Mod#338 - S

g) SJ SantJoande Déu

Barcelona - Hospital

Medical Report
To whom it may concern,
Name: Ilvan-Barysiuk
DOB: 13/03/2011
Diagnosis:

1.--03/2015 Stage 4 High risk Neuroblastoma MYCN no amplified (posterior mediastinum
primary tumor with spinal-canal invasion, 8% bone marrow tumor cells and loco-regional and
distal lymph nodes'metastasis)

- 06/2017 First relapse: left cervical lymph node, MIBG uptake, asymptomatic

-06/2018 2™ relapse: iliac'bone bilateral and bone marrow (MIBG uptake and tumor, cellsin the
bone marrow, asymptomatic)

-04/2019.3" relapse: right iliac bone (MIBG uptake, supra-acetabular, asymptomatic)
Progressive.disease after local-radiotherapy (right.iliac bone): documented disease iliac bone
bilateral and bone marrow

-09/2019.4th Complete remission
Chemo - immunotherapy as-per-HITS Protocol (end of treatment June/2020)

Others:

2.-12/2015 Severe kyphoscoliosis (on treatment, last surgery performed 9/7/20)
3.- Lower limb asymmetry

4.- Vascular, central device (Port-a-cath)

Actual: Follow -up'visit; 8 months after end of treatment

Ivan is a lovely 10-year-old boy diagnosed of stage 4 MYCN.no amplified in March-2015in
Belarus at the age of 4. The primary tumor'was.in the posterior mediastinum with spinal.canal
invasion-and metastasis to lymph nodes‘and the bone marrow. He was treated according to the
german HR-NB2004 protocol achieving a first complete remission.

In‘'December 2016 Ivan was transferred-tojour institution for consolidation with immunotherapy.

At the time he presented severe and fixed dorsal. kyphosis with'paraparesia and inability to stand

or walk. He received urgent surgery in order to stabilize the vertebral spine before proceeding to

further treatment. Ivan-did.so well that regained functionality very.soon.and through an intensive

rehabilitation program was able to stand-up, walk-and run-again.

In“January 2017 we started anti-GD2 consolidation immunotherapy accordingto.the HSJD-
Hospitalng{LiXimagepﬁ%tECOI' He underwent 5 cycles .and remained in complete remission.
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The'evaluation'of end of treatment showed an abnormal.isolated uptake on MIBG in a left
supraclavicular lymph node (June 2017).

The lymph node was completed excised and involved field radiotherapy-was given (21 Gy).

lvan remained disease free until June 2018 when bone marrow studies showed positive
evidence of disease in the right posterior iliac crest: The 123-MIBG-Scan showed a new
abnormal uptake.in both iliac bones (Curie score 2). He received rescue chemotherapy with 2
ICE cycles. . The disease was'chemo-refractory and Ivan'was enrolled in-the Ymabs 201 Phase I
Clinical Trial with Naxitamab and. GM-CSF (September2018). After the-second cycle, Ivan
achieveda 3" complete remission and.completed five consplidation-cycles thereafter.

Unfortunately in May 2019 he relapsed on theright iliac bone. Ivan received focal radiotherapy in
Minsk. However, the evaluation with 123-MIBG-Scan showed:contralateral bone disease-and
tumor-cells in.the bone aspirate.

We started rescue chemotherapy and focal,radiotherapy inJuly 2019.and given-the aggressive
nature of the disease, we request the compassionate use of Naxitamab/GM-CSF -associated with
chemotherapy (Irinotecan/Temozolamide) according the HITS trial.

The disease work-Up after the second cycle was compatible with'a4" complete remission. Ivan
completed 10 chemo-immunotherapy cycles keeping this good.results.(June 2020).

On 9" July, 2020 Ivan-was admitted in our institution for spine surgery (he hassa severe
kyphoscoliosis):

On-October 25", 2020 a follow up visit took place. The MIBG Scan and the bone marrow
evaluation showed nho evidence for disease. Lab results are normal:

Ivan visited our institution in February, 2021."He came-for his 8 months-follow-up visit.
Ivan is doing very well. The disease work-up (MIBG 12/2/21 and BMA 10/2/21) were compatible
with.complete remission.

Recommendations:

Oncology:

8 months after end of treatment. lvan keeps his 4" completeremission. A new: follow-up will be
take place in June 2021 (MIBG/BMA).

He has-Port-a-cath'in place! If he has'fever, he needs to'consult to his:hospital in order to rule
out infection.

Pediatric Orthopedics:

Ivan has a lower limb asymmetry (4 cm.in supine position). The etiology for this condition"is
unknown. A'new appointment is already planned (limb surgery.and further)

Pediatrics:

Testes: retractile testes. No treatment is needed

Dentist:

Need to improve dental hygiene. A dental extraction was recommended (to perform inhis

country). | have checked with the family, this was already accomplished.
- 2anoS: maite pegoh@

Sincerely tegut O9 3
- J GOros 5822
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[Hozomun/: CantXKoan ne Jley
Bapcenona * I'ocniutans

MeauuuHekoe 3aK/104eHne
s npenbABIeHUA M0 MecTy TPpeGOBaHMS.
®UO: Usan bopuciok
Hata poxaenusn: 13.03.2011 r.
Juarnos:
1. — 03:2015 Heiipo6aacToMa ¢ BbICOKON CTeNmeHbI0 PUCKA, 4 cTaausd, 0e3 ammmpukanuu resa MYCN
(nmepBHYHAS OMYX0JIb 33/{HEr0 CPEIOCTEHHSI ¢ MHBAa3Mell MO3BOHOYHOI0-KaHaia, 8% onyxojeBbIX KJIETOK
KOCTHOI'0'MO03ra U MeTacTa3bl B JTOKOperuoHAJbHbIE U TUCTATbHbIE JUM(paTHYeCKHEe Y37IbI)
-.06.2017 IlepBoblii penMANB: JICBBIH MIeHHBII TMMbaTHdeckuii y3emn, nornomenne MUBI,-6eccumnTomMHO
-106:2018 2-ii peuuAUB: IBYCTOPOHHSS HOB3IOIIHAS KOCTh M KOCTHBIN MO3T (Tiornomieane MUBI™ u omyxonessie
KIIETKHA B KOCTHOM, MO3T€, O€CCHMIITOMHO)
-/04.2019 3-ii peuuaus: mpaBas moAB3o1IHAs KOcTh (roriouieane MUBL, nan BepTiIy:)KHON BIaAUHOMU,
6eccUMITOMHO)
[Iporpeccupyiomiee 3ab601eBaHme MOCIe MECTHOM JIyHdeBOi Tepanuu (IIpaBast MOAB3AONTHAS KOCTh): TOKYMEHTAIHHO

TNOATBEPIKACHHOE 3a00J€BaHKE HO,HBB,HOIHHOﬁ KOCTH (ILByCTOpOHHee) U KOCTHOI'O MO3ra

-09.2019 4. Tloanas pemuccust
XHMUO-- *MMYHOTepanus no nporokoixy HITS (koneir seyenust uronn 2020 r.)

IIpouee:

2. -12.2015 Tskenbiii kupockoano3 (Ha JeueHUM, nocjieguss onepauus psinojaHeda 09.07:2020 r.)
3. - ACHMMeTpHUsl HUKHUX KOHEYHOCTeI.

4. -TlenTpajbHoe ycTpoiicTBo cocyaucroro aocrymna (Port-a-cath)

Ha nanHblii MOMEHT: KOHTpOHbHOB]’[OCQlﬂeHﬂe yepes 8 MecsileB mocJjie OKOHYAHUSA JeIEeHUA.

WBan - npexpacHblil 10-aeTHUNA Manb4uK, Koropomy-B Mapte 2015 rosna B Benapycu Gbin mocTasieH 1uar€os
«HelpobaacToma 4 cranuu 6e3 ammrpukanun.resa MY CN, TlepBuyHast omyXouip OblIa B.33/THEM. CPETOCTEHIH C
VMHBa3HEH B IIQ3BOHOYHBII KaHAJ 1 METacTa3aMu B TUM(paTHIeCKHe y3JIbl M KOCTHBII Mo3r. HanueHTt npoxo i
nedeHue no HeMeukomy ‘nporokosry HR-NB2004, nocTirHyB nepBoif moJHON peMuccuu.

B nexadpe 2016 roma lBana nepeBesin B HAIIIE yUpeKIEHHE IS 3aKPEIICHAS Ha IMMYHOTEpaIny,

B.TO BpemsLy Her0.0bLI TSDKENbIA 1 (PUKCUPOBaHHBIN TOpcallbHbIN KH(O3 ¢ mapanape3re 41, HeBO3MOKHOCTBIO
CTOSITH WK X0/1UTh. EMy-Oblita ci€iana cpoyHas onepaums 1o CTa0iIn3anuy H03BOHOYHHKA EPE] TPOI0IHKEHHEM
seuenns. VIBaH Tak XOpOIIO CHPaBMIICS, 9TO OUCHB OBICTPO BOCCTAHOBWII (YHKHUOHAIBHOCTD M Onaronaps
HMHTEHCHBHOU IpOTrpaMMe peaObuInTallui CHOBa CMOT BCTaBaTh; XOJHMTh U Oerath.

B auBape 2017 rosa Mbl HAYAIIM KOHCOIMIUPYIOUTYI0 UMMYHOTEpANuto auTuTelamMu anTu-GD2 B COOTBETCTBUHM C
npotokosiiom HSJD-Dinutuximab. MBan mipomen 5 KypcoB u JOCTHT ITOJTHOW PEMUCCHHL.

OreHKa M0 OKOHYAHUTLJICUCHUS MT0KAa3aNia aHOMAITbHOS H30JupoBanHoe noromeHne MBI B 1eBoM
HaJKIIOINIHOM JInMpaTnaeckoM y3ie (utonb 2017 1.):

lNocniurans CantXXoan ne ey /lmammn/:
[TaceoCantXoan ne ey, 2 LopocreruO6anoc, Maiite berouns
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[Hozomun/: CantXKoan ne Jley
Bapcenona * I'ocniutans

JImmarudeckuii y3en OBLT ITOTHOCTHIO HCCEUCH, U ObIIa MpoBecHa ryueBas tepanus (21 I'p).

HWBan octapaincs 310poBbIM 10 HIoHS 2018 roja, KOraa uccieaoBaHus. KOCTHOT0 MO3Ta TIOKa3ajy IPU3HAKKU O0JIC3HU
BTIpaBOM 3ajiHeM TpeOHe moaB3AomHoN KocTi. CimaTUTpadust.c123-MUBI moka3ana HOBOS -aHOMaIbHOE
MOMIOLIEeHUE B 00eUX NOAB30IIHBIX KocTaX (oneHka Kropw 2). OH TOIyqril SKCTPEHHYIO0 XUMUOTEPANUIO C 2
Kypcamu coriacHo pexxumy ICE.-3aboneBaHue ObLII0 XUMUOPC3UCTCHTHBIM; U IBaH ObLIT BKTFOYCH B KIMHIMYECKOES
ncciegoBanme ¢aspl II Ymabs 201 ¢ makcntamabom 1 GM-CSF (rpanymnomnurapao-mMakpodaraibHbIit
KOJIOHHECTUMYHpYIonwid ¢aktop) (centsops 2018.1:). [Tocne Broporo Kypca VBan JOCTHT TpeTbeil MOITHOM
peMHCCHY, TTOCIC Yero MPOIIET MsTh KOHCOIUIUPYIOIINX KYPCOB.

K coxanenuto, B mae 2019 rona y Hero Ciywruics peluInB Ha MPaBOM MOB3IOIIHON KOCTH. VIBaH MOTy T
OYaroBYHO JIy4eBYI0 Tepanuio B MuHcke. OTHAKO QLiCHKA ¢ TIOMOIIBIO CIIMHTUI pa(uu ¢ ucnoiabp3oBanueM 123-
MUBI nokazana 3a005¢BaHIE KOHTPAIATEPAIBEHONW KOCTH M OIIYXQJICBbIC KICTKH B KOCTHOM acIupare.

MBEIHauaii IKCTPEHHYIO XMMHOTEPAITHIO W (HOKaTBHYIO JTydeByto Tepanuto B utoiie 2019 roaa; u, yIuThIBas
arpeCCUBHBIN XapakTep 3a00JCBaHMs, MBI IIPOCUM B CBSI3H € MCKITFOUUTCILHBIMUA 00CTOSTEIhbCTBAMUY Ha
0JIarOTBOPHUTENHLHONW OCHOBE MCIOMB30BaTh HakcuTamMad / GM-CSF B codeTanuu ¢ xumuotepanueit (MpuHoTeKaH /
TEMO30JIaMHU]T)-B ,COOTBETCTBUH C TIPOTOKOJIOM Mccienoarmii HITS.

O6cnenoBanue 60JIC3HU TIOCIIE BTOPOTO KYPCapOAeMOHCTPUPOBAIIO 4-F0 TIOJIHYI0 pemuccuro. MBan npomren 10
KYPCOB XMMHO-UMMYHOTEPAIIAY, COXPAHUB XOpOoIIne pe3yapTatsl (nioHb 2020 T.).

9 nro15:2020 rona MBan noeTynu B Hallle yUpeKACHUE Ha ONEPALUI0 Ha MO3BOHOYHHKE (Y HETO TSKEIbIit
KU(POCKOTHO3).

25 okTs0ps2020.r. cocrosics nOBTOpHbIH Bu3nT. CunaTHrpadus ¢ ncromnszoBanneM - MUbBI 1 oneHka KOCTHOTO
MO3ra He BBISIBUJIM TIPU3HAKOB 3a00ieBaHus. Pe3ynpTaTsl 1a00paTOPHBIX UCCIEI0BAHUN B'HOPME.

WBan mocerwn vanie yupexaenue B pespane 2021 rona. OH npuexairHa KOHTPOJILHBIN BUBUT YEPE3 § MeCSLeB.
VY NBana Bce xopouio. PezynsraTel oocnepoBanust-(cunarurpadus ¢ MUBIL or 12.02.21 r. n aHanmu3 KOCTHOTO
mo3ta or 10.02.21 r.) cOOTBETCTBOBAJIM, ITOJTHON pEMHUCCHH,

Pexomenpaiiun:

Omnko.Jtor:

8 MecsteB moclie OKoHYaHMs Jieuenus. Y MBaHa coxpansaeTcs 4-smoiHas pemuccus. HoBoe HabmoaeHIEe
cocrontes B urone 2021 rona (MUBI™/ ananu3 KOCTHOTO MO3La).

YV Hero nojKimoueH karetep Port-a-cath. B caydae BoO3HUKHOBEHUS xKapa, eMy HYKHO 00paTHUTHCS B OOJBHUILY,
YTOOBI HCKITIOIUTH HH(EKITHTO.

Jlerckuii optonen:

YV MBaHa acuMMeTpusi HIDKHUX KOHEUHOCTEH (4 CM B MIOJIOKEHUH JIexka Ha CIIUHE). DTUOJIOTHSI 9TOIQ COCTOSIHUS
HEH3BECTHA. YiKe 3aIJIaHUPOBAHO HOBOEC.IIOCEIICHUE (OTIepanys Ha KOHEYHOCTSIX 1 JTajbHEHIIIee JIeUeHIE)
IMepuarp:

Suuku: BTsIHyThIC stmuKku. JIeueHune HE TpeOyercs:

Cromarouior:

HeoOxommumo ymyqmmTh THTHEHY TOJOCTH pTa. BeUIO pekoMeHI0BaHo ynaneHue 3yda (B ero.ctpane). o
UH(pOpMAIINU, IPEIOCTABICHHONW CEMbEH, 9TO yiKe OBLIO CICIAHO.

C yBaxkeHHEM,

Hoxtop Maiite ['opocreru

Jerckuii OHKOJIOT
mgorostegui@sjdhospitalbarcelona.ong
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