CO PRINIESLA 62. KONFERENCIA ASH® 2020
V LIECBE NOVODIAGNOSTIKOVANEHO MYELOMU

MUDr. Natalia Stecova
Univerzitnd nemocnica L. Pasteura KoSice
Klinika hematoldgie a onkohematologie




Vyhlasenie o konflikte zaujmov autora

X Nemam potencialny konflikt zaujmov
O Deklarujem nasledujuci konflikt zaujmov

Forma finanéného prepojenia Spoloénost
Participacia na klinickych studiach/firemnom grante
Nepenazné plnenie (v zmysle zakona)
Prednasajuci Janssen, Takeda, Sandoz, Novartis, Angelini
Akcionar
Konzultant/odborny poradca

Ostatné prijmy (Specifikovat)

Podla UEMS (upravené v zmysle slovenskej legislativy)



Prezentaciu podporila agentura

We Make Media Slovakia, s. r. o.

W

we Make media



VIRTUALNA 62. ASHO 2020

American Society of Hematology (ASH) Annual Meeting and Exposition, december 2020

= ABSTRAKTY S TEMOU MNOHOPOCETNY MYELOM 688
PREDNASKY 179
POSTERY 500
PUBLIKACIE 9

= CELKOVY POCET ABSTRAKTOV 4 800

V ROKU 2019 6 000




PRECO NELIECIME SMOLDERING MYELOM ?

Pacient je asymptomaticky
Nevieme, ktory pacient vyvinie myelom
Liecba je toxicka a ma limitovany efekt

Nie su dostatocné ddkazy na zlepsenie prezivania

Shaji Kumar, ASHO 2020, Abstrakt 449




PRECO NELIECIME SMOLDERING MYELOM ?

Pacient je asymptomaticky
prvy symptom moze byt katastrofalny
Nevieme, ktory pacient vyvinie myelom
mame lepsi stratifikacny systém
Liecba je toxicka a ma limitovany efekt
mame uz aj velmi efektivne terapie
Nie su dostatocné ddkazy na zlepsenie prezivania
su vysledky faz Il KS (R, Rd, DaraRd, KRd + ASCT)

Shaji Kumar, ASH © 2020, Abstrakt 449




AKO BY SME MALI POSTUPOVAT PRI SMM

Confirm SMM diagnosis, advanced imaging required

/ ‘

Multiple HR features

¥

Treat as myeloma?

High risk SMM

4

Standard risk SMM

v

Clinical trials
OR
Len Dex

Follow up every 3 months

¥

hd

N

Evolving phenotype

If no Rx

very close observation

Shaji Kumar, ASH © 2020, Abstrakt 449
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KLUCOVE TEMY PRI NDMM

Faza Ill TOURMALINE-MMZ2: ixazomib, lenalidomid a dexametazdn verzus
lenalidomid a dexametazén pre NDMM pacientov nevhodnych na ASCT

Facon, T. et al. ASH © 2020, Abstrakt 551
= FAZA Il KS MAIA: Dara-Rd verzus Rd u NDMM pacientov nevhodnych na ASCT

Kumar, ASH © 2020, Abstrakt 2276

= \/¢asna verzus odlozend autolégna transplantacia u NDMM pacientov. DIhodoba
analyza studie IFM 2009 trial

Perrot, A. et al. ASH © 2020, Abstrakt 143

= Aktualizovanda analyza studie GRIFFIN: Daratumumab s lenalidomidom,
bortezomibom a dexametazénom pre NDMM pacientov vhodnych na
transplantaciu

Kaufman, J. L. et al. ASH © 2020, Abstract 549
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TOURMALINE-MM2: dizajn studie

* Multicentricka, randomizovana, dvojito zaslepena, placebom kontrolovana, F Il

Stratified by age (< 75 vs. > 75 yrs), ISS disease stage (I or Il vs 1),
and BPI-SF worst pain score (< 4 vs > 4)

1 Cyklus 1 — 18 Cyklus > 18
Ixazomib 4 mg on Days 1, 8, 15 +
o Lenalidomide 25 mg on Days 1 —21 + Ixazomib 3 mg on Days 1, 8, 15 +
Dospeli p?uentl s ND MM Dexamethasone 40 mg on Days 1, 8, 15, 22 Lenalidomide 10 mg on Days 1 —21
nevhodni na ASCT; ECOG (n = 351)
PS <2 a CrCl =2 30 ml/min. Placebo on Days L, 8, 15 +
=7 » O,
(n=705) ~— Lenalidomide 25 mg on Days 1 —21 + Placebo on Days 1, 8, 15 +
Dexamethasone 40 mg on Days 1, 8, 15, 22 Lenalidomide 10 mg on Days 1 — 21
(n =354)
Initial lenalidomide dose reduced to 10 mg for patients with renal impairment; initial dexamethasone dose
reduced to 20 mg for patients aged > 75 ys.
" Primarny ciel: PFS = Sekundarne ciele: OS, KR, odpoved na bolest

Facon, T. et al.. ASH © 2020. Abstrakt 551. NCT01850524.




TOURMALINE-MM2: hlavné sekundarne ciele

, Ixazomib-Rd Placebo-Rd 0
Efficacy Outcome (n = 351) (n = 354) HR (95 % Cl) AVEIE
Median OS, mos Not reached Not reached 0,998 (0,790 —1,261) ,988
Median TTP, mos 45,8 26,8 0,738 (0,589 — 0,925) ,008
ORR, %

82,1 79,7 ,436

CR/SCR 25,6 14,1 - <,001

> VGPR 63 47,7 <,001
Median TTR, mos 1 1,9 1,402 (1,185 —1,659) <,001

Median DoR, mos 50,6 37,5

Facon,T . et al. ASH © 2020. Abstrakt 551




TOURMALINE-MMZ2: dlhsie PFS s Ixa-Rd oproti placebo -Rd

Table. PFS in prespecified subgroups, response rates, and other secondary
outcomes in the ITT population

1.0 = Median
PFS,
Patients,n Events months
IRd 351 169 35:3
0.8 Placebo-Rd 354 209 21.8
HR (95% Cl): 0.830 (0.676—-1.018)
E Log-rank test p value: 0.073
9_- 0.6 1
o
N . ", .- ~
ol
S 04
S 0. @
o
0.2 1
— IRd O Censored
— Placebo-Rd O Censored
00 I I 1 1 I 1 1 I I 1 1 1
0 6 12 18 24 30 36 42 48 5 60 66 72

Time from randomization, months

Patients at risk, n
IRd 351 261 220 187 147 120 107 96 81 64 28 10
Placebo-Rd 354 273 225 174 132 121 106 98 82 63 35 16

Facon, T. et al. ASH © 2020. Abstrakt 551

1
1

IRd Placebo-Rd
(N=351) (N=354)
PFS in prespecified subgroups, months HR (95% CI) p value
Expanded high-risk cytogenetics 23.8 18.0 0.690 (0.506-0.941) | 0.019
Age <75 years 41.4 26.2 0.799 (0.608-1.049) | 0.106
CrCl >60mL/min 31.8 30.8 0.992 (0.754-1.305) | 0.955
Best confirmed response, % OR (95% ClI) p value
ORR 82.1 79.7 1.16 (0.79-1.70) 0.436
CR/sCR 25.6 14.1 2.10 (1.43-3.09) <0.001
2VGPR 63.0 47.7 1.87 (1.38-2.53) <0.001
Secondary outcomes, months HR (95% CI) p value
TTR 1.0 1.9 1.402 (1.185-1.659) | <0.001
TTP 458 26.8 0.738 (0.589-0.925) | 0.008

OR, odds ratio; sCR, stringent complete response; VGPR, very good partial response




TOURMALINE-MM2: zavery

Pridanie ixazomibu k Rd zvysilo o 13,5 mesiaca prezivanie bez progresie oproti Rd,
aj ked rozdiel nebol statisticky vyznamny

— Median PFS: 35,3 verzus 21,8 mes (HR: 0,830; 95 % ClI: 0,676 — 1,018; P =,073)

— Konzistentné vysledky s TOURMALINE-MM1, ixazomib-Rd predizil PFS verzus
Rd u pacientov s vysokorizikovou cytogenetikou

Ixa-Rd viedlo ku klinicky vyznamnému prediZeniu TTP a po¢tu KR v porovnani s Rd

Ixa-Rd dobre tolerovany rezim s manazovatelnym profilom bezpecnosti; skusenosti
v stlade s predchadzajucimi skisenostami s ixazomibom

Investigatori konstatuju, ze ixazomib-Rd peroralny triplet je potencialna lieCebna
modalita pre niektorych pacientovs NDMM nevhodnych na ASCT

1. Facon. ASH © 2020. Abstrakt 551 2. Moreau. NEJM. 2016; 374:1621. 3. Avet-Loiseau. Blood. 2017; 130:2610.




KS FAZY 11l U NDMM PACIENTOV NEVHODNYCH NA ASCT

studia rezim n MPFS mOS
Vistal VMP 344 24 (TTP) 56.4
FIRST? Rd cont 535 26 59,1
SWOGT7773 VRD 242* 43 75
Q1** 34 65
Endurance® VRD 542 # 34,4 3-year: 84 %
167 ## 37 NA
Alcyone® VMP-Dara 356 36,4 42-Mo: 75 %
# MAIAS Rd-Dara 368  30-Mo:71% Immature

*. median age: 64; ** > 65 years; # median age 65; ## > 70 years

1. San Miguel. ASH 2011. Abstrakt 476. 2. Facon. Blood. 2018;131:301. 3. Durie. Lancet. 2017;389:519. 4. Kumar. ASCO 2020 Abstrakt LBA3. 5. Mateos. ASH
2019. Abstrakt 859. 6. Facon. NEJM. 2019; 380:2104.



MAIA: dizajn studie
= Multicentrickd, otvorend, randomizovanad, faza lll

Stratified by ISS (1 vs Il vs 11l), region (North
America vs other), age (< vs > 75 yrs)

Patients with Daratumumab + Lenalidomide + Dexamethasone
ASCT-ineligible ND / (n = 368)
MM, ECOG PS 0-2,
CrCl 2 30 mL/min \ Lenalidomide + Dexamethasone
(N=737) (n=369)

28-day cycles until
disease progression
or unacceptable
toxicity

Dosing: daratumumab, 16 mg/kg IV (QW cycles 1-2, Q2W cycles 3-6, Q4W cycle 7+);
lenalidomide, 25 mg QD PO on Days 1-21; dexamethasone 40 mg QW PO or IV.

" Primarny ciel: PFS

= Sekundarne ciele: TTP, CR/sCR, MRD by NGS (10~), PFS2, OS, ORR, bezpecnost

Kumar. ASH © 2020. Abstrakt 2276. NCT02252172.




MAIA tézy

* Daratumumab: anti-CD38 humanna IgGk monoklonalna protilatka
— Povoleny v kombinacii s VMP alebo Rd u NDMM pacientov nesposobilych na ASCT
v kombinacii s VTD u NDMM pacientov sp6sobilych na ASCT

— Pridanie DARA k $tandardnej lieébe vo viacerych KS fazy Il prinieslo zlepenie PFS, ako
aj hlbsie a dlhsie odpovede

— V primarnej analyze fazy Ill MAIA znamenalo pridanie daratumumabu k Rd u ASCT-
nevhodnych ND MM redukciu rizika progresie alebo smrti 0 44 % a zvySenie MRD-
negativit (24,2 verzus 7,3 %)!?

= Sucasna analyza MAIA aktualizovala bezpecnost a efektivitu pri dlhSom FU ~ 4 rrl3]

1. Daratumumab PI. 2. Facon. NEJM. 2019; 380:2104. 3. Kumar. ASH © 2020. Abstrakt 2276




MAIA: PFS

48-mes. PFS

100

80 =

60 =

40 -

20 =
Median follow-up: 47.9 mes

HR: 0.54 (95% Cl: 0.43-0.67); P <.0001

% Surviving Without Progression

0

D-Rd: NR
Odhad 55+

Rd: 34.4 mes

r 1. 111 1T 1T 1T 1T T 717171711
0 3 6

_ Mesiace
Pts at risk, n

Rd 369 333307280255237220205196179172 15514513211479 53 22 9

2

D-Rd 368347335320309300290276266256246237232221201153111 63 26 7

Kumar. ASH © 2020. Abstrakt 2276. Reproduced with permission.

1
1

9 121518 212427303336 39424548 5154576063

0
0

PFS D-Rd Rd
Median PFS, mes. NR 34.4
PFS vyskyt v %

* 12 mesiacov 86,2 78,4
* 24 mesiacov 76 61,6
* 36 mesiacov 67,4 48,4

Riziko progresie alebo smrti
redukované o 46 % s D-Rd verzus Rd

PFS benefit evidentny vo vSetkych
podskupinach, okrem malej skupiny
s redukovanou funkciou pecene
— Median PFS v high-risk podskupine:
45,3 mes. s D-Rd verzus 29,6 mes. s
Rd




MAIA: analyza PFS v podskupinach

Rd D-Rd Rd D-Rd
n/N Medidan n/N Medidn HR (95 % Cl) n/N Median n/N Medidn HR (95 % Cl)

Sex Baseline hepatic function

Male 103/195 32,3  78/189 NE FH 0,60 (0,45-0,81) Normal 186/340 33.8 125/335 NE M 0,50 (0,4 -0,63)

Female 96/174 3,4 63/179 NE e 0,47 (0,34 -0,65) Impaired 13/29 35.1 16/31 29.2 |—L—>1,06 (0,51-2,21)

Age ISS staging

<75yrs 105/208 37,5 71/208 NE e 0,50(0,37-0,68) | 39/103 51.2 28/98 0,60 (0,37 -0,97)

> 75 yrs 94/161 31,4 70/160 NE k4 0,58 (0,43-0,79) 1l 92/156 29.7 61/163 0,46 (0,34 —-0,64)

Race 1 68/110 24.2 52/107 42.4 ke 0,59 (0,41 - 0,85)

White 179/339 34,5 127/336 NE g 0,54 (0,43 -0,67) Type of MM

Other 20/30 30,4  14/32 NE Fe— 0,55(0,28 —1,09) IgG 117/231 38.7  91/225 0,67 (0,51 -0,88)

Region Non-IgG 49/760 23.5 26/74 0,36 (0,22 —0,58)

North America 57/102 30,4  42/101 NE ko 0,53 (0,36 -0,80) Cytogenic risk at study entry

Other 142/267 36,9  99/267 NE b 0,54 (0,41-0,69) High risk 28/44 29.6  23/48 453 o= 0,57 (0,33 -1)

Baseline renal function (CrCl) Standard risk 153/279 34.4  99/271 0,48 (0,38 —0,62)

>60 mL/min. 117/227 37,4  75/206 NE b 0,53 (0,40-0,71) ECOG PS score

<60 mL/min. 82/142 29,7 66/162 NE ke 0,53(0,38-0,73) 0 68/123 39.6  42/127 0,45 (0,31 -0,67)

\ 1 92/187 35.1  72/178 0,61 (0,45 -0,84)

5 1 15 2 >2 39/53 23.5 27/63 0,52 (0,31 -0,85)

P

Eavors D-Rd Favors Rd

»
»

Kumar. ASH © 2020. Abstrakt 2276. Reproduced with permission.
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MAIA: MRD analyza

MRD Negativity Rate
Median Follow-up

Primary: 28 mos 36,4 mos  Update: 47,9 mos

P <,0001 P < ,0001 P <,0001
< 35-
S . 31%
r 304 29 %
@ 254
£ 20+
2
w 15-
)
e 10-
2 s
S 0-
D-Rd Rd D-Rd Rd D-Rd Rd
N=368N=369 N=368 N=369 N=368 N=369
(update) (update)

=  MRD negativity in patients with high-risk cytogenetics: 23 %
with D-Rd vs 2 % with Rd

Kumar. ASH © 2020. Abstrakt 2276. Reproduced with permission.

Sustained MRD Negativity

P < ,0001 P <,0001
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D-Rd Rd D-Rd Rd
N = 368 N =369 N =368 N =369
> 6 mos sustained > 12 mos sustained
MRD negativity MRD negativity




MAIA: dizka liecby

Liecebné ramena D-Rd Rd
Median trvania lie¢by v KS, mes. 42,8 22,6
Prerusené studioveé terapie, n (%) 176 (48,4) 273 (74,8)
= Stop lenalidomid, pokracovanie s daratumumabom 89 (24,5) -
= Pre progresiu ochorenia 85 (23,4) 113 (31)
Umrtie, n 107 132

Kumar. ASH © 2020. Abstrakt 2276.




Zhodnotenie MAIA

= Vo faze lll MAIA u NDMM pacientov nevhodnych na ASCT znamenalo pridanie
daratumumabu k Rd signifikantne lepsie PFS oproti Rd po predlzenom FU bez
novych bezpecnostnych signalov

— Median PFS: NR verzus 34,4 mes. (HR: 0,54; 95 % Cl: 0,43 - 0,67; P <,0001)

— Zlep3ena hibka odpovede s D-Rd, véitane trojnasobného zlep$enia MRD
negativity (31 verzus 10 % ; P <,0001)

" PFS benefit, viac MRD negativity s daratumumabom u pacientov s vysokorizikovym
cytogenetickym profilom

" |nvestigatori na zaver davaju podporu rezimu D-Rd ako prvoliniovej liecbe u NDMM
pacientov nevhodnych na ASCT

Kumar. ASH © 2020. Abstrakt 2276.




PREHLAD MEDIANOV PFS NAJNOVSICH KS FAZY 1l U

NDMM PACIENTOV NEVHODNYCH NA ASCT

?
55 NR;
Estimate
50 based on
HR 0.55
45
40 36.4
' 35,1
31,9
29,7
‘é’ 30
25.3 26
E
20 18,3 19,1
15
10
5
0 RVd
VMP VMP VMP-D Rd (SWOG RVd Lite
(VISTA) |(ALCYONE) [(ALCYONE) | RY (ECOG)|RA (FIRST) |7 772" | RAMAIA) | yp5nnelr) (3\;"7%6 RdD (MAIA)
‘mPFS| 183 19,1 35 25,3 26 29,7 31,9 35,1 34 55
IMiD-free IMiD-foundation

1. San Miguel. ASH e. 2011. Abstrakt 476. 2. Dimopoulos. ASH 2018. Abstr 156. 3. Rajkumar. Lancet Oncol. 2010;11:29.

Direct comparison between trials is not intended and should not be inferred. HR, hazard ratio; NR, not
reached; NSCT, non-stem cell transplant; PFS, progression-free survival; Rd, lenalidomide, low-dose
dexamethasone; RdD, daratumumab, lenalidomide, dexamethasone; RVd, lenalidomide, bortezomib
and dexamethasone; VMP; bortezomib, melphalan, prednisone.

4. Facon. Blood.2018;131:301. 5. Durie. Lancet. 2017;389:519. 6. Facon. ASH 2018. Abstr LBA-2. 7. O’'Donnell. Br J Haematol.
2018;182:222.



ODPORUCANIA V LIECBE NDMM PACIENTOV NEVHODNYCH
ATPKB

Patient Population Odporucanie

Fit pacienti Pouzit trojkombindciu s moznostou redukcie davky na
zvysenie tolerability (VRd-lite, DaraRd)

Krehki, unfit pacienti Zacat dvojkombindciou (Rd, Vd) a pridat treti liek, ak pacient
toleruje
Vyhodnotenie geriatrického statusu

Renalna insuficiencia Lenalidomid v davke podla klirensu kreatininu

Kardialna dysfunkcia Vyhnut sa karfilzomibu
pouzivat tromboprofylaxiu pri liecbe na baze LEN

Periférna neuropatia Bortezomib v redukovanej davke/davkovanie 1x tyZzdenne,
preferovat IRD v indukcii




ODPORUCANIA EXPERTOV PRE NDMM

Expert Recommendations

Brian G.M. Durie, MD
Shaji Kumar, MD
Thomas G. Martin, MD
Philippe Moreau, MD

S. Vincent Rajkumar, MD

Jesus San-Miguel, MD

Rd + daratumumab, until PD
Rd + daratumumab, until PD
RVd x 4 = ASCT = Len maintenance
Rd + daratumumab, until PD
VRD x 8 = Rd until PD

Rd + daratumumab, until PD
Dara + VMP with bortez maintenance




VYBRANE TERAPIE PRE NDMM PACIENTOV INDIKOVANYCH
NA ASCT

Dr. Joseph Mikhael komentoval niektoré vybrané klucove studie
prezentované na ASH2020 u NDMM pacientov vhodnych na ASCT

n predl'iené analyza v&asnej verzus odloZenej ASCT v IFM 2009 KS

= aktualizovana analyza fazy 2 GRIFFIN

® analyza prezivania v studii FORTE




Abstract #143

143 Early Versus Late Autologous Stem Cell Transplant in Newly Diagnosed Multiple Myeloma: Long-Term Follow-up
Analysis of the IFM 2009 Trial
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Session: 731. Clinical Autologous Transplantation: Autologous Transplantation: Still the Backbone of Modern Myeloma Therapies
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IFM 2009: AKTUALIZOVANE PFS

100 -
—— RVD Alone
——— Transplantation
75 -
S
3
@ | Median PFS 47.3 months (Transplantation, arm B)
i
25 -
P=0.0001 .
s Median PFS 35 months (RVD alone, arm A)
0- HR (95CI) 0.70 [0.59;0.83]
0 12 24 36 43 60 72 84 96
Months of follow-up
N at risk
RVD Alone 350 204 227 166 117 85 64 63 12
Transplantation 350 308 263 208 157 117 Q9 80 30

30% reduction in the risk of progression or death in patients receiving transplant



IFM 2009: AKTUALIZOVANE PREZIVANIE

100 -
— RVD Alone

——— Transplantation

75 -

8y-0S 62.2% (Transplantation, arm B)

8y-0S 60.2% (RVD alone, arm A)

P=0.815 Median FU 89,8 mesiacov

Patients (%)
3
1

25

HR(95CI) 1.03 [0.8;1.32] |

0 12 24 38 4 60 72 84 96 108 120
Months of follow-up

N at risk

RVD Alone 350 340 325 312 201 286 216 197 67 0 0
Transplantation 350 330 315 200 279 260 220 207 82 1 0

More than 60% of the patients in the two arms are alive after 8 years of follow-up



IFM 2009: ANALYZA V PODSKUPINACH

100+

~J
on
1

Adjusted probability of
progression-free survival (%)
o =

—— MRD negative-Transplantation

— — MRD negative-RVD alone =~ ——
—— MRD positive-Transplantation o ~PED
— — MRD positive-RVD alone e

0 12 24 36 48 60 72 84 96

Time since MRD assessment (months)

50
45
40
35
30
25
20
15
10

w

MRD negativity rate

20.4%

B RVD alone

29.79 %

I 3

M Transplant

Transplant is superior to VRD alone, even in patients who achieved undetectable MRD at 10°



STVORKOMBINACIE U NDMM PACIENTOV S TRANSPLANTACIOU

= CASSIOPEIA: open-label, randomized phase Ill triallll
. Daratumumab + VTd Daratumumab + VTd (max of 2 yrs followed by
patients with ND
<
MM, EEOG PS<2 — ASCT — Observation until PD
(N =1085) 4 cycles 2 cycles (maximum of 2 yrs)

Part 1 Part 2

Dara Q8W until PD

= GRIFFIN: open-label, randomized phase Il triall2]

Induction: Cycles 1-4 Consolidation: Cycles 5-6* Maintenance: Until PD or 2 yrs'

Transplant-eligible , ) .
patients with ND _~" D-VRd in 21-day cycles B3N ailmd D-VRd in 21-day cycles D-R in 28-day cycles

MM, ECOG PS< 2 ~.

(N = 207) VRd in 21-day cycles [N Yq BN \/Rdin 21-day cycles md Rin 28-day cycles

*Consolidation began 60-100 days after ASCT. "Patients completing maintenance were permitted to continue single-agent len.

1. Moreau. Lancet. 2019;394:29. 2. Voorhees. Blood. 2020;[Epub]. Kaufman JL et al. ASH © 2020; Abstrakt 549




GRIFFIN A CASSIOPEIA — HLBKA ODPOVEDE

Depth of Response, %

Regimen Post Induction Post ASCT Post Consolidation
sCR 2 VGPR sCR 2 VGPR sCR 2VGPR MRD-
CASSIOPEIAL VTd 542 6,5 56,1 9,4 67,4 20,3 78 44
Dara-VTd 543 7,4 64,9 13,4 76,7 28,9 83,4 64

Depth of Response, %

Regimen Post Induction Post ASCT Post Consolidation
sCR 2 VGPR sCR 2 VGPR sCR 2VGPR MRD-

GRIFFINE! VRd 97 7,2 56,7 14,4 66 32 73,2 20,4

paraveg 09 (121) 717 (212) 86 09 s

1. Moreau. Lancet. 2019; 394:29. 2. Voorhees. Blood. 2020;[Epub]. Kaufman JL et al. ASH © 2020; Abstrakt 549




GRIFFIN a CASSIOPEIA : PFS

GRIFFIN: Dara-VRd vs VRd!12] CASSIOPEIA: Dara-VTD vs VTDI3!
Final PFS analysis of Part 1
12-mo PFS rate 24-mo PFS rate
100 ~ftsmann oo 196.9% 1 95.8% 100 << mmen. 18-mo PFS}93%
GOV N ) = SR ‘ ‘l O e : - 1
| 95.3% T 89.8% m
80 - : L 80 - !
| | 185%
| | I
—~ 60- ! ! _ - .
X I I Q) 60 Events, n (%)!
% — Dara-VRd | i e — Dara-VTd 45(8) !
- LL -
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Patients at Risk, n Mos Patients at Risk, n Mos
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GRIFFIN AKTUALIZACIA: PFS a OS a Dara — VRd versus VRd

= Median PFS and OS not reached in either study arm

PFS 0s
12-month PFS rate  24-month PFS rate 12-month OSrate  24-month OS rate
100 = tasn, 96.9% ”"””IHi :EEEE:-E: %"m 100 o e
: 95.3% l 89.8% i 97.9% : 5'}{}
80~ : : 80- : :
| I | I
60 = oy =
2 a E £ s a
s — D-VRd i I v — D-VRd 1
- ) -
=47 _vrd i E 071 —VRd i |
] I | I
204 : i 204 | I
I I | I
] I | ]
! ! ! !
D 1 | 1 | | | 1 | | | 1 [} | | 1 | | 1 | 1 | |
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 2124 27 30
Mo. at risk Mos Mo. at risk Maos
VRd 103 93 77 71 69 67 64 46 20 6 O VRd 103 101 99 96 88 84 78 55 29 7 O
D-VRd 104 98 93 89 89 88 86 59 27 5 O D-VRd 104 100 99 99 97 96 93 70 36 9 O 0
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GRIFFIN — AKTUALIZACIA

Prvotné poznatky zo studie GRIFFIN:
Na konci konsolidacie bol vyskyt sCR 56 %.
MRD negativity 10~ na konci konsolidacie boli pozorované v 50 % pacientov, 10 sa nevyskytla.

Nové poznatky:
SCR stupli na 94 % na konci 12 a 24 mesiacov D-R udrziavacej lieCby.

Na konci 24 mes. D-R UL, 81 % pacientov malo MRD negativitu na Urovni 10, 5 pacienti (31 %) mali
MRD negativitu 107,

Pri mediane sledovania 40,8 mesiaca traja zo 16 pacientov progredovali, predpokladané PFS po 24
mes. bolo 94 %, po 36 mes. 78 %.

Pri dlhsom sledovani vratane 2 rokov udrziavacej lieCby D-R neboli pozorované Ziadne nové
bezpecnostné rizika.



FAZA Il STaMINA: ASCT + Len/verzus ASCT + VRd/verzus druha
ASCT

ASCT/Maintenance Group
- : : Lenalidomide maintenance until PD
f k high
Stratified by risk group (high vs standard) 8 ey o & ad s, then 15 iy
l (n = 257)
ASCT-eligible patients / ASCT/VRd Groug
I\jI\ZIO yrj :Vlzth sylmptomatl? Bortezomib 1.3 mg/m? IV Days 1, 4, 8, 11 Lenalidomide Maintenance
land22 cycles systemic - Melphalan Lenalidomide 15 mg Days 1-15 until PD
D initiatecin past 12 mos;— = 200 mg/m* V. — R SEISTIECRREPISOEIVHEVEIEM — " 10 mg/day for 3 cycles,
no prior progression; + ASCT Four 28-day cycles then 15 mg/day*
adequate organ function; (n = 254)
(N = 758)
= Primary endpoint: PFS at 38 mos ASCT/ASCT Grou /
Melphalan 200 mg/m? IV
=  Secondary endpoints: OS, ORR, CR + Second ASCT
conversion rate, safety, infections, (n =247)

tx-related mortality, QoL
*QOriginally given for 3 yrs only but amended to until PD in 2014.

Stadtmauer. ASH © 2016. Abstr LBA-1. Stadtmauer. JCO. 2019;37:589. Hari. ASH 2020. Abstr 8506.




Probability (%)

STaMINA: PFS A OS PO DLHODOBOM SLEDOVANI

PFS OS
PFS, % . 0S, % .
(Range) ASCT/ASCT ASCT/VRd ASCT/Maint (Range) ASCT/ASCT ASCT/VRd ASCT/Maint
5 yrs 47.4(41-53)  44.1(38-50) 45 (38-51) 5 yrs 74.7 (69-80)  75.4(70-80)  76.4 (71-81)
100 - 6 yrs 43.9 (37-50)  39.7 (33-45)  40.9 (34-47) 6 yrs 73.1(67-78)  74.9 (69-80)  76.4 (71-81)
100 -
80 - —_
°\° 80 - x
60 - £ 0 P=.797
o
40 + S 40+
o
|
20 1 A -H0-
0 - I I I I I I 1 O - I I I I I I 1
0 12 24 36 48 60 72 0 12 24 36 48 60 72

=  Bezrozdielu PFS a OS v oboch ramenéch

* Bezrozdielu vo vyskyte SPM po 6 rokoch v oboch ramenach (P =,745); rovnaky vyskyt hematologickych a
solidnych malignit v oboch ramenach

Hari. ASH 2020. Abstrakt 8506.




PFS (%)

STaMINA: DLHODOBA ANALYZA PFS

PFS podla liecby PFS podla dlzky UL
100 100 - _H_H_'T_I_LI_M
80 - 80 -
P < .001
60 - < 60+
P=.015 S Stopped Len
(%2
40 - S-Yr PFS, % | ) 6-¥r PFS %61 ) o 40 5-Yr PFS, 6-Yr PFS,
-Yr , % (range) 6-Yr , % (range o %
50 — ASCT/ASCT (n = 170) [[53.6 (46-61) 49.4 (41-57) 504 % (range) (range)
— ASCT/VRd (n=222) 44.1(37-50) 39.7 (33-46) — Stopped Len (n=207)  67.2(60-73)  61.0(54-67)
0l — ASCT/maint (n = 361) 42.3 (37-47) 38.6 (33-43) 0 — Continued Len (n=215) 86.5(81-90)  79.5(73-84)
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Mos Mos
5-Yr PFS, % (Range) ASCT/ASCT ASCT/RVD ASCT/Maint P Value 5-Yr PFS, % (Range) Continued Len Stopped Len P Value
High risk 43.7 (33-58) | 37.3(26-48) 32 (24-40) .03 High risk 86.7 (77-95) 67.8 (52-79) 2
Std risk 58.1(48-67) 482 (40-56)  47.7 (41-54)  .196 std risk | 863(80-91) |  66.7(58-74) <.001

Hari. ASH © 2020. Abstrakt 8506.




Impact of Minimal Residual Disease (MRD) by
Multiparameter Flow Cytometry (MFC) and Next-
Generation Sequencing (NGS) on Outcome: Results of
Newly Diagnosed Transplant-Eligible Multiple Myeloma
(MM) Patients Enrolled in the FORTE Trial

Stefania Oliva', Elisa Genuardi', Maria Teresa Petrucci!, Mattia D’agostino’, Daniel Auclair?, Antonio
Spadano’, Allison P. Jacob?3, Michele Cea’, Luca De Rosa’, Alessandro Gozzetti', Marina Ruggeri’,
Andrea Capra’, Milena Gilestro', Norbert Pescosta’, Angelo D. Palmas’, Agostina Siniscalchi’, llan R.
Kirsch3, Paolo Corradini’, Pellegrino Musto', Mario Boccadoro', Elena Zamagni ', Francesca Gay'
1. GIMEMA, European Myeloma Network, Italy

2. Multiple Myeloma Research Foundation, Norwalk, US-CT
3. Adaptive Biotechnologies, Seattle, US-WA



MRD MONITORING

= Pacienti, ktori dosiahli po indukcii MRD negativitu, maju signifikantne dlhsie PFS.

=  MRD zachytava maly pocet nadorovych buniek, ktoré prezivaju po liecbe a mozu sposobit relaps
ochorenia. V suficientnej vzorke clonoSEQ assay na MRD mozZe identifikovat 1 nddorovu bunku
medzi milionom zdravych buniek v zavislosti od pouzitych metodik.

= Napr. UL KRD viedla vo vysokom percente ku konverzii MRD pozitivity na MRD negativitu a
signifikantne predI|zila PFS oproti samotnému R.

= Klinicky prinos — vysledok by mal viest k rozhodnutiu zmenit liecbu: 1) ukoncenie alebo redukovanie
lieCby pri MRD negativite, 2) zvySenie intenzity liecby pri MRD pozitivite, 3) aplikacia novej linie
lieCby pri MRD +.

= Vysoky stupen klinickej zhody medzi metddami MFC a NGS MRD monitoringom.

= These results support the integration of MRD assessment” in the management of these patients,
Dr. Joagquin Martinez-Lopez of the Complutense University of Madrid said during a presentation of
the results at the American Society of Hematology (ASH) virtual annual meeting.




AKTUALNE ODPORUCANIA PRE INDUKCNU LIECBU
MLADSICH, FIT PACIENTOV

Trojkombinacia v indukcii s naslednou ATPKB
Udrziavacia liecba po ATPKB

Konsolidacna liecba po ATPKB

Uloha tandemovej transplantacie

Hlavny ciel: maximalizovat trvanie prvej remisie




Sposobilost’ na ASCT

Ano
Induction: 3-drug regimens
VTD
VCD

RVD
PAD

|

200 mg/m2 Melphalan followed by ASCT

|

Maintenance
Lenalidomide

... < 66 years Or
fit patients < 70 years in good clinical
condition”...

™~

Nie

First option: VMP, Rd, VRD
Second option: VCD, MPT

Other options : BP, CTD, MP

FRONTLINE THERAPY
ESMO quidelines
Moreau et al, Ann Oncol 2017




Spoésobilost’ na ASCT (IMWG, ESMO, NCCN)

™~

Nie

Indukcia: minimalne triplet Preferovana moznost”:

VTD + CD38 (I,A) Dara — Rd (1,A)
RVD + CD38 Dara- VMP (1,A)
VRd (I1,B) VRd (I,A)
VTD (I,A)

VCD (I1,B) Dalsie moznosti:
VMP (1,A)

200 mg/m2 Melphalan + ASCT Rd (I,A)

Tandem pre vysokeé riziko

konsolidacia: Triplet + CD38 ?
‘ NCCN 2/2021 maju navyse:
VCD
Udrziavacia lie€ba: KRD
Lenalidomide + Ixa/CD38 IRd

Dara- VMP (1,A)
Dara

NCCN 2/2021 maju navyse:

+ KRD

+ IRD (2,B)

FRONTLINE THERAPY

ESMO quidelines, 2021




ZAVER

Indukéné rezimy:
= vhodnina ASCT
— VRd (preferovany)
— VTD, VCD, slubné data s Dara-VRd
= nevhodni na ASCT:
- VRd-Lite
- Rd, VMP, VTD, CVD, Dara-Rd
ASCT: prekonzultovat u vSetkych pacientov do 70 rokov — fit
Konsolidacia: 1 -2 cykly VRD, VTD, CVD, IRD
Udrziavacia liecba
— Lenalidomid (preferovany)
— Ak je moznost — klinicka Studia, UL na baze IMiD/PI u high-risk pacientov
MRD monitoring
Podporna liecba ma byt integrovana od diagnozy po cely ¢as ochorenia
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