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Wprowadzenie bortezomibu oraz lenalidomidu
poprawiło wyniki leczenia szpiczaka

Kumar, 2014



ale ciągle jest jeszcze dużo do zrobienia…

Fonseca, 2017



Intensyfikacja pierwszej linii leczenia



Alcyone
DaraVMP vs VMP 

Key eligibility 
criteria:

• Transplant-
ineligible 
NDMM

• ECOG 0-2
• Creatinine 

clearance 
≥40 mL/min

• No peripheral 
neuropathy 
grade ≥2

Stratification factors
• ISS (I vs II vs III)
• Region (EU vs other)
• Age (<75 vs ≥75 years)
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D-VMP × 9 cycles (n = 350)

Daratumumab: 16 mg/kg IV
Cycle 1: once weekly

Cycles 2-9: every 3 weeks

+

Same VMP schedule

Follow-up 
for PD 

and 
survival

Primary endpoint:

• PFS

Secondary endpoints:

• ORR
• ≥VGPR rate
• ≥CR rate
• MRD (NGS; 10–5)
• OS
• Safety

VMP × 9 cycles (n = 356)

Bortezomib: 1.3 mg/m2 SC 
Cycle 1: twice weekly
Cycles 2-9: once weekly 

Melphalan: 9 mg/m2 PO on Days 1-4 
Prednisone: 60 mg/m2 PO on Days 1-4 

D
Cycles 10+

16 mg/kg IV

Every
4 weeks: 
until PD

Statistical analyses

• 360 PFS events: 85% power for 

8-month PFS improvement

• Interim analysis: ~216 PFS 

events

• 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 Engl J Med 2018 Feb 8;378(6):518-528

MMY3007: ALCYONE: Dara + VMP



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

ALCYONE (MMY3007): PFS

aKaplan-Meier 

estimate.

50% reduction in the risk of progression or death in patients receiving D-VMP

MMY3007: ALCYONE: Dara + VMP
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35

12-month
PFSa

18-month
PFSa

HR, 0.50 
(95% CI, 0.38-0.65; P 
<0.0001)

VMP
Median: 18.1 months

D-VMP
Median: not reached

87%

72%

76%

50%

100

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 Engl J Med 2018 Feb 8;378(6):518-528



Drug(s)
Daratumumab, lenalidomide, 
dexamethasone

Study Name
MAIA

Phase
3

Disease State
MM

Patient Population
Newly Diagnosed Ineligible 

for Transplant

N
737

Facon T, et al. ASH 2018. Abstract LBA-2.

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

Rd (n=369)

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

Eligibility Criteria:

Patients ineligible for high-dose 

chemotherapy with autologous stem cell 

transplantation due to age ≥65 years or 

comorbidities

R
a
n
d
o
m

iz
e
d

D-Rd (n=368)

D: 16 mg/kg IV QW for Cycles 1-2, Q2W for Cycles 3-6, Q4W thereafter
R: 25 mg (oral) QD on D1-21

d: 40 mg (oral) on D1, 8, 15, and 22

International, Randomized, Phase 3 Study

Primary Endpoint: 

• PFS

Secondary Endpoints:

• ORR

• MRD-negativity rate†

• Safety28-day cycles, patients treated until disease progression or unacceptable toxicity

Stratification:

• International Staging System stage (I, II, III)
• Region (North America vs other)
• Age (<75 vs ≥75 years)

1:1

Prespecified Interim Analysis: 239 PFS 
events 

(met on Sept 24, 2018)

Patient Enrollment
†10-5 sensitivity, clonoSEQ® version 2.0.

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

MAIA 
DaraRD vs RD 



ALCYONE vs MAIA

Dimopoulos, 2018 

Facon 2018

Dara RD  vs RD

s

Dara VMP vs VMP



Intensyfikacja pierwszej linii leczenia u chorych
kwalifikowanych do transplantacji autologicznej



CASSIOPEIA



Cassiopeia
wyniki

Odsetek odpowiedzi Czas wolny od progresji

Moreau, EHA, 2019



Optymalizacja terapii chorych
wysokiego ryzyka cytogenetycznego



Tandemowa transplantacja
“wyrównuje” ryzyko

Cavo, ASH 2017



Phase 3, open-label, randomized, multicentre study

Trial designs 

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

Rd 

28-day cycles until progression

N = 646
RRMM

1–3 prior
lines

Not LEN-
refractory

ERd 

28-day cycles until progression

1:1

ELOQUENT-2: Primary endpoint PFS & ORR3

N = 722
RRMM

1–3 prior
therapies

Not LEN-
or PI-

refractory

IRd

28-day cycles until progression

1:1

TOURMALINE: Primary endpoint PFS5 

POLLUX: Primary endpoint PFS1,2 

N = 569
RRMM

≥1 prior line

Not LEN-
refractory

DaraRd

28-day cycles until progression 

1:1

N = 792
RRMM

1–3 prior 
treatment 
regimens

≥ PR to ≥ 1 
prior regimen

KRd

18 x 28-day 

cycles

Rd

Until 

progression

1:1

ASPIRE: Primary endpoint PFS4 

Rd 

28-day cycles until progression

Rd 

28-day cycles until progression

Rd + placebo

28-day cycles until progression

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




IRD vs RD
PFS w zależności od ryzyka cytogenetycznego

Avet-Loiseau, Blood, 2017



Jak leczyć chorych opornych
na lenalidomid?





ENDEAVOR Study Design

20

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

Kd

Carfilzomib 56 mg/m2 IV

Days 1, 2, 8, 9, 15, 16 (20 mg/m2 days 1, 2, cycle 1 only)

Infusion duration: 30 minutes for all doses 

Dexamethasone 20 mg 

Days 1, 2, 8, 9, 15, 16, 22, 23

28-day cycles until PD or unacceptable toxicity

Key inclusion criteria:

• Relapsed MM 

• 1–3 prior treatments

• ECOG PS 0–2

• Prior treatment with V or 

K was allowed if:

− ≥PR to prior 

treatment

− ≥6 month PI 

treatment-free 

interval

− Not discontinued 

due to toxicity

• LVEF ≥40%

• Creatinine clearance 

≥15 mL/min

• N=929

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

dexamethasone; V, bortezomib.



KD wydłuża PFS oraz OS



Wygodniejsze dawkowanie



Mateos MV, et al. Presented at: American Society of Clinical Oncology; June 1-5, 2018; Chicago, IL. 

Primary Endpoint: PFS

4

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

CI, confidence interval; HR, hazard ratio

238 164 119 86 41 15 4 0Kd 20/27

Number of Patients at Risk:
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Kd Once-weekly (70 mg/m2)

Kd Twice-weekly (27 mg/m2)

Once-weekly 

Kd 20/70 mg/m2

(n=240)

Twice-weekly 

Kd 20/27 mg/m2

(n=238)

Progression/Death, n (%) 126 (53%) 148 (62%)

Median PFS, months 11.2 7.6

HR (Kd 20/70/Kd 20/27) (95% CI) 0.693 (0.544, 0.883)

p-value (2-sided) 0.0029

240 178 145 114 69 24 5 0Kd 20/70

Karfilzomib raz w tygodniu jest równie
skuteczny jak dwa razy w tygodniu



Daratumumab podskórnie jest tak samo
skuteczny jak podawany dożylnie

Mateos, EHA, 2019



Co faktycznie mamy?



Trzy nowe leki u chorych
z opornym szpiczakiem



VTD, VCD, PAD  

DVd

autoPBSCT

Wznowa/progresja
> 18 miesięcy *

1 linia (bortezomib)

2  linia (lenalidomid)

1 linia

2  linia(bortezomib)

3  Linia (lenalidomid)
DVdPd

KRD

DARATUMUMAB
KARFILZOMIB

POMALIDOMID



Polskie wyzwania
• Intensyfikacja pierwszej linii leczenia:

– lenalidomid (indukcja oraz leczenie podtrzymujące)
– daratumumab

• Optymalizacja terapii chorych z wysokim ryzykiem cytogenetycznym:
– Iksazomib

• Zwiększenie dostępu do leków już częściowo finansowanych dla z 
chorych opornym szpiczakiem:
– pomalidomid w leczeniu skojarzonym
– karfilzomib
– daratumumab 



PMC010
COBRA

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)



KRD KRD KRD KRD
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KRD

Rd  maintenance  9-24

Treatment arm

Control arm

KRD

RVD RVD RVD RVD
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RVD RVD

C7 C8

C7 C8
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HSC 
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PMC010   COBRA
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PMC010   COBRA
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