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G-CLB, klasické davkovani
Nelééena CLL 7 a 28 dni, max. 6 cykld; n = 105

= 65 let ¢i komorbidni
ECOGPS <2

Adekvatni organové funkce
\ Ibrutinib 420 mg 1 x D 15 cykld a 28 dni
+ Venetoklax 400 mg 1 x D
(s uvodnim navysenim) od 4. cyklu
na 12 cykld a 28 dni; n = 106

vcetné mutace 7P53

Median véku: 71 vs. 71 let
Median CIRS skore: 8 vs. 9
Primarni cil: PFS
Kater et al., EHA® 2021, abstrakt P205-2



Progression-free Survival (PFS) by IRC

Clb+0
End of Clb+0 End of 1+V Me'udia“ PFS =21.0mo |
(6 cycles x 28d) (15 cycles x28d) (95% CI. 16.6 - 24.7)

107 l l Celkové preziti
v T v . % & & 5 5 1, bezvyznamného rozdilu

Months From Date of Randomization

Patients at risk

. M
1+V 106 98 98 94 92 91 8 8 71 59 20 Zévazné toxicita:

Clb+0O 105 10: 101 a5 93 63' 54 47 36 25 [ Neutropenie so vs. 35 %
Median sledovani 28 meés. Infekce 11 vs. 17 %

TLS5vs. 0%



i
Ibrutinib 420 mg 1 x D do progrese
Ci neprijatelné toxicity. n = 208

Relaps / refrakterni CLL
ECOGPS =2
Adekvatni organové funkce

éetné ab TP53
veetne aberace \ Zanubrutinib 160 mg 2 x D do progrese

Ci neprijatelné toxicity. n = 207

Median véku: 67 vs. 67 let
Median predchozich linii: 1 vs. 1
Aberace 7P53: 18 vs. 19 %

Primarni cil: ORR Hillmen et al., EHA® 2021, abstrakt LB1900



¢ mér rlzlk 0 4;p = 0,0007
ORR: 78 vs. 63 %, p < 0,0006
Celkové preziti

bez vyznamného rozdilu

90
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— 804
s
g 704
ﬁ 601 — zanubrutinib
3 s0d — Ibrutinib 12-month landmark event free rate:
w + Censored Zanubrutinib 94.9% Ibrutinib 84.0%
g 40 HR 0.40 (95% CI 0.23-0.69)
‘B 2-sided P=0.0007*
4 30+
o
E 20+
10
0 T T T T T
| | 3 6 9 12 15
Patients at Risk Months From Randomization
Zanubrutinib 207 200 194 190 152 70 19
lbrutinib 208 196 188 170 125 57

Median sledovani 15 més.

8 Zavazna toxicita:
Neutropenie 28 vs. 22 %
Infekce 13 vs. 18 %
Fibrilace / flutter sini 3 vs. 10 %
Krvaceni 3 vs. 4 %

Hillmen et al., EHA EHA® 2021, abstrakt LB1900



Ibrutinib 420 mg 1 x D do progrese
Ci neprijatelné toxicity. n = 265

Relaps / refrakterni CLL
ECOGPS =2
Adekvatni organové funkce

del 17p éi del 11q \

Akalabrutinib 100 mg 2 x D do progrese
Ci neprijatelné toxicity. N = 268

Hillmen et al., EHA EHA® 2021, abstrakt P409-1



_— 38 vs. 38 mésici — loruiy
5 Pomér rizik 1,0
e
¢ .| Median sledovani 41 mes.
S
;En 20 - Events, n (%) Median (95% Cl) Hazard ratio (95% Cl)
£ 143 (53.4) 38.4 (33.0, 38.6) 1.00 (0.79, 1.27)
0- 136 (51.3) 38.4 (33.0, 41.6)

1] 3 B 9 12 15 18 21

Nao. at risk
Acalabrutinib 268 250 235 227 219 207 200 193
Ibrutinib 265 240 221 205 186 178 168 160

[

Zavazna toxicita (akala vs. ibru):
Infekce 31 vs. 30 %

Fibrilace sini 5 vs. 4 %

Krvaceni 5vs. 5 %

24 27 30 33 36 39 42 45 48 51 54 57

Manths
173 163 148 110 84 59 31 21 13
148 142 130 108 81 66 41 26 15 8 2

Toxicita celkové (akala vs. ibru):
Fibrilace sini 9 vs. 16 %
Krvaceni 38 vs. 51 %
Hypertenze 9 vs. 23 %

Hillmen et al., EHA® 2021, abstrakt P409-1
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Brentuximab vedotin + chemo
neleceny klasicky Hodgk. lymfom
randomizovana studie faze II

BrECADD
/ brentuximab vedotin, etoposid,
cx e o, doxorubicin, cyklofosfamid
| ki ’ ’
NeicCany klasicky HL dakarbazin, dexametazon
18-60 let

Adekvatni organové funkce BrECAPP
n = 104 \ brentuximab vedotin, etoposid,
doxorubicin, cyklofosfamid,
prokarbazin, prednison

Brentuximab vedotin = anti-CD30 MoAb

+ monomethyl auristatin E
Damaschin et al., EHA® 2021, abstrakt S209



Brentuximab vedotin + chemo
neléceny klasicky Hodgk. lymfom
randomizovana studie faze II

Median sledovani: 34 mésici

* 3leté obdobi bez progrese:
BrECADD vs. BrECAPP 90 vs. 90 %
* 3leteé celkove preziti: 95 vs. 100 %
* Primarni progrese / relaps n = 4 v kazdém rameni

* Bez rozvoje sekundarnich malignit

Rezim BrECADD zvolen k porovnani s BEACOPP v ramci
randomizovane studie faze III (HD21)

Damaschin et al., EHA® 2021, abstrakt S209



-

¥ -

- RN
ndolentni lymfomy




rel. / ref. FL; heterogenni zastoupeni lé¢eb
* Provedeno propensity score weighting

= presnéjsi porovnani

Median age (range), years

Male, n (%)

POD24, n (%)

Prior lines of therapy, mean (SD)

Refractory to prior line, n (%)

Prior SCT, n (%)

Size of largest node (cm), mean (SD)

Time since last therapy (months), mean (SD)

Time since diagnosis (months), mean (SD)
ECOG, n (%): 0
1

SCHOLAR-5 ZUMA-S SCHOLAR-5
Befo(r: llv:l‘gt;ﬁn; (n = 86) Am{nv:q‘gt):m Balance

64 (36 -89) 62(3§-79)
81 (56.6%) 48 (55.8%)
51 (35.7%) 49 (57%)
2.86(1.23) 3.6(1.57)
87 (60.6%) 63 (73.3%)
31(21.7%) 21(24.4%)
4.91 (2.69) 5.2 (2.94)
18.25 (27.73) 8.44(11.68)
100.85 (63.72) 76.05 (62.75)
39 (33.1%) 51 (59.3%)
79 (66.9%) 35 (40.7%)

61 (36 -89)
53 (61.9%)
47 (55.9%)
3.53(1.6)
65 (76.6%)
24 (28%)
4.93(2.74)

7.74 (13.34)

82.24 (58.5)

21 (29%)
51(71%)

XLLLKLKKKKKS

Ghione et al., EHA® 2021, abstrakt LB1904



PFS -

Proportion

100% 1

75%1

50% 1

25°/o 1

0%1

Median: NR (23.52, NR)
12.68 months (6.19, 14.73)

p<.001

SCHOLAR-5 == ZUMA-5

0S

100%

75% 1

Proportion

25°/o 7

50°/o 1

0°/o 1

0 10

20 30
Time (months)

ni 23 vs. 26 més.

40

Ghione et al,,

=+ SCHOLAR-5 == ZUMA-5

Median: NR (31.6, NE)
59.8m (21.9, NE)
p=.0125
0 20 40 60 80
Time (months)
EHA® 2021, abstrakt LB1904
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Rezim MATRIX nasledovany autologni
transplantaci v lecbé CNS lymfomiu

* Rezim MATRIX prokazal ucinnost v lécbé CNS lymfomti
* MATRIX: MTX + ara-c + rituximab + thiotepa, 4 cykly
* Studie IELSG32: MTX + ara-c vs. pridani R vs. MATRIX
* Pri lecebné odpovédi randomizace:

radioterapie mozku (WBRT) vs. auto-SCT s thiotepa

(n = 59 v kazdem rameni)

* Median sledovani 88 meésicu

Illerhaus et al., EHA® 2021, abstrakt S219



Rezim MATRIX nasledovany autologni
transplantaci v lécbé CNS lymfomi

* MATRIX vyznamne delsi PFS vs. MTX + ara-c +- R

* PFS srovnatelné (v71: 55+ 7 % vs. 50 £ 7 %; p = 0,35)
* OS srovnatelné (v71: 63+ 6 % vs. 57+ 6 %; p = 0,17)

* Neuropsychologicke testy: vyznamneé zhorseni po
radioterapii mozku vs. zlepseni parametrt vcetneé zlepseni
pameéti i kvality Zivota po auto-SCT
= Auto-SCT vhodnéjsi nez radioterapie mozku

jakozto konsolidace po rezimu MATRIX

Illerhaus et al., EHA® 2021, abstrakt S219



Relabujici / refrakterni NHL

DLBCL n = 80 g Rituximab 375 mg / m2 /. v.a 3T

i + Naratuximab emtansin 0,2-0,4 mg/kg /. v.
Nevhodni pro auto-SCT —> 1 tydné & 43T

Adekvatni organové funkce 6 cykli s moZnym prodlouZenim

Primarni cil: ORR a toxicita

Levy et al., EHA EHA® 2021, abstrakt LB1903



Duration of Response - DLBCL Efficacy Evaluable Population

1.00
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0 2 4 6 8 10 12 14 16 18 20 22 24 Zémné tOXICIta=
Vs ionkn Neutropenie 54 %
Number at risk -
- 34 30 256 23 22 20 17 15 122 9 7 6 3 PneumOI"IIQS% .
Ukonceni lécby pro NU 8 %

Median sledovani 15 meés.

Levy et al., EHA® 2021, abstrakt LB1903
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