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Wprowadzenie bortezomibu oraz lenalidomidu
poprawito wyniki leczenia szpiczaka
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ale ciggle jest jeszcze duzo do zrobienia...
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Intensyfikacja pierwszej linii leczenia



Key eligibility
criteria:

Transplant-
ineligible
NDMM

ECOG 0-2
Creatinine
clearance
>40 mL/min
No peripheral
neuropathy
grade >2

Stratification factors

1SS (1'vs 11 vs 111)

Region (EU vs other)
¢ Age (<75 vs 275 years)

Alcyone
DaraVMP vs VMP

MMY3007: ALCYONE: Dara + VMP

* Cycles 1-9: 6-week cycles
* Cycles 10+: 4-week cycles

NDMM, newly diagnosed multiple myeloma; ECOG, Eastern Cooperative Oncology Group; ISS, International Staging System;

EU, European Union; VMP, bortezomib/melphalan/prednisone; SC, subcutaneously; PO, orally; D, daratumumab; IV, intravenously;
PD, progressive disease; PFS, progression-free survival; ORR, overall response rate; VGPR, very good partial response;

CR, complete response; MRD, minimal residual disease; NGS, next-generation sequencing; OS, overall survival.

Mateos MV et al. Oral presentation at: 59th American Society of Hematology (ASH) Annual Meeting and Exposition; December 9-12 2017; Atlanta, GA, USA; Abstract LBA-4
Mateos MV et al. N EnglJ Med 2018 Feb 8;378(6):518-528

Primary endpoint:
* PFS

Follow-up Secondary endpoints:

for PD
and

survival

* ORR

e >VGPRrate

e >CRrate

* MRD (NGS; 107)
* OS

e Safety

Statistical analyses
+ 360 PFS events: 85% power for
8-month PFS improvement
 Interim analysis: ~216 PFS
events




MMY3007: ALCYONE: Dara + VMP

ALCYONE (MMY3007): PFS

Pre-specified interim analysis after 231 PFS events (64% of the planned 360 events for the
final analysis)

Median (range) follow-up: 16.5 (0.1-28.1) months
12-month 18-month
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Mateos MV et al. Oral presentation at: 59th American Society of Hematology (ASH) Annual Meeting and Exposition; December 9-12 2017; Atlanta, GA, USA; Abstract LBA-4
Mateos MV et al. N EnglJ Med 2018 Feb 8;378(6):518-528



MAIA
DaraRD vs RD

Drug(s) Study Name Phase Disease State Patient Population N
Daratumumab, lenalidomide, MAIA 3 MM Newly Diagnosed Ineligible 737
dexamethasone for Transplant

Aim: to evaluate safety and efficacy of D-Rd vs Rd in transplant-ineligible NDMM*
*Reported data is from a prespecified interim analysis.

International, Randomized, Phase 3 Study

Eligibility Criteria:
Patients ineligible for high-dose
chemotherapy with autologous stem cell
transplantation due to age =65 years or
LCOMOTDILILIES | eeeseeseescaanessangansssssssssnes

Rd (n=369)

R: 25 mg (oral) QD on D1-21
d: 40 mg (oral) on D1, 8, 15, and 22

Stratification:

* International Staging System stage (I, II, IIl)
* Region (North America vs other)
* Age (<75 vs 275 years)
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Primary Endpoint:
* PFS

Secondary Endpoints:
*« ORR
* MRD-negativity rate’

28-day cycles, patients treated until disease progression or unacceptable toxicity

Prespecified Interim Analysis: 239 PFS a

» Safety

Patient Enroliment events

*10°S sensitivity, clonoSEQ” version 2.0. (met on Sept 24, 2018)
Facon T, et al. ASH 2018. Abstract LBA-2.

MM, multiple myeloma; MRD, minimal residual disease; ORR, overall response rate; PFS, progression free survival.



ALCYONE vs MAIA
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Intensyfikacja pierwszej linii leczenia u chorych
kwalifikowanych do transplantacji autologicznej



CASSIOPEIA
CASSIOPEIA Study Design

» Phase 3 study of D-VTd versus VTd in transplant-eligible NDMM (N = 1,085), 111 sites
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Optymalizacja terapii chorych
wysokiego ryzyka cytogenetycznego



Tandemowa transplantacja
“wyrownuje” ryzyko
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Phase 3, open-label, randomized, multicentre study
Trial designs

POLLUX: Primary endpoint PFS12 ELOQUENT-2: Primary endpoint PFS & ORR3
. 1::1 _ m

ASPIRE: Primary endpoint PFS* (FOURMALINE: Primary endpoint PFS® \

1:1

1:1

RN ot s

1. Dimopoulos MA, et al. EHA 2016, Abstract LB2238; 2. NCT02076009. https://clinicaltrials.gov/ct2/show/NCT02076009; 3. Lonial S, et al. N Engl J Med.
2015;373:621-31; 4. Stewart AK, et al. N Engl J Med. 2015;372:142-52; 5. Moreau P, et al. N Engl J Med. 2016;374:1621-34



https://clinicaltrials.gov/ct2/show/NCT02076009

B Subgroup Analysis
Subgroup

All patients

Age
=b5yr
=65-75yr
>75yr

ISS stage (stratification factor)
lorll
i

Cytogenetic risk
Standard risk
High risk

Mo. of prior therapies
1
2
3

Proteasome inhibitor
Exposed
Mot exposed

Ixazomib Placebo Ixazomib Placebo

Prior immunomodulatory drug therapy

Exposed
Mot exposed
Refractory to last prior therapy
Yes
Mo
Relapsed or refractory
Relapsed
Refractory
Relapsed and refractory
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IRD vs RD
PFS w zaleznosci od ryzyka cytogenetycznego

High-risk
Log-rank test p value: .021
HR (95% CI): 0.543 (0.321-0.918)
Median, months: Ixazomib-Rd: 21.4, Placebo-Rd: 9.7
MNumber of events: Ixazomib-Rd: 26, Placebo-Rd: 35
—— Ixazomib-Rd -—-— Placebo-Rd
Standard-risk
Log-rank test p value: .007
HR (95% CI): 0.640 (0.462—0.888)
Median, months: Ixazomib-Rd: 20.6, Placebo-Hd: 15.6
MNumber of events: Ixazomib-Rd: 63, Placebo-Rd: 91
—— Ixazomib-Rd -—-— Placebo-Rd
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Jak leczy¢ chorych opornych
na lenalidomid?



Pomalidomide, bortezomib, and dexamethasone for
patients with relapsed or refractory multiple myeloma
previously treated with lenalidomide (OPTIMISMM):

a randomised, open-label, phase 3 trial

Paul G Richardson, Albert Oriof, Meral Beksac, Anna Marina Liberati, Monica Galli, Fredrik Schjesvold, Jindriska Lindsay, Katja Weisel, Darrell White,
Thierry Facon, Jesus San Miguel, Kazutaka Sunami, Peter O°Gorman, Pieter Sonneveld, Pawel Robak, Sergey Semochkin, Steve Schey, XinYu,
Thomas Doerr, Amine Bensmaine, Tsvetan Biyukov, Teresa Peluso, Mohamed Zaki, Kenneth Anderson, Meletios Dimopoulos, on behalf of the
OPTIMISMM trial investigators

Lancet Oncol 2019; 20: 781-94

Pomalidomide, bortezomib,  Bortezomib and
and dexamethasone group dexamethasone
(n=281) group (n=278)
Previous alkylating agent 237 (84%) 232 (83%)
Previous proteasome inhibitor 212 (75%) 213 (77%)
Bortezomib 201 (72%) 203 (73%)
Carfizomib B{3%) 11(4%)
Ixazomib 9(3%) 5 (2%)
Refractory disease to immunomodulatory drug 202 (72%) 193 (69%)
Lenalidomide 200 (71%) 191 (69%)
Lenalidomide in the last previous antimyeloma 178(63%) 167 (60%)
regimen before study entry
Refractory disease to proteasome inhibitor 37(13%) 37 (13%)
Bortezomib 24 (9%) 32 (12%)
Refractory disease to last previous regimen 196 (70%) 184 (66%)
Previous lines of treatment 2(1-2) 2(1-2)
Lines of treatment
1 111 (40%) 115 (41%)
2 117 (42%) 104 (37%)
53(19%) 59 (21%)

=3*

100

Progresson-free survival (%)

Number at risk
(number censored)
Pomalidomide, bortezomib, and dexamethasone

Bortezomib and dexamethasone

—— Pomalidomide, bortezomib, and dexamethasone
—— Bortezomib and dexamethasone
HR 061 (95% Cl 0-49-077); two-sided p<0-0001

233
(1)
176
(39}

182
(28)
112
(63)

128
(46)

(79)

94
(62)

(92)

67
(76)

(96)

47
(88)

(102)

28 13 7 4 2 1 1 1

14 4 4 3 2 2 1] [+]

a

(123) (125) (126) (126) (126) (127)

a

(114) (114) (114) (116) (116) (116)



Key inclusion criteria:

* Relapsed MM
» 1-3 prior treatments
* ECOG PS 0-2

* Prior treatment with V or
K was allowed if:
- 2PR to prior
treatment
— 26 month PI

treatment-free
interval

- Not discontinued
due to toxicity

* LVEF 240%

 Creatinine clearance
215 mL/min

*  N=929

ENDEAVOR Study Design

-

vd

Bortezomib 1.3 mg/m2 (IV bolus or subcutaneous injection)
Days 1,4,8, 11
Dexamethasone 20 mg
Days 1,2,4,5,8,9,11, 12
21-day cycles until PD or unacceptable toxicity

ISS, International Staging System; 1V, intravenous; Kd, carfilzomib and dexamethasone; PD, progressive disease; Vd, bortezomib and 20

dexamethasone; V, bortezomib.



KD wydtuza PFS oraz OS

Primary End Point: Progression-Free Survival
Intent-to-Treat Population (N=929)

1.0+ Kd Vd
{n=464) (n=465)
Disease progression or death—n (%) 171 (37) 243 (52)
Median PFS — months 18.7 9.4
HR for Kd vs Vid {35% C 0 0.440.65)
1-sided P<0.0001

12
X Months Since Randomization
Median follow-up: 11.2 months

Divwagension WA, o al Presmstes of 167 remesasoeal Myseres Veetkates, March td, 2017 ko el Inds AT A an. 4 dghen reaaned

Overall Survival Kd vd
(n=464) (n=465)
189 (40.7) 209 (44.9)
Median OS — months AT .6 40.0
HR for Kd vs Vd {(95% CI) 0.791 (0.648-0.964)

1-sided P=0.0100
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Propartian Surviving

51

B 97 Amgun 1 gim e



Wygodniejsze dawkowanie



Karfilzomib raz w tygodniu jest rownie

skuteczny jak dwa razy w tygodniu

Primary Endpoint: PFS

Once-weekly Twice-weekly
Kd 20/70 mg/m? Kd 20/27 mg/m?
(n=240) (n=238)
Progression/Death, n (%) 126 (53%) 148 (62%)
100 Median PFS, months 1.2 7.6
80 - HR (Kd 20/70/Kd 20/27) (95% Cl) 0.693 (0.544, 0.883)
p-value (2-sided) 0.0029
X 60
i
a 40+
20

Kd Once-weekly (70 mg/m?)
09 ——— kd Twice-weekly (27 mg/m?)

0] 3 6 9 12 15 18 21
Months from Randomization

Number of Patients at Risk:
Kd 20/70 240 178 145 114 69 24 5
Kd 20/27 238 164 119 86 41 15 4

o o

Data cutoff date: June 15, 2017; Median follow-up: 12.6 (once-weekly) and 12.0 (twice-weekly) months

Cl, confidence interval; HR, hazard ratio

Mateos MY, et al. Presented at: American Society of Clinical Oncology; June 1-5, 2018; Chicago, IL.
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Daratumumab podskornie jest tak samo
skuteczny jak podawany dozylnie

2CR: [

2.7%

Relative risk (95% CI): 1.11 (0.89 — 1.37)°

P <0.0001¢

ORR = 37.1%

[ —

17.0%

2VGPR:

DARA IV
(n = 259)

ORR =41.1%

19.0%

DARA SC
(n=263)

2VGPR:

#sCR
CR

s VGPR

mPR

* Median (range) follow-up: 7.46 (0.03-13.86) m

 SUVing without progression

No. atrisk
DARA IV
DARA SC

Tho PFS (ITT population)

7%

50t e e e e e e e e e e e e e e e e e

DARA IV
DARA S(

T oara | parase

25 ~
Median, mos (95% C) = 6.1(4.7-8.3) | 5.6(4.7-7.6)

HR (SC/IV) (95% C1) 0.99 (0.78-1:26)
| Pvaluo (2sided) || P=09258
) 1 I

1] 1 T I 1
(4] 2 4 6 8 10 12 14
Month:
259 189 138 101 42 1 2 0
263 187 130 92 46 14 5 0

Mateos, EHA, 2019



Co faktycznie mamy?



Trzy nowe leki u chorych
Z opornym szpiczakiem



DARATUMUMAB
Do programu kwalifikowani sa dorodli (=18 laf) chorzy KARFILZOMIB

na nawrotowego ilub opomego szpiczaka plazmocytowego, Do progranm kwalifikowan s3 pacjenci z opornym hub
kforzy spelmaja jedno z pomzszych kryteriow: nawrotowym szpiczakiem plazmocytowym w wiekn 18 lat 1

VTD. VCD. P/ powyze], v ktorych spelnione 53 nastepujace warmnki
:’ ‘ 1. Pacjenci u ktorych zastosowano jedna linie leczenia,
obejmmjaca bortezomib oraz przeszczepienie komérek

autoPBSCT
macierzystych 1 celowe jest ponowne leczeme
bortezomtbem %e z mleaémanu khmcamym pod 1) stosowano jeden, dwa lub trzy poprzedzajace protokoly
warmnkiem mewjrstepnwama polinewropati obwodowe) lut leczena;
bél nenropatycznego = 2 stopnia; 2)  wlktorymkolwiek z poprzedzajacych protokolow
leczema zastosowano bortezomib 1lub lek

2. Pacjenci u ktorych zastosowano 2 lub 3 poprzedzajace immunomodulyjacy (talidomid, lenalidomid fub
linie leczenia, obejmujace bortezomib i lenalidomid. pomalidonud);

Wznowa/progresja 3) nie nzyvskano remisji czesciowe] po 4 cyklach wg

E’ protokol: zawierajacego bortezomib lub stwierdzono

< g \ichiainiuvuuvi
\ progresje choroby po co najmnie 3 cyklach leczenia
lenalidomidem 1 delksametazonem, jesl byl to ostatm

stosowany przez pacjenta protokol leczema;

4) pacjent kwalifikuje sie do leczenia chemmoterapia
wysokodawkows 1 przeszczepiemiem komorek

POMALIDOMID

Do pmgrmu hi'a]ﬁikcrwam g pﬂC]Eﬂ-El Z opomym

lub pawrotowym szpiczaliem plazmocytowym w wieln 18 lat 4

powyze], uvkiorych stosowano uprzednio co najmme) dwa
schematy leczenia, obejmmjace zarowne lepalidomid i
bortezomib, iwktérych wtrakeie ostatnmiego leczenia nastapila
progresja choroby.




Polskie wyzwania

Intensyfikacja pierwszej linii leczenia:
— lenalidomid (indukcja oraz leczenie podtrzymujace)
— daratumumab

Optymalizacja terapii chorych z wysokim ryzykiem cytogenetycznym:
— lksazomib

Zwiekszenie dostepu do lekow juz czesciowo finansowanych dla z
chorych opornym szpiczakiem:

— pomalidomid w leczeniu skojarzonym
— karfilzomib
— daratumumab



PMCO010
COBRA e e

Consortium

A Randomized, Open-label Phase 3 Study of
Carfilzomib, Lenalidomide, and
Dexamethasone Versus Bortezomib,
Lenalidomide and Dexamethasone (KRd vs.
VRd) in Patients With Newly Diagnosed
Multiple Myeloma (COBRA)
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PMCO010 COBRA
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Polskie Konsorcjum Szpiczakowe

info@pmc.edu.pl

www.pmc.edu.pl



