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= weight loss (10 kg in six months), epigastric pain, dyspepsia, fatigue
= jron defficiency anemia (Hb 7.3g/dL, MCV 70.1 fl, ferritin 2,5 ng/ml)

= upper Gl endoscopy - gastritis & duodenitis (biopsies performed),
urease test — positive
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= weight loss (10 kg in six months), epigastric pain, dyspepsia, fatigue
= jron defficiency anemia (Hb 7.3g/dL, MCV 70.1 fl, ferritin 2,5 ng/ml)

= upper Gl endoscopy - gastritis & duodenitis (biopsies performed),
urease test — positive

= treatment: RBC transfusion, _
H. pylori eradication, mmm) improvement
iron supplementation p. o.
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= jnitial biopsy result — suspicion of malignancy
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Q1: What is the most common gastric =~ ™ =
solid tumor in children & adolescents?

Paediatric Cancer

Adenocarcinoma

Gastrointestinal stromal tumor (GIST)
Neuroendocrine tumor (NET)
Leiomyoma
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solid tumor in children & adolescents?

Adenocarcinoma

Gastrointestinal stromal tumor (GIST)
Neuroendocrine tumor (NET)

Leiomyoma

Inflammatory myofibroblastic tumor (IMT)

Paediatric
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Q1: What is the most common gastric ™
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" in a biopsy material obtained from the gastroduodenal junction:
poorly-differentiated adenocarcinoma, focally with ulceration
— panCK (+), e-cadherin (+), synaptophysin (-), chromogranin (-),
CD56 (-), Her2 (2+), Ki67 40-50%

= referral to Pediatric Oncology Department
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Admission to the clinic
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= good general condition,
improvement after H. pylori
eradication

= slightly decreased appetite

= history of nausea/vomiting
episodes, occurring
once every 3-4 days
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= good general condition,
improvement after H. pylori
eradication o e

= slightly decreased appetite

= history of nausea/vomiting
episodes, occurring
once every 3-4 days CT scan:

= pathological thickening (up to 11 mm) of the wall
of I/l duodenal segments over a length of 4,5 cm,
with involvement of the ampulla of Vater

= probable infiltration of the head of pancreas
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Admission to the clinic
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Paediatric Cancer
(ERN PaedCan)

= pathological lymph nodes: in the hepatic hilum (31x26mm),
to the left of the mesenteric vessels (30x27mm), in the mesentery
(two up to 13mm), in the ileocecal region (up to 27x20mm)
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= repeated upper Gl endoscopy with biopsies

= histopathology: confirmed diagnosis of adenocarcinoma,
but....

= ,carcinoma with lymphoid stroma”
EBER +

MLH1+, MSH2+, MSH6+, PMS2+
HER2 -
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Multidisciplinary tumor board

= inoperable tumor
= no HER-2 expression == no indications for trastuzumab

= patient <18yo == exclusion criterion in most clinical trials
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Multidisciplinary tumor board

= inoperable tumor
= no HER-2 expression == no indications for trastuzumab
= patient <18yo == exclusion criterion in most clinical trials
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drivirg imnosation in ancology

SPECIAL ARTICLE

Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment
and follow-up™

F. Lordick’, F. Carneira™™", S. Cascinu®, T. Fleitas®, K. Haustermans’, G. Piessen™”%'%, A, Vogel'? & E. C. Smyth'?, on behalf
of the ESMO Guidelines Committee”
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Multidisciplinary tumor board

= inoperable tumor
= no HER-2 expression == no indications for trastuzumab
= patient <18yo == exclusion criterion in most clinical trials
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drivirg imnosation in ancology

SPECIAL ARTICLE

Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment
and follow-up™

F. Lordick’, F. Carneira™™", S. Cascinu®, T. Fleitas®, K. Haustermans’, G. Piessen™”%'%, A, Vogel'? & E. C. Smyth'?, on behalf
of the ESMO Guidelines Committee”

= biopsy material sent for molecular studies (TAPISTRY trial, NGS)
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= FLOT chemotherapy (1 course) == PROGRESSION

mmmmmmm




Funded by the .
European Union’s ..:':-':3,.\ European
o+ Reference

EU4Health

Programme Syste i C t re at e n t ...... Network
I I I I I l for rare or low prevalence
complex diseases
@ N

= FLOT chemotherapy (1 course) == PROGRESSION
= FOLFIRI chemotherapy (2 courses) == SHORT STABILIZATION
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IHC and NGS studies’ results gl ool

IHC PDL1 expression in 20% of the cells, CPS=18
BRAF V600E pathogenic variant

= two pathogenic variants in PIK3CA
= no pathogenic variants in NRAS i KRAS

= germline testing: no pathogenic variants
in cancer predisposition NGS panel
and micro-arrays

SSPY o
_ Kouna” o




Q2: Which of the following CPSs .
iIs NOT associated with increased o
risk of gastric carcinoma?

Peutz-Jeghers syndrome

Lynch syndrome

Familial adenomatous polyposis (FAP)
Hereditary diffuse gastric cancer (HDGC)
Von Hippel-Lindau disease
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Q2: Which of the following CPSs .
Is NOT associated with increased o
risk of gastric carcinoma?

Peutz-Jeghers syndrome

Lynch syndrome

Familial adenomatous polyposis (FAP)
Hereditary diffuse gastric cancer (HDGC)
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= |HC PDL1 expression in 20% of the cells, CPS=18
= BRAF V600E pathogenic variant =
= two pathogenic variants in PIK3CA ﬁsgt;éhti'fy EBV

* PD-L 1/2 overexpression
* EBV-CIMP

* CDKNZ2A silencing

* Immune cell signalling

" no pathogenic variants in NRAS i KRAS

= germline testing: no pathogenic variants
in cancer predisposition NGS panel
and micro-arrays

MSI
* Hypermutation
* Gastric-CIMP
* MLHT1 silencing
* Mitotic pathways

GS
» Diffuse histology
* CDH1, RHOA mutations
* CLDN18-ARHGAP fusion
* Cell adhesion

Cancer Genome Atlas Research Network. Comprehensive molecular characterization of
gastric adenocarcinoma. Nature. 2014 Sep 11;513(7517):202-9. doi: 10.1038/nature13480
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Marina Alessandra Pereira, MSc,””* Daniel Amadeus Molon Batista, MD,"

Marcus Fernando Kodama Pertille Ramos, MD, PhD,” Leonardo Cardili, MD," | PD-L1 expression in EBV associated gastric cancer: a systematic review
Renan Ribeiro e Ribeiro, MD,” Andre Roncon Dias, MD, PhD,’ Bruno Zilberstein

Ulysses Ribeiro Jr, MD, PhD,” Ivan Cecconello, MD, PhD,” and meta-anaIySIS
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and Their Link with Novel Immunotherapy
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Systemic treatment e

= FLOT chemotherapy (1 course) == PROGRESSION
= FOLFIRI chemotherapy (2 courses) == SHORT STABILIZATION

= Pembrolizumab immunotherapy (3 courses; simultaneously with
2 subsequent FOLFIRI chemotherapy courses) == MASSIVE PROGRESSION
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(o | Review Article

Atypical patterns of response to immune checkpoint inhibitors:

How to differentiate pseudoprogression from

|interpreting pseudoprogression and hyperprogressionlin decision true progreSSion in cancer patients

making for patients’ treatment treated with immunotherapy

12,3
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updates

Pseudoprogression and Hyperprogression as New Forms of Response
to Immunotherapy

Maxime Frelaut' - Pauline du Rusquec’ - Alexandre de Moura’ - Christophe Le Tourneau'?? . Edith Borcoman'’
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= Gl tract obstruction == 3x DUODENAL STENTING

= cholestasis == hepaticogastrostomy
(extra-anatomical drainage of bile into the stomach)

= undernutrition, cachexia s= Broviac catheter
(parenteral nutrition), jejunostomy
(enteral nutrition)
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Targeted therapy
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Dabrafenib (BRAFi) + Trametinib (MEKi)
off-label

= treatment complicated with high fevers
and rash

= improvement after systemic
glucocorticoids

PR lasting 5 months
= good quality of life, ambulatory treatment

PR
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Q3. What is FALSE regarding
BRAFi/MEKi combination therapy?

1. Majority of patients experience cuteneous toxicities

2. BRAFI/MEKi combination treatment is associated with significantly higher
overall toxicity burden than BRAFi monotherapy

Patients require regular cardiological and ophthalmological assessments
4. Fasttumor regrowth may be observed after therapy cessation

All of the above are true

SSPY o
' va“Naﬁ * Forschung




Funded by the CAES E
European Union’s ..‘__..\‘\ uropean

EU4Health @i Reference
Programme ’

0s0' Network

Q3. What is FALSE regarding
BRAFI/MEKI combination therapy?

1. Majority of patients experience cuteneous toxicities

2. BRAFi/MEKi combination treatment is associated with significantly higher
overall toxicity burden than BRAFi monotherapy

Patients require regular cardiological and ophthalmological assessments

4. Fasttumor regrowth may be observed after therapy cessation

All of the above are true
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" massive progression with worsening symptoms

= failure to enroll the patient to clinical trial with inavolisib (PIK3CAI)

referral for hospice care at home

= the patient deceased due to progressive disease in 12.2023 (OS - 15 months)
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Pediatric gastric carcinoma

= extremely rare (< 0.1% of pediatric malignancies), very limited data

m case-reports, retrospective analyses of population databases
(mostly USA data - possible duplication of the patients)

= gpidemiological and clinical features similar to the
early-onset gastric cancer (<45 years old)?
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Robert A. Tessler *>, Matthew Dellinger ¢, Morgan K. Richards ?, Adam B. Goldin ¢, Elizabeth A. Beierle ¢,
John J. Doski ¢, Melanie Goldfarb f, Monica Langer &, Jed G. Nuchtern "', Mehul V Raval },
Sanjeev Vasudevan ", Kenneth W. Gow **

= USA data — National Cancer Database
(NCDB), 2004-2014

= 129 patients <21 years
(0.1% of all gastric carcinoma patients)

= F:M1:1 (vs 1:1.8 in adults)
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Robert A. Tessler *>, Matthew Dellinger ¢, Morgan K. Richards ?, Adam B. Goldin ¢, Elizabeth A. Beierle ¢,
John J. Doski ¢, Melanie Goldfarb f, Monica Langer &, Jed G. Nuchtern "', Mehul V Raval },
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= USA data - National Cancer Database
(NCDB), 2004-2014
= 129 patients <21 years g
(0.1% of all gastric carcinoma patients) i
= F:M1:1 (vs 1:1.8 in adults) |
0 5 Ageat'w.wm) 15 20

Fig. 1. The distribution of cases according to age in those patients <21 years of age. Almost
all patients were between 10 and 21 years of age,
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Robert A. Tessler *>, Matthew Dellinger ¢, Morgan K. Richards ?, Adam B. Goldin ¢, Elizabeth A. Beierle ¢,
John J. Doski ¢, Melanie Goldfarb f, Monica Langer &, Jed G. Nuchtern "', Mehul V Raval },
Sanjeev Vasudevan ", Kenneth W. Gow **

" more commonly:
= poorly-differentiated carcinomas

= ,signetring” histology, diffuse growth
(45% vs 20% in adults)

= high stage at diagnosis
(st. IV-56% vs 44% in adults)
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Robert A. Tessler *>, Matthew Dellinger ¢, Morgan K. Richards ?, Adam B. Goldin ¢, Elizabeth A. Beierle ¢,
John J. Doski ¢, Melanie Goldfarb f, Monica Langer &, Jed G. Nuchtern "', Mehul V Raval },
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Fig. 2. Unadjusted Kaplan-Meier survival estimate demonstrating similar outcomes
between patients <21 and > 21 years of age.
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= data from the SEER database and German registries (2000-2018)

= 91 patients <20 years old

= epidemiological data +/- consistent with the publication of Tessler et al.
" 66.7% diagnosed at stage IV

= 38,5% signetring carcinoma
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Epidemiology and Characteristics of Gastric Carcinoma in
Childhood—An Analysis of Data from Population-Based

and Clinical Cancer Registries

Michael Abele * (), Lisa Grabner !'*, Tabea Blessing 2, Andreas Block 3, Abbas Agaimy *(, Christian Kratz >,

Thorsten Simon 6, Gabriele Calaminus 77, Sabine Heine , Selim Corbacioglu ?, Holger Christiansen 19,
Dominik T. Schneider 2" and Ines B. Brecht !

Thorough analysis of 8 patients from the German STEP database:

= in 7 —=chronic gastritis (among them, in 6 H. pylori +)

" in 3 -genetic predisposition (2: HDGC, 1: Peutz-Jeghers)

" in 3-decreased serum IgG, IgA (amongthem, in 1 diagnosis of agammaglobulinemia)
= no cases with MSI-H (0/4), or with HER2 amplification (0/6)

= no cases of EBV-dependent ,,carcinoma with lymphoid stroma”

= 4 patients with CR after tumor resection . long-term survival

= 4 patients with disseminated disease and no tumor resection — death/progression
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* no specific therapeutic recommendations
for upper Gl tract carcinomas (rare)

The NEW ENGLAND JOURNAL of MEDICINE

» BRAFVY600E_positive colorectal carcinomas:

* poor prognosis ORIGINAL ARTICLE

* poorresponse to BRAFi monotherapy _ .
Encorafenib, Cetuximab, and mFOLFOXG6

. : e + .
metastatic setting: efficacy of CHT , in BRAF-Mutated Colorectal Cancer
encorafenib (BRAFi) + cetuximab (EGFRI)
E. Elez,"? T. Yoshino,’ L. Shen,* S. Lonardi,’ E. Van Cutsem,®*’ C. Eng,®* T.W. Kim,’

combination treatment H.S. Wasan,'? ). Desai,'*** F. Ciardiello,” R. Yaeger," T.S. Maughan,®
V.K. Morris,* C. Wu,"” T. Usari,’® R. Laliberte,” S.S. Dychter,?® X. Zhang,*
J. Tabernero,"*** and S. Kopetz,'® for the BREAKWATER Trial Investigators*
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= Take home messages: i N

for rare or low prevalence
complex diseases

4 Network

pediatric gastric carcinoma =

= distinct clinical, histological and (probably) molecular characteristics

= possible role of H. pylori infection AND concomitant genetic predisposition
/immunodeficiency

= unfavorable prognosis (like in adult patients: 5-year OS approx. 20%)
— long-term survival only after complete tumor resection

= precise clinical and biological characterization of a larger group of patients
IS necessary to develop therapeutic guidelines adapted to the distinct biology
of tumors in this age group
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