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Transplant Eligible Patients

PRIMARY THERAPY FOR TRANSPLANT CANDIDATES®
Preferred Regimens
* Bortezomib/lenalidomide/dexamethasone (category 1)
« Bortezomib/cyclophosphamide/dexamethasone®
Other Recommended Regimens
* Carfilzomib/lenalidomide/dexamethasone
+ Daratumumab/lenalidomide/bortezomib/dexamethasone
* Ixazomib/lenalidomide/dexamethasone (category 2B)
Useful In Certain Ci :
* Bortezomib/doxorubicin/dexamethasone
« Carfilzomib/cyclophosphamide/dexamethasone®
« Ixazomibicyclophosphamide/dexamethasone®
* Bortezomib/thalidomide/dexamethasone (category 1)
* Cyclophosphamide/lenalidomide/dexamethasone
. Daratumumabflcyclophospharmdelbortezomlbldexamethasone

« Daratumumab/bortezomib/thalidomide/dexamethasone
 Dexamethasone/thalidomide/cisplatin/doxorubicin/cyclophosphamidel/etoposide/bortezomib™ (VTD-PACE)

http://www.nccn.org/ Version 7.2021.



VRd: Updated SWOG-S0777 Data

VRd® (n =215) Rd® (n =207)

Complete response (CR) 242% (52) 12.1% (25)
Very good partial response (VGPR) 50.7% (109) 41.1% (85)
VGPR or better 74.9% (161) 53.2% (110)
Partial response (PR) 153% (33) 256% (53)
Overall response rate (ORR) 90.2% (194) 78.8% (163)

Stable disease (SD) 70% (15) 16.4% (34)
PD or Death 28% (6) 4.8% (10)

e Confirmed best responses

Durie, BGM et al. Blood Cancer J. 10: 53. doi: 10.1038/s41408-020-0311-8.



SWOG-S0777: PFS & OS Data

Deaths/N Median in Months
Rd 125225 63 80 (5841,86.18)
VRd 1020235 (7990, .)
'Pyvalue=00114

225 (0) 209 (1) 189(3) 166 (3) 144 (4) 123 (5) 97 (15) 53 (51) 25(76) 5(95)

26 (107) 3 (130)

Z235(0) 220(2) 204 (3) 194 (4) 172(7) 155 (9) 125 (20)60 (76
43
Months from Registration

Durie, BGM et al. Blood Cancer J. 10: 53. doi: 10.1038/s41408-020-0311-8.



Age < 65 years: HR= 0.640(0.421,0.973);
stratified, two-sided p= 0.028

Age > 65 years: HR= 0.769 (0.520,1.138);
stratified, two-sided p=0.168

VRO<GOYrS 487144

48 72
Monlhs from Registration

Durie, BGM et al. Blood Cancer J. 10: 53. doi: 10.1038/s41408-020-0311-8.



Preregistration

Randomization

Induction: Arm A
Bortezomlb
1.3mg/n? subQor|Vday 1,4, 8, 11, cycles 1-8
1.3 mg/n¥ subQ or IV day 1, 8, cydes 9-12
Lenalldomide
25 mg PO dally day 1-14
Dexamethasone
20mgPOday1,2.4,5,8,9, 11, 12, cycles 14
10mgPOday1,2 4,58, 9, 11, 12, cycles 58
10mg POday 1, 2, 8, 9, cydes 9-12

Repeat cycles every 3 wk for a total of 12 cycies

Carfliizom

5, 16, cydles 2-9

20 mg/m< IV day 1, .
%i‘;iim Vday1,2,8,09,

| enalidomide

ahets’ -
| ’ ¥, T'.’-..'"—D
40 mg PO d «’R%l 15, 22, cycles 1-4
: , 8,15, 22, cycles 59

Repeat cycles every 4 wk for a total of 8 cycles

Yoy 20 ot ey 3. S el

Making Cancer History

Co-primary endpoints
*» PFS for the induction randomization
» (S for the second randomization

Malntenance: Arm C
Lenalldomide

Randomization

15 mg PO dally day 1-21

Repeat cycles every 4

wik until progression or
Stem cell collection was allowed after 12 wk
of therapy at investigator discretion

Kumar, S et al. Lancet Oncol. 21: 1317, 2020.



Bortezomib,

lenalidomide, and
dexamethasone

group (n=527)
Stringent complete response 21 (4%)
Complete response 57 (11%)
Very good partial response 263 (50%)
Partial response 103 (20%)
Stable disease 40 (8%)
Progressive disease 1(<1%)
Unevaluable disease or insufficient data 42 (8%)
Negative for minimal residual disease 38 (7%; 5-10)
Complete response or better 78 (15%; 12-18)

Very good partial response or better 341 (65%; 61-69)
Partial response or better 444 (84%; 81-87)

Data are n (%), or n (%; 95% Cl). We calculated p values using the y* test.

ENDURANCE: Response Data

Carfilzomib, pvalue

lenalidomide, and
dexamethasone

group (n=526)

31(6%)

65 (12%)
2092 (56%)

68 (13%)

34 (6%)

0 (0%)

36 (7%)

54 (10%; 8-13)

96 (18%; 15-22)
388 (74%;70-77)
456 (87%; 84-90)

Kumar, S et al. Lancet Oncol. 21: 1317, 2020.



ENDURANCE: PFS & OS Data

HR 0-98 (95% (1 0-71-1-36); p=0-92

&

KRd
VRd

Overall survival (%)
S
()

18 24 30 36

Time since randomisation (months)

Number at risk
(number censored)
KRd 545 363 285 215 162 112 75
(0) (139) (211) (276) (324) (371) (400)
VRd 542 350 274 207 144 88 71
(0) (156) (224) (282) (329) (386) (401)

Kumar, S et al. Lancet Oncol. 21: 1317, 2020.



t(4;14) status
Absent

Present
t(11;14) status
Absent

Present

Creatinine concentration, mg/dL
<2
=2

97/331
43/127

112/391
14/36

100/347
26/80

151/520
9/36

Kumar, S et al. Lancet Oncol. 21

11317, 2020.

THE UNIVERSITY OF TEXAS

MD Anderson

Hazard ratio

(95% Q1)

093(0-71-1-23)
129 (0-86-1-94)

135(0-99-1-84)
075 (0-50-1-15)

1.07 (0-81-1-42)
116 (0-54-2-47)

114 (0-85-1-54)
0-84(0-49-1-43)

104 (0-82-1-31)
075 (0-23-2-42)




Grade 3-5
Grade 4-5
Grade 3
Grade 4
Grade 5

Grade 3-5
Grade 4-5
Grade 3
Grade 4
Grade 5

ENDURANCE: Adverse Events

Kumar, S et al. ASCO Abstract LBA3, 2020.




Making Cancer History

NDURANCE: Specitic AEs of Interes

Nonhematologic Treatment-Related AEs 22%

Peripheral neuropathy
Dyspnea
Hyperglycemia

Fatigue

Rash

Lung infection
Thromboembolic event
Diarrhea

Hypertension

Heart failure

Acute kidney injury
Edema limbs
Generalized muscle weakness
Insomnia

Hypotension

Cardiac, pulmonary,
and renal

= Total

= Grade3

= Grade4d

VRd (n=527) * Grade5

KRd (n=526) Peripheral
neuropathy
* Total
* Grade1/2*

= Grade3

> Grade 3

*Not required reporting.

Kumar, S et al. ASCO Abstract LBA3, 2020.



Stringent complete response, n (%) Odds ratio (95% CI)
VTd D-VTd

Sex
Male 70 (22%) 84 (27%) 1-29 (0-89-1-85)
Female (18%) 73 (32%) 217 (1-40-3-37)
Age
<50 years 20 (22%) 28 (34%) 178 (0-91-3-50)
=50 years (20%) 129 (28%) 1-57 (1-15-213)

Phase 111 Site
CASSIOPEIA Tl‘ial Of Intergroupe Francophone (22%) 138 (31%) 159 (118-2-14)

du Myélome

VTd vs D-VTd in Dutch-Belgian Cooperative Trial 11(13%) 19 (21%) 178 (079-3-99)
Group for Hematology Oncology

NDMM International Staging System disease stage

I 48 (21%) 71(35%) 2-00 (1.30-3-08)
Il 40(17%) 62 (24%) 1.55(0-99-2-42)
i 22(27%) 24 (29%) 1.07 (0-54-212)
Cytogenetic profile at trial entry
High risk 24 (28%) 20 (24%) 0-83 (0-42-1.66)
Standard nisk 85(19%) 136 (30%) 1-82 (1-34-2-48)
Baseline creatinine clearance
>90 mL/min 59 (22%) 100 (30%) 1.55 (1-09-2-21)
<90 mL/min 41 (18%) 7 (27%) 1.66 (1.05-2-61)
Baseline hepatic function
Normal 105 (21%) 136 (28%) 149 (1.11-1.99)
Impaired 5 (12%) 21(33%) 3.70 (1-27-10-79)
Type of multiple myeloma
IgG 32 (10%) 48 (15%) 1.49 (0-93-2-41)
Non-lgG 50 (41%) 47 (51%) 1-45 (0-84-2-50)
Eastern Cooperative Oncology Group performance status
0 55 (21%) 79 (30%) 1.56 (1.05-232)
1or2 55 (19%) 78 (28%) 1.63 (1.10-2-42)
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Moreau, P et al. Lancet 394: 29, 2019.
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AeRL || || ST Primary and final

HR :
@sw oy 047(033067) PFS analysis of part 1

P <.0001

N
o

0 3 6 9 12 15 18 21 24 27 30 33

No. at Risk Time, mo

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

Moreau, P et al. Lancet 394: 29, 2019.



CASSIOPEIA Part 2

« Open-label, global, multicenter, randomized phase lll trial

Stratified by induction treatment (D-VTd vs VTd), depth of response .
Maintenance

Dara Q8W until PD

Patients with PR | 27 (maxof 2 yrs followed
by observation until PD)

1
|
1
Patients aged v
18-65 yr with
transplant-eligible

after completion of
part 1 treatment
(N = 886)

newly diagnosed
(N =1085)
I I
| |

Part 1 Part 2

* Primary endpoint (part 2): PFS (after second randomization)

Moreau, P et al. ASCO Abstract 8004, 2021.
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Patients at risk
[ VTd/OBS
= VTd/DARA

D-VTd/OBS
B D-VTd/DARA

Making Cancer History

___VTd/DARA

e D-VTA/DARA
D-VTd/OBS

24 months: end of treatment
VTd/OBS

Comparison HR (95% CI) P value*
VTd/DARA vs VTd/OBS 1 0.32(0.23-0.46) <0.0001
D-VTd/DARA vs D-VTd/OBS } 1.02 (0.71-1.47) 0.9133

12 18 24 30 36

Progression-free survival (months)

176 155 131 83 43
189 182 174 79
216 207 195 75
217 204 198 76

Moreau, P et al. ASCO Abstract 8004, 2021.
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Voorhees, P et al. Blood 136: 936, 2020.



Making (

GRIFFIN: Updated Response Depth & MRD

MRD Status at 12-Mo-Maintenance Cutoff* D-VRd VRd

ITT population’ (n = 104) (n = 103)
= MRD negative, % 62.5 m T
= MRD negative and 2 CR, % 59.6 24.3
Patients with = CR (n=81) (n =59)
= MRD negative, % /6.5 42.4

MRD evaluable in ITT patients® (n = 83) (h=71)
= MRD negative, % 78.3 39.4

Durable MRD Negativity* (n=104) (n=103)
Sustained MRD negativity lasting = 6 mos 37.5 7.8

Sustained MRD negativity lasting 2 12 mos 28.8 2.9

P Value?

< .0001
< .0001

< .0001

<.0001
P value?

<.0001

<.0001

*MRD negativity threshold: 1 tumor cell/10* white cells using BM aspirates by NGS. "Patients with missing/inconclusive MRD assessment

considered MRD positive. *Fisher's exact test. Sincludes patients with baseline and post-baseline MRD samples.

Kaufman, GP et al. ASH Abstract 549, 2020.



Making Cancer History

Transplant Ineligible Patients

Preferred Regimens
. Bortezom|b!|ena||domldeldexamethasone (category 1)-'

* Daratumumab’/lenalidomide/dexamethasone (category 1)
* Lenalidomide/low-dose dexamethasone (category 1)"
* Bortezomib/cyclophosphamide/dexamethasone®

* Carfilzomib/lenalidomide/dexamethasone

. lxazomlbllenahdomldeldexamethasone

* Daratumumab Ibortezom|blmelphalanlpredmsone (category 1)
* Daratumumab'/cyclophosphamide/bortezomib/dexamethasone

Useful In Certain Circumstances

* Bortezomib/dexamethasone

* Cyclophosphamide/lenalidomide/dexamethasone
* Carfilzomib/cyclophosphamide/dexamethasoned

MAINTENANCE THERAPY

* Lenalidomide (category 1)
. Bortezomibllenalidomide

http://www.nccn.org/Version 7.2021.



Daratumumab

Control

0 3 6 9 12 1518 21 24 27 30 33 36 39 42

Time Since Randomization, mo
No. at Risk
Daratumumab 36! 335 320 309 300 290 271 20
Control 307 280 254 236 219 200 14

3 146 86
9 94 50

Facon, T et al. N Engl J Med. 380: 2104, 2019.



HR, 0.68; 95% CI, 0.53-0.86;
P=0.0013

0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months

No. al risk
RO OBIFCIBIMINTIBNOZMBIZDSESI M2 2321318314 85 € 4 5
DRd FEHOMEIMIBIAIBICIBIR 2T BT3B S50 28T0118 68 2 6

Facon, T et al. EHA Abstract LB1901, 2021.



MD Anderson
afrreer Center

Making Cancer History

Median
Number of PFS
patients  Events (months)

Ixazomib-Rd 351 169 35.3 (95% ClI)

) Placebo-Rd 354 209 21.8
Confirmed best response SR

CR including sCR a o HR (95% Cl): 0.830 (0.676-1.018) (1.43-3.09)
VGPR @, G Log-rank test P value: 0.073

CR + VGPR (including s!
PR

ORR (CR + PR + VGPR
SD

PD

Not evaluable

(1.38-2.53)

o
o

(0.79-1.70)

©
B>

Probability of PFS

Evaluation of MRD by flo
(sensitivity 10™°)

Patients evaluated for M|
Ixazomib-Rd O Censored

Patients who were MRI
—— Placebo-Rd O Censored

Pain response !
BPI-SF worst pain score 0 6 12 18 24 30 36 42 48 54 60 66 72

Pain response, T n/N (%) Time from rand omization, months (0.66-1.46)
Number at nisk
Ixazomib-Rd 351 261 220 187 147 120 107 96 81 64
Placebo-Rd 354 273 225 174 132 121 106 98 82 63

Facon, T et al. Blood 137: 3616, 2021.



N
o

HR = 0.60 (95% ClI, 0.46-0.80)
P =.0003

3 6 9 12 21 24 27 30 33 36 39 42 45 48 51 H4
No. al Risk Time, mo
VMP 358 331 325 322 312 278 289 257 242 226 198 132 73 27 3 1 0

D-VMP 350 330 327 322 318 1 202 288 283 275 270 248 171 97 40 12 0 0

Mateos, M-V et al. Lancet 395: 132, 2020.



Maintenance Options

e Transplant eligible

MAINTENANCE THERAPY

Preferred Regimens
* Lenalidomide' (category 1)

Other Recommended Regimens
* Ixazomib (category 1)

* Bortezomib

Useful In Certain Circumstances
* Bortezomib/lenalidomide

e Transplant ineligible

MAINTENANCE THERAPY

Preferred Regimens
* Lenalidomide (category 1)

Other Recommended Regimens
* Bortezomib

Useful In Certain Circumstances
* Bortezomib/lenalidomide

http://www.nccn.org/ Version 7.2021.




No. of Median
Patients Events PFS

{months)

Ixazomib Placebo Hazard Ratio
Endpoint (n = 425) (n = 281) (95% CI)

Median PFS in prespecified subgroups, months*®
Patients with a CR or VGPR with initial therapy (n = 263 vn 25.6 129 0.586 (0.449 to 0.765)
Patients with preinduction ISS stage Ill disease (n = 144 vn 16.6 7.8 0.695 (0.499 to 0.967)
Patients aged = 75 years (n = 164 vn = 110) 16.7 10.6 0.738 (0.537 to 1.014)
Median total PFS landmarked from start of induction, months”® 26.3 20.3 0.650 (0.534 to 0.791)
Median time to progression, months® 17.8 9.6 0.655 (0.537 to 0.799)
Response improvements during maintenance
VGPR/PR patients with deepening response during treatment, No. (%) 62 (14.6) 23 (8.2)
VGPR patients converting to CR during study, No. (%) 41 (96) 16 (5.7)
PR patients converting to VGPR or better during study, No. (%) 21 (49) 7 (2.5)

Time Since Random Assignment (months)

No. at risk:
Ixazomib 425 342 283 255 201 166 123 90 69 46 3 23 17
Placebo 281 218 183 142 102 67 54 42 32 20 1" 9

Dimopoulos, MA et al. J Clin Oncol. 38: 4030, 2020.



Conclusions: Induction

e Category 1 recommendations
— VRd for transplant-eligible (TE)
— VRd-lite or DRd for transplant-ineligible (TIE)

e Quadruplets are gaining traction
— VTd-Dara, VRd-Dara in TE
— 7 VMP-Dara in TIE
— 7 IRd-Dara in TIE




Conclusions: Maintenance

e Category 1 recommendations
— Len or Ixa for TE
— Len or Ixa for TIE

e Outcomes 1n high-risk disease still suboptimal

— May need to consider adding V or I to R for both
TE and TIE

* Ongoing studies will change this landscape
— Len =£ Dara : Ongoing SWOG study




Challenges

e Outcomes 1n high-risk still suboptimal

— May need to consider adding Dara to VRd (for TE)
or V/Ixa to DRd (for TIE)

* Frail patients an area of unmet medical need

* Ongoing studies will change the landscape
further

— Adding CD38- or BCMA-targeted mAbs
— Potential use of bispecifics and even CAR Ts



