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AKADEMICKE KLINICKE STUDIE NA KLINICE DETSKE
ONKOLOGIE FN BRNO

V SOUCASNE DOBE JE KLINIKA DETSKE ONKOLOGIE ZAPOJENA DO PNAS NA NEKOLIKA UROVNICH

JEDNAK SE JEDNA O , KONVENCNI“ MEZINARODNI MULTICENTRICKE AKADEMICKE STUDIE. PRIKLADEM JE LECBA PRVNI
LINIE POCETNE NEJCASTEJSICH DETSKYCH NADOROVYCH ONEMOCNENI

NAPR. LECBA AKUTNICH LEUKEMIi PODLE BFM PROTOKOLU
LECBA OSTEOSARKOMU PODLE EURAMOS PROTOKOLU

OFICIALNI UCAST V TECHTO STUDIICH JE OVSEM LOGISTICKY | ADMINISTRATIVNE NAROCNA, PROTO RADU DETI
LECIME PODLE DOSTUPNYCH STANDARDU, ALE NE JAKO PRiMi UCASTNICI KLINICKE STUDIE - NAPR. LECBA
NEUROBLASTOMU DLE COG PROTOKOLU, LECBA EWINGOVA SARKOMU DLE EE PROTOKOLU



AKADEMICKE KLINICKE STUDIE NA KLINICE DETSKE
ONKOLOGIE FN BRNO

« DRUHOU SKUPINOU JSOU ,,EXPERIMENTALNI“ NPAS, KDY SE JEDNA O LECBU VELMI RARITNICH
ONEMOCNENI, POPRIPADE O LECBU RELAPSU NADORU DETSKEHO VEKU — NAPR. PROTOKOL
MEMMAT PRO RECIDIVUJICI MEDULOBLASTOM; STUDIE METRO PRO LECBU REFRAKTERNIHO
NEUROBLASTOMU; STUDIE KDO_DC1311 PRO RECIDIVUJICi SOLIDNi NADORY DETSKEHO

VEKU
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AIEOR-BFM ALL 2017
pB-ALL

all precB-ALL

Prot. IA-Pred

Overview of treatment

(_clinical/biological factors + MRD TP1_}
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early non-HR

Consol. B-short
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( MRD TP2 }
I
Experimental
groups
Experimental therapy
(different treatments)
L
MRD TP HR Blinal d29
Blina Good-
Response“t
- [ HR-3* ] [2.Blinacycle +i.th. MTX |
MT [ MT ] [ Blina cycle ] T T
(__™MRDTPHR3 ) (MRD TP HR Blina2 d29) MRD TP HR3
T T

*For patients with true PCR-MRD negativity at
TP1, MRD analysis at TP2 is not required.

+For definition of Blina see pi b
#considered as event (= molecular non-response)
§AIIOHSCT indication of HR pati on
genetics and MRD at TP2.

MRD
[ sxpProt. ] [alloHscTs |

DNX/FLA
MRD TP D/F

MRD
< 5x10*/neg

alloHSCT

Only MRD time points are depicted
in this overview that are crucial
for treatment stratification.

Exp. ther.
alloHSCT

AIEOP-BFM ALL 2009
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DNX-FLA + SCT |

1 10 12

Prot. IA (with Pred and 4 DNR
doses on day 8, 15, 22 and 29)

Prot. A" (with Pred and 2 DNR

20 22 31
Prot. 1A, (with Dexa and 4 DNR
IAD doses on day 8, 15, 22 and 29)

Prot. IB-ASP+ (with 4 x 2500 E
doses on day 8 and 15) . (
F PEG-L-ASP)
Prot. IApy, (With Pred, 4 DNR

doses and 1 dose CPM onday 10) [[TTT1] PEG-L-ASP given for 20 weeks

43 53 104 wks.

# or immunophenotype unknown

* pCRT 12 Gy if age > 2 yrs / in selected subgroups no pCRT +
6x i.th. MTX / in patients with CNS disease (CNS 3) tCRT
with 12 Gy or 18 Gy (dose age-adapted)

§for eligibility for randomization see protocol
$see protocol
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METRONOMICKA LECBA

* METRONOMICKA LECBA JE ZALOZENA NA DLOUHODOBEM, CHRONICKEM PODAVANI NizZKYCH
DAVEK CYTOSTATIK VE VYSSi FREKVENCI, NAPR. DENNE BEZ PROLONGOVANYCH PAUZ, JAKO JE
TOMU U KONVENCNI CHEMOTERAPIE

* NA ROZDIL OD CHEMOTERAPIE ZALO-ZENE NA MAXIMALNICH TOLEROVANYCH DAVKACH MA
MINIMALNI TOXICITU A UMOZNUJE PREVAZNE AMBULANTNI LECBU.

« MECHANIZMUS UCINKU

> INHIBICE ANGIOGENEZE

> STIMULACE IMUNITNIHO SYSTEMU

> PRIMY CYTOTOXICKY EFEKTU NA NADOROVE BUNKY
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COMBAT III TREATMENT

| Stratum I: CINS, embryonal tumors, Ostesa |

| Stratum IT: STS, Ewing/PNETs

dx

| . ¥

Version ITT 2009-April Ind

¥

Stratum | Combat IIT ||
vear I (x4) f

Combat II ||

vear IT (x4)

Combat Il
year Il (x4)

‘Consider local
the 1+ 2= Combat I |
¥

Combhat ITT
S (x4)

Stratum 1l

ek

' Diisease assessment

Femarks: Earlier assessment - if clinically indicated {signs
Stratum IT patients are assessed after the 1% COMBAT 5 cyde, Month 3

of progreszion)

COMBAT lll year |

Celecoxib p.o. 400 mg/m¥d
D1-78

Etoposide p.o. 25 mg/m?/d |

D 1-35

Temozolomide p.o. 30 mg/m*/d
D36-77

Fenofibrate p.o. 100 mg/m?/d |

D1-78

Ergocalciferol 300kw/m2/d ﬁ
D1

D-3 vit. (Vigantol gtts)  1500U/m2/d '
D 1-78 1
AVASTIN: 10mgks days 1+15+29+43+37+71 ﬂ

COMBAT cycles should be given at 1 day intervals
only, or on hematological recovery to

absolute neutrophil count (ANC) = 0.73 *104/1 ; platelets
2 75*10w1. , but no longer. than after 1 week.
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METRO-NB 2012 — Treatment overview

C
PCCVE pocy PCCVE oy POCVE Pocy POCWE | POCW PCCW POy PCCW PoCY pocy ]
L 1
I 1 |
6 months
METRO-NB 2012 - Cycle PCCVE
:rr:gjmk:?al:l po’ Propranclol
in two divided doses 2 mgfkg 2 d p.o.
max, 120 mgfd in two divided doses
max. 120 mg/d
Celaconib
400 me/mi x d po.
in two divided doses Celecoxib !
max. S00 mgid 400 mgfme ¥ d poo.
in two divided doses
Cyclophosphamide max, 800 mg/d
25 mg/m? wd pao™
single dally dase .
max. 50 mgfd Cyclophosphamide
25 mg/m? x d p.o.
Etoposide single daily dose
25 mgfmt 1 d1-d21 poo. max, 50 mg/d
single daily cose
max. 50 mgd Vinblastine
Vinblastine 3. n'||g,.|'rl'.-.3|».r dl, di% iw.
3ma/m? xdl, d15 iv single daily dose
single dally dose b max, & mg'd
max. & mg/d :
F } —
1 15 29 =1 day

" Cave: Propranolol dose escalation eycle 1, day 1-2; 7 Cave: Cyclophosphamide iy,

loading dose eycle 1, day 1

12 months

METRO-NB 2012 — Cycle PCCV

W

29 =1 day
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Figure 1  a) Event free survival and

b) Overall survival of 218 high-risk neuroblastoma patients after 1rst relapse
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\-/ Comparisson of OS and EFS in all patients (n=58)
J in PRE-metronomic and POST-metronomic era
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Categorie N 2-y (CI) % 5-y (CI) % Categorie
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N 2-y(Cl) % 5-y (Cl) % J
23 86.2 (72.8-100) % NA
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e Comparisson of OS in relapsed patients (n=25) ( )
in PRE-metronomic and POST-metronomic era
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% Survival
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Comparisson of OS and EFS in refractory patients (n=33)

\/ in PRE-metronomic and POST-metronomic era
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o | I I g _ R —— pre (n=19)
I I I
0} 2 4 6 8
0] 2 4 6 8
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Years
Categorie N 2-y EFS (Cl) % 5-y EFS (CI) % Categorie N 2-y OS(CI) % 5-y OS (Cl) %
N’
post 14 63.5 (42.4-95.1) % NA post 14 85.7 (69.2-100) % NA
pre 19 15.8 (5.6-44.6) % NA pre 19 15.8 (5.6-44.6) % NA
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<  KOMBINOVANA PROTINADOROVA TERAPIE S EX VIVO MANIPULOVANYMI DENDRITICKYMI BUNKAMI

J  PRODUKUJICiMI INTERLEUKIN-12 U DETSKYCH, ADOLESCENTNICH A MLADYCH DOSPELYCH PACIENTU $
PROGREDUJICIMI, RELABUJICiMI NEBO PRIMARNE METASTATICKYMI MALIGNITAMI VYSOKEHO RIZIKA
EUDRACT NUMBER: 2014-003388-39

« PRIMARNI CiL

- ZHODNOTIT BEZPECNOST AUTOLOGNICH VAKCIN Z DENDRITICKYCH BUNEK
PRODUKUJICICH INTERLEUKIN-12 PODAVANYCH V KOMBINOVANE TERAPII PACIENTUM S
PROGREDUJICiMI, RELABUJICIMI NEBO PRIMARNE METASTATICKYMI MALIGNITAMI
VYSOKEHO RIZIKA ANALYZOU CETNOSTI VYSKYTU NEZADOUCICH PRIHOD HODNYCH
ZVLASTNI POZORNOSTI (AESI, ADVERSE EVENTS OF SPECIAL INTEREST)*, KTERE TVORI
PRIMARNI KOMBINOVANY ENDPOINT BEZPECNOSTI.



-y

* SEKUNDARNI CitE

« A) STANOVENIM DOBY DO PROGRESE

« B) STANOVENIM CELKOVEHO PREZITi

« C) ZHODNOCENIM OBJEKTIVNI LECEBNE ODPOVEDI (RECIST)
« D) ZHODNOCENIM CBR (CLINICAL BENEFIT RATE)

o SEKUNDARNI BEZPECNOSTNI CIiLE:
« DESKRIPTIVNi ZHODNOCENI FREKVENCE VYSKYTU, ZAVAZNOSTI A TYPU VSECH ZJISTENYCH AE.

DESIGN :

JEDNA SE O MONOCENTRICKOU, OTEVRENOU, JEDNORAMENNOU STUDII PROVEDITELNOSTI. (FEASIBILITY STUDY
PHASE 1/1l, SINGLE-ARM, OPEN-LABEL)

NABER SUBJEKTU BUDE POSTUPOVAT DLE ADAPTIVNIHO 5+5+5+5 DESIGNU. PO ZARAZENI SKUPINY 5 SUBJEKTU
BUDE VYHODNOCENA BEZPECNOST A DALSICH 5 SUBJEKTU (Z CELKOVEHO MAXIMALNIHO POCTU 20) BUDE
ZARAZENO, POKUD VYSKYT AESI BUDE <20% Z KUMULATIVNIHO POCTU ZARAZENYCH SUBJEKTU.

\/ - J



SCHEMA-STUDIE- PROCEDURY

e

A. PACIENT VYSOKEHO RIZIKA (PROJEKCE 3Y OS POD 25%)
B. ODBER NADOROVE TKANE LYZAT
C. SEPARACE MONOCYTU Z KRVE INKUBACE IDCS
D. LYZAT + IDCS VAKCINA (ZAMRAZEN!I)

E. PROTINADOROVA TERAPIE: KOMBINACE MTD BLOKU NEBO METRONOMICKE
= g i SS—
CHEMOTERAPIE S APLIKACI VAKCINY POTENCOVANE IMIQUIMODEM 1.D. Q2-4W

X 6-... (DLE POCTU VYROBENYCH VAKCIN, MAX. 35). \_/
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_  IMP: AUTOLOGOUS DENDRITIC CELLS LOADED WITH AUTOLOGOUS TUMOR ~~

LYSATE — [“—.ﬁED DC VACCINE
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KAZDA DAVKA VAKCINY OBSAHUJE SMDC V KONCENTRACI 1-5X10°¢ VE 100ML
KRYOPREZERVACNIHO MEDIA.

APLIKACE VAKCINY BUDE PROBIHAT JAKO “ADD-ON THERAPY” KE STANDARDNI LECBE DANEHO
NADOROVEHO ONEMOCNENI. PRVNI APLIKACE VAKCINY PROBEHNE VE DNI O.

PODANI DALSICH VAKCIN BUDE NASLEDOVAT V TRITYDENNIM INTERVALU (+/- 7 DNU).

PRED VAKCINACI BUDE LOKALNE V MISTE PODANI VAKCINY APLIKOVAN V TENKE VRSTVE NA
PLOSE 2CM2 VAKCINOVE ADJUVANTS IMIQUIMOD (ALDARA) VECER PRED APLIKACI A
NASLEDUJICi DVA VECERY PO APLIKACI



KDO DC_1311

.__ﬂ\/eligibility ass

'

non compliance, DOD w/o IC, PD with IC, no IC

< enrolled

avg. age

sex

histology

diagnosis

DOD

accrual (4.APR.2017)

years

female

male

Ewing saroma
osteosarcoma
CNS

neuroblastoma

rabdomyosarcoma
thabdoid

IMT mts
adenocarcinoma
synovialosarcoma
NHL-Burkitt

up-front
SD

progress.

38

2,4,2,4
26

12,9

16
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surgery

tumor lysate

leukapheresis

product

treatment

(UST-11)

yes
no

(re-surgery)

yes
no

N.A.

yes
no
pending

(re-collection)

no

(re-elutriation)

yes

no (QC)

pending

yes

24

%
92

79

13

84
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* PRIMARNI CiL: NEZAZNAMENANY ,, AESI“ (DEFINOVANE JAKO):
e ALERGICKA HYPERSENZITIVNI REAKCE NA PODANIi HODNOCENEHO LP STUPEN 3 A VICE

» PRIZNAKY AKUTNI €I SUBAKUTNI AUTOIMUNITNI REAKCE TYKAJICi SE ORGANOVE TOXICITY, KTERE

MOHOU BYT V PRICINNE SOUVISLOSTI S PODANIM VAKCINY, MANIFESTUJICi SE DO 30 DNU PO
APLIKACI VAKCINY.

e LOKALNIi REAKCE V MISTE APLIKACE VAKCINY A ADJUVANS STUPEN 4 A VICE

e INFEKCNi KOMPLIKACE STUPEN 3 A VICE KTERE MOHOU SOUVISET S VAKCINACI.
(VSE DLE CTC AE VERZE 4)



_iKFLAMMATORY REACTION AT THE VACCINATION SITES |
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VIVO EVALUATION OF POST-VACCINATION T-CELL REACTIVITY TO DC-PRESENTED

\ 4
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» personalized anti-cancer
DC-based vaccine stimulates
pre-existing immune response
against cancer antigens of
individual patients
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