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e No data on medical history-adopted at 3yo from the
social care system

February ‘22- Symptoms

e Dysphagia

e Loss of appetite

e Weight loss

e Fever

e Nasal obstruction

e Palpebral ptosis(right)

e Enlargedright cervical lymph nodes (painful)
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e Tonsillar abscess
e Lymphoma
e H&N Solid tumour

e Acute Leukaemia
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Labs

Grade 1 anemia

Slight left deviation on
bone marrow aspirate
Negative for viral
infections (EBV, CMV,
HBV, HCV, HIV)

eRight retro-and para-pharyngeal tumour
(5/5/4cm), heterogenous enhancement

eEncasingthe R carotid artery
eEnlarged neck nodes-1.5cm R/ 2.4cm L
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Undifferentiated (G3)
nasopharyngeal carcinoma

— Ki67-60%

Undifferentiated (G3) carcinoma of the
minor salivary glands

e Couldnotexclude

*  |HC- excludes-RMS, Lymphoma, — High grade mucoepidermoid

Paraganglioma, Neuroendocrine carcinoma
carcinoma, Melanoma — High grade clear cell hyalinizing
carcinoma
* Neg. EBV

s EWSR1 (22g12) rearrangement
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Diagnosis
T2 N1 MO (Stage IlI)
Undifferentiated (G3) minor

salivary glands — (probable)
muco-epidermoid carcinoma
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Minor salivary glands carcinoma
e Salivary gland tumours ~ 0.5% of all
malignancies in children and adolescents 6 &
e 2"d'most common H&N tumour, after RMS 5
e <10% occur in the minor salivary glands ’

— usually in the hard/soft palate (site with
most glandular tissue);

— may arise in lymph nodes around salivary

ricyuciivy

glands 11
* most common malignant tumours are "
mucoepidermoid carcinomas E 8 WA SRR SEOHE W

Age (years)

* 5-year OS~95%
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e Surgery

e Chemo+Surgery

e Chemo+Radiation

e Chemo+Surgery+Radiation

e Other (targeted therapy, immunotherapy)
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Chemotherapy

e NPC 2003 GPOH
e 2x Cisplatin+5FU
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Apr- MR=Evolution May- Acute Respiratory

elocal:6/6cm Distress

eNeck nodes eTracheostomy

eGastrostomy ,
Chemotherapy

Re- d|agnosed e 1x Cisplatin+Doxorubicin
as a salivary
gland tu.
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ESTRO ACROP guidelines for

positioning, immobilisation and
position verification of head and neck
patients for radiation therapists

Michslle leech * £, . Mary Coffay °, Miriom Mast®, Filige Moura .
Andrens Dsstovies %, Danile Posini ©, Aute Vaandering ©

Simulation

e Special devices- vacuum mattress,
headrests, thermoplastic mask, etc.

11

CT scan in treatment position

Immobilization- reduce patient
movements during treatment

Treatment planning

¢ Delineation of targetvolumes and
Organs at Risk

® Plan developmentand dose
calculation (Dosimetrist, Medical
Physicist)
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Treatment delivery

¢ 1 fraction (treatment session) each
day (Mo-Fri), usually 1.8-
2Gy/fraction

¢ 25-35 fractions (5-7 weeks)
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Mid-May: CT simulation June
Acute obstruction of Tracheostomy tube
(severe infection)-transferred to ICU
Antibiotics
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Planning Target Volume
- Geometrical margin (3-5mm) added to account for
positioning uncertainty and variability

Clinical Target Volume
- Subclinical microscopic disease
- Tissue that might be infiltrated with tumour cells, not
visible onimaging
- 1-3cmaround the tumour
- Regional lymph nodes- tumour drainage

Gross Tumour Volume
- Visible tumour (imaging)

13 ERN PaedCan - Young SIOPE w ebinar series MSQI‘?QE; e



o
L
@

\
*3» European

..
o5 .'! Reference
Y o' Network

r low prevalence
liseases

e Primary tumour
¢ Involved lymph nodes

e Margin around the gross (visible) tumour
e Elective- Negative lymph nodes onimaging
e with high risk of involvement
¢ with medium/low risk of involvement

P I V * 3mm margin around each CTV
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70Gy

54Gy
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High Risk
® Primary
e Involved lymph nodes

Intermediate Risk
e Level lll right (inferior half)

Low Risk
o Level I+l left
e Level IV L+R
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Dermatitis Hyperpigmentation,
Moist desquamation Fibrosis

Review > Lancet Oncol. 2019 Mar;20(3):e155-e166. doi: 10.1016/51470-2045(19)30034-8.

Management of vertebral radiotherapy dose in
) paediatric patients with cancer: consensus

Mucositis DyS p h a gl a L. recommendations from the SIOPE radiotherapy
Malnutrition working group

. Bianca A Hoeben 1, Christian Carrie 2, Beate Timmermann ?, Henry C Mandeville #,
_ Dental issues
Xerostomia
) Adverse events of local treatment in long-term head

and neck rhabdomyosarcoma survivors after external
beam radiotherapy or AMORE treatment

Reineke A Schoot 1, Olga Slater 2, Cécile M Ronckers *, Aeilko H Zwinderman 3, Alfons J M Balm *

Bone necros | S Facial deformation following treatment for pediatric
head and neck rhabdomyosarcoma; the difference

G rowt h | m p a | rment between treatment modalities. Results of a trans-

Atlantic, multicenter cross-sectional cohort study

Facial/spinal deformities T I ———

Juling Ong 9, Alfred G Becking 3, Jenny Gains ?, Julie Bradley 4, Eric Sandler ', Mark N Gaze ®
Bradley Pieters "', Henry Mandeville *2, Raquel Davila Fajardo '?, Reineke Schoot ',
Johannes H M Merks ', Peter Hammond ™, Ludwig E Smeele ! 3, Michael Suttie
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4 N
Radionecrosis = Neurocognitive decline
Myelitis
\, J
“ ORIGINAL ARTICLE ”
Hea ri ng |OSS Sodium Thiosulfate for Protection
from Cisplatin-Induced Hearing Loss
Cataract, Optic neuropathy = Visual impairment
Dry eye
\, J

Endocrine dysfunction
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Pediatric Normal Tissue Effects in the Clinic
(PENTEC): An International Collaboration to Analyse
Normal Tissue Radiation Dose-Volume Response
Relationships for Paediatric Cancer Patients

L S Constine ', C M Ronckers 2, C-H Hua 3, A Olch 4, L C M Kremer 2, A Jackson °, S M Bentzen ©

e



o:-::?‘\ European
o 3% Reference

What can we do for a better therapeutic ratio? e
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Paediatric Cancer

e Prescribe a lower dose to reduce the risk of toxicities

e Protontherapy-toreducethe doseto the healthytissues

e Carboniontherapy-toincreasethetherapeuticeffect onthe
tumour

e Photon 3D conformal radiotherapy instead of IMRT

e Deliver the dose onlylocally with brachytherapy
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RT Delivery

EBRT techniques
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Brachytherapy

2018.10.036. Epub 2018 Dec 17,

> Radiother Oncol. 2019 Feb;131:21-26. doi: 10,1016,

AMORE treatment as salvage treatment in children
and young adults with relapsed head-neck
rhabdomyosarcoma

2, Reineke A Schoot M L de Win *

aeed 7, 1

Johannes H M N

on D Strackee ?, Ludi E Sme
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A National Referral Service for Paediatric Brachytherapy:
An Evolving Practice and Outcomes Over 13 Years

M.N. Gaze ', N. Smeulders ', R. Ackwerh ", C. Allen ", N. Bal*, M. Boutros ", A. Cho "',

G. Eminowicz ", E. Gill *, M.W. Fittall *, P.D. Humphries ", P. Lim "', I. Mushtaq , T. Nguyen *,
C. Peet, D. Pendse ", 5. Polhill ", H. Rees ', G. Sands ', A. Shankar ", O. Slater , T. Sullivan ",
PJ. Hoskin

* University College London Hospitals NHS Foundation Trust, London, UK
! Grear Ormond Street Hospital for Children NHS Foundation Trust, London, UK
¥ University Hospitals Bristol and Weston NHS Foundation Trust, Bristol, UK
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Photons Protons Carbon lons

i i R . otentially) higher biological effect/tumour
Widely available . Reduced toxicities (po ! y) high g /
(High-LET radiation)
Good tumour control ¢ Same tumour control . (potentially) less toxicities
Plenty of evidence . Not always accessible . Little> no data for paediatrics
. 4 centres/Europe
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6™ of June-27t™ of July

3rd of June 29t of July

e After RT-slight growth of
primary tumor

e7cm lymph node
eGrowing primary tumor

- Trismusimproved-can open her mouth
and feed herself/drink

- Lymph nodes shrunk, softer and mobile
- G2 Radio-dermatitis
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AVAILABLE CLINICAL TRIALS
Phase 2 clinical trials (4)
Panel Analysis: Solid Tumor Cancer
Corn ive genomic next i q ing test that targets mutations, copy numbers, fusions, and other IPILIMUMAB, ATEZOLIZUMAB, NIVOLUMAB
cancer-relevant changes in the tumors. The Rome Trial From Histology to Target: the Road to Personalize Target Therapy and Immunotherapy.
NCT04591431
Analysis result: POSITIVE
Qualifyi 3
Biomarker Classification Score
1 Biomarker Approved treatmen. Other findings TMB-high Tier 1A 60
Tumor Mutation Burden: TMB-high (60 Pembrolizumab Contagt
Mutations/Megabase) 1P 1P 2 Silvia Violetti; silvia.violetti@clinicaltrialsfmp.it; +390683977939;
3 Variants of biological significance, Tier 3 _ ATEZOLIZUMAB
[ With Flexible ion in Rare ies - CRAFT: The NCT-PMO-1602 Phase Il Trial
KMT2C: p.Y987*, Likely Pathogenic NCT04551521
KMT2C: p.R973G, Likely Pathogenic
KMT2C: p.C391*, Pathogenic Qualifving variant
Biomarker Classification Score
26 Variants of uncertain significance, Tier 3 TMB-high Tier 1A 60
Phase 1/Phase 2 clinical trials (1)
PEMBROLIZUMAB
L A Phase I/ll Study of Pembrolizumab (MK-3475) in Children With Advanced Melanoma or a PD-L1 Positive Advanced,
Relapsed or Refractory Solid Tumor or Lymphoma (KEYNOTE-051)
NCT02332668
Qualifyi .
Biomarker Classification Score
TMB-high Tier 1A Pathogenic 60 Mutations/Megabase

Confact
United States: CO, IN, MA, NY, TN, TX, UT, WA
Toll Free Number; 1-888-577-8839;
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Disease progression Further chemotherapy Progressively deteriorated

eIntracranial extension-temporal lobe emetronomic Doxorubicin+Metothrexate | eDied November 2022 (8 months from
invasion (August-October) diagnosis)
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Take home messages

Minor salivary glands malignancies
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e rare, challenging diagnosis and treatment

Importance of peer/centralized review of pathology

e to avoidgiving the wrong treatment or delays

Genetictesting

e |deally undertaken early, to know all treatment options available and plan accordingly

Radiotherapy

e is efficient for most H&N tumours, but some tumours carry intrinsic radioresistance;
* *nontheless, in this case radiation still offered quick symptom relief

e consider potential toxicities and take into account that combined treatment modalitiescan
cause more severe effects — explore other available techniques (protons, brachytherapy, etc.)
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