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PFS and OS with Lenalidomide Maintenance after ASCT in MM:
Meta-analysis of phase lll trials
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McCarthy. JCO. 2017;35:3279.
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Meta-analysis of Lenalidomide maintenance therapy: 8o
Overall survival — subgroup analysis

* 3 studiesincluded: IFM 2005-02; CALGB 100104 (Alliance); GIMEMA-RVMM-

P1-209

LEN® CONTROL®  HR(95%CI)
’ <60yrs 312 s 0.68 (0.54-0.86)
>60 yrs 233 229 0.83 (0.63-1.10)
Male 322 349 0.65 (0.52-0.83)
male 283 255 0.91(0.69-1.19)
lorll M1 440 0.65 (0.52-0.81)
[ 13 920 1.04 (0.72-1.51)
CR 66 80 0.63 (0.35-1.16)
Response after ASCT | CR/VGPR 320 339 0.70 (0.54-0.90)
PR/SD/PD 218 0.86 (0.65-1.15)
LEN 0.48 (0.31-0.75)
n-LEN 0.82 (0.67-1.00)

Sex ’ "

ISS stage ’

Prior induction therapy ’ o

1.18 (0.66-2.10)
No ' 0.79 (0.59-1.06)
<50 mL/min ' 0.73 (0.33-1.60)
> 50 mL/min ' 0.74 (0.59-0.92)

0.25 0.5

Adverse-risk cytogenetics® ‘

CrCl after ASCT®
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McCarthy et al. J Clin Oncol 2017;35:3279-3289




Phase Ill Myeloma Xl trial: Maintenance in
ASCT-eligible patients by cytogenetic risk
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* High risk: presence of either t(4;14), t(14;16), t(14,20), del 17p, or gain 1q

e Ultrahigh risk: presence of more than 1 of these lesions

e Standard risk: absence of these lesions

Jackson. Lancet Oncol. 2019;20:57.



GMMG MM5-Trial CR: Landmark (after cons.) PFS + OS
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Multiple Myeloma:
First Line Treatment — EHA/ESMO Guidelines 2021

Eligibility for autologous stem cell transplantation (ASCT)

Figure 1. Frontline therapy for Myeloma

Dimopoulos et al. 2021



ORIGINAL ARTICLE
Bortezomib before and after high-dose therapy in myeloma:

long-term results from the phase III HOVON-65/GMMG-
HD4 trial

H Goldschmidt'?, HM Lokhorst®, EK Mai', B van der Holt®, IW Blau’, S Zweegman®, KC Weisel’, E Vellenga®, M Pfreundschuh?,

MJ Kersten'®, C Scheid'’, S Croockewit'?, R Raymakers'®, D Hose', A Potamianou'?, A Jauch™, J Hillengass', M Stevens-Kroef®,
MS Raab’, A Broijl'’, HW Lindemann'®, GMJ Bos'?, P Brossart®>’, M van Marwijk Kooy?', P Ypma®%, U Duehrsen®, RM Schaafsma®*,

U Bertsch', T Hielscher®, Le Jarari’®, HJ Salwender?” and P Sonneveld'’

Sonneveld et al., JCO 2013
Goldschmidt et al., Leukemia 2018



HOVON 65/GMMGHDA4: OS by Treatment
Arm Subgroup with del(17/17p)

PAD — ASCT - Bort maintenance
VAD — ASCT - Thal maintenance Overall survival

17p13- [FISH*] (arm B:PAD)

__hodel(17p)
‘“1"___
507 del(17p)
251
del(17p) 199 69 H— N oo
no del(17p nodel(17p) 153 64
del(17, 22 20
o IRp <001 del(17p) B o0ss ®
0 T T T ] 0 I x x \
0 24 48 72  months 96 0 24 48 72 months 96
At risk: At risk:
no del(17p) 159 133 105 82 30 no del(17p) 153 128 106 88 37
del(17p) 22 12 4 2 2 del(17p) 17 12 12 8 2
10 Nov 2015 10 Nov 2015

p<0001 p=05 Neben et al., Blood 2012

Goldschmidt et al., Leukemia 2017



Mayo Clinic Off-Study Treatment Algorithm for Transplant-Eligible
Myeloma Patients

O mSMART — Off-Study

Transplant Eligible
t(11;14), t(6;14), Trisomies Del 17p, Gain 1q Double or Triple Hit
t(4;14), 1(14;16), Myeloma
v .
4 cycles of VRd | [ 4 cycles of Dara-VRd l | 4 cycles Dara-VRd [
[ Collect Stem Cells * ] ' |
1 1 Autologous Stem Cell Autologous Stem Cell
Transplant (ASCT); Transplant (ASCT);
Autologous stem cell VRd x 4 cycles Consider tandem ASCT Consider tandem ASCT
transplant (preferred)

| | L ‘

= b
Len maintenance

Bortezomib-inhibitor
based malntenang:e till
progression

progression; maintenance till
delayed ASCT" progression

Len until | Bortezomib-based

® If age >65 or > 4 cycles of VRd, consider mobilization with G-CSF plus cytoxan or plerixafor; ® Duration usually until progression based on
tolerance

VRd, Bortezomib, lenalidomide, dexamethasone; Dara, daratumumab

Dispenzieri et al. Mayo Clin Proc 2007;82:323-341; Kumar et al. Mayo Clin Proc 2009 84:1095-1110; Mikhael et al. Mayo Clin
Proc 2013;88:360-376. vi8 //last reviewed June 2020



Increasing Number of New Drugs Before and After ABSCT

[ Induction ] [ ABSCT 1/2x ] [Consolidation ][ Maintenance ]
TD
TAD
VD
VCD + Ab Bortezomib
\VAIDEY:\:] Len 25
VRD Mel 200 || Mel 200 VTD

KRD
Len-Dex
RAD
VRD + Ab
KRD + Ab

VRD
KRD
+ Ab

Adapted from Einsele, DGHO Slides 2012



Focus on lenalidomide maintenance



MYELOMA XI: LEN MAINTENANCE IN NDMM
TIME TO IMPROVED RESPONSE*

= | enalidomide (n=660)
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No. of patients at risk
Lenalidomide 660 604 S04 445 358 305 249 221 175 148 134 110 89 7

Observation 550 456 384 n 256 210 177 144 121 S0 76 59 46 3

| ) g W N T PR RS SRR S . A [ (S I
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time since randomization (months)

39 26 15 8 6

n
-]

16 13 7 2 1 1 1

Relevant grade 3/4 adverse events were. neutropenia 34%, thrombocytopenia 7%, anaemia 4 2%, peripheral neuropathy 1.4%. Venous thromboembolism occurred in 2.3%.

Cl, confidence intesval, HR, hazard ratio; LEN, lenalidomide, NDMM, newly diagnosed mullipie myeloma
Jdarksan G af al ASH 2016 Oral Precentation and Ahatract 1143



BENEFITS OF MAINTENANCE: MRD NEGATIVITY

 Conversions to MRD-negativity
were seen in 30% of MRD-positive
patients on maintenance compared
to 4% of patients randomised to no

further therapy (p=0.0045).

Change in MRD status (%)

« Conversion noted in all induction Maintenance Observation

Become MRD negative

therapy groups

De Tute, ASH 2017#904 ORAL



MINIMAL RESIDUAL DISEASE IN THE MAINTENANCE SETTING IN MYELOMA
Xl: PROGNOSTIC SIGNIFICANCE AND IMPACT OF LENALIDOMIDE

+ Significant PFS advantage for MRD" vs MRD* (median > 50 vs 20 months; HR, 0.2; 95% Cl, 0.11-0.37; p > .0001)

® Conversion to MRD in 32% of MRD* pts on maint vs 4% not receiving maint (p =.0045)
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Figure 1 (a). Impact of MRD result for patients with an Figure 1 (b). Progression-free survival based on MRD results at
informative sample at six months post maintenance both post ASCT/end of treatment and 6 months post
randomisation. Progression-free survival is greatly superior in the maintenance randomisation. Patients with MRD-negativity at
MRD-negative patients (>50 months vs 20 months, p<0.0001, HR both time-points demonstrate the best outcome.

0.2, 95% C1 0.11-0.37).
De Tute, #904 ORAL, ASH 2017
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REGULAR ARTICLE "’ blOOd advances

Prolonged lenalidomide maintenance therapy improves the depth of
response in multiple myeloma

Rafael Alonso,"? Maria-Teresa Cedena,’? Sandy Wong,® Nina Shah,® Rafael Rios-Tamayo,* José M. Moraleda,” Javier Lopez-Jiménez,®

Cristina Garcia,'? Natasha Bahri,® Antonio Valeri,"? Ricardo Sanchez,'? Luis Collado-Yurrita,” Thomas Martin,® Jeffrey Wolf,®

1,2,% 1-3,%

Juan-José Lahuerta, and Joaquin Martinez-Lopez

"Department of Hematology, Hospital Universitario 12 de Octubre (H120), Universidad Complutense de Madrid, Madrid, Spain; >Clinical Research Hematology Unit, H120
Centro Nacional de Investigaciones Oncoléogicas (CNIO), Centro de Investigacion Biomédica en Red Cancer (CIBERONC), Madrid, Spain; ®Division of Hematology/Oncology,
Hellen Diller Family Comprehensive Cancer Center, University of California San Francisco, San Francisco, CA; “Department of Hematology, Hospital Univeristario Virgen de las
Nieves (HVN), Consorcio de Investigacion Biomédica en Red de Epidemiologia y Salud Publica (CIBERESP), Granada, Spain; °Department of Hematology, Hospital Clinico
Universitario Virgen de la Arrixaca, Insitituto Muriano Investigacion Biosanitaria (IMIB)—-Arrixaca, Universidad de Murcia, Murcia, Spain; 6Department of Hematology, Hospital
Universitario Ramon y Cajal, Madrid, Spain; and 7Department of Medicine, School of Medicine, Universidad Complutense de Madrid, Madrid, Spain
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Alonso et al. Blood Advances 2020



PFS according to MRD status at maximal response

Cumulative survival

Patients at risk

MRD+
MRD-—

1,0 +

0,8 1

0,6 -

0,4

0,2 4

MRD+

0,0 = MRD-— p=0.011

O 20 40 60 80 100 120
PFS (months)

67 46 23 10 5 1 0
72 46 28 18 9 3 0

Alonso et al. Blood Advances 2020



Focus on daratumumab maintenance



CASSIOPEIA Part 2 Study Design

- Patients who completed consolidation and achieved =PR were re-randomized 1:1 to DARA 16 mg/kg IV every

8 weeks or OBS (no maintenance) for 2 years

DARA
monotherapy

16 mg/kg IV Q8W
until PD (2 years
maximum, then
observation until PD)

Follow-up

—
i
Z
Ec
NS
58
55
e
i
£2
o
3

OBS
until PD
(2 years maximum)

Part 2

Stratification factors:
- Induction treatment (D-VTd or VTd)
» Depth of response

The Part-2 Primary Endpoint was: PFS after second randomization

Moreau et al. ASCO 2021



DARA Significantly Improved PFS From Second Randomization
vs OBS

mFUp 35.4 mo
from 2° random
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Patients at risk Progression-free survival (months)

OBS 444 438 424 413 392 377 362 339 326 294 227 178 118 76 53 21 3 O
DARA 442 439 429 420 406 396 386 377 372 354 283 215 155 102 64 25 1 O

=== OBS =@= DARA

Moreau et al. ASCO 2021



PFS Benefit of DARA Was Consistent Across Most Prespecified
Subgroups

Sex
Male
Female
Age
<50 years
50-60 years
>60 years
Site
IFM
HOVON
ISS staging
I
11
111
Cytogenetic risk
High risk
Standard risk

Hazard ratio (95% CI)

& Favor DARA Favor OBS »

0.57 (0.42-0.76)
0.53 (0.35-0.51)

0.38 (0.20-0.74)
0.56 (0.39-0.79)
0.67 (0.46-0.98)

0.56 (0.43-0.72)
0.59 (0.31-1.13)

0.50 (0.32-0.78)
0.56 (0.40-0.79)
0.75 (0.44-1.29)

0.43 (0.25-0.73)
0.62 (0.48-0.82)

Premaintenance baseline renal function (CrCl)

>90 mL/min
<90 mL/min
Type of MM
IgG
Non-1gG
Premaintenance baseline ECOG PS
0
21
Induction/ASCT/consolidation tx group
VTd
D-VTd
MRD
Positive
Negative
Response
VGPR or better
PR

mFUp 35.4 mo
from 2° random

Hazard ratio (95% CI)

- .
—e—-

I—:b—l

—e—
—a—i -
=

0.51 (0.38-0.68)
0.72 (0.47-1.12)

0.64 (0.48-0.87)
0.44 (0.26-0.75)

0.55 (0.40-0.76)
0.57 (0.40-0.82)

0.34 (0.24-0.47)
1.05 (0.73-1.51)

0.46 (0.31-0.67)
0.61 (0.44-0.83)

0.58 (0.45-0.75)
0.39 (0.21-0.73)

0.1

< Favor DARA Favor OBS >

Moreau et al. ASCO 2021



DARA Significantly Improved PFS vs OBS in Patients Treated
With VTd Induction/Consolidation

mFUp 35.4 mo
from 2° random

- : e 100 -
- A prespecified analysis showed <
. . e . " (]
significant interaction between 2
maintenance and g B8 5 VTd/DARA
induction/consolidation therapy e D-VTd/DARA
. (] -
- A PFS benefit was observed for & 90 : D-VTd/0BS
c
VTd/DARA vs VTd/OBS S :
. 7)) =
» PFS was not different for D- = 40 24 iHichths: end GFEFeabHEHE §
1 d
VTd/DARA VS g ] Median PFSV;—B./GOrgg
D'VTd/OBS a 20 7 Comparison T HR (95% CI) P value*
§ VTd/DARA vs VTd/OBS § 0.32 (0.23-0.46) <0.0001
§ - D-VTd/DARA vs D-VTd/OBs:i.OZ (0.71-1.47) 0.9133

0 6 1 18 24 30 36 42 48

Przogression-free survival (months)
Patients at risk

[} YTd/0BS 215 201 176 155 131 83 43 15 1
B VTd/DARA 213 203 189 182 174 138 79 34 1

D-VTd/0BS 229 223 216 207 195 144 75 38 2
[ D-VTd/DARA 229 226 217 204 198 145 76 30 0

Moreau et al. ASCO 2021



DARA Significantly Improved Depth of Response vs OBS in
Patients who Received VTd Induction/Consolidation

mFUp 35.4 mo

Highest rates of 2CR and MRD negativity were seen with D-VTd/DARA from 2° random
Rates of =CR Rates of MRD negativity*
OR (95% CI) 1.43 (0.87-2.37) OR (95% CI) 3.14 (1.93-5.10) 80 OR (95% CI) 1.43 (0.93-2.19) OR (95% CI) 2.26 (1.47-3.48)
P=0.16241 P<0.00011 P=0.10377 P=0.0002t
80 - r 1 T 1 [ \ [ l
70 -
70 A
60 A 60 -
690 H
O\o 50 7 a\\
£40 - £40 -
9 2
©30 A a 30 -
o
20 ~ 20 -
10 A 10 -
0 - 0 -
D-VTd/DARA D-VTd/OBS VTd/DARA  VTd/OBS D-VTd/DARA D-VTd/OBS VTd/DARA  VTd/OBS

Moreau et al. ASCO 2021



CASSIOPEIA: Landmark PFS Analysis From Post-induction
=CR + MRD-negativity (MFC; 10~°) Status by Treatment
Group

100 [=

80
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40
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0

1-year sustained MRD negativity
(regardless of second randomization)

ASMNEEAN - - 20 D-VTd MRD- 2CR

®-863-60 yTd MRD- CR

D-VTd MRD" or <CR

VTd MRD" or <CR

0

i

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
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2-year sustained MRD negativity
(regardless of second randomization)

100 oy O 29° Bx AR OSSR AN A BIANK AR M- - - -M8 D-VTd MRD- 2CR
S N 0008-® 00
80 ‘@ -800---0 VTd MRD- 2CR
“Ehrrrmmame D-VTd MRD* or <CR
60 DY
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40
20
0
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f Months

2 years post-induction

Avet-Loiseau et al. ASH 2021




CASSIOPEIA: Rates of 2CR + MRD Negativity at 10->
and 10-° (NGS) at Any Time Point During
Maintenance?

2CR + MRD negativity at any time point during maintenance
105

|
oo I -
' 10 | OR, 1.43b

P=0.1037¢

D-VTd — OBS 58%

s~ o

OR, 2.26°
P = 0.0002¢

- 10-¢ threshold

Avet-Loiseau et al. ASH 2021



GRIFFIN: Study Design of the Randomized Phase

Median Fup: 38.6 mo

Phase 2 study of D-RVd versus RVd in transplant-eligible NDMM, 35 sites in the United States with
enrollment between December 2016 and April 2018

Key eligibility
criteria

= Transplant-
eligible NDMM
«18-70 years
of age
« ECOG PS
score 0-2
«CrCl 230
mL/min?

1:1 randomization

D-Rvd
D: 16 mg/kg IV Days 1, 8, 15
R: 25 mg PO Days 1-14

V:1.3mg/m?2SCDays 1, 4, 8, 11
d:20mg PO Days 1, 2, 8,9, 15, 16

RVd
R: 25 mg PO Days 1-14

V:1.3mg/m?SCDays 1,4, 8, 11
d:20mg PO Days 1, 2, 8,9, 15, 16

- 2 > r " nr o -

D-RVd
D: 16 mg/kg IV Day 1
R: 25 mg PO Days 1-14
V:1.3mg/m2SCDays 1, 4,8, 11
d:20mg PO Days 1, 2, 8,9, 15, 16

RVd
R: 25 mg PO Days 1-14
V:1.2mg/m?SCDays 1,4, 8, 11
d:20 mg PO Days 1, 2, 8,9, 15, 16

Stem cell mobilization with G-CSF + plerixafor®

DR
D: 16 mg/kg IV Day 1
Q4W or Q8We
R: 10 mg PO Days 1-21
Cycles 7-9;
15 mg PO Days 1-21
Cycles 10+

R
R: 10 mg PO Days 1-21
Cycles 7-9;
15 mg PO Days 1-21
Cycles 10+

Endpoints and
statistical assumptions
Primary endpoint:
sCR rate (by end
of consolidation);
1-sided alpha of 0.1

80% power to detect
15% improvement
(50% vs 359%), N = 200

Secondary endpoints:
Rates of MRD negativity
(NGS 10-3), ORR, 2VGPR,
CR, PFS, OS

Laubach et al. ASH 2021



GRIFFIN: Responses Deepened Over Time-

sCR, P = 0.0096"

Median Fup: 38.6 mo

2CR, P = 0.0013b

el >CR: & (- m m
>CR: A _|13% e
27% B aT)
>CR: iqué 46 47
52% —— >CR: ;
43 T >CR:
LU | 60%
46 e 61%
S Hm >CR: ‘ ‘ o
82% 31 13 iz ’
19 18
35
26 19
14 14
End of End of End of At After End of End of End of At After
inductionc ASCTe consolidationc 1 year of 2 years of inductionc ASCT¢ consolidationc 1 year of 2 years of
maintenance? maintenanced? maintenanced maintenanced
D-RVd
BWsCR BMCR BWVGPR MPR SD/PD/NE BMsCR BWCR VGPR PR SD/PD/NE

Response rates for sCR and >CR were greater for D-RVd versus RVd at all time points, with the deepest responses

occurring after 2 years of maintenance therapy

Laubach et al. ASH 2021



GRIFFIN: MRD-negativity—- Rates
Improved Throughout the S —
DR Maintenance Period

MRD-negative (10-)
64% .

- conversion rate

29% (15/52) of

D-RVd patients and

12% (10/82) of Rvd

- patients who were
30% MRD positive at the

26% i end of consolidation
20% 10-5[ became MRD negative
2% s after 2 years of DR or

8% R maintenance

End of End of At 1 year of After 2 years End of End of At 1 year of After 2 years
induction consolidation maintenance of induction consolidation maintenance of
maintenance maintenance

D-RVd

P 10-5 threshold Il 10-5threshold # 10-5 threshold B 10- threshold

Laubach et al. ASH 2021



Focus on isatuximab maintenance



The first phase 3 study evaluating Isa + RVd for
induction and maintenance in Te NDMM patients

NDMM
N=662 Induction phase (3 x 6-week cycles) Maintenance phase (4-week cycles)
® e
S Isa + RVd g
] =]
N N 3 years or
g £ PD
Key eligibility criteria®: S 2
v Age 18-70 years - =
v NDMM and eligible for o x
HDT and ASCT e g
N
Week 1 Week 2 Week3 Weekd Week5 Week6 Week 1 Week2 Week3 Week4
| | | [ ! ey L 1 1 E
™ N N o 4N P » 4 b )
Isa (IV) 10 mg/kg Cycle 1 D1 D8 D15 D22 D23 Isa (IV) 10 mg/kg: Cycle 1 D1 D8 D15 D22
P » i 1 G
Cycle 2-3 D1 D15 D29 Cycle 2-3 D1 D15
I o I I o N
Bor (SC) 1.3 mg/m? D1 D4 D8 D11 D22D25 D28D32 Cycle 4+ D1

Days 1-14 Days 22-35 Len (PO) 10 mg Days 1-28
Lem (P Samg = 1= increased to 15 mg after 3 months Py 5 : Py Fy
P L E ) T L L K I i R
DeX [PO)20Hig iz 45 a9 4mp 1 i i S Dex (PO) 20 mg: first cycle D1 D8 D15 D22

e &

5 N . . ASCT, autologous stem cell transplant, D, day, d/Dex, dexamethasone: HD T, high-dose therapy, Isa, isatuximab; IV, intravenous;
GMMG and He|de|berg UanCFSIt\/ H°5p|ta| I ASH 2021 NDMM, newly diagnosed mulfiple myeloma; PD, progressive disease; PO, oral, R/Len, lenalidomide; SC, subcutansous, Te, transplant
eligible; V/Bor, bortezomib; RVd is off label use in some countries according to the lenalidomide summary of product characteristics. 5
1. ClinicalTrials.gov: NCT03617731



Focus on ixazomib maintenance



GEM2014 Study
Random IxRd vs Rd

PFS from maintenance start

1.0
0.8 5-yrs: Rd 63%, IRd 62%
2
w
e
= o4
02
: —_— Rd
=0.785 :
0.0 3 : — JRd
0 20 40 60 80

Time (months)

Median follow-up: 56 months Rosignol et al. ASH 2021



GEM2014 Study
Random IxRd vs Rd

OS from maintenance start

0] e e——
—

0,8 N
08
2
w
o

04

0,2

0,0 p=0.875

0 20 40 80 80

Time (months)

Median follow-up: 56 months Rosignol et al. ASH 2021



Conclusions

Maintenance is an essential phase of the treatment algorithm.

Maintenance with lenalidomide and/or anti-CD38 MoAbs can
deepen the responses and increase MRD negativity rate.

Maintenance duration according to the MRD status has been
adressed by ongoing trials.



