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[TNacTUYHOCTb KNeToK HenpobnacTtomol

A MES /_\ ADRN v
e Knetkn Henpobnactombl MOTYT MPUHUMATD
\/ HECKONbKO dopm (agpeH3apruyeckue,
PRRXT, ARIDTA-/-  Retinolc Acid Me3eHXMMHble ) .

B = o o
e @ Pa3Hble CBOWCTBA, B TOM YMC/e
T XMMMNOPE3NCTEHTHOCTD.

ise . e Cenekuusa cybnonynaummn.

‘ e BblAcHeHMeE ponn oTAeNbHbIX MyTaLUUN.

T e . e BAvAHME Ha cTpaTeruio Tepanum.

Y e,

MES ' ADRN

e

Dubin AD, Versteeg R EJC Paediatr Oncol 2024 Dec:4:100184.
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HoBble meToabl nccieaoBaHNN

| | identification |

[18F]MFBG [8F]F-DOPA
Records identified through Additional records identified
database searching through other sources
(n=46) (n=3)
Records after duplicates removed
(n=37)
£
c
§ ,
P 1 Racords icraerad Exclgded case rgport, case
(n=37) »| series or preclinical data
) (n=6)
—
")
Full-text articles excluded
F ' because reviews,
2 Full-text articles assessed guidelines, dosimetric
'g for eligibility — | studies or not meeting the
(n=31) inclusion criteria.
(n=21)
 S—
)
g y
B | Studies included in
'g qualitative synthesis
- (n=10)
S m

Piccardo A et al. Eur J Nucl Med Mol Imaging 2024 Feb;51(3):756-767.
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XUMMNO-MMMYHOTEpPANUA B MHOYKLUNA

Primary Tumor Volume Change (%)

Primary Tumor Volume Change (%)

0 ;{I
| N
I
N 1
-20
N .
NN AN Metastatic response TS — -1 |
N JE— u
—40 AN Complete response H
NN — VGPR
q  —
pPPF —— PR == 60
-60 SNPP ' —— No response E b
p —— No metastatic disease —
_80 PPN Bone marrow response =
SRpPPPPY P A Bone marrow disease _g -—
vvvviEr present o 40 n -—
-100 558 LPV\" ' ' Bone marrow disease o
resolved
* No baseline bone
marrow disease
0 = 55 £ Overall response
¢ C-CR 20 4
_20 V - VGPR
P-PR —— EFS
N — No response 0s
—40 E - Not evaluable
I 1 I I T T
60 P 0 1 2 3 4 5 6
Time Since Enroliment (years)
-80 MNo. at risk:
v P v EFS 64 60 46 35 30 16
\ F V v
-100 d¢pcccvun cveevVpceevPeve VPV Y C CV C vF v CvPCP CPCPNPV ¢ 0s 64 62 50 40 34 18

* [P n OXYPy 16% nauneHToB nocne 2ro n 64% naumeHTOB Nocse 6ro Kypca
* [lo KpanHen mepe YP nocne 2ro Kypca y 68% naumneHTos
 3-netHAs bCB 73,7% (95% AW, 60,0 — 83,4), 3-netHa OB 86,0% (95% AW, 73,8 — 92,8)

Furman WL JCO 2022 Feb 1;40(4):335-344.



HoBble meToAbl Tepanun BHe
KNMHNYECKNX nccneaoBaHUM

40 Treated from February 2021 to July 2023

> 1 Not included in SACHA-France
» No data collection available

Y

39 Included in SACHA-France

24 Treated with dB+TopoCyclo 15 Treated with dB+TOTEM/TEMIRI
1 Safety data not available 4 —» 3 Safety data not available
v v
24 Analyzed for efficacy 15 Analyzed for efficacy
23 Analyzed for safety 12 Analyzed for safety

60 —

SIOPEN score

—e— dB+TopoCyclo
—e— dB+TOTEM/TEMIRI

Cycles of treatment

Raiser P et al. Eur J Cancer 2024 May:202:114001.



KombunHauma ¢ MUHrMbmntopamwm
MMMYHHbIX KOHTPO/IbHbIX TOYEK

LAN-1 CHLA-20 CHLA-90 CHLA-136
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Siebert N et al. Cancers 2023, 15(13), 3317



KombuHauuma ¢ NK-kneTtkamwu

NK cells

infusion of IL2

and GM-CSF
e g
3
°.. e
oa

dinutuximab

3F8

IL-2 expanded
NK cells

Y cp2 B7H3 n Fey recptor

<

1" generation
CAR

3™ generation
CARIL-15iC9 l

' 3" generation
CAR CD28-0X40

2™ generation
CAR 4-18B

Morandi F et al. Vaccines 2021, 9(1), 43

CAR T cells

CAR T cells

@

CART cells

CAR T cells

e OpgHoueHTpoBoe uccnegosaHue I/l

da3bl

* [lnaHupyetca Habop 31 naumeHTa cC
peunanBom Unu
nporpeccnpoBaHnem 3aboseBaHmA

* JKcnaHcua annoreHHbiX NK-kneTokK

* BbnaronpuaTHbIM Npodpuab
TOKCUYHOCTM

Outcome Measure Measure Description Time Frame
Assessment of the NK cell phenotypes will be measured by mass cytometry (unit of measure= % 36 months
phenotype of expanded NK of nucleated cells)
cells for neuroblastoma
patients
Assessment of function of NK cell functional potency will be measured as cytotoxicity by calcien- AM 36 months
expanded NK cells for cytotoxicity assays (unit of measure= % of patietns with complete response
neuroblastoma patients (CR), very good partial response (VGPR), partial response (PR), stable disease

(SD), or progressive disease (PD) with calculated 95% confidence intervals)
In vivo persistence of NK To assess in vivo persistence of expanded NK cells after adoptive transfer by 36 months
cells after adoptive transfer. assessing NK cell number and phenotype in peripheral blood using mass

cytometry.
Correlation of persistence Clinical outcomes will be assessed by disease response using CT/MRI scans, 36 months

of NK cells after adoptive
transfer with clinical
outcomes

1123 metaiodobenzylguanidine (MIBG) scans, and bone marrow aspiration and
biopsy




[loTeHUMaNbHO TOKCUYHDbIE
KOMBObUHaUMKM npenapaTos

Concurrent use of lorlatinib and anti-GD2 mAb

-

Start Start Second Naxitamab/ Resumption

of HITS  of lorlatinib HITS HITSx7 GM-lCSF of lorlatinib

Bo3MOXXHble (paKTOPbI:

Month 0 3 Weeks 1Month 12 Month 13 Month

First pulmonary toxicity Second pulmonary toxicity,

withholding lorlatinib - KOM6V|HaL|,V|F| c GM-CSF
: - BupycHas nHopekuuns
- 3aboneBaHna nerkmnx

BeposaTHO HE BnusaloT:
- ANUTEeNnbHOCTb Tepanmu

- JlyyeBasa Tepanus
- BAMNXT c ayto-TICK

Wei W et al. Pediatr Blood Cancer 2025 Jun 23:e31845. Ide S et al. Intern Med 2017,;56(1):79-83.
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Tekywme uccnepgosaHmna CAR-T y aeten ¢ connaHbiMmM ONyXonamm

Ha clinicaltrials.gov 3apeructpmnpoaHo 29 nccnegosanmnim CAR-T, peKpyTUpyroLmx
naumeHToB maague 18 net, 8 19 n3 HUX NnpoaosKaeTca Habop NaLMeHTOoB

Bo Bcex cnyyasx aytonornyHble CAR-T, moHOTEpanua B 26/29 nccnenosaHumi
OaHoueHTpoBble nccneaoBaHua (n=19), mHoroueHTpoBble nccnegosanHma (n=10)
®az3a 1 (n=25), ®a3a 1-2 (n=4)

CWUA (n=23), Kutam (n=4), tanna (n=1), Bennkobputanusa (n=1)

Henpobnactoma (n=10), Henpobnactoma u capkombl (n=5), basket trial: onyxonu c
skcnpeccmnen B7H3 (n=4), GPC3(n=3), GD2 (n=2), apyrue (n=>5)

MwuweHu: GD2 (n=10), GD2/B7H3 (n=1), GD2/PSMA (n=1), B7-H3 (n=6), GPC3 (n=3),
GPC2 (n=1), HER2 (n=2), ALK (n=1), EGFR (n=1), FGFR4 (n=1), CD171 (n=1), FITC-E2
(n=1)



AHTN-GD2 CAR-T nepBoro nokoneHua

Overall Survival

. > Time to Progression
i = = = —
2 o . o | : P=0.04 8 14
E A it : | E P=0.02
g oo - 2 0.8 I o | — Persistence <6 weeks
- ot e 1 _ o 0.8 = = Persistence >6 weeks
& 0.00 A o e : — I d’
g o= - o» 06 | Q 0.6
g 0.0001 L = . =] & ol : I m _____________
g O 044 I '5 04— Ir
0.00001 E } } { c 1=
Q 0.2 @ %277 h
wmomees B Bp iR R R RRERE PR R R 2 — Active disease g
EEEEER PR EEEREREE BB O 4 °- NED S ol — — | ,
b<b<bv<0<bev<bIbaOx | ! | | | 3
6 12 24 28 48 72 9 144 192 = 0 1 2 3 4 5
i = .
Weeks After T cell Infusion 0 1 2 3 4 B O Years Post Infusion

Years Post Infusion

* 19 naumeHTOB C HEMPODHNACTOMOM BbICOKOTO pUCKa (8 B pemunccmm un 11 c akTUBHbIM 3aboneBaHUEM)
* KneTkun coxpaHANUCb B KPOBM B cpeaHeM B TedeHMne 6 Heaenb
 B3/11 chyyaeB ANNTENbHbIA NOMHbIA OTBET Y NALMEHTOB C OCTAaTOYHbIMU KOCTHbIMU O4Yaramm

* TeHOEHUMA K NydlWKMm pesynbTatam npu anmtesnibHom nepcuctmposaHmnm CAR-T KneTok

Louis CU et al. Blood 2011 Dec 1;118(23):6050-6.



[lonrocpoyHana spPpeKTUBHOCTb

Al OKT3
o ‘; N s stimulation
i!& =W et Retroviral transduction
‘j‘?_,_, W= i) == with randomized z5 and z6
o g - » vectors)
= = EBV antigen-
/ - ;‘ ), specific stimulation SLIR 3LTR
PBMCs /
PCR-distinguishable sequence

¥
| . SLTR ILTR
\ l" Yll {
| J
Patients with refractory/ & 7 N !-.
relapsed neuroblastoma and ' ” GD2-CAR
a history of EBV infection CAR-ATCs CAR-VSTs ‘

TR

M MPU Randomized 25 or z6 vector

Che-Hsing L et al. Re Sq 2024 Apr 11:rs.3.rs-4232549.

O6uwan BbIXKUBAEMOCTb

1 - . p = 0.0002
—— Active disease ‘g’ 150-  —
— NED E . .
a.8 P 4
= -
% 100: *
a.6 . - § 1 .
2 ] -
| g .
a.43 ¥ 50+
‘E -
3 107 )
H.E 1 ] “5
I 1 c
{ -
q 1 LI 1 L 1 I 1 L} 1 1 1 3
(1] 2 4 [ 8 10 12 14 16 18 20 0

]
non-LTS LTS
Years

N3 3 naumMeHToB C OCTAaTOYHbIMM O4Yaramm Ha MOMEHT Tepanuu oTeeT
coxpaHAeTcA B TedeHne 8 1 18 net

5/8 nauueHTOB C NOJIHbIM OTBETOM OCTatoTcA B pemuccum 10-14 net
OnutenbHoe nepcuctmposaHmne CAR-T



AHTU-GD2 CAR-T BTOpPOro noKoneHmnA

2A
5 ';TR — N7 = Q‘:‘ 3 lZ..rR// Transfer vector 100 o 010
£ RQR8E  aGD2CAR AR J % - SsAR-enhanced MoMLV - 25/011
* Bicistronic with 2A peptide
— ~— 104 - 25/012
RAEGRGSLLTCGDVEENPG{P

A Binding domain: 25/013

* Humanized scFv
* Not 14.18 GD2 antibody derived 14 —& 25/016
25/018

Spacer:
* Human IgG1 Fc
* Mutated to avoid FcR binding

Marker/suicide gene
RQRS8 allows tracking
by flow cytometry

1RG-CART cells per Ul
=

\ X
! Y
T . —* re T =1

Endodomain 0 10 20 30 40 50 60
* 2nd generation CD28-C Days after 1RG-CART cell infusion

e 12 petelt c pe3UCTEHTHbLIM TeyeHuem 3abonesaHnsa/peunansom
* Jlumdpoaenneunsa: baynapabuH-unknopocdaH
e OTtcyTcTBME OOBEKTUBHbBIX OTBETOB Ha []+28 cornacHo CTaHAapTHbIM PAAMONOTMYECKUM KPUTEPUAM

* B maKcuMmanbHOM 0030BOM KoropTte 3 oTBeTa Ha 6os1ee No34HMX CPOKax, CUHAPOM Bblbpoca LMTOKUHOB Y
NBYX NaLNeHTOB

e OTtcyTcTBMe off-tumor TOKCUYHOCTH

Straathof K et al. Sci Transl Med 2020 Nov 25;12(571):eabd6169.



AHTU-GD2 CAR-T TpeTbero nokoneHuA

Circulating Levels, According to Time since Infusion o 100— P<0.001
1000~ . — 100
. 800 L?": S — Q_
E 600, : 4o E .. 50— = E —_ _I_|—| _.Low burden
£ 3009 = — LS N0
L . v S SR 50-
S 200 : . @ 2a
i : > :
- P 0 —r— T w? High burden
< 100 -I— ; : o 0 1 2 3 0 — T T ]
v Pty e, : . 0 1 2 3
s e dBARARE RS . Years since Infusion v o Infuei
03-5 1 2 4 6 8 12 6 9 12 18 24 30 . €ars since intusion
M X ' No. at Risk 2711 9 5 5 4
Day Week Month

e 27 neten (12 c nepBMYHOM PE3UCTEHTHOCTbIO, 14 ¢ peumnamsom, 1 c BBICOKMM PUCKOM peLmnanBa)
* [lpuemnemana TOKCUMYHOCTb
e B 26 n3 27 cnyyaes anmtenbHoe (ot 1 go 30 mecsueB) nepcnucTMpoBaHue

e OTtBeT Ha neyeHune B 17 n3 27 (63%) cnyyaes: NoNHbIM OTBET Y 9 NAUMEHTOB, YAaCTUYHbIN Y 8
nauneHTos

* Brpynne 13 21 nauymneHTa, NO/IY4NBLUUX PEKOMEHAOBAHHYIO A03Y K/IETOK, Yepes Tpu roga rnocne
3aBepleHuna Tepannmn 60% 6biam XKusbl, a 36% COXpaHANU NONHbIN OTBET

Del Buffalo F et al. N Engl J Med 2023 Apr 6;388(14):1284-1295.



OToaneHHble pe3ynbTraThl

Screening and
antollment

Assessed for eligibility pre-

apheresis (n = 40)

Excluded

« Not meeting inclusion criteria (n = 3)

Assessed for eligibility
pretreatment (n = 37)

Excluded

« High disease burden (n=2)

Treatment and

Enrolled and infused
(n=235)

follow-up

Phase 1—=dose escalation/de-escalation
DL3 (3 x10° CAR" T cells per kg)=n=3
DL4 (6 x 10® CAR' T cells perkg) =n=3
DL5 (10 x10° CAR" T cells perkg-n=3

Phase 2—=dose expansion (RD: 10 x 10°
CAR’ T cells per kg; n =26)

Probability of

survival

BCB v npenevyeHHOCTb

— 1_2
— 23
LA . P=0.03
50 4 ;
3
I--E
............ "
0 T T
0 2 4

Years after infusion

Probability of

survival

BCB n cpoku adepesa

—— Diagnosis
—— Relapse

P=0.007

Years after infusion

Response
Mon response

Bone

65%

Soft tissues/solid masses

65%

Bone marrow
Lymph nodes

83%
47%

Locatelli F et al. Nat Med 2025 Aug 21.



NHTerpaumna KN1eTouyHoM Tepanum B CTpaTermo Ne4eHus
nauuneHToB c HenpobaacTomou

BOX 1: Key Meeting Highlights

* Very active drug development space, with multiple prod-
ucts in advanced clinical development or with marketing
authorization.

* Historically, too many trials in the relapsed/refractory
space have been monotherapy studies.

* Paradigm shift with activity of GD2-directed chemoim-
munotherapy, and focus now on building upon that
success.

* Multiple high-priority targeted therapy combinations,
including several rational combinations with ALK, ATR,
and Aurora A kinase inhibitors.

» Extensive list of earlier-stage products prioritized for clini-
cal development based upon multistakeholder consensus.

* GD2-directed CAR-T cells are a high priority, and other
immunotherapy targets require evaluation.

* In the setting of rare disease, the group advocates
that all stakeholders give preference to prioritized tar-
gets/combinations to advance to clinical trials.

Third Neuroblastoma Drug Development Strategy Forum

* 3Ha4yuUTEeNbHOE YMCNO NPOAYKTOB Ha GUHANBbHOMN CTaaNU
Pa3paboTKN U BHEApPEHUS

* McTopnyecKn 3HaYnTeNbHaAA YacTb UCCNeJOoBaHNN ONUCbIBAET
pe3y/1bTaTbl MOHOTEPANUN

* XMMO-UMMYHOTEpPANUA Kak GaKTUYECKMIN CTaHAQPT IeYEeHUs,
Heobxo4MMOCTb KOHCOUAAUNN

* [loTeHUMaANIbHO aKTUBHbIE KOMBUHALUMK C MHTMBbTopamm ALK,
ATR, Aurora A

_* CTpaTerna npruopuTnU3alLiumn AOCTYOHbIX NPOAYKTOB

* Bbicoknin npmoputetr GD2 CAR-T, He0H6X0A4NMMOCTb OLEHKMU
APYrUx CTpaTeErMn MMMyHOTEPaNnM

* HeobxoammocTb BbibOpa NPMOPUTETOB B YCAOBUAX
OrPaHNYEHHOW KOTropTbl NaLUEHTOB

DuBois SG et al. Pediatr Blood Cancer 2025 Sep;72(9):e31831.



MHTerpauma KNeToyHom Tepanmu B CTpaTernto ieyeHms

anOpMTETHbIe HanpasiaeHuUA

nauuneHToB c HenpobaacTomou

MpuoputeTHble HanpaBaeHMA B UMMYHOTEpPanuu

Adult trials Adult Pediatric trials
> G:i::it; completed or regulatory completed or Proposed next step in
B Tymphocyie Agent/Target ongoing approval ongoing development
:E:C::(:::‘mm Immunotherapy approaches
- GD2 CAR-T v X v Late-phase trial
ALK-directed X X X Early-phase trial
immunotherapy
B7-H3 CAR-T v X v Await results of ongoing trials
GPC2 CAR-T X X v Await results of ongoing trial
GD2 NKT cells v X v Await results of ongoing trials
GD2/GD3 vaccine v X v Late-phase trial
‘ﬁ) "", Gamma/delta T cells v X v Await results of ongoing trials
4 Note: Color code: green = highest priority; light green = high priority. Symbol code: v = yes; x = no.
" 4 /A/ HeobxoamMmocTb rapmMoOHM3aLMM NOXOA0B K CTPAaTUPMKALMN U NeYeHUIo NaumMeHToB ¢ Hanbonee

HebNaronpPUTHbIM NPOTrHO30M B CU/ly HED6O/IbLIOro pasmepa U BUONOrMYECKOM FreTeporeHHOCTU KOropTbl

DuBois SG et al. Pediatr Blood Cancer 2025 Sep;72(9):e31831.



NHTerpaumna KN1eTouyHoM Tepanum B CTpaTermo Ne4eHus
nauuneHToB c HenpobaacTomou

Neuroblastome de haut nisque
en rechute/progression

51 biopsie non faisable: recherche d"altération de ALK sur I'ADN circulant

Altération de ALK (mutation/amplification) et absence d amphfication de MYCN

BT

i

| Lorlatinib + chimiothérapie®

e

Absence de progression

Progression tumorale |

Mon

il

Dinutuximab béta + chimiothérapie **

i e

Absence de progression

tumorale aprés 6 cycles*** |

*

Consolidation par Bu-Mel précédemment

g Non

-

i~

Tramtement local des
localisations résiduelles

traitement entretien
selon HENBL2

Continuer le méme

Thio90d 4+ Bu-Mel.

Progression tumorale

tumorale apres 6 cycles*** .

i

| Consolidation par Bu-Mel précédemment

Mol 3 O

R.éponse complete

O MNon

traitement systémique

r

GD2-CARTO]

ISCUSSIC idisciplinaire -
Discussion multidisciplinair
+ patients/familles Charge tumorale faible (Score SIOPEN = 7 ET une masse

des tissus mous < 5 cm ET une atteinte médullaire = 50%:)

—

Traitement local des L0

localisations résiduelles
’ ]

Mon

| I
Discussion multidisciplinaire
= patients/familles

L
Continuer le méme traitement pour un total de 12

cycles, pms chimiothérapie seule

GD2-CARTO1

GURE 1

acommandations de orise en charae du Comité neuroblastome de la SFCE. “Voir tahleau 1 : **Vair tableau Il : **Si un traitement

Berlanga P et al. Bull Cancer 2025 Jul 24:50007-4551(25)00280-2.

KoHconMaaumAa y naumeHTOoB,
ANOCTUTLLINX YaCTUYHOIO UK
NONHOro OTBETA Ha POHE
XUMNO-UMMYHOTEPANnNn



HoBble muweHn, PHOX2B

a (1) Target discovery (2) Target validation (3) scFV panning (4) PC-CAR screening t(j’nlnhcﬁtlzmhg b 8 primary tumours
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2 20 2 LLLPLLPPL QYNPIRTTF ALLSGVRQV Qa 299
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6% g HLA-A*02:01 HLA-A™24:02 HLA-A*02:01 @,ﬁe’i\(&%}-@ Q’Q} %QQ\\,E%&Q LTV Ny > (Ozré%\s%‘o(" 6@6\'\,\ Ny PHOX2B PC-CART cells PHOX2B PC- CART cell products that meet release criteria
80 s \’}06‘ o&z o 02 i@
100 99.4% 99.1% 99.9% ik & Persistence of PHOX2B PC- Persistence of PHOX2B PC-CART cells will be measured by Polymerase Chain Syears
CARTcells Reaction (or flow cytometry) analysis of whole blood to detect and quantify
f g w————m PHOX2B survival of PHOX2B PC-CAR T cells over time.
Birth Birth Birth Birth Birth Birth
ASCL1 (0-2.61) ‘ |
a == - Preliminarily define the Overall Response Rate will be determined based on international Syears
ATAS (0-1.05) e -‘.‘_.A..;..J.....n.._ c clinical activity of PHOX2B Neuroblastoma Response Criteria
HAND2 (0-3.19) . A | 2 PC-CAR T cells in patients
ISL1 (0-2.79) . . i % with relapsed or refractory
MYCN (0-1.64) e - ) neuroblastoma
’ o et _n._.._l.J..‘_.A__LA_ %
— 0]
PHOX2B (0-4.44) B Y Y Severity of Adverse Events The safety of PHOX2B PC-CAR T cell therapy reinfusions will be measured by 5years
TBX2 (0-1.43) | . h v \ Y ¥ v Following Repeated dosing the monitoring the frequency and severity of adverse events after multiple
_— o A8 - - Messboses [ . ] - 4 - .
H3K27Ac (0-3.74) . . . . of PHOX2B PC-CART Cells PHOX2B PC-CAR T cells infusions.
AMA“L‘..‘._. Brain  Cerebellum Heart Kidney Liver Ovary or testis

Yarmarkovich M et al. Nature 623, pages 820-827 (2023)




HoBble muweHun, GPC2

A IgE IgE B
Tumor BLI CART
Tader Furin'eader IMR-5  injection  Signal >1x10°  2.5x106
orthotopic
5LTR | [IL-21 P2a| |IL-15 3’ LTR ) o | |- iz * OAHOLEHTPOBOE UCCNea0BaHME

] »[[ ] > nepson ¢asbl

MSGV1.sol.IL15.1L21

Day 0
_ — - * [MnhaHupyeTca Habop 38 NaUUEHTOB C
C g 100+ UTXcontrol  __|ns D —
S — GPC2-CAR only ns - - -
g 7z L. E cpezoAR | _]% £, e HENPOBNACTOMOM rpynmnbl BbICOKOTO
2 +sol.IL15.1L21 2
S ) UTX control +
50 3 PUCKA
2 B > 0. sol.IL15.1L21
. . S GPC2-CAR +
0
o 15 sol.IL15.1L.21 Qutcome Measure Measure Description Time Frame
0_ 1 1 I 1
Or—r— 71— 0o 1 2 3 4
0 1 2 3 L 4 ) Week pOSt CAR T-cell injection Manufacturing Feasibility of Manufacturing Feasibility will be evaluated as the Percentage of patients with 5 years
Week pOSt CAR T-cell |nJeCt|0n GPC2 CART cells GPC2 CART cell products that meet release criteria
UTX control +
- GPC2-CAR P SO||L1 5”_21 Persistence of GRC2 CAR T Persistence of GPC2 CAR T cells will be measured by Polymerase Chain 5 years
1.5x10™ 1.5%x10""~ cells Reaction (or flow cytometry) analysis of whole blood to detect and quantify
Y s GPC2-CAR + . :
R < survival of GPC2 CART cells over time.
e E sol.IL15.1L21
X 1.0x1010- X 1.0%1010-
é é 1.0x10 Preliminarily define the Overall Response Rate will be determined based on international 5 years
c )’ c clinical activity of GPC2 MNeuroblastoma Response Criteria
g 50109 A £ sox004 CART inpatints it
D-C_ 174 i - relapsed or refractory
neuroblastoma
00 | | 1 1 00 | 1 I 1
0 1 2 3 4 0 1 2 3 4 Severity of Adverse Events The safety of GPC2 CAR T cell therapy reinfusions will be measured by the 5 years
Week post CAR T-cell injection Week post CAR T-cell injection Following GPC2 CAR T cell monitoring the frequency and severity of adverse events after multipleGPC2
administration. CART cells infusions.

Okada R et al. Cancer Immunol Res 2025 Sep 2;13(9):1363-1373.
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BapunaHTbl cxem TaHaemHow BATTXT

AccnepoBaHue N naumeHToB | Pexxmm Pe3ynbTaTthl

Wawrzyniak-Dzierzek et al. | 17, pe3./peu. | Treo (10 r/m?/cyT x 3), Mel (70 mr/m?/cyT 5-netHAa OB 33,6%,
1(2019) AyTo (n=8) x2), Thio (10 mr/Kr). 5-netHss BCB 17,8%

Anno (n=9) Mpwu ranno-TrCK + Flu (40 mr/m? x 4), ATT (30
mMr/Kr)

Pasqualini C et al. 2 26, neps. TICK 1: Thio (300 mr/m? x 3) 3-netHaAa OB 69,0%,
(2016) pes. TICK 2: Bu (16 mr/kr), Mel (140 mr/m?) 3-netHasa BCB 37,7%
Yamazaki F et al. 3 41 Thio (200 mr/m? x 4), Mel (70 mr/m? x 3) 5-neTtHAA OB 56,1%,
(2021) 5-netHAa bCB 41,5%
Park HJ et al. 4 33 TICK 1: Thio (300 mr/m? x 3), Topo (2 mr/m? x | 5-netHas OB 80,4%,
(2021) 4), Carbo (500 mr/m? x 3) 5-neTtHAa BCB 69,4%

TICK 2: Mel (70 mr/m? x 3), Eto (200 mr/m?
X 4), Carbo (350 mr/m? x 4)

*Wawrzyniak-Dzierzek E et al. Biol Blood Marrow Transplant 2019 Sep;25(9):1792-1797.
2 Pascualini C et al. Bone Marrow Transplant 2016 Feb;51(2):227-31.

3 Yamazaki F et al. Pediatr Blood Cancer 2021 Jun;68(6):e28896.
4 Park HJ et al. Children (Basel) 2023 Dec 18;10(12):1936.




On study

|

TaHaemHaa BAIXT c ayTo-TTCK

INDUCTION THEEAPY

Cyecles 1. 2* — CPM + TOPO

PBSC Harvest

Cycles 3, 5 - CDDP + ETOP

Cyecles 4, 6% CPM + DOXO + VCR

Surgery (after Cycle 5)

!

Progressive
disease

'

No progressive disease

Off-protocol therapy

.

.

Non-randomized cohort
{(Refer Section 3.1.8)

Randomized cohort
{Refer Section 3.1.7)

h 4

l .,

CONSOLIDATION CONSOLIDATION
THERAPY THERAPY
REGIMEN - A REGIMEN — B
CARBO/ETOP/MEL+ TEPA/CPM

Radiation therapy™® (XRT)

CARBO/ETOP/MEL~+

Radiation therapv*(XRT)

h 4

h 4

MAINTENANCE THERAPY

13 —cis RA (6 cycles)

Eligible for ANBL0032 or ANBL0931 participation

Event-Free Survival, %

BCB B rpynne ummyHoTtepanuu

100 »(r]=250)

80+

60+

40-

20

\..‘

Tandem transplant

Single transplant

Log-rank P=.004

1

2 3 4 5 6

Years After Initiation of Immunotherapy

OB B rpynne nmmyHoTepanum
(n=250)

Tandem transplant
80 - :
f Single transplant
2 60-
st
=
v
T 40-
>
o
20+

Log-rank P=.04

0 . - r T T 1 T 1

0 1 2 3 4 5 6 7
Years After Initiation of Immunotherapy

BKknatoyeHo 652 nayuneHToB, 355 paHaommnsnpoBaHbl

(CEM vs. CEM + TC)

250 nauneHTOoB B rpynne MMMmyHoTepanmu

CxoAHbIM NPOPUNb TOKCUYHOCTH

Mpenmyuwectso 8 OB 1 BCB rpynnbl TaHAEMHOM
TPaHCN/aHTAUUU B KOropTe NaunueHToB, NOJIy4YMnBLLUNX

MMMYHOTEpPanuto

Park JR et al. JAMA 2019 Aug 27; 322(8): 746—755.



PoccUCKMM OnbIT

__fopon | Ywexawe 30

r. MockBa HAW OOwvl um. J1.A. lypHosa ®I'bY «HMKALI HB n=2

oHkosornn nm. H.H. bnoxmnHa KO n=10
B n=1
Cbn=1
[BY3 Mopososckas [ Kb O3M 3HO UHC n=10
KO n=2
POKBE PHAMY um. H.WU. MNuporoea 3HO LUHC n=6
KO n=3
B n=1
r. CaHKT- drey «HMWU um. B. A. Anmasosa» M3 3HO UHC n=13
MeTepOypr KO n=2
HB n=5
HUW OOIMmT nm.P.M.'opb6aveson ®I'BY BO 3HO UHC n=30
[Cri6rMy mm. U.r.rMaesnoea KO n=1
HMWL, oHkonorum nm. H. H. leTtpoBa Hb n=6
r. HenabuHck FAY3 YOOKB 3HO LHC n=1
r. EkatepuHbypr FAY3 CO OOKB Ne1 3HO UHC n=4
B n=2

Kuprusos K.A. 2024



PoccUCKMM OnbIT

CreneHb Myko3utr 0P MyKo3ut XKKT NoyeyHan NeyeHOYHaA Tokcukogepmus

TOKCUYHOCTDb TOKCUYHOCTDb

6 (5,9%) 22 (21,8%) 81 (80,2%) 39 (38,6%) 51 (50,5%)
19 (18,8%) 28 (27,7%) 10 (9,95) 17 (16,8%) 13 (12,9%)
42 (41,6%) 30 (29,7%) 6 (5,9%) 25 (24,8%) 23 (22,8%)
26 (25,7%) 12 (11,9%) 3 (2,9%) 16 (15,8%) 11 (10,8%)

5 (4,9%) 4 (3,9%) 1(0,9%)

Kuprusos K.U. 2024

28



TaHpemHaa TTCK y aeten ¢ COonMaHbIMM ONYXONAMMU

23%

BPOD

M Heiipobnactoma/Neuroblastoma

B lepMMMHOreHHO-KAEToOYHanA
onyxonb/Germ cell tumor

" 3HO LUHC/CNS malignancies

M Cuanobnactoma/Sialoblastoma

M Frenarobnactoma/Hepatoblastoma

Nokasaten BenxMBaemocTy | 1o POONIACTOMA
(n=13)
rognyHas 90+ 9,5
S 2-NeTHAA 90 + 9,5
3-NeTHAA 90+9,5
roanyHas 90+ 9,5
§ 2-NeTHAA 90+9,5
3-N1eTHAA 73+ 15,8

CmupHoBsa [.C, n coasT. (2025)




KAnMHun4yeckKkme
pekomeHaauuun (2024)

Bo3amo)KHO npoBeaeHune ogHo3TanHoOUM wanm TaHaemHonm BXT u ayto-TICK (Ha ycmoTtpeHue
KNUHUKKM nposoasLen TICK).

PeXXmMbl KOHAMUMOHUPOBaHUA Npu oaHOKpaTtHOM ayTo-TICK : CEM, Treo-Mel, Bu-Mel - Ha
YCMOTpPEHUE KINHUKU

PeXXnmbl KOHANMUMOHMPOBAHUA Npu TaHaemHon ayTo-TICK: CEM, Treo-Mel , Bu-Mel, TC, T

Bbibop penma ocyuwiectsnsaeT KAMHMKA. B cnyyae nposeaeHmna npoueaypbl TTCK otaeneHmem
TpaHCNAHTAUMN, HEe BXOAAWMM B COCTaB peaepasibHOro UEHTpa, cneunanmnusnpyroweroca Ha
BbINO/IHEHUN TICK Y nertemn, pekomeHAayeTcA cornacoBsaHue TAaKTUKU C
HauMOHaNbHbIM/deaepanbHbIM LLEHTPOM.



[lepeHOCUMOCTb Tepanmn acas

N KypcoB | TOKCMYHOCTb OTtmeHa mopduHa | CraTyc

2 Bosb, rMNoTeH3us 2 KypcC MNo3aHun peunamns (56 mec), cmepTb
1 HeBponormnyeckasn (3peHune) 1 KypcC MNo3aHun peunams (60 mec), cmepTb
5 bonb, "nxopaaka 4 KypcC PaHHWUN peunams, CMepTb

5 JlInxopazakKa, rmnoTeH3us, Cbinb 5 Kypc MNo3aHun peunams (60 mec)

5 JlnxopagKa, rmnoTeH3uns 5 KypcC CoxpaHaeT oTBeT

5 Cbinb, OTEK NErkux, 601eBON CUHAPOM 5 KypcC Mo3aHun peumnams (22 mec), cmepTb
5 Jlnxopagka, 6onb, 6poHxocnasm 5 KypcC CoxpaHsieT oTBeT

4 bonb, XPTINX c nopaxxeHnem nerkmx 4 KypcC [porpeccupoBaHme 3aboneBaHus

1 bonb, XPTIX c nopaxkeHnem nerkmx NA CoxpaHAaeT oTBeT

4 Cobinb, nnxopagkKa, oPTMX XKKT 2 cr. NA [lporpeccupoBaHmne , cMepTb

2 Cbinb, nnxopagkKa, oPTIX XKKT 2 cT., KOXXu 3 cT. NA [lporpeccmnpoBaHme , CMepTb

HaHHble HUNAOTUT um.P.M.Topbauesomn




< 4 HMWLU
" OHKONOruu
—_— uMm.H.H.BbnoxuHa

CoBMeCTHbIM onbIT (n=41)

BCB B 3aBMCMMOCTU OT NpoBeaeHUA OB B 3aBUCMMOCTU OT NpoBeAeHUA

MMMYHOTEpanum MMMYHOTEpanum
100 100 —— Anti-GD2+

—— Anti-GD2+
Anti-GD2-

Anti-GD2-

BCB

50

O 20 100

Cpok HabnwaeHus, mec

0 50 100
Cpok

2-netHAa 6CB 50% 2-netHAA OB 73%



Buonorunyeckmne pakTopbl PUCKa peumnamnBa

Event-free survival

—=
o

o
o
l

- S, = P=0.702
- /5. == P <(0.001
- /S. == P =0.006
- 5. = P =0.001

o o
o
! !

Survival probability
=
(™
]

| | I | |
0 5 10 15 20

Years

== No telomere maintenance, no RAS/p53: n = 87
-~ No telomere maintenance, RAS/p53: n=12
=== Telomere maintenance, no RAS/p53: n =74
- Telomere maintenance, RAS/p53: n =35

Age

Telomere
maintenance

Stage

1p

RAS/p53

Event-free survival

; P=0.185

< 18 months O > 18 months
P < 0.001

No 0 Yes
| P=0.298

Stages 1-3,4S Stage 4
; P=0.167

Normal ¢ Altered
| P =0.001

No 1K ) Yes

:ﬁ

O 2 4 6 8 10 12

Hazard ratio (95% confidence interval)

Ackermann S et al. Science 2018; 362(6419):1165-1170.
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Evaluating Combinatorial Effects of 13-cis-RA and DFMO on Neuroblastoma Differentiation
Outcomes

0133/#944 Free Paper Session (FPS)
FPS 05: Solid Tumor Clinical 1

Survival Outcomes in Patients with High-Risk Neuroblastoma (HRNB) in Remission After Relapsed or Refractory Treatment Receiving Eflornithine (DFMO) Maintenance
Jacqueline Kraveka?, Background and Aims: Five-year overall survival (OS) in newly-diagnosed patients with HRNB is around 50%. However, patients with relapsed/refractory
disease (R/R) still experience poor outcomes and a high risk of subsequent relapse even after remission. DFMO has been evaluated as chemopreventative therapy for HRNB in a
single-arm, Phase 2 study comparing EFS and OS with published data. Here, we determined EFS/OS for patients with R/R who historically experienced two-year EFS of
approximately 10%.

Methods: Enrolled patients with HRNB (N = 140) were divided prospectively into Stratum 1 (S1; in initial remission after upfront therapy) or Stratum 2 (S2; either relapsed or
disease refractory to standard induction chemotherapy but achieving remission with additional therapy) and received 2 years of continuous, oral DFMO (7502250 mg/m? BID)
with 7-year follow-up.

Results: S2 enrolled 35 patients with R/R in remission after additional therapy (n = 28 in remission after 21 prior relapse (s), n = 7 refractory in remission after subsequent
therapies). Pre-enrollment, 23 relapsed patients had one prior relapse, 5 had >2 relapses; only one, previously-relapsed patient had received chemoimmunotherapy. For S2
overall, two-year EFS was 46% (95% Cl 29%, 61%), the lower Cl above the 10% historical estimate. Four-year EFS was 46% (95% Cl 29%, 61%) and OS 62% (95% Cl 44%, 76%) with
no relapses after 18 months. For refractory disease only (n = 7), four-year EFS was 86%. For relapse (n = 28), four-year EFS was 36%, with EFS of 39% in single-relapse patients (n =
23) and 20% in multiple-relapse patients (n = 5).

Conclusions: Patients in remission after chemotherapy for relapsed/refractory HRNB treated with DFMO had improved EFS versus the best, historical control estimate at time of
study. While small patient numbers preclude clear conclusions, outcomes in patients with refractory disease trended better than for those who relapsed, with EFS unexpectedly
similar to prior reports of DFMO-treated, S1 patients in remission after standard upfront therapy.
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Pesoniouua Coseta aKkcneproB
«[Ipumenenune npenapara achnopuutud (DFMO, IWILFIN)
B Tepanuu fAeTeii ¢ Helipo6nacTomoii rpynnbl BLICOKOr0 pUCKa»

1. Ucnonb3oBaHume npenapata agpnopHuTnH (DFMO, IWILFIN) y naumeHToB ¢ HB rpynnbl BbICOKOrO pUCKa AEeMOHCTPUpyeT
nepcneKkTUBHbIE pe3ynbTaTbl B KAYECTBE CpeAcTBa NOAAEPHKUBAOLWEN Tepannmy naumeHToB ¢ Hb BbICOKOro pucka.

2. 3bnopHUTUH (DFMO, IWILFIN) npeactaBaaeT cobon nepcnekTMBHOE A0MNO/IHEHUE K CYLLLECTBYIOLWMM NPOTOKOAaM nedyeHuna Hb
BbICOKOIO pUCKa y aeteun. Ana onTMManbHOW MHTErpaunumn JaHHOro npenapaTa B KIMHUYECKYIO NPAaKTUKY PeKOMeHA0BaHa
MHULMALMNA POCCUNCKUX KNTMHUYECKMX NCCNEea0BaHUWN, HanpaB/ieHHbIX Ha onpeaesieHne KOHKPETHOW KOropTbl NALMEHTOB,
KOTOpble noayyvyaT MaKCMMabHYIO Noab3y oT Tepanmn DFMO.

3. MexaHn3m aencrema spAOpPHUTMHA 3aKA0HaETCA B UHTMOMPOBAHMM OPHUTUHAEKAPOOKCMNA3bl — KNOYEBOro pepmMeHTa B
bnocmHTE3€E NO/IMAMMHOB, KOTOPbIE UTPALOT BaXKHYO PO/ib B Nponndepaummn n BbIXKMBAHUU OMYXONEBbIX KNETOK.

4. Cneayet y4nUTbIBATb, YTO POab 3GNOPHUTUHA 3aKNHOYAETCA B NOAAEPHKAHNMN PEMUCCUN N CHUXKEHUN PUCKA peumamnBa, 0CObeHHOo
Y NALUMEHTOB C BbICOKMM €ro pUCKOM, U He ABAETCA 3aMeHOMN CTaHAAPTHbIM meToaam neyenma Hb.

5. B uenax HakonaeHmnAa oTe4ecTBEHHOro onbiTa NnpumeHeHmna npenapata DFMO (IWILFIN) o momeHTa paccmoTpeHUs Bonpoca o
ero BK/IOYEHMM B NEPEYEHb JIEKAPCTBEHHbIX CPeACTB, 3aKynaembix poHAOM «Kpyr Aobpa», npeasiaraetca pacCMOTPETb
BO3MOHOCTb Pa3paboTKM pOCCMMUCKOro NPOTOKONAA NO NOAAEPKMBALOLLEN TEPANUM NALUMEHTOB, NPOAEMOHCTPUPOBABLUMX OTBET
Ha NpeAaLecTBYOWY MY1bTUMOAA/IbHYIO Tepanuio.

6. MMpnHMMan BO BHUMaAHUE npeacTtaBneHHble gaHHble, COBET 3KCNEepPTOB CHUTAET LesiecoobpasHbiM MHULMMPOBATL Npoueaypy
nogauun aocbe Ha npenapat apnopHUTUH (DFMO, IWILFIN) ana npoBeaeHMA 3KCNEPTHOM OLUEHKN U NOC/IeAVIOLLErO PaCCMOTPEHMS
BOMPOCA O BK/JOYEHMM AAHHOIO IEKAPCTBEHHOIO CPEeACTBa B NepeyeHb npenapatos, PUHaHCUPYEMbIX 61aroTBOpUTENbHbIM
doHaom «Kpyr nobpa».
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