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EUROPSKA HEMATOLOGICKA SPOLOCNOST
EHA®© 2020

- konferencia sa konala vo virtualnom prostredi od 11.- 21.6.2020 (tematicke dni 15.-21.6.2020)
- registrovat’ sa na kongres da do 1.10.2020

- pristup na portal konferencie je limitovany do 15.10.2020



AKUTNA MYELOBLASTOVA LEUKEMIA

- celkovo 78 prednasok a 237 e-posterov

- S sekcii venované len AML (epidemioldgia/genetika; randomizované Studie; terapia; génova regulacia; metabolizmus/signalna regulécia)

- 4 pozvané prednasky

ZMENA LIECBY NOVODIAGNOSTIKOVANYCH STARSI
PACIENTOV S AML



AKUTNA MYELOBLASTOVA LEUKEMIA — RYCHLE FAKTY
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TERAPIA AML (1)

zhodnotit’ sposobilost’ pre zvazit vek, performance status, komorbidity, cytogenetiku/molekularnu genetiku,

intezivnu chemoterapiu Zelanie pacienta
mladi, fit pacienti starSi, menej fit pacienti
ciel lietby |ndukc.|avrer.n|3|e,. kQIVlj[I;OIOVVa,t oc.horeme,w ’
snaha o vylieCenie pacienta predlzit’ prezivanie a zlepSit

kvalitu zivota

Dohner H et al., Blood 2017; 129(4)
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TERAPIA AML (2)
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NCRI AML 16 $tudia
n=2782 starsich pacientov

n=1880 starsich pacientov
CR/CRI ~ 70%

60-dnova mortalita 15%
5-roéné OS 12%

n=902 starSich pacientov
CR/CRi ~ 28%
60-dnova mortalita 26%
5-ro¢né OS 10%

Lezenby M et al., Leukemia 2014; 28



TERAPIA AML (3)

oCakavania pri LD-ARA-C
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TERAPIA AML (4)
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1-ro¢né OS: 46,5% vs. 34,2%
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Dombret H et al. Blood. 2015; 126



NOVE LIECEBNE STRATEGIE

28.april 2017 3. august 2017
midostaurin lipozomalny
FLT3 inhibitor ~ daunorubicin

I 7T

20. 701 2018
ivosidenib
IDH1 inhibitor
R/R AML

2. méj 2019
21. november 2018 Ivosidenib
glasdegib IDH]1 inhibitor

hedgehog inhibitor de novo AML

I I

2017

2020

|

1. august 2017 1. september 2017

enasidenib gemtuzumab
IDH2 inhibitor 0zogamicin
R/R AML

21. november 2018
venetoclax
BCL2 inhibitor

®
28. november 2018
giltertinib
FLT3 inhibitor

Richard Capentier G, DiNardo CD, ASH Education Book 2019



NOVE LIECEBNE STRATEGIE
(NECIELENA TERAPIA)



pravdepodobnost’ prezitia
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VENETOCLAX A AZACITIDIN

CR/CRI 28%
n=241, median veku 75
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174 133 109 73 44 22 5 3 0
247 150 108 80 53 40 25 10 3 1 0

median OS: 10,4 mesiacov
1-ro¢né prezivanie: 46,5%

Dombret H et al. Blood. 2015; 126
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median OS: 16,9 mesiacov

1-ro¢né prezivanie: 57/%0

Pollyea D et al., ASH 2018
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VIALE-A STUDIA (1)

placebo + azacitidin (75 mg/m? s.c.) pocas prvych sedem dni (cyklus 28 dni)

V.S.

venetoclax 400 mg p.o. denne + azacitidin (75 mg/m? s.c.) pocas prvych sedem dni (cyklus 28 dni)

- Stadia fazy III: randomizovana, dvojito zaslepend, placebom kontrolovana

Primarny ciel’: celkové prezivanie (OS) a miera celkovych remisii (CR a CRIi)
Sekundarny ciel’: prezivanie bez udalosti (EFS), kvalita Zivota, transfuzna nezavislost,

https://clinicaltrials.gov



VIALE-A STUDIA (2)

- VvV ramene s azacitidinom: n=145

N median sledovania 20,5 mesiaca
- v ramene s azacitidinom + venetoclax: n=286

median OS v ramene s azacitidinom: 9,6 mesiaca

median OS v ramene s azacitidinom + venetoclax: 14,7 mesiaca
miera CR+CRI v ramene s azacitidinom: 28%0
miera CR + CRi v ramene s azacitidinom + venetoclax: 66%0

Stadia pokracuje... (plinované ukoncenie 23. maj 2021)
https://www.onclive.com/



VENETOCLAX — NEOCAKAVANY EFEKT U
PACIENTOV S NPM1 MUTACIOU (1)

Treatment Group (N = 288) HMA + VEN (n = 28) HMA (n = 47)
Median age, y 71 72
<b5 — —
55-65 2 8
>65 26 (median, 72) 39 (median, 75)
Performance status
0-1 15 (63) 23 (64)
2-3 9 (37) 13 (36)
AML subtype
De novo 25 (89) 35 (74)
Secondary AML 1 (4) 6 (13)
Treated secondary AML 2 (7) 6 (13)

Retrospektivna analyza pacientov z M.D. Anderson z rokov 2007-2019

NPM1 - NUKLEOFOSMIN 1

Intensive induction (n = 228) P
55 .0001
114
89
25 (median, 68) .004*
180 (87) .0002
27 (13)
213 (93) .001
4 (2) —

11 (5) —

Lachowiez CA et al. Blood Advanced. 2020; 4(7)



VENETOCLAX — NEOCAKAVANY EFEKT U
PACIENTOV S NPM1 MUTACIOU (2)
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OS pre NPM1+ a veku > 65 rokov

- venetoclax v kombinacii s azacititidom je vysoko efektivny
u pacientov s AML a NPM1+
- kombinacia Venetoclaxu a azacitidinu by sa mala zvazit’

ako cielena lie¢ba u starSich pacientov s AML a NPM1+
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roky v Studii

Treatment Group Median OS (years) p-value

HMA+Ven (n=26) NR -
HMA (n=39) 0.4 (.25-.56) < 0.001
IC (n=25) 0.9 (0.3-1.5) <0.001

Lachowiez G¥eetdt &labdBAubehriz@202029¢24)7)



VIALE-C STUDIA (1)

- Studia fazy 3: randomizovana, dvojito zaslepena, placebom kontrolovana

n/N (%)
Placebo + Venetoclax +

Characteristic LDAC (n = 68) LDAC (n = 143)
Age, y

Median 76 76

Range 41-88 36-93

=75 40 (59) 82 (57)
Male sex 39 (57) 78 (55)
AML type

De novo 45 (66) 85 (59)

Secondary 23 (34) 58 (41)
Secondary AML type

Therapy related 4/23 (17) 6/58 (10)

Prior hematologic 19/23 (83) 52/58 (90)

disorder

Wei AH et al. Blood. 2020; 135(24)



VIALE-C STUDIA (2)

Miera odpovedi | Median OS (95%CI)

Transfiizna nezavislost’

Kvalita zivota

\Venetoclax + LD-ARA-C

48% 8,4 (5,9-10,1)

37% zvySuje Sa

Placebo + LD-ARA-C

13% 4,1(3,1-8,1)

16% -

celkové prezivanie

celkové prezivanie + 6 mesiacov

0.70 (95% CI 0.50-0.98); p=0.04
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Wei AH et al. Blood. 2020; 135(24)



VIALE-C STUDIA (3)

- venetoclax v kombindacii S LD-ARA-C zvySuje miery odpovedi, transfiiznu nezavislost’
a kvalitu ziveta vs. LD-ARA-C samostatne
- median OS u pacientov s venetoclaxom + LD-ARA-C bol 8,4 mesiaca vs. 4,1 mesiaca

u pacientov len na LD-ARA-C

Wei AH et al. Blood. 2020; 135(24)



LD-ARA-C +/- GLASDEGIB U AML/MDS PACIENTOV

- faza Il klinickej stadie u pacientov s AML alebo vysokorizikovym MDS (n=132)

LD-ARA-C+Glasdegib | LD-ARA-C samostatne
median veku, roky 77 (63-92) 75 (58-83)
(rozsah)
CR/CRi (n,%) 20 (23) 25 (57)
median OS (mesiace) 8,8 4,9

- inhibicia Hedgehog signalnej drahy zvysuje senzitivitu podavanej chemoterapie a redukuje leukemickt naloz

- glasdegib je v sucasnosti vo faze III testovania...

Cortes J et al. Leukemia. 2019; 33(2)
Fukushima N et al. Cancer Sci. 2016; 107(10)



NOVE LIECEBNE STRATEGIE
(CIELENA TERAPIA)



IDH MUTOVANA AML

* IDH mutacia sa vyskytuje ~20% AML
- najcastejSie (~ 85%) sa vyskytuje pri de novo AML
- IDH1u ~8%AML; IDH2 ~12% AML

R/R AML — monoterapia IDH

) wxr . - w ivosidenib w enasidenib
vyssi vyskyt u starSich pacientov s AML (500 g raz denne) (100 mg raz denne)

53.2
* moZe sa vyskytnut’ pri progresii

- ~10-15% AML z MDS
- ~20-25% AML z MPN

419 35 5 38

IIJIJ.J.I[

CRi/CRp MLFS

od povede Dang L. Trends in Mol Med. 2010; 16(9)
. <y , Chou et al. Leukemia 2011; 25
IDH - izocitrat dehydrogenaza Molenaar et al. Leukemia. 2015; 29(11)

MLFS — morfologicky bez nalezu leukemickych buniek

% pacientov



IVOSIDENIB U UNFIT PACIENTOV S DE NOVO AML

Faza 1 klinickej Studie u pacientov s de novo AML a IDH1 mutaciou

Characteristic Patients with ND AML

receiving 500 mg ivosidenib
n=34

15/19

Female/male, n
Age, median (range), years
Age category, n (%)

60 to <75 years

76.5 (64-87)

275 years
Trvanie odpovede CR
Kaplan-Maier, krivka prezivania (6 mesiacov) 77,8%
77,8

Kaplan-Maier, krivka prezivania (12 mesiacov)

Celkové prezivanie, median (95%Cl), mesiace

12,6 (4,4, 25,7)

Trvanie sledovania, median (rozsah), mesiace

23,5 (0,6-40,9)

Roboz G et al. EHA©. 2018



IVOSIDENIB + AZACITIDIN U UNFIT PACIENTOV S DE NOVO
AML

* median Casu do prvej odpovede bol 1,8 mesiaca (0,7-3,8)
* median ¢asu do dosiahnutia najlepsej odpovede bol 3,6 mesiaca (0,8-6,7)

* median trvania odpovede nebol dosiahnuty

odpovede Ivosidenib+azacitidin (n=23)
ORR, n (%) 18 (78)
CR, n (%) 14 (60)
CRi, n (%) 2 (9)
MLFS, n (%) 2 (9)
12-mesacné OS 82%

DiNardo CD et al. SOHO. 2019




ENASIDENIB+ AZACITIDIN U UNFIT PACIENTOV S DE NOVO

AML
odpovede enasidenib+azacitidin (n=68) samostatne azacitidin (n=33)

ORR, n (%) 48 (71) 14 (42)

CR, n (%) 36 (53) 4 (12)

CRi, n (%) 7 (10) 4 (12)

MLFS, n (%) 2 (3) 2 (6)

PR 3(4) 4 (12)
Cas do prvej odpovede, mesiace, median (rozsah) 1,9 (0,7-9) 2 (0,8-5,8)
¢as do CR, mesiace, median (rozsah) 5,5(0,7-19,5) 3,7 (3,0-4.,1)

trvanie odpovede, mesiace, median (95%Cl)

24,1 (11,1, NR)

12,1 (2,8, 14,6)

« median OS bol 22 mesiacov pre enasidenib+azacitidin vs. 22,3 mesiaca pre azacitidin samostatne

* Median EFS bol 17,2 mesiaca pre enasidenib+azacitidin vs. 10,8 mesiaca pre azacitidin samostatne

 median sledovania bol 14 mesiacov

DiNardo CD et al. ASCO. 7501




FLT3 MUTOVANA AML (1)

FLT3-ITD u~ 25% a FLT3-TKD u ~ 10% AML

castejSic u mladych pacientov a s de novo AML

vedie ku kontinualnej aktivacii FLT3 receptora

FLT3 - FMS-like tyrosine kinase 3
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proliferacia a zvySené prezivanie

Litzow MR et al. Blood. 2015



FLT3 MUTOVANA AML (2)

Starsi pacienti s novodiagnostikovanou FLT3+ AML

Rezim Vek CR/Cri (%) Median OS, mesiace N
sorafenib + azacitidin 64 (24-87) 43 6,2 43
midostaurin + azacitidin 65 (21-85) 26 5,1 54
gilteritinib + azacitidin 76 (65-86) 67 8,7 15
quizartinib + azacitidin/LD-ARA-C 68 (>60) 83 21,1 12
azacitidin/decitabin + venetoclax >65 53 12-13 30
TKI + 10 dni decitabin s 70 (64-80) 100 NR 10
venetoclaxom

Strati P et al. AJH 2015; 90(4)
Esteve J et al. ASH 2018
Swaminathan et al. Blood. 2017
DiNardo CD et al. Blood. 2019
Maiti et al. ASCO poster 7519



TP53 MUTOVANA AML

* TP53~20% AML

APR-246 je nova trieda malej molekuly, ktor¢ indukuja apoptozu napriek mutovanému p353 proteinu,

tym ze opdtovne upravi konformaciu proteinu

Klinicka Stadia fazy Il — azacitidin + APR-246

Celkovo MDS AML MDS-MPN +
CMML
pocet hodnotenych pacientov, n 45 33 8 4
celkova miera odpovedi, n (%) 39 (87) 29 (88) 7 (88) 3 (75)
miera CR, n (%) 24 (53) 20 (61) 4 (50) NE
Trvanie CR, mesiace (median), 95%CI | 7,3 (5,8-NE) 7,3 (5,8-NE) 7 (3,3-NE) 1 (25)

Sallman D et al., ASH 2019
Furukawa et al. Cancer Sci. 2018; 109



CD33

Short N et al. Cancer Discov. 2020; 10(4)



AZACITIDIN + MAGROLIMAB U PACIENTOV S MDS/AML

CD47 = ,,nezjedz ma makrofag*

magrolimab (HU5F9-G4) je anti-CD47 protilatka; indukuje fagocytdzu makrofagmi

Udinnost’ MDS (n=33) AML (n=25)
ORR 30 (91%) 16 (64%0)
CR 14 (42%) 10 (40%0)
CRi - 4 (16%0)
PR 1 (3%) 1 (4%)
median ¢asu dosiahnutia prvej 1,9 1,9
odpovede (rozsah), mesiace
Median OS, mesiace NR NR

u pacientov s TP53 mutaciou a AML (n=12) bola ORR 75% a 6-mesac¢né OS bolo 91%

Sallman D et al., ASH 2019; abstract 569
Sallman D et al., ASCO 2020, abstract 7507



ZAVER - UROBME KROK VPRED

intezivna alebo menej intezivna terapia AML u starsSich pacientov?
- intezivna chemoterapia uz davno stratila svoj vyznam...

aké su preferované rezimy pri FLT3+ a IDH+ pacientov s AML?
- azacitidin + cielend terapia alebo azacitidin + venetoclax = obe rezimy su efektivne
- tripletna terapia???

je mozné predchadzat’ relapsu pri terapii venetoclaxom?

je mozné zabranit’ vzniku TP53 mutacie?

udrziavacia lie¢ba...?



juraj.sokol@uniba.sk

“To make an end is to make a beginning.”
T.S. Eliot



