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BR (bendamustin 70 mg/m2D1-2)
a 28 dni, max. 6 cykld

Relaps/refrakterni CLL
Max. 3 predchozi linie

vcetné del 17p

n = 389 \ Venetoklax 400 mg/den po dobu 2 let
(5T eskalace davky 20...50...100...200...400)
+ rituximab 375 mg/m2 cyklus 1 D1
500 mg/m?2 cykly 2—6 D1 a 28 dni

Primarni cil: PFS
Seymour, et al. N Engl J Med. 2018



Studie MURANO: diisledky
preruseni/vysazeni venetoklaxu

Preruseni lécby 71 % nemocnych (z toho 67 % pri kombinované lécbé)
Median preruseni 9 dnili (nejcastéji 1-7D, 45 %)

Nejcastéjsi dlivod neutropenie (43 % nemocnych)

Snizeni davky venetoklaxu u 23 % nemocnych

Nejcastéji snizeni na 200 mg/den (58 %) Ci 100 mg (30 %)

Preruseni léecby ani snizeni davky nemeélo vliv na PFS Ci OS

Median lécby venetoklaxem pri predcasném ukonceni (ne progrese):
11 mésici

Predcasné ukonceni veneto spojeno s kratsim PFS (HR 5,98; p < 0,0001)

K hodnoceni vlivu na OS nebyl dosud dostatecny pocet udalosti (Gmrti)
Mato, et al. EHA 2020, abstrakt EP691
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Nelécena aktivni CLL Obinutuzumab 1000 mg i. v. cyklus 1 D1, 8, 15; C2-6 den 1
s komorbiditami Chlorambucil 0,5 mg/kg p. o. dny 1 a 15, 12 cykli

CIRS > 6 VG

nebo
C krea < 70 ml/min \Obinutuzumab 1000 mg i. v. cyklus 1 D1, 8, 15; C2-6 den 1

+ venetoklax 400 mg den p. 0.*, 12 cykli

n=432
*Po klasickém navysSeni davky v ivodu 20...50...100...200...400 mg
Crossover neumoznén
Primarni cil: PFS Fischer, et al. N Engl J Med. 2019

Al-Sawaf, et al. EHA 2020, abstrakt S155



HR 0,31
p < 0,001

Percentage of patients

Percentage of patients

HR 0.31 [95% CI0.22-0.44], p<0.001
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Months to event
Patients at risk, n Patients at risk, n
Ven-Obi 216 195 192 186 176 167 97 23 0 Ven-Obi 216 20
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Aktualizovana analyza
studie CLL14

Druhé primarni malignity
*VG 17 % vs. G-CLB 10 %

* zejmeéna nemelanomoveé kozni TUn = 17
vs. 15

* maligni melanomn =7 vs. 3

* dalsi solidni nadoryn = 10 vs. 3

= nutné dalsi sledovani vyskytu!



Nelécena aktivni CLL

Vek < 70 let, ECOG 0-1 MRN negat.

E-—-- » n - 16{. : / Ibrutinib vs. placebo (dvojité zaslepeno)
Ibrutinib 3 mésice VysSetreni
poté ibru + VEN* (12 més.) MRN
*Po klasickém navy3eni davky \ SARN| pOXN:
QP 20...50.. 1005200400 NG Ibrutinib vs. ibrutinib + venetoklax

Siddiqi, et al. EHA 2020, abstrakt S158



CLL: studie CAPTIVATE

* Median veku 58 let, Rai III/IV 32 %
* Porucha TP53 20 %, nemutované IGHV 59 %
* 90 % nemocnych dokoncilo 12 cykld ibru + VEN

* 90 % nemocnych s vysokym rizikem sy rozpadu
nadoru (TLS) preslo do nizkého/stredniho rizika po

3 meésicich lécby ibrutinibem

* 82 % nemocnych zahajilo VEN ambulantne

Siddiqi, et al. EHA 2020, abstrakt S158



Peripheral Blood MRD

Patients .(%)

Baseline After 6 cycles After 9 cycles After 12 cycles | Best MRD

n=150 combo combo combo ' response
n=150 n=147 n=154 ' n=163

Siddiqi, et al. EHA 2020, abstrakt S158



Ibrutinib + Venetoclax Combination (N=159)

Diarrhea
mGrade 1

Arthralgia m Grade 2

Fatigue B Grade 3

» Grade 4
Headache

Nauseza
URTI
Neutropenia

Vomiting During Cycles 4-16
Hypertension

Thrombocytopenia

25 50 75
Patients (%)




Studie CLL-2 GIVe

* Studie faze II, 1. linie pri poruse TP53

* Obinutuzumab + ibrutinib + venetoklax

* G 6 cykld, VEN od C1D22 12 cykli a 28 dni

* Ibru od C1D1 do C15 (MRN negat.) & C36 (MRN+)
* n = 41, median véku 62, median CIRS 3

* ORR/CR: 92/59 %

* Negativita MRN v periferni krvi 81 %

* Zavazna neutropenie a infekce: 44 a 20 %

* Laboratorni TLS 10 %, fibrilace sini 12 %

Huber, et al. EHA 2020, abstrakt S157
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2 x eskalovany BEACOPP + 2x ABVD
+ radioterapie 30 Gy involved field

Kissicxy L nezavisle na PET

18-60 let
Casna stadia Randomizacel:1
S nepriznivou prognézou
n=1100 2 x eskalovany BEACOPP + 2x ABVD

Vynechani radioterapie pri negativnim PET
(Deauville skore < 3)

Neinferiorni studie, primarni cil: PFS

Borchmann, et al. EHA 2020, abstrakt S101



Aktualni analyza studie HD17

* Median sledovani 45 meésicl

* Median PFS 97 vs. 95 %, rozdil PFS 2,2 mésice,
p=0,12

* Celkove preziti v 47 mesicich stejné (99 vs. 98 %)

* Pouze 2 nemochi zemreli na Hodgkintiv lymfom

* Pouze 1 nemocny zemrel na komplikace lécby

* Preziti obdobné jako v normalni némecké populaci

* Vynechani radioterapie na zaklade PET by mélo byt
novym standardem lécby

Borchmann, et al. EHA 2020, abstrakt S101
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Brentuximab vedotin 1,8 mg/kg i. v. a 3 tydny

Kiasicky HL do progrese Ci neprijatelné toxicity

Relaps po autologni
transplantaci

Randomizacel:1

Ci nevhodni k autoSCT

ECOG 0-1
Pembrolizumab 200 mg i. v. a 3 tydny
n = 304 do progrese ¢i nepfijatelné toxicity

Pembrolizumab: anti PD-1 monoklon. protilatka
Primarni cil: PFS
Zinzani, et al. EHA 2020, abstrakt LB2600



Pembrolizumab u R/R HL

* Median poctu davek pembrolizumabu 15 vs. 7 (BV)
* Pembrolizumab prodlouzil PFS vs. brentuximab vedotin
* Median 13 vs. 8 mésici; HR 0,65; p = 0,0027
* ORR/CR: 66/25 vs. 54/24 %
* NU: hypotyredza 16 % pembro, neuropatie 18 % BV
* Zavazné NU: pneumonitida 4 % pembro, neutropenie 7 % BV
* Prinos pro PFS téz u primarne refrakterniho HL;
téz u nemocnych nevhodnych k autologni SCT
* Pembrolizumab jako novy standard lécby R/R cHL (relaps
po Ci nevhodni k aSCT)

Zinzani, et al. EHA 2020, abstrakt LB2600
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Ibrutinib 420 mg p. o. do progrese

M. Waldenstrom Ci neprijatelné toxicity

Prokazana mutace MYDS88

Relaps po chemoterapii Randomizacel1l:1

nebo nevhodni k chemo

n = 201 (R/R 164) Zanubrutinib 160 mg 2 x D p. o. do progrese
Ci neprijatelné toxicity

Zanubrutinib: BTK inhibitor 2. generace
Primarni cil: lécebna odpoved’' (CR + VGPR)

Dimopoulos, et al. EHA 2020, abstrakt S225
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CR + VGPR 19 vs. 28 %

p = 0,092

Best Overall Response, %
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okrocilé stadium dle IPSS 44 vs. 46 %

Ibrutinib Zanubrutinib
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MRR
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CR+VGPR Rate Difference, 10.2" (-1.5 to 22.0)

P=0.0921
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Dimopoulos, et al. EHA 2020, abstrakt S225



Y AE Categories, n (%)
Y Y (Pooled Terms)

Atrial fibrillation/flutter?
Diarrhea (PT)
Hemorrhage

Major hemorrhage*

Hypertension

Neutropenia”*

Infection

Second malignancy

-
All Grades Gradaiad
lbrutinib  Zanubrutinib  Ibrutinip  Z2">rtM
(n=98) (n=101) (n=98) o

18 (18.4)
32 (32.7)
59 (60.2)
10 (10.2)
20 (20.4)
15 (15.3)
70 (71.4)
12 (12.2)

3 (3.0) 7 (7.1) 0 (0.0)
22 (21.8) 2 (2.0) 3 (3.0)
51 (50.5) 9 (9.2) 6 (5.9)

6 (5.9) 9 (9.2) 6 (5.9)
13 (12.9) 15 (15.3) 8 (7.9)
32 (31.7) 8 (8.2) 23 (22.8)
70 (69.3) 23 (23.5) 19 (18.8)
13 (12.9) 1(1.0) 3 (3.0)

Dimopoulos, et al. EHA 2020, abstrakt S225
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R/R DLBCL Tafasitamab | Tafasitamab | Tafasitamab
Predchozi 1-3 linie = 12 mg/kg 12 mg/kg ‘ 12 mg/kg
Nevhodni D1, 8, 15, 22 D1, 15 D1, 15
k autologni SCT Lenalidomid 25 mg p. o. Do progrese
n =81 D1-21, C1-12

Tafasitamab (MOR208): anti CD19 MoAb
Primarni cil: celkova lécebna odpoved’

Salles, et al. EHA 2020, abstrakt EP1201



KM median DOR: 34.6 (95%Cl: 26.1-34.6) months
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arova analyza
HR 0,47; p = 0,0008

Probabity of Overall Survival

tafastamab+LEN (N
at rsk 74 88
LEN-mono (N = 76)

at sk BS 8

Zinzani, et al. EHA 2020, abstrakt S238

HR: 0.47 (0.30-0.73); p~0.0008
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