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CLL

e Terapia v roku 2021

* Chemo-free lie¢ba (1.linia a liecba R/R CLL)
» Casovo ohrani¢ena lie¢ba

* MRD- riadena liecba
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CLL treatment algorithm in 2021 (evidence-based)
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Consider AlloSCT
Repeat veetodax (long treatment-free period); Trials (CAR-T, reversible BTKi, etc); ?CIT or idelalisib+rituximab O Patient choice
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CLL treatment algorithm in 2021 (evidence-based)
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Venetoclax +
rituximab (24mo)

Consider AlloSCT

Repeat venetlax (long treatment-free period); Trials (CAR-T, reversible BTKi, etc); ?CIT or idelalisib+rituximab
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CLL treatment algorithm in 2021 (evidence-based)

Earlier stage,
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Terapia

2021

Venetoclax +

rituximab (24mo)

2™ line Ven+R or BTKi

Consider AlloSCT
Repeat venetoclax (long treatment-free period); Trials (CAR-T, reversible BTKi, etc); 2CIT or idelalisib+rituximab o Patient choice

| Connecting Hematology For Clinical and Research Excellence
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* 1. linia Casovo ohranicenej terapie |1+V vs.
CHLB+O

" ’ * >65 r alebo 18-64 r s CIRS >6/znizeny cl/cr
Oh ranicend  Vlyluéeni pacienti s de/TP53mut/del 17
terapia * -3 cykly = 12 cyklov I+V vs 6 cyklov CIT

Figure 1. Progression-free survival assessed by independent review commi ttee
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FIXED-DURATION IBRUTINIB AND
VENETOCLAX (I+V) VERSUS CHLORAMBUCIL
PLUS OBINUTUZUMAB (CLB+0O) FOR
FIRST-LINE (1L) CHRONIC LYMPHOCYTIC
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LEUKEMIA (CLL): PRIMARY ANALYSIS OF
THE pHASE 3 GLOW STU DY o Hazard ratio (95% Cl): 0.216 (0.131-0.357); p < 0.0001

T T T T T T T T T T T
0 3 5] <] 12 15 18 21 24 a7 30
Months From Date of Randomization
Patients at risk

I+4 106 28 98 94 a2 a a9 a7 Fil 58 20
Clb+0 105 104 101 a5 93 B3 54 A7 38 25 (3




1. Linia CLL

PRIMARY ANALYSIS OF THE FIXED-DURATION COHORT FROM THE PHASE 2 CAPTIVATE STUDY OF FIRST-LINE
IBRUTINIB + VENETOCLAX FOR CHRONIC LYMPHOCYTIC LEUKEMIA/SMALL LYMPHOCYTIC LYMPHOMA o_c
* |brutinib + venetoklax (12

cyklov) — studia CAPTIVATE
(faza 2)

-159 pacientov (median 60 r)
- UMRD u > 2/3 pacientov

- hlboké a dIhé remisie

130 (96) - bez ohladu na rizikovu

genetiku

06 (91-88)

66/76 (87
— w1
w1

EHA Library. N. Allan J. 06/09/21; 324555; S147




1. Linia CLL

* ELEVATE TN — vysledky, 4-rocné sledovanie

e Acalabrutinib vs Acalabrutinib + Obinutuzumab vs Chlorambucil +
Obinutuzumab

* Potvrdenie lepsich vysledkov liecby A+ /-0 vs CLB + O

* Navysenie KRz 21 % na 27 %
* Bez novych neziaducich ucinkov
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1. Linia CLL =

Obinutuzumab

( MRD- - | HovON 139/Give study
trial design e .

= Obinutuzumab
° V4 == Venetoclax
riadena = -
= Venetoclax
iecba) : X il
= i treatment
g /l\PR. CR
=
=
§ Maintenance
=
= oA Arm B:
= A ; V maintenance will be stopped if pa
. . : : = : : : 12 cycles MRD guided reach blood MRD-negativity at any
EHA Library. Levin M. 06/09/21; 324557; S149 E v "?“e"a";:" B paviones oy e Venstacix Venetoclax timepoint following randomization.
, addiionzl oy Patients, who are MRD negative at
\ / randomization will not start V

Off protocol
treatment




1. Linia CLL

MRD- | |
riadena

liecba

EHA Library. Levin M. 06/09/21; 324557; S149
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Total cohort induction treatment: response & MRD

ORR at randomisation NA ® highMRD+ = lowMRD+ ® uMRD
100
2; 3%

G 75
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-
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.§ S50
-
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Baseline end end end
=CR = PR ®SD induction | induction llinduction Il
(-} C14P8 Q4asMm
End of End of 12
combination cycles VEN
treatment

MRD: quantitative highly sensitive flow cytometry by six-color flow cytometry with a sensitivity of at least 10-4 as previously using an internatiol

standardized approach. MRD-catagories: low (<10-4, i.e. less than 1 CLL cell per 10,000 leukocytes), intermediate (210-4 and <10-2) and high (21
Undetectable MRD (uMRD) is defined as <10-4

4
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l After randomisation: (MRD guided) 1 year V consolidation

Primary endpoint:
Proportion of patients who have MRD negative bone marrow after maximum 24 cycles of venetoclax and no progression according to IWCLL criteria

at any earlier time point after randomization.

/ . |
1. Linia CLL 1 - gl
e V maintenance in all patients for 12 V maintenance will be stopped if patients reach

e T T

additional cycles blood MRD-negativity at any timepoint
following randomization. Patients, who are MRD
negative at randomization will not start V

ri a d e n a/ 32 patients: 28 received 12 cycles of V 70 patients;;c‘p:z 2t:)efn\: fepivead
. A\V4
| I e C b a uMRD* and NO progression: uMRD* and NO progression:
19 patients (59%) L 17 patients (56%)
EHA Library. Levin M. 06/09/21; 324557; S149 ORR 88% (16 CR, 12PR,3PD) | | | ORR 96% (19 CR, 10 PR, 1 PD) MRDregathityledaliee
| *u n $HE
L ‘\ s —— R
 0O+V —ucinna liecba u FCR-unfit pacientov ; —
7 o o ya |Totalcohoninduction treatment: survival
bez ohladu na rizikové faktory - . -
« ORR>95%; 90% uMRD v PK po 12 cykloch V §:J
* Konsolida¢na liecba V (24 M) aj MRD riadena 1 .. .

liecba V maju vysoku ucinnost a nizku toxicitu




Porovnanie casovo ohranicenej a kontinua
liecby CLL

Kontinualna liecba do progresie

Vyhody

p.o. ambulantnad liecba

Potvrdenie viacerymi Studiami

OS benefit v niektorych studiach

U&innost u pacientov s vysokym rizikom (TP53m, IGHVunmut, predlie¢eni)
Nevyhody

Kompliance a vyskyt neziaducich ucinkov

Dlhodobé NU (obavy)

Vyvoj rezistencie

Cena

nej

Casovo ohranicena liec¢ba

Vyhody
Remisie bez potreby liecby

Mensia pravdepodobnost vzniku rezistencie, moznost re-
treatmentu

Pravdepodobnost nakladovej efektivity

Nevyhody

Zastavenie lieCby u MRD+ pacientov?

Ako s pacientami s vysokym rizikom (TP53+)?

Zatial' malo klin. studii, malo udajov z re-treatmentu

IntenzivnejSi monitoring (MRD) a amb. navstevy

Hillmen P, EHA 2021 educational session



1. Linia CLL: studia CLL 14 Ao Bmieen.
(update: 52 mesacné }:‘ My g I::' * ™
. © o - 0= .‘\- L . -
sledovanie) e . SR B e
e Venetoklax + obinutuzumab R I N TR S S T T T TR
C Tiews tn Dvart PPPS) Grenton) D e % Crert PVY, Jravta)
(n=216) = 12 cyklov e —
vs Chlorambucil + obinutuzumab f "l ey T RN B T e -\_\-
(n=216) = 6 cyklov 1 | i SR oo
« Casovo ohrani¢ena terapia =S - = o =
l: T 3 = ':..-:mi“" ; .'. p L] . w “ '-:‘M:m:mu - - b3
Eogess
» - B
» R "
e
VENETOCLAX-OBINUTUZUMAB FOR PREVIOUSLY UNTREATED "
CHRONIC LYMPHOCYTIC LEUKEMIA: 4-YEAR FOLLOW-UP ANALYSIS :- —
OF THE RANDOMIZED CLL14 STUDY ————————————————————
Tt B Bt (06 ] Omwinin|
EHA Library. Al-Sawaf 0. 06/09/21; 324554; S146




Second-line treatments

Ven-Obi Clb-Obi
2nd line therapy OR SD | PD |Unknown  2nd-line therapy OR SD PD | Unknown
7 . v Vs 0 ;,BTKi 8 3 1 4 BTKi 35 15 4 2 14

1. Linia CLL: studia = ;

~Ven 2 1 1 on Bl ;.
CLL 14 (update: = == s Ay 1 :
52 mesacne s i e :
sledovanie) == 77 Rmom| 1

i Others 3 3

Total

» V&acsina pacientov odpovedala na 2.liniu liecby - BTKi — preferovana
liecba

* 30 % lieCenych V+0 malo stale uMRD (PK, NGS)

* Bez novych bezpecnostnych signalov

EHA Library. Al-Sawaf O. 06/09/21; 324554; S146



e Lymfdm z marginalnej zény (MZL): Nové
ESMO odporucania s podporou EHA

. Lietba R/R iNHL
NHL _ CAR-T bunkovi lie¢ba

- cielena (chemo-free liecba)

Indolentneé




MZL —ESMO (EHA®) odporucania

* Priklad spoluprace a podpory pri tvorbe a prezentacii odporucani v
diagnostike a liecbe hematologickych malignit

» Specifické lie¢ebné postupy pre rézne histologické podtypy MZL
(MALT, SMZL, EMZL, NMZL)

* Komplexny material pre dennu prax



Nove lieky v
liecbe R/R
INHL
(inhibitory

PI3K)

CHRONOS-3

* Copanlisib (PI3Ki) +
rituximab

vs placebo + rituximab

307 pacientov (median
sledovania 19.2 M)

- Median PFS 21.5Mvs 13.8
M

- ORR80.8% vs47.7%

- Odpovede napriec celym
spektrom iNHL

EHA Library. Bishton M. 06/09/21; 324619; S211

Zandelisib (PI3K delta) +
zanubritinib (BTKi)

Faza 1

N = 16 pacientov s iNHL
(+ MCL)

RR 100% (2 CR, 14 PR)

EHA Library. D. Soumerai J. 06/09/21; 324622; S214



Atezolizumab +
obinutuzumab
+ venetoklax v
liecbe R/R iNHL

(LYSA %tudia)

Studia fazy 2 v kohorte
pacientov s FL (n=58) a MZL
(n=20)

ORR 67% (17 % CR a 50 %
PR)

21% relapsov (median
sledovania 14.5 M)

Ocakavana toxicita—len 1
pacient prerusil lieCbu

EHA Library. Herbaux C. 06/09/21; 324620; S212



CAR-T liecba: Tisa-cel u R/R FL

Primarna analyza Studie ELARA (faza 2)

* Pacienti s FL (n=97) po > 2 liniach CHT alebo po autolégnej TKB
* Median predchadzajucich terapii: 4

Vysledky: ORR 86 %, CRR 66 %

 Trvanie odpovede @ 6 M = 94 % pacientov s CR

*PFS@6M > 76 %

Toxicita:

* CRS g3-4: 0 %,

* neurologicka toxicita> g 3: 1 pacient

EHA Library. Dreyling M. 06/09/21; 324618; S210



Porovnanie CAR-T (Axi-cel) so suborom SCHOLAR-5

* Potvrdenie ucinnosti CAR-T bunkovej liecby R/R FL v 3. a vyssej linii liecby

18 mesiacov %(95% Cl) Median v mesiacoch (95% Cl) Hazard p-hodnota

ratio (95% Cl)

primarna

analyza SCHOLAR-5 ZUMA-5 SCHOLAR-5 ZUMAS5

3L+

oS 67.1 88.3 59.8 NR 0.42 0.013
(54.1, 80.2) (79.4, 93.5) (21.9, -) (31.6, -) (0.21, 0.83)

PFS 23.8 68.8 % 12.7 NR 0.30 <0.001
(11.0, 36.5) (57.4, 77.8) (6.2, 14.7) (23.5, -) (0.18, 0.49)

TTNT 47.2 69.7 14.4 NR 0.42 <0.001
(34.2, 60.2) (58.8, 78.3) (6.2, 25.8) (-, -) (0.26, 0.68)

EHA Library. Gribben J. 06/12/21; 330174; LB1904




Vdaka za pozornost!



