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Imunoterapie = snaha stimulovat imunitni systém, aby rozpoznal a nicil nadorové bunky
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Bi-specific Cytokine Plasma

Aukikody antibody storm cell

Immune organs T cell B cell (with Dendritic
(with TCR) antibodies) cell Germinal center
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Overall survival
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6 10 12 14
Months after the Start of Thalidomide

No. AT Risk

Overall survival 84 78 69 64 58
Event-free survival 84 65 39 32 24 19

GMG: Singhal et al. N EnglJ Med. 1999 Nov 18;341(21):1565-71



E3 ubiquitin
ligase complex

Thalidomide
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Pomalidomide
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inie — TE pacient

Prvni

Udrzovaci lécba lenalidomidem:
R |  Standard |écby pacientl po ASCT
\.* VCR hrazena od 1.6. 2020

Induction

First option: 0.8
VRd [ll, B]
DaraVTD [I, A]

If first option is not available: Py
VID [1, A] E 0.6
VCD [ll, B] =
o
=,
o~ 0.4 i
o
No. of
Events/ .
200 mg/m? melphalan [1, A] bl ﬂggl:"cﬁs HR (95% Cl)
followed by ASCT [l, Al 024 = — NR

maintenance| (NR to NR)

0.75 (0.63 to 0.90)

4 0 10 20 30 40 50 60 70 80 90 100110120

‘ Lenalidomide maintenance I, A] \ Time (months)

‘GMG: McCarthyetal. JClin Oncol. 2017 10;35(29):3279-3289.



Prvni linie — Tl pacient
No VRd:
l * \V soucasnosti hrazena lécba prvni volby
* V CR hrazena od 1. 4. 2021 (VILP)

C

100%

First option:
DaraRd [l, Al
DaraVMP [l, A] -
VRd [l, A]

. 60%
If first option is not available: 5
VMP [l. Al bl
Rd [I, A] Wil o, O demoer
S pions
0%

225(0) 209 (1) 189(3) 166 (3) 144 (4) 123 (5) 97 (15) 53 (51) 25(76) 5(95)
235(0) 220(2) 204 (3) 194 (4) 172 (7) 155 (9) 125 (20)60 (76) 26 (107) 3 (130)
T T T T T

0 24 48 72 96 120
Months from Registration
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‘@MIG: Durie BGM et al. Blood Cancer J. 2020 May 11;10(5):5 IV.1HK




Relaps / refrakterni MM

=li i b,c
Second-line options after VRd Second-line options after DaraRd®* RECOSGIGS O ST DAVIE

or DaraVTD®*

Lenalidomide- Lenalidomide- Bortezomib- a;g'g:;:;ﬁ;_ Lenalidomide- Lenalidomide- Bortezomib- Bortezomib-
sensitive refractory sensitive refractory sensitive refractory sensitive refractory

KRd [1, A] Pomvd [, A] KRd [, A] DaraKd [I, A]
DaraRd [1,A] DaraKd [I, A] DaraRd [1, A] IsaKd [I, A]
EloRd [, A] IsaKd [I, A] EloRd [I, A]
PomVd [i, A] SVd [l, A] Pomvd [, A]
DaraKd [I, A] DaraKd [I, ,A]
Isakd [I, A] DaraVd [, A]
IxaRd [I, A] IsaKd [I, A]

svd [, A] Svd [, Al
VenVd= [, A]

CZECH

{GMG: Dimopoulos MA et al. Ann Oncol. 2021 Mar;32(3):309-322. . I i
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Povrchové znaky
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Daratumumab
Isatuximab
SLAMF7

Teclistamab
Elrantamab
Belantamab
Ide-cel
Cilta-cel

cile imunoterapie

"4 Cevostamab

Povrchové znaky
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cDC
komplementem zprostredkovana
cytotoxicita

ADCC
na protlatkach zavisla
cytotoxicita

ADCC
na protlatkach zavisla fagocytdza

Granzym a
perforin

f"‘-‘. Q@

7 l

Cytotoxicita
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Fagocytoza
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® wRc, £ 0 |
0.25-040; =
Re, at risk P<0.0001 = 7 1
Rd 283249 206 181 140 1441 0T T T T
D-Rd 286 266249 238 229 7152 03609 g oz
S ] 2 n 5
NoAatrislcc] E 20 HRE=0.54: 2 @ - s
Vd 247182129 74 39 a =
D-vd 251 215798161 1% 95% ClLC g ®- 2
g 0 +—r—— £ 4 - o
B -l E
i Z Hazard rati fer dis &
0 3 6 ¢ IS Iy b Z 404
1w PBo0l z
NG, af risk " : . : ) ”
% iy 4
Rdl %?9 3“% SE'? ‘if ! : " ;um b = Hazard ratio for disease progression or death,
PRESSESNS 0-47 (95% C10-33-0-67); p<0-0001
. 9 ] Q T T T T T T T T 1
Tarird 35 i i 0 i 0 3 é g 12 185 1'8 21 24 27 300 33
Maonth
Mumber at risk i

D-VTd 543 520 501 492 442 346 261 185 122 61 14 O
VTd 542 519 497 475 413 319 233 163 104 50 14 0

) . ;
CMG: R IV. IHK
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éecby MoAB
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Pollux Dara-RD vs RD
Castor Dara-VD vs VD
Apollo Dara-PD vd PD
Alcyone Dara-VMP vs VMP
Maia Dara-RD vs RD
Cassiopeia Dara-VTD VTD
Griffin Dara-VRD vs VRD
lkema Isa-KD, KD
Icaria Isa-PD vs PD

RRMM
RRMM
RRMM
TINDMM
TINDMM
TE NDMM
TENDMM
RRMM
RRMM

w w W w w w w w

75.8% vs 44.2%
59.2% vs 29.1%
51.0% vs 19.6%
71.1% vs 49.7%
79.3% vs 53.1%
83% vs 78%
90.9% vs 73.2%
69.2% vs 48.7 %
32.0% vs 9.0%

43.1%vs 19.2% 22.4%vs4.9% 44.5vs17.5m
19.2% vd 9% NA 16.7vs 7.1 m
24.5% vs 3.9% 9% vs 2% 12.4vs 6.9 m
42.6% vs 24.4% 22.3%vs 6.2% 36.4vs 19.3 m
47.6% vs 24.9% 24.2%vs7.30 NRvs.34m
39% vs 26% 64% vs 44% NR vs NR
51.5% vs 42.3% 51% vs 20.4% NR vs NR
28.5% vs 10.4 % 13.8% vs 3.2 % NRand 19.5m
5% vs 1% 5% vs 0% 11.5vs 6.5 m

» A4.o(

‘GMG: Radocha, J. et al. Cancers 2021, 13, 1571.
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1 OS 8.6 months all patients :

0OS 11.2 months “not triple-refractory” b
0S 9.2 months “triple-and quad-refractory”
OS 5.6 months “penta-refractory”
0.6 06—
E 0.6 EM—
‘H‘L
§ § %
€0 Not triple refractory (N=57) £ 04
& *,
o : Standard risk (N=175)
i *"'"""“: LB
l’i. ",
0.2 “Hi i 0.7 High risk (N=80)
o L T e T T PP PP o
) Triple and quad-refractory (N=148)
P=0.002 i Penta-refractory (N=70) =(),025
0.0 1 - 1 1 1 i 1 1 T T T
0 10 20 30 40 50 0 10 20 30 40 50
Months Months

GMG: Gandhi UH et al. Leukemia. 2019 Sep; 33(9): 2266—2275.
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Efektorova bunka
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Vysledky

ecby ADC

No. of
_L NCT number Mechanism of action MM

Belantamab mafodotin

(DREAMM-1) 1
Belantamab mafodotin

(DREAMM-2) 2
AMG224 1
MEDI2228 1
Indatuximab-ravtansine 1

Lorvotuzumab-mertansine 1

NCT02064387

NCT03525678

NCT02561962

NCT03489525
NCT01001442
NCT00991562

‘GMG: Radocha, J. et al. Cancers 2021, 13, 1571.

BCMA

BCMA

BCMA

BCMA
CD138
CD56

MMAF Tubulin inhibitor 35

MMAF Tubulin inhibitor 97/99

Mertansine (DM1)
Pyrrolobenzodiazepine

Tubulin inhibitor 29/11

dimer DNA damage 82
DM4 Tubulin inhibitor 35
DM1 Tubulin inhibitor 37

5 60%
31% /
6/7 35%
21% /
7 27%

2-11 lines 61.0%
7 6%
1-6 lines 6%

ot NG;,oc\

e-

O€c kAP IV. IHK

@ FAg
a2 : G
O

beL



bunka

Q)
=
o
=
o
Q
o
Nk
O
|
>
4
)
e
e
@)
o
\é
N0
C
O
=~
@)
-
=

&
(&

Myelomovad—"

T lyfocyt zabiji
myelomové bunky

(@) Aktivace T
lymfocytl
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CD38
E / Bispecificka

protilatka

T lymfocyt
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Myelomova
burka

Trispecificka
protilatka
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Bispecifické protilatky — recentni data

B CR

100 "triple-class exposed” m VGPR

N=6
30 83% N=b 80%
N=22 ° =20
73% 70%
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m 1. Costa. EHA 2020. Abstr S205. 2. Garfall. ASH 2020. Abstr 180. 3. Harrison. ASH 2020. Abstr 181.
asumeovovsarns 4, Madduri. ASH 2020. Abstr 291. 5. Rodriguez. ASH 2020. Abstr 293. 6. Bahlis. ASCO 2021. Abstr 8006.
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@ Sbér T bunék od pacienta
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@ Miozeni CAR T buinck

@ VytvoFeni CAR T bungk

CAR T buiika Chimeric antigen
receptor (CAR)

Antigen-
vazajici
domeéna

Signalizacni
doména

N4
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@ Infuse CAR T bunék pacientovi

v \

Death of cancer cells

@ CAR T buiiky tto&i na nador
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CAR-T ide-cel

100 B CR/sCR and MRD negative
- Il CR/sCR and MRD not evaluable ORR: 82%
VGPR ORR: 73%
;\'; » PR ORR: 69% CRR:
g 60 & CRR: 39% il
25 7

§ 40 CRR: 4
o 25%

-

0

CAR T-cells: 150 x 10° 300 x 10° 450 x 10° Ide-cel Treated (N = 128)

ot NG;,oc\

¢,

oo Fap

beL

22
O

:@MG: Munshi. NEJM. 2021;384:705.



CAR-T ide-cel

1.0 PFS Median (95% Cl), months
» g 3 8.6(2.9-12.1)
e 0. >4 8.9 (5.4-11.6)
“— All ide-cel treated 8.6 (5.6 -11.6)
© 0.6
>
=
o 04
©
Q2
© 0.2
o
0
0O 2 4 6 8 1012 14 16 18 20 21 24 26 28 30 32
Time (months)
At risk
31513 11 9 8 5 5 2 2 2 2 2 2 1 0 O
>4 113 89 73 62 56 51 41 33 31 25 22 19 10 9 3 2 O
All ide-cel treated 128 102 84 71 64 56 46 35 33 27 24 21 12 10 3 2 O

% Anderson. ASCO 2021. Abstr 8016.



CAR-T cilta-cel

N =97
s 100
100 ORR: 97.9% o
2 8
>
a0 So ™ e
3 edian:
g o 60 not reached
° m E 50 B o
¥ 60 80.4% & T ———
2 SCR 94.8% 2% 40 2 B
= >VGPR v 30 (95% Cl, 22.8-NE)
Al & 20
& 10
20 0
0 3 6 ) 2 15 18 21 24 27 30
Number at risk Months
0 T . Allpatients 97 95 8 77 73 5 26 9 1 1 0
3.1% Responders withsCR 78 78 76 71 71 51 26 9 1 1 0
Best response: M PR = VGPR sCR Median duration of follow-up: 18 months (range, 1.5-30.!?)

CZECH

CMG: Usmani. ASCO 2021. Abstr 8005.



