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Kocaeli Universitesi Tip Fakiiltesi
Gocuk Sagligi ve Hastaliklari Anabilim Dali

* Cocuk Onkoloji Bilim Dali Olgu Sunumu
« 27.08.2024

« Ars. Gor. Dr. Hanife Betiil YAZICI
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* Bilinen hastaligi olmayan hastanin yaklasik 45 gun once karin
agrisi ishal sikayeti baslamis dis merkez basvurusunda
rastlantisal olarak sol inguinal bolgede yaklasik 5cm lezyon
saptanmis. Hasta bize biyopsi raporu ile basvurdu.
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* Miadinda,dogum tartisi bilinmiyor , C/S ile dogum
- YDYBU yatigi yok.

* Asilari tam.

« Kullandigi ilag yok.

» QOperasyon oykusu yok

* Hastane yatisi yok.

 Bilinen allerjisi yok.
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* Anne: 38 yas, sag - saglikli 1. Cocuk: 8 yas erkek sag saglikli
- Baba: 39 yas, sag - saglkli 2. Gocuk: Hastamiz

«  Akraba evliligi yok. 3. Cocuk: 3 aylik erkek sag saglikl
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 Ates: 36.3 C derece

« Nabiz: 102/dk

Solunum sayisi: 20/dk

« Tansiyon: 100/80

SPO2: %99



FIZIK MUAYENE 58

«  Genel durum: lyi

«  Deri: Cilt rengi dogal.
« Bas ve Boyun: Kafa yapisi simetrik. Ek patoloji saptanmadi.
« Gozler: Bilateral isik refleksi var.

«  Dolasim dizgesi: Kalp sesleri S1, S2 dogal. S3 yok. Ufiirim yok. Femoral
nabizlari bilateral aliniyor.

Solunum dizgesi: Iki akcigeri esit havalaniyor. Ral, ronkis yok.
« Karin: Batin rahat. Hepatosplenomegali yok.

«  Urogenital Dizge : Haricen erkek. Anomali saptanmadi. Sol inguinal bélgede
yaklasik 6 cm sert fikse lezyon mevcut.

- Kas-Iskelet Dizgesi: Dogal

«  Sinir Dizgesi: Dogal.
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Laboratuvar Bulgulari % 1ot 4

WBC (L6kosit) - 6760uL (3460-10040)

NEU (Notrofil Sayisi) - 3550 pL (1470-7340)

HGB (Hemoglobin) - 12 g/dL (12.1-16.6)

MCYV (Ortalama Eritrosit Hacmi) - 77,50 fL (81.8-98)

PLT (Trombosit) — 328000 uL (172000-380000)

LDH - 262 U/L

Sodyum (Na) - 139 mmol/L (136-145)

Potasyum (K) - 4,4 mmol/L (3.5-5.1)

Urik asit — 2,2 mg/dL (2.4-5.7)

Kalsiyum: 9.42 mg/dL (8.6-10.6)

Kreatinin - 0,32 mg/DI (0.5-0.9)

AST (SGOT) - 22 U/L (...<32)

ALT (SGPT) - 9.7 U/L (...<33)



Goruntuleme PET —CT

* Boyunda her iki servikal—juguler zincirde yogun artmis metabolizma gosteren lenfadenopatiler
izlendi (reaktif?/metastaz?).

. (SLa“Pk,?o)mmon iliak bolgede yogun artmis metabolizma gosteren noduler lezyon izlendi

« Sol femoral bolge anteriorda kas planlari icinde malignite duzeyinde heterojen yogun
artmig metabolizma gosteren kitlesel lezyon izlendi. Histopatolojik degerlendirme
onerilir.

« Tanimlanan kitle komsulugunda metabolizma tgéjstermeyen ve hafif artmig metabolizma
gosteren milimetrik lenf nodlari izlendi (metastaz?).

« Sag femoral bolgede artmis metabolizma gosteren milimetrik lenfadenopatiler izlendi
(metastaz?).
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Hasta patoloji sonucu ile bagvurdu.
10 gun sonra PET-CT goruntulemesi yapildi.
Goruntulemeden 2 gun sonra ifosfamid doksorubisin tedavisi baslandi.



SYNOVIAL SARCOMA

= limbs, IRS group I, = 5 em > surgery only
= limbs, IRS group I, = 5 ecm > IFO-DOX0O x 4
* limbs, IRS group II, = 5 em > IFO-DOX0O x 3 = RXT 504 Gy *
* limbs, IRS group I, > 5 em = IFO-DOXO x 3 —IFO x 2 = RXT 54 Gy* — IFO-DOX0O x 1
* RXT could be avoided in selected cases (option B)
- IRS group I or N1 or axial sites =» IFCO=-D0X 0 1 3 — best local treatment (5 = BEXT = IFO x 2)
= [FO-DOX0 x 1
ADULT-TYPE STS
=  group [, < 5em = surgery alone
- group [, = 5em
= Gl > surgery alone
= ;2 > BXT 50.4 Gy
= (3 > IFO-DOXO x 3 -IFOx 2+ RXT 504 Gy — 1TFO-DOXO x 1
o RS Group I/ N0
= Gl > surgery alone
= G2-G3,=5cm = RXT 54 Gy
= G2 =>=5cm = BXT 54 Gy
= G3i =>=5cm > IFO-DOX0O x 3 - ITFO x 2+ RXT 54 Gy - [FO-DOXO x |
= IRSIII & N1 > IFO-DOX0 x 3 — best local treatment (5 = RXT = IFO x 2)

= [FO-DOX 0 x 1




Sinoviyal

Figure 1. Showing the initial Figure 2. Antero-posterior and lateral view Figure 3. MRIshowing Figure 4. Clinical presentation of
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8 REVIEW
Treatment at Relapse for Synovial Sarcoma of
Children, Adolescents and Young Adults: From
the State of Art to Future Clinical Perspectives

Andrea Ferrari(®', Pablo Berlanga’, Susanne Andrea Gatz®, Reineke A Schoot®, Max M van Noese
Shushan Hovsepyan®, Stefano Chiaravalli', Luca Bergamaschi', Veronique Minard-Colin?,

Nadege Corradini’, Rita Alaggioa. Patrizia Gasparini’, Bernadette Brennan'?, Michela Casanova',
Sandro Pasquali''"'?, Daniel Orbach'?

4,
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'Pediatric Oncology Unit. Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Iraly; *Department of Pediatric and Adolescent Oncology, Gustave
Roussy Cancer Campus, Université Paris-Saclay, Villejuif, France; *Cancer Research UK Clinical Trials Unit, Institute of Cancer and Genomic Sciences,
University of Birmingham, Birmingham, UK; “Princess Mixima Center for Pediatric Oncology, Utrecht, the Netherlands; *Division Imaging & Cancer,
University Medical Center UtPecht, Utrecht, the Netherlands; *Pediatric Cancer and Blood Disorders Center of Armenia, Yerevan, Armenia;
’Department of Pediatric Hematology and Oncology-IHOPe, Léon Bérard Center, Lyon, France; ®Pathology Department, Ospedale Pediatrico
Bambino Gesii IRCCS, Roma, ltaly; *Tumor Genomics Unit, Department of Research, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, lzaly;
I%ediatric Oncology, Royal Manchester Children's Hospital, Manchester, UK; ''Molecular Pharmacology Unit, Department of Applied Research and
Technological Development, Molecular Pharmacology Unit, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, ltaly; '*Sarcoma Service,
Department of Surgery, Department of Surgery, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, laly: '*SIREDO Oncology Center{Care,
Innovaton and Research for Children, Adolescents and Young Adults with Cancer), Insticut Curie, PSL University, Paris, France

Correspondence: Andrea Ferrari, Pediatric Oncology Unit, Fondazione IRCCS Istituto Nazionale dei Tumori, Via G. Venezian, Milano, M, | 20133,
Iraly, Tel +39 02 23902588, Fax +39 02 23902648, Email andreaferrari@istitutotumori.mi.it

Abstract: While the overall prognosis is generally quite satisfactory in children, adolescents and young adults with localised synovial
sarcoma at first diagnosis, the outcome remains poor for patients after relapse. Conversely to the front-line standardised treatment
options, patients with relapse generally have an individualised approach and to date, there is still a lack of consensus regarding
standard treatment approaches. Studies on relapsed synovial sarcoma were able to identify some prognostic variables that influence
post-relapse survival, in order to plan risk-adapted salvage protocols. Treatment proposals must consider previous first-line treatments,
potential toxicities, and the possibility of achieving an adequate local treatment by new surgery and/or re-irradiation. Effective second-
line drug therapies are urgently needed. Notably, experimental treatments such as adoptive engineered TCR-T cell immunotherapy
seem promising in adults and are currently under validation also in paediatric patients.

Keywords: synovial sarcoma, relapse, second line therapy, surgery, new agents, TCR-T cell therapy, children
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 Sinovyal sarkom rabdomiyosarkom disi yumusak doku
sarkomunun en yaygin turlerinden biridir. Yillik insidansi
cocuklarda milyonda 0,8 ve yetiskinlerde milyonda 1,4 olup tum
yumusak doku sarkomlarinin yaklasik %38 ila 10'unu olusturur.
Genel populasyonda, tani icin ortalama yas 30 civarindadir ve
vakalarin %30'undan fazlasi esas olarak ergenlerde ve 20 yasin
altindaki yetigkinlerde gorulur.



« Klinik: Cogunlukla ekstremitelerde (%66) ve govde, bas ve
boyunda agrisiz ve yavas buyuyen yumusak doku kitlesidir.
Bazi hastalarda yavas gelisen, oldukcga sakin kucuk periartikuler
lezyonlar olabilir.

 Tani aninda, hastalarin %10'undan azi, (cogunlukla
akcigerlerde olmak uzere) metastatik hastalikla basvurur ve
nodal yayilim neredeyse yoktur.
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* Vakalarin %90indan fazlasinda bulunan
spesifik kromozomal translokasyon

t(X;18)(pll.2;q11.2)'dir. ™ o § &
» SYT:SSX1 en yaygin flizyondur E ) '? . ~*
(hastalarin ugcte ikisi)

* {(X:20)'den kaynaklanan SS18:5SX1 e
fuzyonu ve SS18:5SSX4 fuzyonlari ise —:.-,-—-—.— A& - ,.
Nadiren bulunur. §%

« SS18:5SX fuzyon proteini antikorlar
sinoviyal sarkom tanisi icin oldukca
spesifik ve duyarldir.

X der(X) der{18) 18 ¥ der(X) der{18) 18

_&
Y
¥ der(X) der(18) 18 ¥ der(X) der(18) 18 ¥ der(X) der{18) 18

Synovial sarcoma-associated t(X;18)(p11.2;q11.2)
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 Tani anindaki cerrahi sinirlar
* TUmOr boyutu ve metastaz varligi

« Tumor bolgesi (aksiyal tumorler, ekstremitelerdeki tumorlere
gore daha kotu prognoza sahiptir).



Siniflandirma
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* Histolojik olarak :

* monofazik (ig hucresi)
* bifazik (epiteloid ve ig hucreleri)
 az diferansiye

* Histolojik alt tipinden bagimsiz lokal invazivligi ve metastaz
yapma potansiyeli sebebiyle yuksek gradeli bir tumor olarak
kabul edilir.
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Yonetim -Tedavi

» Sinoviyal sarkomun kemoterapiye "orta" duyarliliga sahip oldugu kabul edilir

« Bu duyarllik rabdomiyosarkomdan daha azdir, ancak diger yetiskin sarkomlari icin bildirilenden
daha yuksektir. Yanit orani %45-60 araliginda rapor edilmistir.

* Yetigkinlerde ifosfamid-doksorubisin kombinasyonu tedavisi genis deneyime dayanmaktadir.Ancak
hastaligin nadir olmasi nedeniyle ¢ocuklarda en iyi kemoterapi kombinasyonunu dogrulayacak
prospektif karsilastirmali birinci basamak calismalar hala mevcut degildir.
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TREATMENT RISK VARIABLES SURGERY CHEMOTHERAPY / RADIOTHERAPY
iROUP
SURGERY ALONE . - ) I
GROUP IRS group |, < 5 cm R0 resection no adjuvant treatrment
. - ) IFO) IFC IFCh IFO)
IRS group I, > 5 cm Rl resection poxo || poxo || poxo || pDoxo
ADJUVANT . IFO) 1F IFCy radiotherapy
CHEMOTHERAPY IRS group 11, < 5 cm Rl resection DOXo DOX0 DOX0 504 Gy
GROUP =
IRS group 11, = 5 cm R resection
IFO) IFCH IF(} Iﬂl |£| IF0)
- noxo || poxo || poxo DOXO
Ri-1 resection radiotherapy
IRS group I-11, any size 54 Gy
AXIAL SITE, NI
IFO IFO IFCy 1FC IFD) IFC
NEO-ADJUVANT B2 resection of DN DN [DROX0 DHXO
CHEMOTHERAPY IRS group 111 unresccted 2nd radistherapy
GROUP (Biopay) surgery 50-59 Gy

Figure | Risk-adapted treatment for symovial sarcoma in the European pediatric soft tissue sarcoma study group (EpSSG).

Abbreviations: intergroup Rhabdomyesarcoma study (IRS) growping systemc IRS |, initial complete resection (R0 resection); 1RS |1, grossly resscted tumors with suspected
microscopic residual disease (RI); IRS I, macroscopic residual disease (R2), or biopsy only (unresected disease); |FO-DOXO, chemotherapy with ifosfamide and
doxorubicin: IFO, chernotheragy with ifosfamide.

Figure 1 represents the risk-adapted treatment for localised SS at diagnosis, developed in the EpSSG NRSTS 2005 study. The first EpSSG report on SS included
138 patients
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Prognoz

» Pediatrik ¢calismalarda neoadjuvan veya adjuvan kemoterapi 5 cm'den buyuk, tamamen rezeke edilemeyen veya
metastatik ve/veya aksiyal bolgede (bas ve boyun, gogus, karin) yerlesmis tumorler icin endikedir.

* Adjuvan radyoterapi endikasyonu da cerrahi sinirlara, boyutuna ve baslangi¢ bolgesine baglidir.

» Biyolojik calismalarda ¢cocuklarda daha az metastatik ntks gorulmektedir ve bunun nedeninin yetiskin ve
pediatrik genomik farkhliklardan olabilece@i dusunulmektedir Sarkomdaki karmasiklik indeksi (“CINSARC”),
yetiskin sarkomunda (ve 6zellikle sinoviyal sarkomda) yuksek prognostik degeri gosteren, kromozom butunligu
ve genomik karmasiklikla ilgili 67 genlik bir indekstir. Bu indeks hastalari kemoterapi alip almama konusunda
siniflandirmak igin potansiyel olarak kullanilabilir.

» Eriskin sinoviyal sarkomda siklikla, pediatrik olgularda ise nadiren kromozomal instabilite rapor edilmistir.
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« Baslangicta uzak metastazi olan pediatrik sinovyal sarkomlu hastalarin klinik davranislari hakkinda sinirli veri
mevcuttur. Sonucg genellikle i¢ kararticidir ve standart bir tedavi hala eksiktir.

« 2008'den 2016'ya EpSSG protokoluyle tedavi edilen metastatik rabdomyosarkom disi yumusak doku timoru
21 yas alti 61 hasta Uzerinde (hastalarin 6 si sinovyal sarkom idi) 3 yillik olaysiz sagkalim :%15,4 ve genel
sagkalim:%34,9 oldugu bildirilmis.



Relaps Sinoviyal sarkom

* Lokalize sinovyal sarkomu olan gocuk ve ergenlerde genel prognoz genellikle
oldukcga tatmin edici olsa da metastatik hastaligi olan veya nukseden hastalar igin
prognoz kotu olmaya devam etmektedir.

» Relaps durumundaki yetiskin ve gocuklar igin standart tedavi yaklagimlari
a |S|nda|l_r(1j_f|k|r birligi bulunmamaktadir. genellikle bireysellestiriimig bir yaklagsim
1zlenmelidir.

« Hastalarin yaklasik %25-32'sinde ortalama 24 ayda nuks gorulur.

* Uluslararasi ¢alismalarda, olaysiz sagkalim ve genel sag kalim arasindaki fark
olarak tanimlanan : “kurtarma araligl” nin dar oldugu bildirmistir yani ilerleyici
veya nuks eden hastalarin daha ileri tedavilerle iyilesme sansi dusuktur.



Table | Published Studies on Relapsed Synovial Sarcama in Pediatric Age

Authori/Series

Type of Relapse

Treatment at Relapse

Outcone

Ferrari et al, 2012° - lmlian AIEOP-
STSC

Retrospective national, multi-center
study (period: 1979-2006)
Mumber of cases: 44 (initially non-

MELASLALIC)

Age < 2| years

15 local relapse, 22
me@static, 7 both
median time ©o

relzpse 20 months

50% had chematherapy (5 cases had
ifosfamide-doxorubicin, § high-dose
ifosfamide, 5 carboplatin-etoposide, 3
cigplarin-based regimans, 3
dacarbazine); &1% had surgery: 25%
had radiotherapy

S-year and |0-year OF 30% and 21%; the
maost significant factors associated with
survival were the time to relapse and the
oype of recurrence: pts with local and
late relapse had 10-year OS5 of 68.6%

Soole et al, 2014* - French SFCE
RE:rmpEthre national, multi-center
study (period: | 98E—-2008)
Mumber of cases: 37 (initially non-

MELASCATIC)

Age 3—|8 years, median |2

27 local relapse, 10
MeRsTatic

median time to
relzpse 24 months

75% had surgery; 73% had
chemotherapy

(49% ifosfamide-based regimen); 493
had radiotherapy

S-year EFS 33%, S-year OS5 42%; primary
extremity wmaor, age less than 12 years

and local relapse were associated with
relatively better outcome

Scheer et al, 2016¥ - German CW$
Retrospective national, multi-centar
study (period: |981-2010)

Mumber of cases: 52 (initially non-
MELASTATIC)

Age |-21 years, median |4

212 local relapse, 24
memstatic, & both
median time ©o

relapse 2.5 years

62% had chematherapy; 69% had
surgery; 21% had radiotherapy

S-year EFS 26%, S-year OF 46%;
prognostic faccors: surgery faasibility,

local relapse

Abbreviations: pts. patients; 08, overall survival; EFS, event-free survival, AIEQOP-STSC, Associazione italiana ematologia oncologia pediatrica - soft tissue sarcoma
committee (Halian Cooperative Group) SFCE, Sociste Francaise des Cancers et des leucémies de I'Enfant et de Madalescent (French pediatric hematology encology society):
CW5E, Cooperative weichbsilsarkomen studiengruppe (German soft tistee sartosa cooperative group)

italyan deneyiminde herhangi bir risk faktdrii olmayan hastalarda 5 yillik genel sagkalim %85,7 iken erken niiks, metastaz, ikincil remisyon olmamasi faktérlerinden en az birinin varligi
ise 5 yillik genel sagkalimi biyik dlgtiide %18,7'ye dusmustir.



[ Synovial sarcoma at relapse ]

Consider previous-line therapy Analyze post-relapse prognostic variables:
(radiotherapy, chemotherapy) and risk of Type of relapse (local vs distant)
Timwe to relapse (early vs late)

cumulative treatment toxicity pryes
+ Possibility of complete local therapy

Consider new biopsy for complete molecular characterisation

v

| Multidisciplinary discussion

patsents with exclusave local relapse should promptly

receive tumour resection, whenever possible !
v

Favourable rsk factors Unfavourable risk factors
(e.g. local and late relapse, possible secondary remission) - (e.g. distant and early relapse, unresectable disease, heavily pre-treated)

v A
No previous front-line Previous 1IFO-DOXO !
| chemotherapy | chemotherapy e rem———
- 7? - - —; S v [Expahncmalﬂmpies’
IFO-DOXO | |HDIFO o Trabectidin  of ' Pazopanib | or | Regoeafinib | .
‘ Palliative care
v v v v v
I Local therapy: surgery and/or radiotherapy on local relapse and/or metastatic sites ] “I‘CRT-ceumeqyy_JIOdupml-zmlsl

Figure 2 Possible flow diagram for synovial sarcoma at relapse.
Abbreviations: IFO.DOXO, chemotherapy with ifosfamide and doxorubicin; HD-IFO, chemotherapy with high-dose fosfamide; TCR-T cell, adoptive immunotherapy with
T-Cell Receptor T cell.



y:. \ Autologous T-Cell
[ £ \ \ with Engineered
{‘ ( / | T-Cell Receptor
N J
Gelismekte Olan Hedefli ve Hucresel Tedaviler el o
" o . PRI Receptor
SS18-SSX fuzyon varligi PARP inhibitori
kullanimini faydali hale getirebilir. TCell Targeting | T-Cell Targeing T-Cels Targeing
NCT03132922 NCT03686124 [NC1] 08-C-0201
NCT04044768 NCT04262466 NCT01343043
. . . . H g wg am . . v NCT03967223
Cok Hedefli Tirozin Kinaz Inhibitorleri ve Diger NCTO4526503
Hedefli Tedaviler v s !
. @ ntigen
Pazopanlb MAGE-A4Antigen\ ‘.

%)

NY-ESO-1 Antigen

Regorafenib
Ramucirumab ve gemcitabine/docetaxel
EZH2 inhibitorleri: tazemetostat

Bagisiklik Kontrol Noktasi Inhibitorleri
Atezolizumab

Synovial Sarcoma
Cell



Invariant
Natural Killer
T-Cell (iNKT)

and

Natural Killer

Cells (NK) —
Sarcoma Cell
CD4+/CD8+
T-Cell
Activation
@ 0
CcD1d

Molecule
Presenting

Artificial a-GalCer

Adjuvant
Vector Cell

ASP0739

Cell Presentatior

Breakdown to T-Cell
and Release of
NY-ESO-1

Neoantigen
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Hastayi kalifiye, uzmanlagmis bir sevk merkezine yonlendirmek gereklidir.

Ayrintili molekuler inceleme igin nukseden tumore biyopsi yapma segenegini degerlendirmek , molekuler olarak
yonlendirilmig, hedeflenmis tedaviler agisindan oneriler saglamakta faydali olabilir . NUkseden veya refrakter pediatrik solid
maligniteler Uzerinde kayda deger hassas tip programlari ve ayrintili molekuler incelemeler yurutilmustur ve Avrupa'da
MAPPYACTS,66 iITHER,94 INFORMO95 ve Tabakali Tip Pediatrisi gibi calismalar devam etmektedir.

lyi prognozla iliskili 6zelliklere sahip hastalarda kemoterapi ilk terapétik yaklasim olabilir.

Lokal tedavi (cerrahi ve/veya radyoterapi) zorunludur. Ayrica, agresif ve mutulatif cerrahi de lokal niks gorulen vakalarda
dusunulmelidir. MUmkuin oldugunda metastazlarin agresif fokal tedavisi de onerilmektedir.

Niks sinoviyal sarkomlu geng hastalarin sonuglarini iyilestirmek icin yeni kapsamli yaklasimlara ihtiyag vardir.Ozel
prospektif klinik calismalar gelistirmek ve hastalari bu tur ¢alismalara dahil etmek hastaligin nadir gortlmesi sebebiyle zorlu
bir hedeftir. Bu sebeple kuresel Olgekte bir uluslararasi igbirligi timaorigenezin daha iyi anlasiilmasi ve tumorle ilgili yeni
hedeflerin/yolaklarin belirlenmesi i¢in ve yeni stratejiler gelistirmede faydali olacaktir.



* Dinlediginiz icin tesekkurler...



