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Riziko rozvoje Richterova
syndromu u CLL; skorovaci systém
* Richterliv syndrom: agresivni lymfom

u nemocného s CLL
* 80% klonalni pribuznost s ptivodni CLL
* Krajne neprizniva prognoza, preziti v meésicich
* Komplexni karyotyp (CK): = 3 genet. zmeény
* Vysoce rizikovy zejména pri = 5 zmeénach
(CKnign) Ci strukturalnich aberacich (CK2)

Visenti, et al., ASH® 2020, abstrakt 3129



Riziko rozvoje Richterova
syndromu u CLL; skorovaci systém

* Analyza 540 nemocnych s CLL s vysledky CK

* CK2: nebalancované translokace, adice, inzerce,
marker chromozomy

* Median véku 63, Binet A 76 %, U-IGHV 52 %,
11 % aberace 7P53, 108 nemocnych (20 %) CK
Z toho CK2 73 %, CKhnigh 49 %

* Rozvoj Richterova syndromu: 5 % nemocnych

* Median sledovani 7 let

Visenti, et al., ASH® 2020, abstrakt
3129



Percent of event

Time to Richter Syndrome
—— highCK and/or CK2
—— U-IGHV/11g-/TP53dis/Binet B-C
=+ noCK/M-IGHV/TP53 wt

T Log-rank test, p<0.0001

0 5 10 15
years from the diagnosis

20

prognosl:lcky model:
1) CKZ | CKhnigh (15 %)
10lete riziko RS: 31 %
2) U-IGHV/TP53/Binet B/C (45 %)
10leteé riziko RS: 12 %
3) M-IGHV, bez CK a TP53
10leteé riziko RS: 3 %

Visenti, et al.,, ASH® 2020, abstrakt 3129
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Ublituximab + umbralisib (U2)
vs. obinutuzumab + chlorambucil:
studie UNITY, faze III, rand.

* Ublituximab: glykosylovana anti-CD20
vystupnovana ADCC
vazba na unikatni epitop CD20

* Umbralisib: vysoce selektivni inhibitor PI3K-0
inhibitor kasein kinazy 1-¢

* Kombinace U2 slibna u tézce predlécené CLL

Gribben, et al., ASH® 2020, abstrakt 543



G-CLB, klasické davkovani
a 28 dni, max. 6 cykld. n = 210

Nelécena CLLi R/R CLL
ECOGPS =2

Adekvani organoveé funkce

Umbralisib 800 mg p. 0.1 x D
do progrese ci toxicity
Ublituximab 150 + 750 mg D1/2
pl 900 mg D8 a 15 C1, D1 C2-6, dale a 3 cykly
Neleceni: 53 % n =211

Primarni cil: PFS

vCetné del 17p

Gribben, et al., ASH® 2020, abstrakt 543
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Gribben, et al., ASH® 2020, abstrakt 543
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Ublituximab + umbralisib (U2)
vs. obinutuzumab + chlorambucil:
studie UNITY, faze III, rand.

Toxicita stupne = 3:

Neutropenie 31 vs. 35 % (U2 vs. G-CLB)
Infuzni reakce 2 vs. 4 %

Prijem 12vs. 3 %

Kolitis 3vs. 0%

Pneumonitis 3 vs. 0%

NU vedouci k ukonéeni lé¢by: 17 vs. 8 %

Gribben, et al., ASH® 2020, abstrakt 543



Dlouhodobé vysledky lecby CLL
s aberaci TP53 ibrutinibem v 1. linii

* Ibrutinib — vyznamneé zlepseni osudu nemocnych
s dosud nelécenou CLL a aberaci TP53

* Data ze 4 studii; median sledovani 50 mes.

* Median veku 65, Rai III/IV 53%, U-IGHV 69 %o,
del 17p 53%, mutace TP53 91 %

* Zavazné NU: infekce 22 %, hypertenze 13 %,
fibrilace sini 12 %, krvaceni 7 %

* Nejcastéjsi divody ukonceni lécby:
progrese 20 %, uzavieni studie 12 %, NU 10 %

Allan, et al. ASH® 2020, abstrakt 2219
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Aktualizovaneé vysledky CLL
s deleci 17p léceneé
zanubrutinibem v 1. linii

* Zanubrutinib — inhibitor BTK 2. generace

* Rameno C studie SEQUOIA — nemocni s del 17p

* n = 109, median sledovani 18 mes.

* Komplexni karyotyp: 37 % = 3 zmeény, 27 % =5

* Nejcastéjsi NU: koz. krvaceni 20 %, infekce HCD 19 %,
prijem 17 %, nauzea 15 %, zacpa 14 %, exantém

14 %

* Zavazneé NU: neutropenie 13 %, krvaceni 6 %, FiS 3 %
Brown, et al., ASH® 2020, abstrakt 1306



Kaplan-Meier Curve of PFS by Investigator Assessment
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Ibrutinib + venetoklax v lécbe CLL 1.
linie: studie f. II CAPTIVATE
Aktualizované vysledky kohorty MRN

Nelécena aktivni CLL

Vek < 70 let, ECOG 02 MRN negat. v krvi i kostni dreni

n= 164 / Ibrutinib vs. placebo (dvojité zaslepeno)
Ibrutinib 3 més. Vysetieni
poté ibru + VEN* (12 més.) MRN n = 149
*Po klasickém navyseni davky \ MRN pozit.

v uvodu 20...50...100...200...400 mg Ibrutinib vs. ibrutinib + venetoklax

Primarni cil: Obdobi bez nemoci (DFS)
= bez progrese ¢i MRN relapsu

Wierda, et al., ASH® 2020, abstrakt 123



CLL: studie CAPTIVATE

* Median veku 58 let, Rai III/IV 32 %, CK 19 %

* Porucha 7P53 20 %, nemutované IGHV 60 %

* 90 % nemocnych dokoncilo 12 cykli ibru + VEN

* Potvrzena MRN- (krev i dren): n = 86 (58 %)
randomizace placebo n = 43, ibrutinib n = 43

* Nemocni bez potvrzené MRN-: n = 63

Wierda, et al., ASH® 2020, abstrakt 123
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{95% CI)

(82.7-98.8) (100.0-100.0)) .

12

Months

* Hlavni NU = 3. st.:
neutropenie 36 %,
hypertenze 10 %
trombocytopenie 5 %,
prijem 5 %

21 24

Wierda, et al., ASH® 2020, abstrakt 123



Analyza zavaznych srdecnich
nezadoucich ucinku ve studiich
s akalabrutinibem v lécbeé CLL

* Akalabrutinib: vysoce selektivni, kovalentni inhibitor
Brutonovy tyrosinkinazy 2. generace

* Data ze 4 studii (vC€etne studii ASCEND a ELEVATE-TN)

*n =762 (46 % 1. linie; median veku 67, median lécby
25 mes., median sled. 25 meés.)

* Srde¢ni NU vsech stupiiti: 17 % nemocnych
Fibrilace sini (4 %), palpitace (3 %)

* Median doby k rozvoji FiS 521 dnii

Brown, et al. ASH® 2020, abstrakt 3146



Analyza zavaznych srdecnich
nezadoucich ucinku ve studiich
s akalabrutinibem v lécbe CLL

* Hypertenze u 9 %; median obdobi k rozvoji 197 dnii
* Celkové 4 % nemocnych zavazné srde¢ni NU
(st. 3:n=37;st.4: n=12;st. 5: n = 2)
* Z toho nejcasteéjsi: FiS 1,3 %
* Preruseni lé¢by pro srdeéni NU: 31 %, zalééeno 71 %
* Pouze 0,9 % ukonéeni 1é¢by kviili srdeénim NU
* Incidence FiS (4 %) obdobna jako v bézneé populaci
* Bezpecnost akala vs. ibru: klinicka studie ACE-CL-006

Brown, et al. ASH® 2020, abstrakt 3146
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Klasicky HL

Pembrolizumab 200 mg /. v. D1

1. relaps / progrese gemcitabin 1 000 mg/m?2 /. v. D1+8
e vinorelbin 20 mg/m?2 /. v. D1+8
vhodni k autoSCT lipozom. doxorubicin 15 mg/m?2 /. v. D1+8
o =139 2-4 cyklI a 3 tydny
PET/CT negativita

1

Autologni transplantace

Pembrolizumab: anti PD-1 monoklon. protilatka
Primarni cil: PFS
Moskowitz, et al., ASH® 2020, abstrakt 470



Pembrolizumab + GVD ve 2. linii
klasicky Hodgkintdv lymfom

* Median véku 36, pokrocila stadia 62 %o,
primarné refrakterni 41 %

* Snasenlivost velmi dobra, prevazna toxicita st. 1-2

* Zavazné NU: vyrazka n = 1, elevace transaminaz n = 3,
mukozitida n = 2, neutropenien =3

* Kompletni remise: 94 % (jiz po 2 cyklech 91 %)

* 32 z 34 nemocnych obdrzelo autologni transplantaci

* 10 nemocnych v remisi: udrzovaci brentuximab vedotin

* VsSichni zlstavaji v remisi
Moskowitz, et al., ASH® 2020, abstrakt 470
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LOX0-305 v lécbé indolentnich
Iymfomfl: studie BRUIN f. I/I11

* LOXO0-305: vysoce selektivni nekovalentni inhibitor
Brutonovy tyrosinkinazy noveé generace

* Indolentni B-NHL a CLL, po = 2 liniich lécby

* n=186 (CLL / SLL 94; MCL 38, DLBCL 17, WM 17...)

* NHL n = 96, median veku 68 let

* Idealni davka 200 mg 2 x D, bez limitujici toxicity

* Nejéastéjsi NU: Ginava (16 %), prijem (15 %)

* MCL: ORR 51 % (65 % na davce 200 mg 2 x D)

* WM: ORR 60 %, vcetne predlécenych BTKi

Wang, et al., ASH® 2020, abstrakt 117



-

. K

-

- g ' ,
- S “——

-,
N o g




T-lymfocyty s chimeérickym antigennim
receptorem (CART) anti-CD19 v lécbe
difuzniho velkobunécného B-lymfomu

* Tisa-cel: studie JULIET
n = 115, median sledovani 40 més., ORR 53 %

median 0S: 11 meés., nedosazen pri CR (n = 37)

3lete PFS: 33 %
negativni vliv exprese myc na PFS
p02|t|vn| vI|v tumor mf' |t|“U]ICICh lymfo na PFS
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s Post CTLO19 Infusion Months Post CTL0O19 Infusion
Jaeger, et al., ASH® 2020, abstrakt 1194




T-lymfocyty s chimérickym antigennim
receptorem (CART) anti-CD19 v lécbé

difuzniho velkobunécného B-lymfomu
* Axi-cel: studie ZUMA-1

n = 111, 4lete sledovani

median 0OS: 26 mes., 4leté 0S: 44 %

91 % nemocnych v remisi dosahlo rekonstituce
polyklonalnich B-lymfocytti

Jacobson, et al., ASH® 2020, abstrakt 1187



JULIET

ZUMA-1

Leukapheresis and enrollment

Leukapheresis and enrollment were performed regardless of
manufacture slot availability (cryopreserved cells allow
flexibility for apheresis)

Leukapheresis and enrollment were not allowed until a manufacture slot
became available (fresh cells require a short time period between apheresis
and manufacture)

Data on dropouts were available between enrollment and
infusion

No data on dropouts between screening and slot availability

Bridging chemotherapy use
prior to the recommended LDC

Allowed (90%)

Not allowed (0%)

LDC regimens (fludarabine-
cyclophosphamide,
bendamustine, no LDC)

74% for fludarabine-cyclophosphamide (25 mg/m? and
250 mg/m? for 3 days); 19% bendamustine; 7% no LDC

100% for fludarabine-cyclophosphamide (30 mg/m? and 500 mg/m? for
three days)

Patient selection and
characteristics

r/r DLBCL or tFL, after = 2 lines of chemotherapy, and either
having failed ASCT or being ineligible for or not consenting to
ASCT

Refractory DLBCL, tFL, PMBCL

ECOG (0/1): 56% / 44%

ECOG (0/1): 42% / 58%

Prior ASCT: 49%

Prior ASCT: 25%

Prior lines: 49% < 3 lines

Prior lines: 31% < 3 lines

Relapsed < 12 months post ASCT: 34%

Relapsed < 12 months post ASCT: 21%

Double/triple hits: 17%

Double/triple hits: 4%

Bulky disease: 8%

Bulky disease: 16%

Stem cell transplantation post
infusion

6%

11%

Retreatment with CAR T-cell
therapy

No retreatment with tisagenlecleucel

9% retreated with axicabtagene ciloleucel

Qutcome definitions

CRS graded by the Penn grading system
Response assessed by the Lugano criteria

CRS graded by the Lee grading system
Response assessed by the Revised International Warking Group Criteria

ASCT autologous stem cell transplant, CAR T-cell chimeric antigen receptor T-cell, CRS cytokine release syndrome, DLBCL diffuse large B-cell lymphoma,
ECOG Eastern Cooperative Oncology Group, LDC lymphodepleting chemotherapy, ORR overall response rate, PMBCL primary mediastinal B-cell

lymphoma, r/r relapsed or refractory, tFL transformed follicular lymphoma

Jie, et al., Adv Ther 202
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Mezinarodni prognosticke skore
pro Burkittliv lymfom (BL-IPI)

* Burkitttiv lymfom - vzacny, agresivni lymfom

* Dosud neexistovalo prognosticke skore

* Ruzné definice vysokého rizika, vétsinou 80—90 % pac.

* Analyza nemocnych lécenych v USA v bézné péci n = 633

* Validacni soubor: UK, Skandinavie, Australie, Kanada n = 457

* US soubor: median véku 47, ECOG PS = 2 22 %, stadium 3/4
78 %, postizeni CNS 19 %, LDH median 2,5 nasobek normy
91 % léc. R, rezimy CODOX-M/IVAC a hyperCVAD po 31 %

* Nezavisleé faktory: vek = 40, LDH > 3x norma,

ECOG PS = 2, postizeni CNS
Olszewski, et al., ASH® 2020, abstrakt 705
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Romidepsin 12 mg/m?2 /. v. D1 + D8
+ CHOP 6 cyklt

Periferni T-lymfom

Randomizace 1: 1

Dosud neléceny

n=421
CHOP standardni davky a 3 tydny
, 6 cyklt

Romidepsin: inhibitor histonové deacetylazy
Schvalen v USA (ne vsak v EU) pro R/R PTCL

Primarni cil: PFS
Bachy, et al., ASH® 2020, abstrakt 39



CHOP * Romidepsin u PTCL

* Median veku 65, Ann Arbor stadium IV 63 %;
IPI skore = 2 u 81 %.

* Primarni cil (prodlouzeni PFS) nebyl spinén

« Mediany Ro-CHOP vs. CHOP 12 vs. 10 més, HR 0,81;
p = 0,096

* Median celkového preziti 52 vs. 43 mes.

* ORR / CR: 63 / 41 % vs. 60/37 %

* Zavazné NU: trombocytopenie 50 vs. 10 %, neutropenie
49 vs. 33 %, anémie 47 vs. 17 %

* Preruseni lécby 36 vs 20 %; redukce davek 26 vs. 15 %

* Pridani romidepsinu k CHOP nezvy su;te efektivitu u PTCL
Bachy, et al., ASH® 2020, abstrakt 39
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