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Bevezetés

A hematologia jelentds haladast ért el az utobbi ¢években a precizios medicina, az
immunterapia, a betegségek osztalyozasa ¢s a genomikal kutatasok terén.

Ezek az eldrelépések lehetdvé teszik a pontosabb diagnosztizalast és a betegségek
hate¢konyabb kezeléset.

1. Precizios medicina: Az egyenre szabott orvoslas egyre nagyobb teret nyer a
hematologiaban 1s. Az 0y terapias céelpontok felfedezeése, a molekularis profilok
elemzése €s az adatbanyaszat segitségével lehetdseg nyilik azonositani az egyéni
kezelésekhez sziikséges molekularis markereket ¢s genetikai variaciokat. Ennek
eredményeképpen a pacienseknek célzott, hatékonyabb ¢és kevesebb
mellékhatasokkal jaro kezelést Iehet biztositani.

2. Immmunterapia: Az immunterapia a hemato-onkologiai betegségek kezelésének
1) lehetOsége. Az immunterapids kezelések segitségevel a T-sejtek ¢és az
ellenanyagok aktivaljak a paciens sajat immunrendszerét, hogy felismerje €s
elpusztitsa a daganatsejteket. Az immunterapias kezelések sok esetben nagyon
hatékonynak bizonyultak (pl. malig. melanoma, NHL, ALL, és myeloma multiplex).




Bevezetés

= 3. Osztalyozas: A WHO (2022-es) hematoldgiai diagnosztikai rendszere lehetové
teszi a betegsegek pontosabb osztalyozasat az 0j diagnosztikali modszerek
segitségével (pl. NGS). Az osztalyozasok segitenek a kezelések pontosabb
tervezéscben ¢s a paciensek megfelelo kezelésének biztositasaban.

= 4. Genomikal kutatasok: Az 0j genetikai technoldgiak lehetové teszik a betegségek
okainak ¢s kialakulasanak mélyebb megértését. Az oroklodo hematologiai
betegségek kutatasa, valamint a malignus betegségek genomikai vizsgalatai
segitenek azonositani azokat a génmutaciokat, amelyek kulcsszerepet jatszanak a
betegsegek kialakulasaban valamint cé€lzott terapiaban.

= 5. Hematopoetikus dssejt-transzplantacio: A hematopoetikus dssejt-
transzplantacié (HSCT) egy ismert hatékony terapia egyes malignus hemato (-onko)-
logial betegségek kezelésében. Az utdbbi években a HSCT kezel¢sek hatékonysaga
¢s biztonsaga jelentosen novekedett. Az el0rehaladasok a donor kivalasztasban, az
Ossejt forrasokban ¢€s az eldkezelésekben 1s tortentek, amelyek segitik az Ossejt
transzplantaciok sikerét ¢s csokkentik a szovodmények kockazatat.




Immmunterapia

Az onkohematoldgiai betegségek kezeléseben az immunterapia egy nagyon jelentds,
1) fejezetet jelent.

Az immunterapiak az utébbi 25 évben nagyon jelentds szerepet kaptak a malignus
hematologiai betegségek kezelésében.

A DLBCL és FL kezelésében az R-CHOP-hoz adott anti-CD20 (rituximab) a talélési
eredményeket jelentdsen javitotta.

Az immunellendrzdpont-gatlok (PD1, PD-L1) hatasossaga sok esetben ravilagitott a
T-sejtek szerepére €s a betegben jelenlevo funkciondlis immunvalasz meglétere.
Mindezen eredmények szamos fontos informacioval szolgaltak a klinikusoknak.

Betegeknél rendelkezésre all a daganatsejteket legy6zni képes sajat immunrendszer,
csak azt megfeleld mddon segiteni kell. A daganatsejtek elleni hatasban a T-sejteknek
van nagyon fontos szerepiik, melyet az antitestek képesek segitent.

CAR-T kezelés ma mar standard része az onkohematologiai betegek kezelésének
(DLBCL, FL, MM, ALL, AM L, EtC.). DOI:10.1556/2068.2023.00158




Immmunterapia

A legtobb vizsgalat bebizonyitotta, hogy olyan betegcsoportokon, ahol eddig mar nem nagyon
tudunk kelld terapias valaszt €¢s érdemi tulelést elérni, a CAR-T-kezeles 1ényegesen javithatja a
betegek tuleléseét.

Megftigyelhetd az a tény, hogy a kezeles eredményesseége hamar eldol, €s a kezelésre nagyon jol
reagalo betegek rendkiviil j0l jarnak a terapia alkalmazasaval.

Ez ravilagit arra, hogy azt kell vizsgalni, hogy milyen mddon tudnank a nem reagalo
betegekben moduldlni a CAR-T-hatast €s benniik is valaszt kivaltani.

Itt 0 terapias iranyvonalak vannak fejlddOben, pl. a CAR-sejtek tovabbi genetikai
modositasaval.

Az agressziv betegségek kezelése soran nagy kihivas, hogy a limfocita aferezistol a kezelésig
eltelt 1dot hogyan lehet athidalni. A legtobb betegnel sziikseges valamilyen kezelés.

Ma mar eldrehaladott klinikai vizsgalatok folynak allogén (,,0ff the shelf”) CAR-T-kezeléssel
is. Ennek eldnye, hogy szinte azonnal elérhetd és a CAR-T-receptor mellett felszini molekulai
1s editalva vannak, megsziinik a HLA-restrikci0, ¢s eltavolithatdak a gatlo szignalt kozvetito
felszini molekulak is a sejtrol.

DOI:10.1556/2068.2023.00158




AML

Az AML napjainkban is azon onkohematoldgiai betegségek egyike, melyek gyogyitasaban
¢s kezelésében 2017-2108-1g csak szerényebb eredményeket tudtunk felmutatni.

2017-2108-6ta radikalis valtozasoknak vagyunk tantii az AML kezelésében.

Az AML-val kapcsolatos ismeretek az utobbi években a citogenetikanak és molekularis
biologidanak koszonhetden jelentdsen boviltek.

cr 7

intenziv indukcios kemoterapiara ¢s 2) azonosithato-e olyan mutacio, melyre célzott
terapia elérheto.

Az AML-es betegek mintegy 60-70%-a 60 év felett és rossz prognozissal jar.

Az id6sek az intenziv kemoterapiat nagyon rosszul toleraljak, a CR 50% alatti, tobbnyire
rovid tartamu, a tartds talélok aranya 10% alatt van.

Az 1doskoru betegek kezelése ma Is megoldatlan, a gyakorlatban az idds betegek kezelése
egyéni ¢s nagy koriltekintést igényel.




AML SEER 2024-es adatok

» Becsiilt 1) AML esetek 2023-ban: 20,800

" Az 0sszes 1) rakos eset %-a: 1.0%

* Az AML becsiilt halalozasi szama 2024-ben: 11,220

" Az 0sszes rakos haldlozas %-a: 1.8%

= 5 ¢ves tulelési %: 31.9% (2014-2020)
* Median ¢€letkor diagnozis idején: 68 ev

= Magyarorszagon ¢vente 300-400 0y felnott esetet diagnosztizalnak.
= Evente kb. 10-15 uj AML-es gyerek keriil felismerésre.




Az AML terapias fejlodésének attekintése: 1973 - 2017
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Early destruction of leukemic infiltration in
the induection phase of treatment may reduce
the duration of time most hazardous for in-
fection as well as the total period of necessary
hospitalization. Daunorubicin produces rapid
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A 2017-es ELN iranyelv altal megfogalmazott terapias megkozelités és terapias célok

Evaluate eligibility for intensive induction chemotherapy*

= -

Eligible Not eligible

»

“7+3” induction Low-dose cytarabine
or hypomethylating agents

Chemotherapy or hematopoietic
cell transplant consolidation® Best supportive care

GOAL.: Induce remission; GOAL.: Control disease progression;
treatment with curative intention Improve survival and quality of life

* Patients should participate in clinical trials if possible; * Depending on age and risk genetics.

Doéhner H, et al. Blood 2017; 129:424-447.




Az AML jelentos fejlodése az elmult ot évtizedben

Post-remission  Intensive consolidation GO first
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Yates, Cancer Chemother Rep.1973 Cytogenetlcsl MOIECUIar mal‘kers
and interactions?

EMA orphan designation and FDA approval in 2000

APL, acute promyelocytic leukemia; ATO, arsenic trioxide; ATRA,; all-trans retinoic acid; AZA, azacitidine; GO, gemtuzumab ozogamicin; HiDAC, high-dose cytarabine;
MRD, minimal residual disease; RIC, reduced-intensity conditioning; VVen, venetoclax.

1. Rowe JM. Best Pract Res Clin Haematol 2019; 32:101094; 2. Wang ZY & Chen Z. Blood 2008; 111:2505-2515; 3. Ali S, et al. Oncologist 2019; 24:e171-e179;

4. US FDA. FDA approves Mylotarg for treatment of acute myeloid leukemia. Available at:
https://www.fda.gov/news-events/press-announcements/fda-approves-mylotarg-treatment-acute-myeloid-leukemia (accessed September 2020);

5. DiNardo CD, et al. N Engl J Med 2020; 383:617-629; 6. Wei AH, et al. Blood 2019; 134:LBA-3. 7. Guillermo Garcia-Manero et. Al. Blood (2020) 136 (6): 674-683. DOI:10.1182/blood.2019004143
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Uj lehetoségek az AML Kkezelésében

Mig az AML kezel€se tovabbra 1s terapias kihivas, az (1) lehetdsegek kialakitottak
egy precizios medicina keretrendszert.

Az imnnovativ hatdsmechanizmusokkal rendelkezd gyogyszerekkel egyiitt egy
teljesen uj AE profilok is megjelentek, amelyek gyakran egyedileg kapcsolddnak
egy bizonyos gyogyszerosztalyhoz.

Az AML specializalt leukémia kozpontokban jobban kezelhetd, mint nem
specializalt ellatohelyeken.

A jelenlegi bizonyitekok az AML kezelésenek jovojet mutatjak a személyre szabott
— -kezelés kivalasztasa,

— -biztonsagi tervezese,

— -betegseg megfigyelése,

— -terdpias valasz monitorozasa, €s

— -relapszuskor az adaptiv rezisztencia mechanizmusainak Ujraértékelésében.




Az International Consensus Classification hierarchikus AML klasszifikacioja

DOI: 10.1182/blood.2022016867

>10% myeloid blasts or blast equivalents in the bone marrow or blood?®

Complex karyotype and/or
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ELN 2022 riziko klasszifikacio

Risk Category Genetic abnormality
Favorable 1(8;21)(922;g22.1)/RUNX1::RUNX1T1a

inv(16)(p13.1922) or t(16;16)(p13.1;q22)/CBFB::MYHllg

Mutated NPM1 without FLT3-ITD"
bZIP in-frame mutated CEBPA®
Intermediate FLT-1TD (irrespective of allelic ratio or NPM1 mutation)

t(9;11)(p21.3;q23.3)/MLLT3::KMT2Ag
Cytogenetic and/or molecular abnormalities not classified as favorable or adverse
Adverse t(6;9)(p23;934.1)/DEK::NUP214

t(v;11923.3)/KMT2A rearranged (excluding KMT2A-PTD)

1(9;22)(934.1;q11.2)/BCR::ABL1
(8;16)(p11;p13)/KAT6A::CREBBP
inv(3)(g21.3qg26.2) or (3;3)(q21.3;026.2)/GATA2, MECOM(EVI1)

1(3926.2;v)/MECOM(EVI1)-rearranged
=5 or del(5q); =7; —17/abn(17p)

Complex karyotype (change in definition)g; Monosomal Karyotype
Mutated ASXL1, BCOR, EZH2, RUNX1, SF3B1, SRSF2, STAG2, U2AF1, or ZRSR?'

Mutated TP53 (Variant Allele Frequency >10%)

DOI: 10.1002/ajh.26822



https://onlinelibrary.wiley.com/doi/10.1002/ajh.26822#ajh26822-note-0006_69
https://onlinelibrary.wiley.com/doi/10.1002/ajh.26822#ajh26822-note-0007_70
https://onlinelibrary.wiley.com/doi/10.1002/ajh.26822#ajh26822-note-0008_71
https://onlinelibrary.wiley.com/doi/10.1002/ajh.26822#ajh26822-note-0009_72
https://onlinelibrary.wiley.com/doi/10.1002/ajh.26822#ajh26822-note-0010_73
https://onlinelibrary.wiley.com/doi/10.1002/ajh.26822#ajh26822-note-0011_74

Fejlodo diagnosztikai és kezelési paradigma az ujonnan diagnosztizalt AML

Assessment of patient characteristics: age, comorbidities, performance status, prior exposure to chemotherapy or radiotherapy
Comprehensive profiling of AML: morphology, immunophenotype, cytogenetics, molecular analysis

Patient ELIGIBLE for intensive chemotherapy Patient INELIGIBLE for intensive chemotherapy

| | y |
t-AML or
CBF-AML @'3 mutatiD Others AML-MRC < FLT3 mutation IDH1/2 mutation )
v v ¥ |

Intensive chemo

+ FLT3 inhibitor

(midostaurin or
guizartinib)

HMA + venetoclax or
LDAC + venetoclax or
LDAC + glasdegib

Intensive chemo
(ie, 7+3)

Intensive chemo CPX-351

+ gemtuzumab

J =
Intermediate-risk cytogenetics 'IDH1/2 muta@ FLT3 inhibitor IDH1 (IDH2) inhibitor
g + HMA e S
Add Add venetoclax? /’
gemtuzumab Add glasdegib? IDH1/2 inhibitor? /’
’
/
4

HSCT or
oral AZA maintenance

Richard-Carpentier. Hematology Am Soc Educ Program. 2019;2019:548.




Kezelési algoritmus Gjonnan diagnosztizalt, intenziv terapiara alkalmas AML betegek szamara

Patients with ND-AML
eligible for intensive induction

CBF
(all favorable?)

FLT3 mutated Without targetable mutations tAML, AML-MR CK and/or TP53

v

\ 4

Intensive
chemotherapy +
Midostaurin
(*Quizartinib)

v

Intensive CPX351

HMA +Ven

Intensive
chemotherapy + GO

chemotherapy

Response evaluation by morphology, MRD (Flow, PCR, NGS)

Salvage <= Refractory disease —l

regimens (Fig. 4) Morphologic Remission (+/- MRD)

Post remission therapy
based on ELN 2022 risk, patient goals of care + fitness, donor availability

ELN Favorable risk ELN =~ liate &
r MRD+? Adverse risk

Consolidation

FDA approved Transplant ineligible —

Transplant eligible — AlloSCT
+/- maintenance (FLT3i, HMA+/- Ven)

chemotherapy +/- GO
(3-4 cycles)

consolidation chemotherapy

Investigational +/- CC-486

DOI: 10.1002/ajh.26822




Fitt betegek intenzifikalt kemoterapias lehetoségei

Fit for intensive chemotherapy

Induction Consolidation* Maintenance

AML with FLT3 mutation

Daunorubicin 60 mg/m?2 IV d1-3; or idarubicin 12 mg/m? IV d1-3; and
cytarabine 100-200 mg/m?/d CIV d1-7; plus midostaurin 50 mg q12h
PO d8-21

Re-induction: either 2nd cycle “7 + 3” or regimen containing higher dose
of cytarabine, each plus midostaurin, preferable the latter in patients
with no response to 1st cycle

3-4 cycles of IDAC 1000-1500 mg/m? IV (500-1000 mg/m?2 if >60 y
old) over 3h g12h d1-3; plus midostaurin 50 mg q12h PO d8-21 (in all
cycles)t

Midostaurin 50 mg q12h PO d1-28, g4 wk, over 12 cyclest

Non-FLT3 mutant§

Daunorubicin 60 mg/m? IV d1-3, idarubicin 12 mg/m? IV d1-3, or
mitoxantrone 12 mg/m? IV d1-3; and cytarabine 100-200 mg/m?/d CIV
d1-7

Re-induction: either 2nd cycle “7 + 3” or regimen containing higher dose
of cytarabine, preferable the latter in patients with no response

3-4 cycles of IDAC 1000-1500 mg/m? IV (500-1000 mg/m? if >60 y
old) over 3h q12h d1-3

Oral azacitidine 300 mg PO daily d1-14, g4 wk, until disease
progression||

Other options||

Gemtuzumab ozogamicin (GO) for CD33-positive AML, favorable (or
intermediate) cytogenetic risk

Daunorubicin 60 mg/m? IV d1-3 and cytarabine 100-200 mg/m?/d CIV
d1-7; plus GO 3 mg/m? (maximum dose 5 mg) IV, d1, 4, 7. GO is also
widely administered on day 1 of induction only.

Re-induction (if not in CR/CRh/CRi) may be with daunorubicin 60
mg/m? IV d1-2 and cytarabine 1000 mg/m?2 IV (500-1000 mg/m? if >60
y old) over 3h q12h d1-3 without GO

2-4 cycles of IDAC 1000-1500 mg/m? IV (500-1000 mg/m? if >60 y
old) over 3h g12h d1-3. GO 3 mg/m? may be added on d1 (in up to 2
cycles).

Consider omitting GO if allogeneic HCT is planned to reduce the risk of
veno-occlusive disease.

CPX-351 for AML with myelodysplasia-related changes or therapy-
related AMLY

CPX-351 100 U/m? (daunorubicin 44 mg/cytarabine 100 mg) IV d1, 3,5
Re-induction (if not in CR/CRh/CRIi): CPX-351 100 U/m? IV d1, 3 only

1-2 cycles of CPX-351 65 U/m? (daunorubicin 29 mg/cytarabine 65 mg)
IvVdi, 3

Common salvage regimens in patients not responding to initial induc

tion or with relapsed disease who are candidates for intensive therapy

Gilteritinib (AML with FLT3 mutation)

Gilteritinib 120 mg PO QD d1-28, g4 wk, until disease progression

Intermediate-dose cytarabine# (with or without anthracycline)

Cytarabine 1000-1500 mg/m?2 IV over 3h gq12h d1-3 (500-1000 mg/m? in patients > 60y); with or without daunorubicin 60 mg/m? IV d1-3; idarubicin 8-10 mg/m? IV d3-5; or mitoxantrone 8-10 mg/m? IV d1-3

Fludarabine 30 mg/m? IV d2-6; cytarabine 1500-2000 mg/m? IV over 3h, starting 4h after fludarabine infusion, d2-6; idarubicin 10 mg/m2 IV d2-4; G-CSF 5 pg/kg SC d1-5; additional G-CSF may be administered

FLAG-IDA** starting 7 d after end of chemotherapy until WBC count > 0.5 x 10%/L
Consider dose reduction in patients >60 y: fludarabine 20 mg/m?; cytarabine 500-1000 mg/m?; idarubicin 8 mg/m?
MEC Mitoxantrone 8 mg/m? IV d1-5; etoposide 100 mg/m? IV d1-5; cytarabine 1000 mg/m? IV d1-5
CLAG-M Cladribine 5 mg/m? IV d1-5; cytarabine 2000 mg/m? IV d1-5 (starting 2h after cladribine infusion); mitoxantrone 10 mg/m? IV d1-3; G-CSF 300 ug SC d0-5

Allogeneic HCT

Consider transplantation for patients with primary refractory disease, for patients in second CR (or CRh, CRi) or with major cytoreduction but still active disease following salvage therapy. Consider second
transplantation under certain conditions. Perform early HLA typing.

Salvage options if not a candidate for intensive chemotherapy

Gilteritinib (AML with FLT3 mutation)f+

120 mg PO QD d1-28, g4 wk, until disease progression

Ivosidenib (AML with IDH1 mutation)i

500 mg PO QD d1-28, g4 wk, until disease progression

Enasidenib (AML with IDH2 mutation)?

100 mg PO QD d1-28, g4 wk, until disease progression

DOI: 10.1182/blood.2022016867




Kezelési algoritmus Gjonnan diagnosztizalt, intenziv terapiara nem alkalmas AML betegek szamara

patients with ND-AML = 75 years or
otherwise not fit for intensive induction

IDH2 mutation IDH1 mutation Without targetable mutations FLT3 TP53 and/or CK

v

v v

HMA + Ven HMA 4V,
AZA + Ivosidenib ; .en
: : Investigational
Ivosidenib

Response evaluation by morphology, MRD (Flow, PCR, NGS)

Salvage h Refractory disease ;

regimens (Fig. 4) Morphologic Remission (+/- MRD)

Post remission therapy
based on ELN 2022 risk, patient goals of care + fitness, donor availability

r ELN Favorable risk ELN Intermediate &

Adverse risk
Continue therapy Transplant eligible — AlloSCT
+/- transplant +/- maintenance (FLT3i, HMA+/- Ven)

FDA approved

Transplant ineligible — continue

therapy until progression

Investigational

DOI: 10.1002/ajh.26822




Az intenziv kemoterapiara nem alkalmas betegeknél felmeriilo betegség-specifikus mutdciokon alapulo
célzott kezelések helye a klinikai gyakorlatban

Actionable mutations | Broad approach
FLT3: Gilteritinib1-3 * Hedgehog: Glasdegib!?
é P —_—
rs Y _ /
FLT3-ITD and -TKD h A The Hh pathway is A0
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and proliferation? / l N suppression, and stem cell e
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Mlloch
. . . BIM ondrio
IDH mutations lead to Venetoclax is an inhibitor f\, 1)
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regulation and altered QOIS and chemoresistance?! Cytochrome |
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differentiation e Caspase
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1. Bohl SR, et al. Int J Mol Sci 2019; 20:E1983; 2. Adapted from: Dohner H, et al. N Engl J Med 2015; 373:1136-1152;
3. Adapted from: Aberger F, et al. Cell Commun Signal 2017; 15:8; 4. Pollyea DA, et al. Blood Adv 2019; 3:4326-4335;
o o . ) 5. EMA website. Available at: https://www.ema.europa.eu/en/medicines/human (accessed May 2021);
Gilteritinib and enasidenib are currently approved in the R/R setting only.>” 6. Venclyxto® (venetoclax). EMA Summary of Product Characteristics, May 2021
7. FDA-Approved Drugs. Available at: https://www.accessdata.fda. gov/scrlpts/cder/daf/lndex cfm (accessed May 2021).




Intenziv kemoterapiara nem alkalmas betegek lehetoségei

Regimen

Recommended dosing

Azacitidine or decitabine + venetoclaxt,

Azacitidine 75 mg/m? SC/IV d1-7 (alternatively d1-5 + d8-9) or decitabine 20 mg/m? IV d1-5;
venetoclax dose ramp up: 100 mg d1, 200 mg d2, 400 mg PO QD d3-28

» Adjust venetoclax dose if concurrent strong CYP3A4 inhibitors: 10 mg on d1, 20 mg on d2,
50 mg on d3, 100 mg (or lessi) PO QD from d4

Low-dose cytarabine + venetoclaxt,i

Cytarabine 20 mg/m? SC daily, d1-10; venetoclax dose ramp up: 100 mg d1, 200 mg d2, 400 mg
d3, 600 mg d4-28 PO

» Adjust venetoclax dose if concurrent strong CYP3A4 inhibitors: 10 mg d1, 20 mg d2, 50
mg d3, 100 mg (or less}) PO QD d4-28

Azacitidine + ivosidenib
(AML with IDH1 mutation)

Azacitidine 75 mg/m2 SC/IV d1-7 (alternatively d1-5 + d8-9); ivosidenib 500 mg PO QD d1-28;
both g4 wk, until progression

Ivosidenib (AML with IDH1 mutation)

For very frail patients, ivosidenib 500 mg PO QD d1-28 as monotherapy, until progression may
be considered

Best supportive care

Including hydroxyurea; for patients who cannot tolerate any anti-leukemic therapy, or who do
not wish any therapy

1.DOI: 10.1182/blood.2022016867
2.DOI: 10.1186/513045-023-01424-6




Kezelési algoritmus relabalt vagy refrakter AML betegek szamara

Patients with R/R AML

FLT3 mutation Without targetable mutations TP53 and/or CK

mutation
\4 v

HMA + Ven
Investigational

Salvage chemotherapy
IDH1/2 inhibitors Giteritinib (e.g MEC, FLAG-IDA)

(+/- HMA +/- Ven) (+/- HMA +/- Ven)

GO monotherapy
Chemo/HMA + Ven

Response evaluation by morphology, MRD (Flow, PCR, NGS)

Refractory disease ﬁ

Morphologic Remission (+/- MRD)

Transplant eligibility

AlloSCT history, fitness, donor availability + goals of care

Previous AlloSCT Transplant ineligible

Transplant eligible

Immunosuppression
tapering? DLI? Transplant eligible — AlloSCT

FDA approved

Transplant ineligible — continue
therapy until progression

Immunotherapy? +/- maintenance (FLT3i, HMA+/- Ven)
Second AlloSCT?

Investigational

DOI: 10.1002/ajh.26822




Az AML megcélzasa antitestekkel

Deliver cytotoxic agents to leukemic cells

» GO: CD33 antibody—calicheamicin conjugate

= Tagraxofusp-erzs (CD123-directed cytotoxin) for
BPDCN

= lomab-B (CDA45 radioimmunoconjugate)
= 225Ac-lintuzumab (CD33 radioimmunoconjugate)

= |IMGN779 (CD33 antibody-drug conjugate)

Bring T-cells into proximity of leukemic cells

=  Pivekimab sunirine (IMGNG632) (CD123 antibody—
drug conjugate)

= Flotetuzumab (bispecific CD3/CD123)

=  AMV564 (bispecific CD3/CD33)

Williams. J Clin Med. 2019;8:1261. Venugopal. Curr Hematol Malig Rep. 2021;16:89.

ADC

Radioimmunoconjugate Ab
ADC
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A leukémias blasztok és az immunsejtek interakcoja a csontveloben

Ivuxolimab m=) 0x40 4-1BB

Macrophage Sabatolimab —ITIM-3

TCR

Magrolimab .
\(Evorpacept MHC-I/II* /\pD_]_
Anti-PD-1
7 wﬂ *=pva \ TR

PD-L1
Ontorpacept

SIRPa

HC-I/II\

« CD28

Myeloid Blast

Anti-PD-L1

CD70

PD-L1

APC

PD-1
Durvalumab Cusatuzumab mss)p
Avelumab
Pembrolizumab Atezolizumab
Nivolumab

Green: Stimulatory Red: Inhibitory

Bewersdorf. Blood Rev. 2021;45:100709.




Kovetkeztetés

Az AML terapias megkozelitése az elmult 10 ¢évben nagyban
megvaltozott.

A patofiziologia jobb megertese szamos 1) készitmeny
engedelyezeésehez vezetett €s lehetsegesse valt mar kisszamu
malignus sejt detektalasa is.

Az AML heterogén betegsegcsoport, mely betegre szabott tanacsadast
¢s terapias megkozelitést 1igényel, azonban szamos kerdeés meg
megoldatlan maradt.

Elj6tt a személyre szabott orvoslas ideje AML-ben! Ehhez kell
alkalmazkodni a klinikai vizsgalatoknak 1s, akar kisebb szamu beteg
bevalogatasaval.




A B-ALL Kkezelésének fejlodése

Adult acute lymphoblastic

leukemia

pre-phase therapy
+induction
therapy

consolidation
therapy

(a ™
standard-risk
patients with hematopoietic
maintenance persistant MRD stem cell
therapy positivity receive transplantation
HSCT (HSCT)
\ J N y

J Hematol Oncol 16, 22 (2023). https://doi.org/10.1186/s13045-023-01409-5

July 2014 July 2017
November 2011 Blinatumomab vs. SOC Blinatumomab
Mini-HCVD-InO TOWER Trial FDA approval
[ ] [ ]
June 2010 October 2012
InO InO vs. S0C December 2015
monthly INO-VATE Trial Blinatumomab

R/RALL Older FL Ph- ALL

R/RALL

R/RALL R/RALL

R/R Ph-ALL

MRD-positive ALL

R/R Ph- ALL R/R ALL

FL Ph- ALL

R/R ALL

February 2018
Blinatumomab-Ponatinib

Ph+ ALL

MRD-positive ALL
at10?

May 15, 2018
Mini-HCVD-InO-
Blinatumomab

March 2018

Blinatumomab for MRD
FDA approval

March 2011 February 2013 November 2016
In0 Mini-HCVD-InO HCVAD_
oSkt Blinatumomab
. HUllllllllllllll!llllll(l“‘llllr .
January 2012 : December 2014 : August 2017
Blinatumomab ' . .
: Blinatumomab : InO
+ Accelerated FDA approval : FDA approval

In0-Blinatumomab for

Older FL& R/R ALL

September 2021
Dose dense mini-
HCVD-InO-
Blinatumomab

October 2020

older 270 years
R/R then FL ALL

FL & R/R Ph- ALL

MRD-positive ALL FL Ph- ALL

December 2020
HCVAD-
Blinatumomab-InO

November 2018
In0




Immunterapia felnottkori relabald/refrakter ALL-ben

Genetically modified
CD19-targeted T-cell

Tumor cell

Nucleus TCR

°% Blinatumomab CD19
Internalization

Calicheamicin
binds to DNA

i:,?)/& CD22, >90%+
Calicheamicin B-precursor
Inotuzumab ALL cell
ozogamicin Tumor cell
BiTE and CAR T-cell therapies engage the immune system to fight ALL
O

Maino. Exp Rev Hema. 2016;9:563. Slide credit: clinicaloptions.com
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Osszegzeés
Az ALL kezelése lassan fejlodik, azonban fejlodik!

Az 1y terapias kombinaciok megjelenese, pl. a 2-3. generaciés BCR::ABL1 ¢s az
antitestek, megkérdojelezi az intenziv kemoterapia sziikségessegét €s hosszat, sot az
alloHSCT-t is. Az 1 terapias torekvésekkel a felndttkort ALL a gyermekkori ALL-hez
hasonlo, j6 prognozisu korkeppé valhat.

cr 7

elnyqjtott intenziv kemoterapia idOtartalma valosziniileg rovidiilni fog, mig az intenzitas
is csokkenhet (pl. az idOskori vagy a Ph pozitiv esetekben), melyet nagyban segithet a
TKI-k és a célzott terapiak (pl. CAR-T sejtek, BCL-2 inhibitorok) elterjedése.

Az 1y gyogyszerek engedelyezeését hatraltatja, hogy a randomizalt vizsgalatok
eredményei sokszor a publikacio idejére mar elavulnak.

A Bayes-alapt és a prospektiv vizsgalatok gyarapodasatol sok eredmeény varhato, mely
felgyorsithatja az 0 terapias lehetdségek bevezetését.

J Hematol Oncol 16, 22 (2023). https://doi.org/10.1186/s13045-023-01409-5




Szamos jo Ag célpont limfomaban (B-sejtes)

Cell Type

Expression Rate

Examples

CD19

CD22

CD25

CD30

CD37

CD79b

B cells
(pre and mature)

B cells
(pre and mature)

Activated T cell
GC B cells
RS cells

RS Cells
Some T Cells

B cells
(pre and mature)

B cells
(mature)

FL 100%
DLBCL 90%

FL 82-99%
DLBCL 82-99%
HCL 100%

RS ~100%
T cells (variable)

?

FL 100%
DLBCL 100%

Coltuximab ravtansine
Denintuzumab mafdotin
ADCT 402

Inotuzumab ozogamicin
Pinatuzumab vedotin
Moxetumomab pasudotox

ADCT 301

Brentuximab vedotin

Naratuximab emtansine

Polatuzumab vedotin

Slide credit: clinicaloptions.com
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B-sejtes limfomara kifejleszett CD20/CD3 bispecifikus antitestek

CD20+ Cell Lysis T-cell
target cell I

¢ Anti-cD20 %

Anti-CD20 Anti-CD3

Anti-CD3/TCR

Human IgG4 *Human IgG4
(binds Protein A) (does not bind Protein A
due to dipeptide
substitution in FC)
Odronextamab Mosunetuzumab
(V) (IV/SC)

Anti-CD20

Single
matched

point mutations
in CH3 domain

Epcoritamab
(SC)

Humanized mouse IgG1-based mAb

Castaneda-Puglianni. Drugs Context. 2021;10:2021. Bannerji. ASH 2020. Abstr 42. Budde. ASH 2018. Abstr 399.
Hutchings. Lancet. 2021;398:1157. Engelberts. eBioMedicine. 2020;52:102625. Hutching. ASH 2020. Abstr 403.

Anti-CD3

High affinity
binding to CD20
on B-cells ~_

/

CD3 T-cell
engagement

Silent FC .~
increases half
life, reduces
toxicity

Glofitamab
(V)




CAR T-Cell kezelés a LBCL kezelésében

Axicabtagene Ciloleucel

Hinge/spacer D28
Transmembrane R
Costimulatory CD238

Primary activation CD3

Gene transfer type Retrovirus

van der Stegen. Nat Rev Drug Discov. 2015;14:499.

Tisagenlecleucel

W -

CD8a

35355555 DHDND DN M )SSSSSSSWSSSSSSSSS gg DI NI DD I
2

pararadaae

3

»
2

4-1BB

CD3(

Lentivirus

Lisocabtagene Maraleucel

FMC63

CD28

Extracellular

HIND DI NN HHFHHHHHRID MR RN DD
33332222?2?2 DRRRRARVR2RRXARAR22RRAR2AR
Cytoplasm
4-1BB
CD3
Lentivirus

Slide credit: clinicaloptions.com
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CAR T-sejt terapia

Manufacturing

tuson | ncy

Median manufacturing time: 17-28 days

1 1 1
| | |
1 1 1
| | |
' - ] I I
Collect patient’s own | Isolate and : Engineer T-cells  Expand i Infuse same patient | eg, CD19, BCMA
white blood cells E activate T—cells: with CAR gene Targeting element i CAR T-cells E with CAR T-cells E ' '
|
i ® : (eg, CD19, BCMA) E i i
. 0® i@ : : :
(-
! .. | Spacer : : :
: : Transmembrane | | : :
: 1 i | domain : : :
: : Viral Costimulatory : | |
: @ ) vector CAR- domain (eg, : - -
. @@ | with : CD28 or4-1BB) | ! ! !
: .“ . CAR engineered _ | , |
! ' DNA T-cell QD3( .(essentlal. : : :
] I signaling domain) |1 I ]
| | 1 | |
1 1 1
| | |
1 1 1
| | |
1 1 1
: : :

Patients undergo lymphodepleting (and possibly salvage/bridging) therapy

Majors. EHA 2018. Abstr PS1156. Lim. Cell. 2017;168:724. Sadelain. Nat Rev Cancer. 2003;3:35.
Brentjens. Nat Med. 2003;9:279. Park. ASH 2015. Abstr 682. Axicabtagene ciloleucel PI. Tisagenlecleucel PI.




CAR T-sejt terapia

iti CAR Patient stays within a
Initial consult . T-cell infusion . Y :
¥ Lymphodepletion certain radius of
Evaluation (Fludarabine, Cyclophosphamide) Hospitalization treating facility
¥ — (duration varies) until approximately
Apheresis 5 -4 -3 2-10 14 Day 30
I +/- bridgin I I I I I I I I I
4-6 hr cﬁemotieri
Py Approximate toxicity timeline

} CRS  IEE—
| % ICANS —
T-cell manufacturing LS | infection

3-7 weeks omain Vector | Cytopenias

CAR

Domain l

Beaupierre. J Adv Pract Oncol. 2019;10(suppl 3):29. Cho. Front Immunol. 2018;9:1821.
Ciltacabtagene autoleucel PI. Idecabtagene vicleucel PI. Perica. Biol Blood Marrow Transplant. 2018;24:1135.




Follicularis lymphoma kezelési algoritmusa

Remission Status “Standard Approach”
n R2
>2yr mmm) = R/O-chemo
’ =  Rituximab alone
= Novel agents (below)

Still FL = (Clinical trials
Advanced Stage FL LRI " / \
Grade 1_32 mmm) |mmunochemotherapy =)  Bx <2yr mmm)  Consider “Novel Therapy”
+ Maintenance = SCT?
N\ .
Transformation = Targeted therapy (3L)
— PI3K
l — Tazemetostat
Continue Immunochemotherapy * CART-cells(3L)
Surveillance +SCT = Bispecific antibodies (3L)

=  BTKi combinations?
= (Clinical trials




Follicularis Lymphoma: Modern terapias ajanlas

Select Bendamustine + rituximab or Optional Consolidation:
First-line obinutuzumab Rituximab or obinutuzumab
Treatment R-CHOP or O-CHOP
Options R-CVP or O-CVP
Lenalidomide + rituximab*®
Rituximab
Select Options for R/R Disease After 2? .Lines:
Second-line Bendamustine + obinutuzumab  R-CHOP or O-CHOP Copanlisib i
Treatment Bendamustine + rituximab R-CVP or O-CVP Taz.emetc.Jstat
Lenalidomide + rituximab Tazemetostat’ Axi-cel, tisa-cel

Options

Mosunetuzumab

*Guideline recommended option. TIf no satisfactory alternatives. *If tumor positive for EZH2 mutation.

Get customized treatment recommendations from 5 FL experts with the
CCO Interactive Decision Support Tool (update coming soon!): clinicaloptions.com/FLTool

NCCN. Clinical practice guidelines in oncology: B-cell lymphomas. v.5.2022. nccn.org. Mosunetuzumab PI.



clinicaloptions.com/FLTool

Elso vonalbeli kezelési lehetoségek az ujonnan DLBCL-hez

First-Line Therapy Options

First-Line Therapy Options For Very Frail Patients or

Those >80 Yrs of Age with Comorbidities

R-CHOP (preferred) R-CDOP
R-CEPP
Dose adjusted EPOCH + R R-mini-CHOP
\_ R-GCVP Y,
First-Line Therapy Options For Patients —
with Poor LVEF Optional First-Line Consolidation
DA-EPOCH + R
R-CDOP
R-CEPP Lenalidomide maintenance
R-CEOP
\_ R-GCVP AR /

NCCN. Clinical practice guidelines in oncology: NSCLC. v5.2021. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

DLBCL kezelési lehetoségek masodvonalbeli és késobbi vonalokban

Second-Line and Subsequent Therapy Options For Second-Line and Subsequent Therapy Options For Those
Intention to Proceed to Transplantation Who Are Not Transplantation Candidates

Polatuzumab vedotin + bendamustine £ R

DHAP % R (preferred)

DHAX % R (preferred) CEPP +R

GDP * R (preferred) CEOP + R

ICE + R (preferred) DA-EPOCH + R
ESHAP £ R s
T GemVin £ R
GemOx + R Rituximab
K MINE £ R / \_ Tafasitamab + lenalidomide J

Useful in certain circumstances

Brentuximab vedotin (CD30+ disease)
Bendamustine + R
| Ibrutinib (non-GCB DLBCL) I
\_ Lenalidomide + R (non-GCB DLBCL) )

NCCN. Clinical practice guidelines in oncology: NSCLC. v5.2021. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

DLBCL kezelési lehetoségek masodvonalbeli és késobbi vonalokban

Consolidation After Alternate Second-Line Therapy

Allogeneic hematopoietic cell transplant (nonmyeloablative or myeloablative) for
patients in CR/PR after alternative second-line therapy

Third-Line and Subsequent Therapy Options

Anti-CD19 CAR T-cell therapy (only after >2 previous lines of therapy):
Axicabtagene ciloleucel
Lisocabtagene maraleucel
Tisagenlecleucel

Loncastuximab tesirine (only after 22 previous lines of therapy)

Selinexor (only after >2 previous lines of therapy, including patients with PD after
\ transplantation or CAR T-cell therapy) /

NCCN. Clinical practice guidelines in oncology: NSCLC. v5.2021. Slide credit: clinicaloptions.com
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CLL kezelési indikaciok
« A tiinetmentes, korai stadiumu (Rai 0-1) betegek nem igényelnek kezelést, a rendszeres hematoldgiai kontroll
vizsgalatuk elegendd.
» Az inaktiv, korai stadiumu betegség azonnali kezelése nem javitja az osszesitett talélést!
» Kezelés az alabbi esetekben sziikséges:
« Elorehaladott stadiumu betegség (Rai I11-1V vagy Binet C-D)
* Aktiv betegséeg (alabbiak koziil legalabb egy teljesiil):
* Csontvel6 elégtelenség, anaemia, trombocytopenia
* Tiineteket okozo splenomeghalia, ha a 1ép >6 cm-rel meghaladja a bal bordaivet
* Progressziv lymphocytosis (>50% emelkedés 2 honap alatt, vagy a lymphocyta kettdzodési ido
[LDT] <6 honap)
« Extranodalis manifesztacio okozta tiinetek (pl. bor, tiido, vese, stb.)
« Steroidokkal nem kezelheté autoimmun manifesztaciok (pl. AIHA, ITP, stb.)
» B-tiinetek jelenléte (Icgalabb egy):
« >10% fogyas 6 honap alatt
* Gyengeség (ECOG 2 vagy rosszabb)
« >38 °C laz legalabb 2 hétig, melyet nem infekcié okoz
- Ejszakai izzadas >1 honapig, melyet nem infekcio okoz

Hallek M, et al.: iwCLL guidelines for diagnosis, indications for treatment, response assessment, and supportive management of CLL. Blood. 2018 Jun 21;131(25):2745-2760.




BTK gatlok CLL-ben (Jovahagyott és jelenlegi statusz)

Ibrutinib Acalabrutinib Zanubrutinib Pirtobrutinib
o W
n ™ \'\‘{\Q{ /m‘
{ \w\ \ K Y /’;//
” BTK—V — \\.‘ \ f ““’ /W/é’f? =
. Percent Inhibition SNWLE
2\ @ 100% R, \\\7y 7 -
- 99.9% cMG}-&“ \ 4/ f_;—-?e
® 99% to 99 9% D N,
& 95% to 99% 27 o\ N
» 90% to 95% Zh A
. 65% to 90% ' =)\

-+ =65%

Currently FDA approved*
Currently FDA-approved for patients with CLL for patients with CLL

(frontline and R/R settings) after 22 prior lines of
therapy, including a BTKi
and a BCL-2i

*Accelerated, provisional approval.

Ibrutinib PI. Acalabrutinib Pl. Zanubrutinib PI. Pirtobrutinib PI.




GAIA/CLL13: Fix ideji First-line terapia CLL terapia Venetoclax + Anti-CD20 Ab + Ibrutinib-al

= Multicenter, randomized, open-label phase Il study with recruitment in 10 countries (DE, AT, CH, NL, BE, DK,

SE, FI, IE, IL) Stratified by age (<65 vs >65 yr),

stage, and region 28-day cycles
1 Ibrutinib + Venetoclax + Obinutuzumab*$* 12 cycles Y, 6 cycles O,
/ (n = 230) —> continuation of | up to cycle 36
allowed if MRD detectable

Fit patients with CLL. Venetoclax + Obinutuzumab™$
(CIRS <6, CrCl 270 mL/min); —*

. (n=230)
no previous therapy for CLL;

: Venetoclax + Rituximab™
no TP53 mutation or del(17p) —, ) — 12 cycles V, 6 cycles R
(N = 920) (n =230)

\ CIT: FCR or BR*
—> 6 cycles

—> 12 cycles V, 6 cycles O

(n = 230)

= Primary endpoints: MRD negativity (<1 CLL cell per 10,000 leukocytes analyzed [0.01%]) for venetoclax +
obinutuzumab vs CIT; PFS for | + V + obinutuzumab vs CIT

*<65 yr, FCR; >65 yr: BR. "V standard ramp-up 20-400 mg, then 400 mg/day, cycles 3-12. *Rituximab 375/500 mg/m? Day 1, cycles 1-6.
SObinutuzumab 1000 mg Day 1, 8, 15 of cycle 1, then Day 1 of cycles 2-6. #lbrutinib 420 mg/day from Day 1, cycle 1.

Eichhorst. NEJM. 2023;388:1739. NCT02950051.




GAIA/CLL13: Hatékonysag

UMRD in PB at 15 Mo
| +V + 0O vs CIT: 92.2% vs 52.0%, P <.0001

| |

100 7 v+0vs CIT: 86.5% vs 52.0%, P 1.0
<6061 ]
£ g0 | — 0.8-
c S .
S V + Rvs CIT: 57.0% vs 52.0%, P = Q
= 37 I 5 "
Lc::_ 60 - S 0.6
o
S a 1
2 — 04
E 40 - &
- o
E 0.2 1
2 0 -
Or
cl V+R V+0O + R
n =229 n =237 n =229 n=231 V+0
I+V+0

Eichhorst. NEJM. 2023;388:1739. Eichhorst. ASH 2021. Abstr 71. Eichhorst. EHA 2022. Abstr LB2365.

Regimen Median PFS, Mo
PFSat 3 Yr 1+V+0 NR
V+0 NR
V+R 52.3
CIT 52.0

Median follow-up: 38.8 mo (range: 0-59.2)

3-Yr PFS, %
90.5
87.7
80.8
75.5

60

HR (97.5% CI; P Value)
I+V+O0vsCIT: 0.32(0.19-0.54; <.000001)
V+O0vsCIT:  0.42(0.26-0.68; <.0001)
V +Rvs CIT: 0.79 (0.53-1.18; .183)
0 12 24 36 48
Mo From Start of Treatment
229 197 172 98 28
237 226 212 119 32
229 221 208 125 42
231 227 217 132 44




CAPTIVATE: 4 éves kovetési analizis (els6 vonalbeli Ibrutinib + Venetoclax kezelés CLL/SLL-ben)

PFS
100+
801 Treatment
_ period =
— 60-
S
(%2)
L
a. 404
del(17p)/TP53 Unmutated All Treated
i Mutation IGHV Patients
20 (n=27) (n=89) (n=159)
4-yr PFS rate, % 63 73 79
(95% ClI) (41-79) (62-81) (71-84)
0 T T T T T T T T
0 6 12 18 24 30 36 42 48
Patients at Risk, n Mo
del(17p)/TP53 mutation 27 26 26 21 21 19 19 14 13
Unmutated IGHV 89 85 85 #9es kovetés79 72 59 58
All treated patients 159 153 152 144 143 132 130 115 111

Ghia. ICML 2023. Abstr 155. Reproduced with permission.

All
patients
ulGHV

del(17p)
/TP53

0s All pati
100_ I " 4 " patients
W ulGHV
del(17p)/TP53
801 Treatment
_ period
60
40+
del(17p)/TP53 Unmutated All Treated
i Mutation IGHV Patients
20 (n=27) (n=89) (n =159)
4-yr OS rate, % 96 97 98
(95% ClI) (76-99) (90-99) (94-99)
0 T T T T T T T T
O 6 12 18 24 30 36 42 48
Mo
27 26 26 25 25 25 25 25 24
89 86 86 84 84 83 83 82 79
159 155 154 151 150 149 149 148 143

powered by Cea

Slide credit: clinicaloptions.com
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Szakértoi algoritmus: Relabalt/ferakter CLL terapia

. ge s p
No indication = \enetoclax + rituximab/obinutuzumab

Prior cBTKi = {-\Iternate cBTKi if discontinued due to
intolerance

Observe
= Acalabrutinib * obinutuzumab

Prior BCL2i Zanubrutinib

Relapsed/

Treatment -

refractory indicated?

CLL/SLL

= Acalabrutinib £ obinutuzumab
Zanubrutinib

Venetoclax + rituximab/obinutuzumab
(only for non-del(17p)

Prior cBTKi
and BCL2i

Resistance mutation?

Indication

(double \

present

refractory) Pirtobrutinib

Nemtabrutinib clinical trial

y

= CAR T-cell therapy




Myeloma multiplex

(A) Newly Diagnosed Transplant Eligible
Standard Risk High Risk
Dara-VRd or Isa-VRd x 3-4 cycles l ‘ Dara-VRd or Isa-VRd x 3-4 cycles
Cryopreserve stem cells
Early ASCT and continue induction x Early ASCT
5-8 cycles
Lenalidomide Lenalidomide Bortezomib plus Lenalidomide
maintenance maintenance maintenance
(B) Newly Diagnosed Transplant Ineligible
Standard Risk High Risk
Frail Not Frail Frail Not Frail
VRd x 8-12 Dara-VRd or Isa- VRd x 8-12 Dara-VRd or Isa-
cycles and VRd 8-12 cycles cycles and VRd 8-12 cycles
lenalidomide and lenalidomide and
maintenance, or lenalidomide plus bortezomib lenalidomide
maintenance maintenance plus bortezomib
DRd maintenance

DOI: 10.1002/ajh.27422

(A) First Relapse

Not Refractory to Lenalidomide*

} |
Mot refractory to Dara-refractory or
CO3E moAB Ralapse while on
CO3E moAB
| }
DRd KRd (preferrad)
ERd, IRd
{Alternatives)

Refractory to Lenalidomide*

} |
Mot refractory to Dara-refractory or
CD38 molB Relapse while on
CO3E moAB
} }
DKd or Isa-Kd HGd or KPd
Or {praferrad)
DPd or Isa-Pd
Wid or EPd
{Alternatives)

*Consider salvage ASCT in patients eligible for ASCT who have not had transplant before;
Consider 2™ auto SCT if eligible and had =36 months response duration with maintenance to
first ASCT; Consider cilta-cel if high risk and poor response to gquadruplet based initial therapy.

(B) Second and subsequent relapse

First Relapse Options

Additional Options

! }
i B CAR-T or Bispecific antibody
Consider one of the options listed for Belantamab

first relapse that contains two drugs
that the patient is not refractory to

Selinexor-based regimen;

Bendamustine-based regimens;
Venetoclax for ¢11;14) myeloma;
Anthracycline-containing regimen




Kezelési kopas myeloma multiplexben

Patients
reaching
line of
therapy, %

Attrition v l

by line of 34% 23% 23% 14%
therapy, %

In every new line of therapy, 15%-35% of patients are lost

Yon K et al. Br J Haematol. 2016;175:252.
| Fonseca R et al. BMC Cancer. 2020;20:1087




Vazlat és agensek R/R MM-hez

Approved agents for early relapse

Which combinations and sequence may be best?

Prednisone Melphalan Thalidomide Bortezomib Panobinostat Isatuximab
Dexamethasone Cyclophosphamide Lenalidomide Carfilzomib Selinexor Daratumumab
Liposomal doxorubicin Pomalidomide Ixazomib [Venetoclax] Elotuzumab
DCEP/D-PACE/CVAD Cilta-Cel
Bendamustine Ide-Cel
Teclistamab

Belantamab




Ko0szonom a megtisztelo figyelmet!
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