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Nova lecba u AML

11.2018
.04.2017. 08.2017 Glasdegib | 05.%'019_b
Mldqsta.\u.rln | CPX-351 Hedgehog inhibitor vosideni
FLT3 inhibitor Lipos dauno+arac IDHz inhibitor

- Nova AML ,
Nova Nova t-AML/ paliace Nov? AML
FLT3+AML AML-MRC Kombinace s paliace

7+3 a HDAC monoterapie Monoterapie

LDAC

R/R

, r- - -
RIR Nova nebo R/R RIR FLT3+ AML Nova AML , \
- CD33+AML D AML monoterapie paliace | P.0. CC-486 I
monoterapie Kombinace/ 1y AN Komb s udrzovaci |
P monoterapie monoterapie 11.2018 LDAC/HMA | b I
N Gilteritinib l ecbd ]
09.2017 7.201
08.201 . . FLT

2917 Gemtuzumab Ivosidenib L3 11.2018 S ==

Enasidenib 0zogamicin IDH1 Il Venetoclax

IDH2 inhibitor 9

BCL2
inhibitor

Anti-CD33 ADC inhibitor




Nova lecba u AML

1. Kurativni lecba



AML nova diagnoza n——

AML ,, de novo" na IHOK rozdéleno podle véku a lecebného zameéru:

<60 let > 60 let
[n=552 (42%)] [n=763 (58%)]
Paliativni Symptomaticka
2% 2% Symptomaticka

Paliativni

. Kurativni
Kurativni



AML kurativni lecba ATOS®
el

the Cz€ch eukemia
study group for life
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Midostaurin u AML — mechanismus ucinku

FLT3-ITDs

ATP binding site/ FLT3-TKD
catalytic domain

RYDAPT

Inhibice receptorové signalizace
Inhibice bunécné proliferace
Indukce apoptozy




Midostaurin u AML -registracni studie

Celkové preziti

Midostaurin plus Chemotherapy for Acute
Myeloid Leukemia with a FLT3 Mutation

R.M. Stone, S.J. Mandrekar, B.L. Sanford, K. Laumann, S. Geyer, C.D. Bloomfield,
C. Thiede, T.W. Prior, K. Ddhner, G. Marcucci, F. Lo-Coco, R.B. Klisovic, A. Wei,
J. Sierra, M.A. Sanz, J.M. Brandwein, T. de Witte, D. Niederwieser, F.R. Appelbaum,
B.C. Medeiros, M.S. Tallman, J. Krauter, R.F. Schlenk, A. Ganser, H. Serve,

G. Ehninger, S. Amadori, R.A. Larson, and H. Déhner
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Stone et al., NEJM 2017



Midostaurin u AML - indika¢ni kritéria SUKL

e V(R pfipravek registrovan 2017, Ghrada stanovena 2019

Pacient s nové diagnostikovanou AML s ECOG o-1 (bez vyznamnych
komorbidit) s mutaci genu FLT3 v kombinaci se standardni indukci (1-2 cykly)

a konsolidaci (az 4 cykly) s kurativnim zamérem.

Interni hematologicka
@ a onkologicka klinika
FN Brno a LF MU

32 %
FLT3+

= 10 pacientd
[rok
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Midostaurin u AML — praxe na IHOK O s

FN Brno a LF MU

Lécebna odpovéd:

Komplikace MIDO:

(median sledovani — 14 mésici — min 2, max 35)

RD

Toxicita gr. % pacientl

Jaterni toxita gr. 1-2 70

Relaps Jaterni toxita gr. 3-4 20
Bolest hlavy gr.1-2 10

Nausea gr.1-2 20

CR Zvraceni gr.1-2 10

1 pacient zemrel - RD

* 4 pacienti byli Iéceni kombinaci MIDO+GO



Mylotarg®
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GO u AML — mechanismus ucinku
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* Stasi R., Evangelista M.L., Buccisano F., Venditti A., Amadori S.,
Gemtuzumab ozogamicin in the treatment of acute myeloid leukemia,
Cancer Treatment Reviews, Volume 34, Issue 1, 2008:49-60,

* Godwin C.D., Gale R., Walter R. Gemtuzumab ozogamicin in acute myeloid
leukemia. Leukemia 2017:1855.



Gemtuzumab ozogamicin u AML - v case

* GO 9 mg/m?
D1 a D1y

« CD33+AML
relaps >60 let,
paliace

* jaterni

A phase 3 study of gemtuzumab ozogamicin during induction and

¢ blood

postconsolidation therapy in younger patients with acute

myeloid leukemia

Stephen H. Petersdorf,” Kenneth J. Kopecky, 2 Marilyn Slovak,® Cheryl Willman,* Thomas Nevill,* Joseph Brandwein,®
Richard A. Larson,” Harry P. Erba,® Patrick J. Stiff,® Robert K. Stuart,'® Roland B. Walter," Martin S. Tallman,"" Leif Stenke, '

and Frederick R. Appelbaum’

* Indukce +/- GO 6 mg/m?

D4

* Udrzovaci +/- GO smg/m?

3*a 28 dni

* Stejny CR, RFSa0S

THE LANCET
Oncology

Addition of gemtuzumab ozogamicin to induction
chemotherapy in adult patients with acute myeloid
leukaemia: a meta-analysis of individual patient data from
randomised controlled trials

fihu H Estey, Hervé Dombret,

* CHTvs.CHT+GO

‘@ haematologica

Gemtuzumab ozogamicin for de novo acute
myeloid leukemia: final efficacy and safety
updates from the open-label, phase Il

ALFA-0701 trial

Juliette Lambert,* Cécile Pautas,? Christine Terré,* Emmanuel Raffoux,*

* reexprese CD33

* incidence VOD
asociovana s
max. koncentraci
GO po 1.davce

toxicita, * Vys$i mortalitas GO * Redukce RFS a zlepseni OS u
prolongovana L AML s nizkym a stfednim e rozlozeni celkové
cytopenie * Studie predtasné rizikem dévky dovice dnd
* 3mg/m?2vs. 6 mg/m?stejna > fc:lle.m.tsmGz(e)nl
ucinnost, ale nizsi toxicita oxicity
2000 2010 2014 2017 2019
schvalen GO stazen z trhu FOA schvalen ALFA-0701 trial



Gemtuzumab ozogamicin u AML
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Event-Free Survival (%)

HR, 0.56 (95% CI: 0.42—0.76)

2-sided P=0.0002

— GO arm

Median EFS, 17.3 months (95% ClI: 13.4—30.0)

Gemtuzumab ozogamicin for de novo acute
myeloid leukemia: final efficacy and safety

updates from the open-label, phase Il

ALFA-0701 trial

Juliette Lambert,* Cécile Pautas,? Christine Terré,®* Emmanuel Raffoux,*

Preziti bez udalosti:

- == Control arm
Median EFS, 9.5 months (95% CI: 8.1—12.0)
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21 16 10 5

Pfizniva+stredni
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Nepfrizniva

cytogenetika

Preziti bez udalosti rozdéleno do skupin:

Hazard ratio (95% CI)
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Lambert et al., Heamatologica 2019



GO u AML - indikac¢ni kritéria SUKL

e V(R pripravek registrovan 2018, Ghrada stanovena ¢erven 2020

Pacient s nové diagnostikovanou CD33+ primarni AML v kombinaci s cytarabinem a
daunorubicinem v pfiznivém nebo strednim cytogenetickém riziku s ECOG o-1

(ECOG2 bez vyznamnych komorbidit) v 1 indukci a 2 konsolidacich.

60 %
AML

= 15 - 20 pacientd

[rok




GO u AML - praxe na IHOK | O iieron

FN Brno a LF MU

Lécebna odpovéd: Komplikace GO:
(median sledovani — g mésici - min 1, max 12)

Jaterni toxicita gr. 1-2 67
Relaps Jaterni toxicita gr. 3 13
Kolitida 47
vOoD 7
Cholecystitida 13
Krvaceniz GIT 13

Délka trombocytopenie gr. 3-4 po 1. indukci — median 26 dni vs. 23 dni bez GO (ve studii 34 dni vs. 29 dni)

Lécba GO ukoncena pro komplikace u 27% pacientl vs. 30% pacientU ve studii

* 4 pacienti byli Iéceni kombinaci MIDO+GO
* 1 pacientka zemrela na komplikace lécby



GO a MIDO u AML - kazuistika O e

FN Brno a LF MU

e 12/07/2020 - prijem na IHOK JIP

— 41 lety muz - tesar - fumator

— OA +FA:sine

— NO: vahovy ubytek 15 kg za 3 tydny, nechutenstvi, infekt nosohltanu

— ECOG 2, bledy, hypertrofie tonsil, jatra + 20cm pres oblouk, slezina +10cm pres oblouk

— LEU 426 HGB 32 HKT 0,12 TRO 35 NEDIF BUNKY+BLASTY 94 %
— INR 1.6 FBG 1,4 aPTT 47 AT 80 DD 1,3

— UREA 13 KREA 236 KM 1006 CRP 42 LD 37

— Klinicky bez znamek leukostazy, laboratorni znamky TLS

- Akutni myeloidni leukémie, CD33+, FLT3-ITD, FLT3-TKD, RUNX21



GO a MIDO u AML - kazuistika O e

FN Brno a LF MU

e 21/07/2020 - start intenzivni lécby v kombinaci s GO a MIDO

— Indukce + konzolidace
— Komplikace: kolitida s mnohocetnymi ulceracemi céka a kolon ascendens s krvacenim do GIT

—> Lécebna odpovéd: CHR s MRD,,, negativitou”

e 30/10/2020- Den o - alogenni HSCT od HLA identického bratra (Flu-Bug)

e 21/06/2021 - D234 po alogenni HSCT

- ECOGo
— Imunosuprese ukoncena k 28/01/2021, kompletni chimerismus, bez znamek GvHD
— Trva kompletni hematologicka remise s MRDmol negativitou

* Detekce pomoci pacient specifické kvantitativni real-time PCR



2. Udrzovaci lecba



Azacytidine v udrzovaci lecbe u AML

AML v 1. CR po intenzivni lécbé

Azacitidine 300 mg p.o./ Placebo & 24 hodin D1-14

a28dni

Celkové prezivani

P<0.001 by stratified log-rank test

1.0-pee
0.9+
0.8
0.7+
0.6+
i A SRR e e SO
0.4+
034  14.8 mo (95%Cl, 11.7-17.6)
0.2+
0.1

0.0 T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78

Difference, 9.9 mo

24.7 mo (95% Cl, 18.7-30.5)

Probability of Survival
Y

Placebo

Months since Randomization

______>

Probability of Relapse-free Survival

Extenzivni faze

Pacienti vrameni s AZA

pokracuji v lécbé

Preiiti bez relapsu

P<0.001 by stratified log-rank test

Difference, 5.3 mo

10.2 mo (95% Cl, 7.9-12.9)

0.19 4.83mo (95% Cl, 4.6-6.4)

Placebo
0.0 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72

Months since Randomization

* AZA prodluzuje median celkového preziti o 10 mésicu a preziti bez relapsu o 5 mésicd v porovnani s placebem.

Wei et al., Heamatologica 2019



AZA+venetoclax v udrzovaci lecbe u AML

Part 2 —-randomizace 1:1

Parta

AML Vv 1. CR bez
aloSCT

Azacitidine 36 mg/m2s.c. D1-5 4 28 dni celkem 6 cykl{

+ Venetoclax 400 mg p.o. D1-28 celkem 24 cykl0

Azacitidine 36 mg/m2s.c. D1-5 34 28 dni

+ Venetoclax 400 mg p.o. D1-28
Nejlepsi dostupna lécba

N
Pro-apoptotic
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3. Lécba relaps/refrakterita



AML relaps

Proportion of patients without death

N® at risk
Total:
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Celkove prezivani relabovanych AML:

0.2+
0.0 ! | T T T T | T | | |
0 12 24 36 48 60 72 84 95 108 120 132
Time from relapse (months)
2Zfif 108 78 &7 45 3% 23 15 1 8 7 4

Q9
@c@

the Cz€ch leukemia
study group for life

Celkové prezivani podle typu lécby relapsu:

0.8

o
o
|

— Curative therapy with alloSCT (N = 107)

= = Curative therapy without alloSCT (N = 110)
== Palliative therapy (N = 26)

= = Symptomatic therapy (N = 34)

Proportion of patients without death

AlogenniSCT

Kurativni bez aloSCT

0.2+
Paliativni
Symptomaticka
0.0 | \ T T 1 | \ T 1 1 \
0 12 24 36 48 60 72 84 96 108 120 132
Time from relapse (months)

N° at risk
Curative with alloSCT. 107 66 51 38 3N 30 20 14 " 8 T 4
Curative without alloSCT: 110 35 23 19 14 9 3 1
Palliative therapy: 26 6 2
Symptomatic therapy: M 2



Gilteritinib u FLT3+ relabované/refrakterni AML

Probability of Survival

Hazard ratio for death, Median
0.64 (95% Cl, 0.49-0.83) Overall Survival
P<0.001 (95% Cl)

mo
9.3 (7.7-10.7)
5.6 (4.7-7.3)
Gilteritinib
Salvage chemotHerapy l

T T T T T T T T T
6 9 12 15 18 21 24 27 30 33

Months

V CR je pfipravek registrovan od roku 2019,
ma stanovenou Uhradu od 1.6.2021

Pripravek Xospata je indikovan jako
monoterapie k Iécbé dospélych pacientd, ktefi
maji relabujici nebo refrakterni akutni
myeloidni leukemii (AML) s mutaci FLT3

ATA"40mg ¥
th?ho%arr'l)é tablety / filmom obalené tablety
2 . PP
gilteritinibum / glltermmb

a zitie
oralni podani/ peroralne pouZ!
er

N A
Y3 P

Perl et al., NEJM 2019



Gilteritinib u AML - kazuistika O e

FN Brno a LF MU

e 07/10/2019 - prijem na IHOK

— 46 leta zena bez komorbidit

— LEU 89 HGB 61 TRO 73 BLAST 65%
— INR 1.3 fbg6 aPTT 52 AT 103 DD 3
— CRP230 LD 12

— Bez znamek leukostazy

—> Akutni myeloidni leukémie, FLT3-TKD, RUNX1, KRAS - high risk dle ELN 2017

—> Refrakterni AML FLT3+ po 2* indukci a 2* salvage terapii FLAG



Gilteritinib u AML - kazuistika O [

FN Brno a LF MU

Gilteritinib 120 mg Gilteritinib 200 mg
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|_
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50 A
0,4 -
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D1 D6 D17 D29 D36 D42 D54 D62 D75

BM, kostni dfef; D, den lé¢by Vyvoj hodnot krevniho obrazu po podani pfipravku Xospata



Gilteritinib u AML - kazuistika O e

FN Brno a LF MU

e 25/05/2020 - Den o — alogenni 9/20 MUD HSCT (FLAMSA+TBI4/Cy)

e 21/06/2021 - D+392 po alogenni transplantaci

— Bezimunosuprese, bez znamek GvHD, kompletni chimerismus

—> Trva lécebna odpovéd: CR s MRD,, negativitou



4. Paliativnilecba



AML paliativni lecba

Pravdépodobnost preziti

Celkove prezivani (OS) u AML lécenych paliativneé

Cas od data diagndzy (roky)

15

Median | 95% 1S
. | 0,3-0,4
0,3 rokud ok
Rok oS
1 26,4 %
2 16,4 %
3 12,2%
4 10,2 %
5 8,8%
6 8,4 %
8 7,3 %
10 6,5 %
12 5,6 %
14 4,5 %
16 4,5 %

e
C el

the Cz€ch eukemia
study group for life

Export dat: 02/07/2020



Venetoclax+azacitidin v paliativni lecbé AML

Nové diagnostikovana AML nevhodna k intenzivni lecbe:

Probability of Overall Survival

Median follow-up, 20.5 mo (range, <0.1-30.7)
Hazard ratio, 0.66 (95% Cl, 0.52-0.85)
P<0.001

*w,_ Azacitidine plus venetoclax

Months

(

\_

Dosazeni CR vrameni AZA/VEN vs.
AZA/PBO: 37 % vs. 18 %
Median OS v rameni AZA/VEN vs.
AZA/PBO: 15 vs. 10 mé_sicJﬁ

J

DiNardo et al., NEJM 2020



Z 3 =
Midostaurin u AML - registracni studie

* Midostaurin zlepsuje vysledky lécby ,de novo“ FLT3+ AML po

pridani k induk¢ni a konzolidacni lécbé s pfijatelnou toxicitou

* Gemtuzumab ozogamicin zlepsuje vysledky ,,de novo™ CD33+ AML

v pfiznivé a stredni cytogenetické skupiné v kombinaci s induk¢ni a Gemtuzumab ozogamycin u AML
konzolidaéni léébou “

— protrahované hluboké trombocytopenie a krvacivé komplikace

— riziko venookluzivni nemoci jater (VOD)

* Gilteritinib predstavuje ,bridge® k alogenni transplantaci u

relabovanych i refrakternich FLT3+ AML

B -~ AloscT



Zavery

* Venetoclax v kombinaci s azacytidinem predstavuje léek s AZAvvenetoclax v udrzovaci 6che u AML

obrovskym potencialem zlepseni lécebnych vysledk( u AML

nnnnnn
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Dékuji za pozornost



