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Learning Objectives

1. Identify the benefits of Daratumumab in preventing or delaying progression to
active multiple myeloma in patients with high-risk smoldering multiple
myeloma.

2. Recognize the potential benefits of urine-free IMWG response criteria for
reducing patient burden, simplifying logistics, and lowering operational costs.

3. Implement a steroid-sparing regimen, Daratumumab/Lenalidomide, to
improve safety and enhance health-related quality of life in frail patients with
newly diagnosed multiple myeloma.
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#1 AQUILA: Dara vs Obs for hrSMM

Background
= iStopMM: Prevalence 0.5% in >40yo
= +20 different risk criteria: high-risk means 50% risk of progression at 2y
- SMP >3 g/dL
- IgA SMM
- Immunoparesis of two uninvolved Ig
- i/luFLCr between 8-100
- BMPC between 50-60%
- Mayo 2018/IMWG 20/2/20 criteria®
= Current practice:
Low and Intermediate Risk: Observation
High: Observation or Clinical trial
- Rd (QuiRedex) or R (ECOG-E3AQ6) for 2y prevents end-organ damage,

delays more intensive myeloma-directed therapy, and improves OS, but
increases SPM and had a 20% treatment discontinuation.
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#1 AQUILA: Dara vs Obs for hrSMM

Study
Screening Treatment/active monitoring phase Follow-up phase
Key eligibiity criteria: DARA monotherapy Primary endpoint:
« 218 years of age g o |+ PFSbyIRCper IMWG
+ Confirmed SMM diagnosis a 1800 mg SC® QW Cycles 1-2, ¢ SLIM-CRAB criteria®

(per IMWG criteia) for <5 years

+ ECOG PS score of 0 or 1

* Clonal BMPCs 210% and 21 of the
following risk factors:
- Serum M-protein 230 g/L
- IgASMM
- Immunoparesis with reduction of

2 uninvolved Ig isotypes

S eI “or confirmed disease progression (whichever occured frs!)
- Clonal BMPCs >50% to <60%

Q2W Cycles 3-6, Q4W thereafter ¥ i
in 28-day cycles until 39 cycles/36 months* 4 = Key secondary
endpoints:
1 u + ORR

Active monitoring ! AR . Tine to first-ine

treatment for MM
+ PFS on first-line

treatment for MM
+ Overall survival

No disease-specific treatment,
with AE monitoring up to 36 months*

11 randomization (N

Disease ovaluaton schadulo
Staioany ] |+ Laboraory eficacy  Every 12 weeks by centa b unt isease progression
SX A D e oumberof sk || + maging (CTIPET-CT,MRI) - Yeary centa rovew)

: factorsor || . Bone marow— :
s nsenig one martw - Al east avery 2 years
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#1 AQUILA: Dara vs Obs for hrSMM

Results
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#1 AQUILA: Dara vs Obs for hrSMM

Results
mon
(n
PFS event. n (%) 67 (345, 99505
— 12 —— Deaths. n (%) | 1sen | sty
Death without disease progression | 5 (7.5) 5(51)
Disease progrossion** 62 (925) 94(94.9) Primary cause, n
[__craB crtecia: J2(184) upsy | Disease progression 3 9
Calcium elavation [ 2(21)
Renal insufficiency” ] [ A~ 2 4
Anemia 2(32) 14 (14.9) Other* 10 13
Bons Sl 1018) 188.1) “Deaths due to an event occurring after the AE reporting
[_sumcrenia® 50 (80.6) 65(681) | window (ie, events that happened after patient started
Clonal BMPC3 5(8.1) 16 (17.0) subsequent therapy or >30 days after last dose) or deaths
Serum FLG 33(532) 33@81) Wil yrshow il
Focal lesion by MR 12 (19.4) 16 (17.0)
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#1 AQUILA: Dara vs Obs for hrSMM

Results
Active Active
DARA | monitoring monitoring
Event, n (%) (n=193) | (n=196) Event, n (%) (i
Median duration of AE reporting 35 months | 26 months Treatmentdiscontiations B s—
Any grade TEAES 187 (96.9) | 162(82.7) aTEAE" )
Grade 3 or 4 TEAES 78(404) | 59(30.1) Dose modif duetoa TEAES | 90 (46.6) =
Most common grade 3 or 4 TEAES (25% in either group) COVIDADTEAES 768 1061
Hygeshalon [[1en | 9we Serious COVID-19 TEAES 5(26) 1(0.5)
Serious TEAES | 56200) | 38(19.4)
Deaths due to COVID-19 2(1.0) 0
Most common serious TEAES (22% in either group)
e [ 760 | 108 EORTC QLQ.C30 Globa Heath Satus Scorest
Grade 5 TEAEs® [ 200 | 4@o
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#2 24hr Urine Does Not Add Value

Standard WG response crieeria

Background v riom

2016 IMWG TR
Response Criteria: "~
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#2 24h Urine Does Not Add Value

Background

- Secondary analysis in clinical trials:
- IFM2009: sFLC is more prognostic than 24hUPEP
- GEM2012: 24h UIFE is not needed for CR in terms of prognosis

- Real-world analysis (n=4591): only 28% of pts in US undergo 24h Urine testing
at diagnosis
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#2 24hr Urine Does Not Add Value

Study
- Traditional responses Proposed urine-free responses
CR + <5% BMPCs, no EMD, negative serum and urine IFE + <5% BMPCs. no EMD, negative serum and urine IFE
+ (Ao normai FLC ralio for ight-chain-only disease) + (Alsa: nomal FLE ratio for light-chain-only disease)
* M-protein detectable anly IIV swulrwrvm IFE; 0‘ "90"' reduction in . M protein detectable only by serumiurioe IFE; o, 280% reduchon in
VGPR  sarum W-protein and urine M-protein < 100my sarum M-protein and.

{0 Zo0% redution i A send FL in lonk
= 80.80% riction i serum b pucten o, rinw M-proiemrecuced by $0-80% eduction ) erum M-proai o uine M proten educed

i oty tease} « (O o0 rtucion I & seruin FLC in Ight chain orty disease)

PR . i®0%orio< Y 0kecks = dnmer
-wrsawﬁveducpwm\ummnwmwmam«ﬂy = {Or. 50-89% reduction in A 3erum FLC in ight-chain-only disease ]
« (Or 250% reduction in BMPCs & EMD for non-sacretory. b L (O R SR T G for e -secratory doonse)

Secondary analysis of d+56 response from the BMT CTN 0702 (STaMINA)

Lenalidomide
Maintenance **

N=257

N =750 pts (250 in each arm)

Register and 3 (— | Lenalidomide
Randomize VRD x4 Maintenance™

“Bortezomib 1.3mg/m? days 1,4, 8,11 I sl

@] Uriversityof Gocrado_ Lenaidomide 15mg days 115
Anschutz

Dexamathasone 40mg days 1. 8, 15
Medical Gameus £ ery 21 days

Lenalidomide
Maintenance™™

L
200mgim?
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#2 24hr Urine Does Not Add Value

Results
« Of 758 randomized patients, 645 (85%)* were analyzed: High concordance with traditional assessmer
- Median age 56 (interquartile range 50-61) * Only 1.1% of 645 analyzed patients (n = 7) had discordant

respenses between iraditional and urine-free response criteria
+ 41% female {n = 262}, 17% Black (n = 10}, 7% Hispanic (n = 42)
* VGPR -3 urine-free CR (n = 2)
Mt lvortigenl G G bt 4 potiv wiog parmproben ot Doy
+88 {{aint UIFE+ in one case, UPEP 8 mgi24h in anciher)
+ VGPR -) urine-free PR (0= 1)

- 49%  Lenalidomide alone (n = 315) Negay roughoL urine
BUPC ok nsessod homever, oray 355 redstion i Sference of senim FLC

- 26% with light-chain only disease (n = 166)

+ PostASCT strategies (regardiess of intended arm assignment):

28%  PostASCT consolidation followed by leralidomide (n = 178)  + N > (n=4)
2% TandemASGT folowed by lensiidomide (n = 152) Uiy UPEP oo e VoPR(b=3)PR
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#2 24hr Urine Does Not Add Value

Results

A
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#2 24hr Urine Does Not Add Value

Conclusion

* Our results strongly support the planned de-emphasis of 24-
hour urine requirements in future IMWG response criteria

« Our ideal state for urine assessments (outside of MGRS):

- Removal from MM response criteria \ S| S
unless Bence-Jones proteinuria is the
only marker of measurable disease

- Removal from refrigerators
and emails about protocol
deviations all over the world!
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#3 IVIG ppx during Tec treatment

Background

- Teclistamab is approved for the treatment of pts
with RRMM  with 4PL and TCE.

- Infectious AEs are prevalent (all, grade 3/4):
- Pneumonia: 18%, 13%

- COVID-19: 18%, 12%

- Near universal hypogammaglobulinemia in responding pts
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#3 IVIG ppx during Tec treatment

Study
- Multicenter, retrospective study

- Consecutive pts with RRMM on Teclistamab
- Primary IVIG prophylaxis = before a documented infection

- Secondary IVIG prophylaxis = after a documented infection

- Endpoint: Infection-free, progression-free and overall survival
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#3 IVIG ppx during Tec treatment

Results

BB type <0001

Characteristic No primary IVIG prophylaxis (N = 133)' | Primary prophylaxis (N = 92)! pvalue®

Techistmab 78 (85%)

T o deuser

of prioc

Triph-Class Rofractory mysioma
Racipiant of prior ASCT

‘Baeling medisn SbECIe TeUTOON CouTt 10T

‘Baselnw nevtiopara

Baseino T

Basolng hmphopania

28 of pror BCMA Jeecied Theso,

ongest bsAb gap. days
dian duration ol

ncidence of CRS.

ncidwoce o ICANS

| s

ysiomc wioroids for CREAGANS

Use of Tochzumab

[CAny Wi sdminisared
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[ Windan tolow vp of sorvvors_montre
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#3 IVIG ppx during Tec treatment
SPECTRUM OF INFECTIONS

+ 288 infections in 136 patients (Median time to infection = 97 days from start of therapy)
+  Most common: respiratory tract infections

+  Majority of patients hospitalized inpatient for infectious complications (n = 175, 61%)

« 11 grade 5 infection events (CTCAE)

12-Month Cumulative Infection Incidence Infection Types Grade 5 Events
0%
0%
so%
0%
0%
0%
0%
10%
o
Allinfections 2 grade 3 ‘;wad.e 3 zgrade3 wBacterial =Vical =Fungal = Primary prephylaxis
v o iy s e acieal Mesl =Na primary IVIG prophylaxis
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#3 IVIG ppx during Tec treatment

Results

PRIMARY IVIG PROPHYLAXIS IMPROVES
INFECTION FREE SURVIVAL

oo Pramary prophylars o e

€ Jom Median = 7.7 months

¥ ¥

v
Median = 7.5 months

Infection-free survival
Grade 3+ Infectian-free survival

1 Median = 3 months

pory:
- Madian = 14 months

2/8/2025
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#3 IVIG ppx during Tec treatment
CONCLUSIONS

« Primary IVIG prophylaxis was associated with a statistically
significant reduction in all-grade and = grade 3 infection free survival

+ Administration of tocilizumab for CRS was associated with an
increased risk of all-grade, 23 grade infections, bacterial and viral
infections

+ Use of primary IVIG prophylaxis was independently associated with
improved overall survival in patients treated with BCMA directed
bispecific antibody therapy
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#4 IFM2017-03: DR vs Rd for Frail NDMM

-

% University of Colorado.
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#4 IFM2017-03: DR vs Rd for Frail NDMM

Study
Phase 3 study of DR vs Rd in TNE frail NDMM (n = 295)
Dara « Len continuousty ‘
o T N j | Primary endpoint:
IO ) BC QW St et . "
o o s
8 g 5 o
i Fom
LM + 508X continaouny £ o
DLz B Wceose
1o N
20mg 01495 8 a8 ! J - saty
ECOG Randouzanon swatfed by 155 (1 ve 8 vs 1) anc age (<80 vs 850 B
anos eyl Lol b L L L s o2
1 124months data cul and safety

=5 Final analysis with primary endpoint: PFS -
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#4 IFM2017-03: DR vs Rd for Frail NDMM

DR group

Results EREREERS i ki
(N=200)

{n=200) (n=ss)
Madian ago {rangs) . 81 (68.92) 51 (68.50)

Characteristics

| Age category —ne. %) 1 T 33(16%) _13(20%)
estoe myr (%] FIFLI) " 103 (52%) a9 (s2%)
70to<75yr 30 (15%) 13[14%) | n 64132%) 27 (28%)
7S to< B0 yr 49 (28%) 19 [20%) ['] 1
230yt 129 (60%) s1(6a%) ]

| %)

T |
10{11%)

$5%)
B6 (Ad%)

17 (23
11 (6%) 2
E— 11{14%)
¢ 57 [60%)_ Si6%)
21 B3 (42%) 38 (40%) T
e
51 G ]
. 3(%)
3 = ;;1;; 2 g::;— [ 3010.< 80miJmin 120 (59%) 50(53%)
3 e e 60 mi/min 73 (817%) 1jann)
University s 16 (5%) 3 (9% R A ——
L Jt m—— IS
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#4 IFM2017-03: DR vs Rd for Frail NDMM

Results

peoms

oRR=8x.

Month & Month 8 Month 12

onm s

VGPR or better rate was significantly higher with DR
Deeper responses were obtained with DR at all time points, including at early time points
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#4 IFM2017-03: DR vs Rd for Frail NDMM

Results

Mo folow o e # 483 b

P | mesemesnarram

49% reduction In the risk of progression or death in patients recsiving DR 48% reduction in the risk of death in patients recsiving DR
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#4 IFM2017-03: DR vs Rd for Frail NDMM
Results
| Median treatment duration
(Ao z3atn ntn0 ]
All grade 3, n (%) 12 (13%)
rematolog, () )
neuteopeais B
g e
Infection, n (%) - 20(21%)
e i
No increased rates of infection or i i lion in patients g DR
@j University of Colorado
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#5 Talquetamab bridging for BCMA-CART
Background
CARTITUDE-4 (Cilta-Cel, CARVYKTI) KarMMa-3 (Ide-Cel, ABECMA)
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#5 Talquetamab bridging for BCMA-CART

Maintaining disease control while awaiting CAR-T manufacturing is
Background challenging
Clinical trials and Real Manufactuning time for CAR-T. 6-8 woeks.
World: 10-15%

D o tcute CAR.T dvm
nton B e w1
marutsctung

75% of patiants need bridging therapy

Increased disease burden pros to lymphodepleton
8 asscoated wih
- dectensed CARCT efcacy,
High disease burden prior to CAR-T 1 toxicity and | efficacy ISl e e A 5 A

. ' Z * Low quality apheresis product

- ! * Low CAR-T cell efficacy

’ * Increased CRS, ICANS, IEC/HS
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#5 Talquetamab bridging for BCMA-CART

Study ) Ant-BCMA
Aphoresis [

—_—

I GPRCSD BsAb 1

afety and feasibility of Talquetamab bridging prior to ide-cel and cilta-cel in the
tandard of care setting for relapsed and/or refractory multiple myeloma. i

Primary outcomes:

Safety: CRS, ICANS, Talq related unique toxicities

Efficacy: Response to Talquetamab bridging, response to CAR-T therapy at
different time points

Secondary outcomes:
Survival: Progression-free survival and overall survival
Infections, cytopenia and SPM
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#5 Talquetamab bridging for BCMA-CART

Study

Multicenter Retrospective Papulation with an intent to
receive SOC BCMA CART fide-cel and cilta-cel)

Talquetamab peri-apheresis period
Leukapheresis ; Total N=77
| Pre-apheresis: 12
Post apheresis: 65

Talquetamab short course as a bridge

Non-conforming product treated

3 CAR-T not infused due to disease progression or
under expanded access protocol

manufacturing failures.

Infused with CAR-T (N=65)

Median follow up from Talg 7.5 months, from CAR-T 4.9 months
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#5 Talquetamab bridging for BCMA-CART

Results
Age. yoar WEeT) el
BT
Mot e L]
Tolcass S5 OB 80
Roco,white ST B(EN won robacicey
‘;.‘..mm..r, CT R Yo e PR o] Al g A
Gmnane
Luqhmﬁ Bus) I E1T) Plowts  S8ES BN 007
g TR W
‘ PriorBCMA 10013 5042) 50 ice-cel 8 18
Chacel
€coG w09 g6 2an Taqoom
22 oagzw  mEn 1003
040w way 20 5010

@] University of Colorado
Anschutz Medical Campus

2/8/2025

31

#5 Talquetamab bridging for BCMA-CART

Multicenter Retrospective Population with an intent te
receive SOC BCMA CART fide-cel and cilta-cel)
Talquetamab peri-apheresis period
Leukapheresis ; n Total N=77
| Pre-apheresis: 12
Post apheresis: 65
Talquetamab short course s 3 bridge
Patients who did not receive anti-BCMA CAR-T

el L e — T

under expanded access protacol

Manutacummg ke s
Ouasas pagremson s
: P b :
R FIPpe——
e
Infused with CAR-T (N=65) T deen .

Median follow up from Talg 7.5 months, from CAR-T 4.9 months

@j‘ University of Colorado
Anschutz Medical Gampus

32

#5 Talquetamab bridging for BCMA-CART

Talquetamab in peri-apheresis period
Multicenter Retrospective Population with an intent to
receive SOC BCMA CAR-T {ide-cel and cifta-cel)
Leukapheresis
L

Talquetamab short course as a bridge

Non-conforming product treated > CAR-T not infused due to disease progression or
under expanded access protacol manufacturing feilures

]

Infused with CAR-T (N=65)

Median follow up from Talg 7.5 months, from CAR-T 4.9 months
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#5 Talquetamab bridging for BCMA-CART

Talquetamab in peri-apheresis period
| &z |

Age. median years 61 (50-75)
Male, sex 5(42)
ECOG >=2 2(17)
High risk disease/EM disease 7 (58)5 (42)
Median prior lines 6 (4-10)
Median time from Tal dose lo apheresis, 94 (28-174)
days
Response to Talquetamab 11/12 (82)
CAR-T infusion 8/12(67)
Reasons for not infusion Manutacturing failure (2)°, PD (1),
008 (1)

*prior BCMA larpeted therapy
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#5 Talquetamab bridging for BCMA-CART

Results

¥ CART intusion by
. CART >d+30

N=53 with 30 day minimum
follow up

ORR 95%
ORR 62%
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#5 Talquetamab bridging for BCMA-CART

Results

CARLT Frasimant

49% improved response
 48% unchanged response

= Higher ORR and deeper
response with CAR-T
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#5 Talquetamab bridging for BCMA-CART

Results
ProgpessonF1ee Suvial fom Fist Dase of Taquetariad G i B
Median PFS 13m (IOR 10-NE) i Lh»—\‘__‘—\
: 1
@ 1
£ i 3
i
i H
 § &
?

T g Mk b

o Fint Dose of Tapmtarmas

Tene (i o Pt Ocme o Tasgstamab

Median follow up time: from Talquetamab first dose 7.5 months (IQR 5.4-10.4)
Median follow up from CAR-T infusion 4.9 months (IQR 3.6- 6.9)

@] University of Colorado
Anschutz Medical Campus

37

#5 Talquetamab bridging for BCMA-CART
Results
Talquetamab Safety CAR-T safety
N=65.
Any Grade Grade 3/4 All grades Geade 314
e e o CcRS 47 (12%) 2(3%)
ICANS 7 (10%) 1(2%)
ICANS. 8(10%) 2(25%) Delayed neursioxiity  1(1.5%) (CN Vil palsy) 0
Skin toxiciies 32 (42%) 0 Infections 16 (27%) 6(9%)
Nail foxcities. 19 (25%) 0 Second malignancies  1(1.5%) (AMLTPS3and  NA
DNMT3A)
Oral toxicities 43 (36%) 1(12%) o 7 (10%) 7 (10%)
Weight loss 9 (12%) 2(2.5%) (day+80)
[ ] L=
Total deaths overal: 16
Total deaths after CAR-T infusion: 8
@8y Urieswyorcoomdo o ragee mottty o A3 2 epiiock i 1 AMUNDS
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#6 IMMagine-1: Anito-cel (dldBCMA-CART) for RRMM

Background

Ide-cel Cilta-cel Teclistamab Elranatamab Talgquetamab*
Target BCMA BCMA BCMAxCD3 BCMAxCD3 GPRC5DxCD3:

Median PL 8 6 5 5 5
| Efficacy |
| ORR (%) 73 98 63 61 72 |
>CR (%) 33 83 39 35 32 |
|PFS (months) 9 35 11 17 14 |
Safety |
CRS (%) 84 95 72 58 75
 NTx(%) 18 22 (6) 15 3 1
@3 Infections (%) 69 58 80 70 65
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#6 IMMagine-1: Anito-cel (dldBCMA-CART) for RRMM

Background

b RS %
o

@] University of Colorada
Arschutz Medical Campus

2/8/2025

40

#6 IMMagine-1: Anito-cel (ddBCMA-CART) for RRMM

Study
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#6 IMMagine-1: Anito-cel (ddBCMA-CART) for RRMM

Results

Efficacy Evaluable Patients (N=86)
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#6 IMMagine-1: Anito-cel (dldBCMA-CART) for RRMM

Results

" e o g e
I - 3 =
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