

Strong

Surveillance

Regular follow-up is recommended for investigation and treatment
of symptoms, psychological support and early detection of
recurrence

Strong

Follow-up should be tailored to the individual patient and stage of
disease

Strong

Dietary support is recommended with attention to vitamin and
mineral deficiencies

Strong

In the advanced disease setting, regular follow-up is recommended
to detect symptoms of disease progression before significant clinical
deterioration

Strong

Radiological investigations, specifically CT with oral and IV
contrast of the thorax and abdomen, and pelvis should be carried out
every 6-12 weeks in patients who are candidates for further cancer
specific therapies

Strong




» Introduction

Less than 1 million (968 784) new cases of gastric cancer were estimated globally in 2022,
resulting in 660 175 deaths. These burden estimates will continue to increase due to the
ageing population and increase in risk factors. In Egypt, there was an estimated 3285 new
cases of gastric cancer and 2489 deaths occurred because of this disease based on
GLOBOCAN 2022.

» Purpose and scope
These guidelines are developed to improve the quality of care for gastric
cancer via providing a uniform standard of care across the country to help in
early diagnosis, treatment and follow up for gastric cancer so more optimal

treatment options and improved clinical outcomes.

» Target audience
Clinicians who are involved in the care and treatment of patients with gastric
cancer, include medical oncologists, radiation oncologists, clinical
oncologist, gastroenterologists, surgeons, clinical dietrition interventional

radiologists, radiologists, pathologists, and palliative care specialists.

» Methodology

A comprehensive search for guidelines was undertaken to identify the most relevant guidelines to
consider for adaptation.
Inclusion/exclusion criteria followed in the search and retrieval of guidelines to be adapted:

- Selecting only evidence-based guidelines (guidelines must include a report on systematic
literature searches and explicit links between individual recommendations and their
supporting evidence). - Selecting only national and/or international guidelines.

- Specific range of dates for publication (using Guidelines published or updated 2015 and
later).



- Selecting peer reviewed publications only.
- Selecting guidelines written in English language.

- Excluding guidelines written by a single author not on behalf of an organization to be valid
and comprehensive, a guideline ideally requires multidisciplinary input.

- Excluding guidelines published without references as the panel needs to know whether a
thorough literature review was conducted and whether current evidence was used in the
preparation of the recommendations.

All retrieved Guidelines were screened and appraised using AGREE I1 instrument

(www.agreetrust.org) by at least two members. the panel decided a cutoff point or rank
the guidelines (any guideline scoring above 50% on the rigor dimension was retained)

The ESMO, NCCN, and NICE guidelines are the main sources used while formulating
the national guidelines for gastric cancer (1-3).

» Evidence assessment
According to WHO handbook for Guidelines we used the GRADE (Grading of
Recommendations, Assessment, Development and Evaluation) approach to assess the
quality of a body of evidence, develop and report recommendations. GRADE methods are
used by WHO because these represent internationally agreed standards for making
transparent recommendations. Detailed information on GRADE is available through the on

the following sites:

. GRADE working group: http://www.gradeworkingroup.org
. GRADE online training modules: http://cebgrade.mcmaster.ca/

. GRADE profile software: http://ims.cochrane.org/revman/gradepro



Table 1: Quality of evidence in GRADE

Quality level Definition

High We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate  Weare moderately confident in the effect estimate: the true effect s likely to be close to the estimate of the
effect, but there s a possibility that it is substantially different.

Low Qur confidence in the effect estimate is limited: the true effect may be substantially different from the
estimate of the effect.

Verylow  Wehave very little confidence in the effect estimate: the true effect is likely to be substantially different

from the estimate of effect.

GRADE: Grading of Recommendations Assessment, Development and Evaluation.

Table 2: Significance of the four levels of evidence

Quality

Definition

Implications

High

Moderate

Low

Very low

The guideline development group
is very confident that the true effect
lies close to that of the estimate of
the effect

The guideline development group
is moderately confident in the effect
estimate: the true effect is likely to
be close to the estimate of the effect,
but there is a possibility that it is
substantially different

Confidence in the effect estimate
is limited: the true effect may be
substantially different from the
estimate of the true effect

The group has very little confidence
in the effect estimate: the true effect
is likely to be substantially different
from the estimate of the effect

Further research is very unlikely
to change confidence in the
estimate of effect

Further research is likely to
have an important impact on
confidence in the estimate of
effect and may change the
estimate

Further research is very likely to
have an important impact on
confidence in the estimate of
effect and is unlikely to change
the estimate

Any estimate of effect is very
uncertain



Table 3: Factors that determine How to upgrade or downgrade the quality of evidence

Downgrade in presence of Upgrade in presence of
Study limitations Dose-response gradient
-1 Serious limitations +1 Evidence of a dose-response gradient

-2 Very serious limitations
Direction of plausible bias

Consistency +1 All plausible confounders would have

-1 Important inconsistency reduced the effect

Directness Magnitude of the effect

-1 Some uncertainty +1 Strong, no plausible

-2 Major uncertainty confounders, consistent and direct evidence
Precision +2 Very strong, no major threats to validity and
-1 Imprecise data direct evidence

Reporting bias

-1 High probability of reporting bias

» The strength of the recommendation
The strength of a recommendation communicates the importance of adherence to the
recommendation:

Strong recommendations: With strong recommendations, the guideline communicates the
message that the desirable effects of adherence to the recommendation outweigh the undesirable
effects. This means that in most situations the recommendation can be adopted as policy.

Conditional recommendations: These are made when there is greater uncertainty about the four
factors above (Table 2) or if local adaptation must account for a greater variety in values and
preferences, or when resource use makes the intervention suitable for some, but not for other
locations. This means that there is a need for substantial debate and involvement of stakeholders
before this recommendation can be adopted as policy.

When not to make recommendations; when there is lack of evidence on the effectiveness of an
intervention, it may be appropriate not to make a recommendation.



» Recommendations

Diagnosis, initial staging and risk assessment

Diagnosis, initial staging and risk assessment should include physical
examination, full and differential blood count, liver and renal function tests,
endoscopy and contrast enhanced CT scan with oral and IV contrast of the thorax,
abdomen and pelvis

Strong recommendation, very low grade evidence. (4)

Diagnosis should be made from multiple (5-8) endoscopic biopsies to guarantee
an adequate representation of the tumour

Strong recommendation, very low grade evidence. (5,6)

The histological diagnosis should be reported according to WHO criteria

Strong recommendation, very low grade evidence. (7)

HER?2 expression by IHC and/or amplification by in situ hybridisation

is a validated predictive biomarker for drug therapy and is recommended in case
of adenocarcinoma and metastatic disease.

Strong recommendation, high grade evidence. (8-10)

Accurate assessment of T and N stage by EUS in potentially operable tumours to
determine the proximal and distal extent of tumour is recommended.

Conditional recommendation, high grade evidence. (11)

Assessment of nutritional status to detect relevant dietary and nutritional

deficiencies in both localised and advanced disease settings is recommended.

Good practice statement.

FDG/PET/CT is not routinely recommended

Conditional recommendation, low grade evidence. (12)



e Diagnostic laparoscopy and peritoneal washings for cytology are recommended
for patients with resectable gastric cancer who are also candidates for
perioperative chemotherapy as patients with cytology positive samples are
uncertain candidates for curatively-intended surgical resection.

Strong recommendation, low grade evidence. (13)

e The TNM stage should be recorded according to the 8" edition of the AJCC/UICC

staging manual

Strong recommendation, very low grade evidence. (14,15)

Management of local and locoregional disease
e Multidisciplinary treatment planning before any treatment decision is mandatory.

Good clinical practice

Resection

e Endoscopic or surgical resection alone is appropriate for selected very early
tumours (stage Tis, 1A)
Strong recommendation, low grade evidence. (16)

e For stage IB-I1I gastric cancer, peri-operative therapy and radical gastrectomy is
recommended.
Strong recommendation, high grade evidence. (17,18)

e Patients should undergo D2 resection in a high-volume surgical centre
Conditional recommendation, high grade evidence (Figures 1, 2).

* En bloc resection of involved structures should be done for T4b tumors.
Strong recommendation, high grade evidence (19).

« Routine splenectomy is not indicated unless the spleen is involved or extensive hilar

adenopathy is noted.

Strong recommendation, high grade evidence (20).

« Consider placing feeding tube in select patients undergoing total gastrectomy

(especially if

postoperative chemoradiation appears a likely recommendation).



Good practice statement

Peri-operative chemotherapy

Peri-operative (pre- and post-operative) chemotherapy is recommended for
patients with stage >1B resectable gastric cancer

Strong recommendation, high grade evidence (21-23)

A triplet chemotherapy regimen including a fluoropyrimidine, a platinum
compound and docetaxel should be given when possible (ECOG PS 0-1).
Strong recommendation, high grade evidence (21-23)

Peri-operative use of FLOT is standard of care for patients who are able to tolerate
a triple cytotoxic drug regimen (ECOG PS 0-1).

Strong recommendation, high grade evidence (21-23)

For patients unfit for triplet Chemotherapy, a combination of a fluoropyrimidine
with cisplatin or oxaliplatin is recommended

Strong recommendation, moderate grade evidence (21-23)

Adjuvant treatment

For patients with stage >IB gastric cancer who have undergone surgery without
administration of preoperative chemotherapy, adjuvant chemotherapy is
recommended

Strong recommendation, high grade evidence (24)

For patients undergoing peri- or post-operative chemotherapy, the addition of
post-operative RT has no added benefit and should not be given

Conditional recommendation, high grade evidence (25)

For patients who have not received preoperative chemotherapy and have not
undergone an appropriate D2 lymphadenectomy, adjuvant CRT (see annex 3) can
be considered

Conditional recommendation, high grade evidence (26)



e For patients who have undergone surgery with involved margins (R1), adjuvant
RT or CRT (see annex 3) might be considered as an individual recommendation,
but is not standard
Conditional recommendation, very low grade evidence (27-29)

Management of advanced and metastatic disease

First-line systemic therapy

e First-line chemotherapy with a platinum and fluoropyrimidine is recommended.
Oxaliplatin is preferred, especially for older patients
Strong recommendation, high grade evidence (30-36)

¢ Irinotecane 5-FU can be considered an alternative option for patients who do not
tolerate platinum compounds
Strong recommendation, moderate grade evidence (37,38)

e Trastuzumabe chemotherapy is recommended in patients with adenocarcinoma
HER2-positive tumours
Strong recommendation, high grade evidence (39)

Second- and later-line treatment

e Treatment with trastuzumab is not recommended after first-line therapy in HER2-
positive advanced gastric cancer
Conditional recommendation, high grade evidence (40,41)

e Alternative treatments include a taxane, irinotecan, or capecitabine.

Strong recommendation, high grade evidence (42)

Surgery for metastatic gastric cancer

e Gastrectomy is not recommended in metastatic gastric cancer unless required for
palliation of symptoms
Conditional recommendation, high grade evidence (43)

e Resection of metastases cannot be recommended in general, but might be
considered as an individual approach in highly selected cases with oligometastatic
disease and response to chemotherapy
Conditional recommendation, very low grade evidence (44,45)



Supportive care and nutrition

Surveillance

Care for patients with gastric cancer should include an early palliative care referral
and nutritional support

Strong recommendation, high grade evidence (46-48)

Regular follow-up is recommended for investigation and treatment of symptoms,
psychological support and early detection of recurrence

Strong recommendation, low grade evidence. (49-51)

Follow-up should be tailored to the individual patient and stage of disease

Strong recommendation, very low grade evidence. (49-51)

Dietary support is recommended with attention to vitamin and mineral
deficiencies

Strong recommendation, very low grade evidence. (49-51)

In the advanced disease setting, regular follow-up is recommended to detect
symptoms of disease progression before significant clinical deterioration

Strong recommendation, very low grade evidence. (49-51)

Radiological investigations, specifically CT with oral and IV contrast of the thorax
and abdomen, and pelvis should be carried out every 6-12 weeks in patients who
are candidates for further cancer specific therapies Strong recommendation, very

low grade evidence. (49-51)

Clinical indicators for monitoring

Physical examination at initial diagnosis.

Full an differential blood count, liver and renal function tests at initial diagnosis.
Endoscopy and contrast enhanced CT scan with oral and IV contrast of the thorax,
abdomen and pelvis at initial diagnosis.

Multidisciplinary treatment planning before any treatment decision with

documentation of the plan in the medical file.



» Research gaps

= Systematic inclusion of cost-benefit analyses in clinical trials with
collection of health economic analysis such as incremental cost
effectiveness ratio in order to facilitate clinical decision-making.

= Predictive biomarkers: response to specific systemic targeted therapies
and immunotherapy.

= Improve models for pre-clinical testing of novel drugs.

= Search for tools to assess quality of life and in clinical trials.

= Dietary supplements, nutritional counselling, physical activity
recommendations and psychological support as part of an integrative

healthcare approach to care for people with gastric cancer.

» Update of this guideline
= This guideline will be updated whenever there is new evidence.
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> Annexes

(Annex 1), Figure 1 Lymph node groups 1-6 (N1)
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Figure 2. Lymph node groups 7-11 (N2)
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(Annex 2) American Joint Committee on Cancer (AJCC)
TNM Staging Classification for Carcinoma of the Stomach (8th ed., 2017)

Tabiz 1.
T

TX

TO

Tis

™

T1a
Tib
T2
T3

T4

T4a
T4b

Definitions for T, M, M

Primary Tumor

Primary tumor cannot be assessed
Mo evidence of primary tumor

Carcinoma i situ: intramedpiMEIiﬁJ tumeor without invagion of the
lamina propnia, high-grade dysplasia

Tumer invades the lamina propria, musculans mucosae, or
submucosa

Tumor invades the lamina propria or musculans mucosas
Tumar invades the submucosa
Tumor invades the musculars propria®

Tumor penefrates the subsercsal connective tissue without
invasion of the visceral pentoneum or adjacent structureg*™.**

Tumor invades the serosa (visceral peritoneum) or adjacent
swmmttfﬂ

Tumor invades the sercsa (visceral peritoneum)
Tumor invades adjacent structures/organs

A tumaor may penetrate the muscularis propria with extension into the
gastrocolic or gastrohepatic ligaments, or into the greater or lesser omentum,
without perforation of the visceral pertonewmn covering these structures. In
this case, the tumor is dassified as T3. If there is perforation of the visceral
peritoneum covering the gastric ligaments or the omentum, the tumaor should
be classified as T4.

"*The adjacent structures of the stomach include the spleen, tramsverse colon,
liver, diaphragm, pancreas, abdominal wall, adrenal gland, kidney, small
intestine, and retroperitoneunm.

"**Intramural extension to the ducdenum or esophagus is not considered
invasion of an adjacent structure, but is classified using the depth of the
greatest invasion in amy of these sites.

M
X
MO
M1
M2
M3

Regional Lymph Hodes

Regional ymph node(s) cannot be assessed

Mo regional lymph node metastasis

Metastasis in one or two regional lymph nodes
Metastasis in three to six regional lymph nodes
Metastasis in seven or more regional lymph nodes

MN3a Metastasis in seven to 15 regional lymph nodes
MN3b  Metastasis in 16 or more regional lymph nodes

M0
M1

GX
G1
G2
3

Distant Metastasis

Mo distant metastasis
Distant metastasis

Histologic Grade

Grade cannot be asssssed

Well differentiated

Moderately differentiated

Poaorly differentiated, undifferentiated




Table 2, AJCC Prognostic Stage Groups
cT cM M pT pHl M ypT  ypN M
Stage 0 Tis MO MO Stage 0 Tis [&1] MD Stage | T1 WO MO
Stage | ™ MO MO Stage lA T1 1] MO T2 MO WD
T2 i MQ StagelB  T1 M1 MO T1 M1 MO
Stage IA  T1 N1, M2, N3 MO T2 MO MO Stagell T3 N0 MO
T2 N1, M2, N3 MO Stagella  T1 M2 MO T2 M MO
Stage IIB T3 MO MO T2 M1 MO T1 M2 MO
Tda MO Ma T3 NO MO T4a NO MO
Stage Il T3 N1, M2, N3 MO Stage llB T MN3a MO T3 N1 MO
Tda N1, M2, N3 MO T2 M2 M0 T2 M2 MO
Stage VA Tdb  Any N MO T3 M1 M0 T M3 MO
Stage VB AnyT  Any N M1 T4a  NO MO0 Stagell T4a N1 MO
Stage A T2 M3a D T3 (] MO
=N MO T2 N3 MO
Tda N1 or M2 MO Tah MO MO
T4b  NO MO T4 N1 MO
Stage B T1 M3b MO Taa N2 MO
T2 Nzo MO T3 N3 MO
E :i E Tab N2 MO
T4: NiorNZ  MD ;ﬁ :2 :E
Stage IC T3 M3b MO
Tda N MD Stage IV Any T AnyN M1
T4b  M3aorN3b MO
Stﬁwge IV AnyT Ay M 1

(Annex 3) POSTOPERATIVE CRT

€ If Fluorouracil is used then: 2 cycles before and 4 cycles after CRT.

€ With radiation Fluorouracil 200-250 mg/m2 1V continuous infusion over 24 hours daily on
Days 1-5 Weekly for 5 weeks

€ |If Capecitabine is used then: 1 cycle before and 2 cycles after CRT. With radiation
Capecitabine 625-825 mg/m2 PO BID on Days 1-5 Weekly for 5 weeks

€ CT simulation and conformal treatment planning should be used with either three-
dimensional conformal radiation therapy (3D-CRT) or intensity-modulated radiation therapy
(IMRT)

€ RT Dose: 45-50.4 Gy (1.8 Gy/day) (total 25-28 fractions)

€ Higher doses may be used for positive surgical margins in selected cases as a boost to that

area.



