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WARFARE ‘1917 « Sulfur mustard chemical warfare used in WWI
* Physicians observe that exposure caused leukopenia and bone
marrow and lymphoid suppression

M USTARD » Scientists asked whether mustard compounds could kill malignant
CHEMOTHERAP’1942 lymphoid cells; Nitrogen mustard proved systemic chemotherapy
GAS could work but drugs were highly reactive and nonspecific

TO NITROGEN _ ALKYLATION | | Tumor reg:es'siion
MELPHALAN MUSTARD ——| +crosstinks bt

MELPHALAN ’1953 » Bergel & Stock asked how to get the mustard warhead into cancer
cells more selectively

its MUSTARD GAS

How a
chemical-warfare L-PHENYLALANINE +NITROGEN MUSTARD == L-phenylalanine mustard

MELPHALAN

Cytotoxic “warhead” An early precursor of
“targeted” chemotherapy

observation became a Amino-acid scaffold

backbone of multiple
myeloma therapy RELDNE ‘19603

» Multiple myeloma became the defining clinical application and
becomes a standard regimen for decades and helped move
myeloma from largely untreatable to a chronically treated malignancy

HDM-ASCT ‘19805—905

* Melphalan doses are intensified

I _PSYIVESTER | MYELOMA  prcig  BEsT
snmsmormmmmeamsem | INSTITUTE B 5




From war to bedside, marrow toxicity becomes a key feature:
High-dose Melphalan with stem cell rescue (HDM-ASCT)

Stem-cell rescue allows melphalan dose intensity to be pushed higher

This transformed melphalan from a conventional oral alkylator into
the conditioning backbone of autologous transplantation in
myeloma.

~200 mg/m? IV

COLLECT MELPHALAN MYELOABLATION REINFUSE RECOVER

CD34+ cells high dose tumor + marrow stem cells hematopoiesis

A molecule conceived in 1953 remains central to myeloma
L JSTLVESTER | MYELOMA s &1 transplantation more than seven decades later. 3
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The debate has changed

The question is no longer whether ASCT works — it is whether every patient with NDMM still needs it
upfront.

~

/What ASCT still does \ /What it has not shown \ /What is different now

Prolongs PFS in NDMM No overall-survival advantage in Dara-based quadruplets produce far
DETERMINATION: median PES 67.5 vs DETERMINATION. deeper responses before transplant.
46.2 months with RVd-era therapy. 5-year OS: 80.7% with ASCT vs 79.2% MRD at 10°° can identify exceptionally
without. deep responders.
More grade =3 toxicity: 94.2% vs CAR-T and bispecifics provide potent

\ / \78.2%. / \immune-based salvage options. /

A Progression-free Survival

MRD- status 5-year PFS, % HR (95% CI)

—__ RVd-alone 59.2
0.91 (0.46-1.79)

~ RVd+ASCT 53.5

Preliminary analysis

Probability

108 RVd-alone, 90 RVd+ASCT
patients with samples from
o start of maintenance

T T T T T T
0 12 24 36 48 60 72

Months since Randomization

No. at Risk
Transplantation 365 276 226 191 160 18 7 2
RVD Alone 357 250 187 160 126 9% ) 4
B Overall Survival
i Vi - MRD+ status  Median PFS, months  HR (95% Cl)
Transplantation Rate of MRD-negative status ' RVd-alone 33.4
03 (NGS, 10%): 1.67 (0.98-2.85)
RVd+ASCT 50.6
£ 064 RVD Alone 39.8% vs 54.4% ; 5 . 5 : S
r-3
% 12 24 36 48 60 72
B Patients at risk Time since MRD ion at start of mail
- Odds ratio 0.55 (unadjusted RVd-alone, MRD- a7 33 28 22 16 1
95% C10.30-1.01) RVA+ASCT, MRD- 47 a7 32 25 19 13
00 = P b - - - - RVd-alone, MRD+ 39 32 25 15 14 10
4 43 84
Months since Randomization RVd+ASCT, MRD+ 32 26 20 15 1 [
No. at Risk g .
Transplantation 365 353 324 300 275 228 165 95 PRESENTED BY: Gt ot a0 1 6 oy e AMmCAN SOCKTY OF
t J SYLVI RVD Alone 357 332 313 285 258 214 143 88 %8%5 /ﬁMSEgNOG #ASC022 Paul G. Richardson, MD a::\u'r" ..c,,.,,‘d";;‘,{;‘c‘o' Po‘(‘mls’si‘; uquir‘:d for reuse. ﬁé&(oco:ou::s C(A)N(()jzn
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Melphalan has a biological price

A PFS gain is not free: high-dose alkylator exposure creates acute toxicity and long-term genotoxic
risk.

Acute burden

Myeloablation — cytopenias, transfusions and infection risk.

Mucositis, Gl toxicity, fatigue and weeks of functional
disruption.

DETERMINATION: grade =3 adverse events were more
\frequent with ASCT.

N (o

enotoxicity

high-dose melphalan.
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5-year cumulative incidence of SPMs
(RVd-alone vs RVd+ASCT):

Cumulative incidence

= All : 9.7% vs 10.8%
= |nvasive: 4.9% vs 6.5%
= Hematologic: 1.59% vs 3.52%

Hematologic second primary malignancies

S-year cumulative incidence, %
~— RVd-alone 1.59
RVA+ASCT 3.52
P=0.316

—_,—/—’_'_

T T T T
24 36 48 60
Time from randomization, months

Melphalan is a DNA-crosslinking alkylator.
Therapy-related MDS/AML is a recognized late complication after

The relevant question in a patient with decades of expected survival
J @w much irreversible DNA damage is necessary?

~

SPMs, %

Any
Any invasive SPM
Any hematologic SPM

ALL, n

RVd-alone
(N=357)
10.4
5.3

2.5

7

AML/MDS, n

0*

CLL/CML, n
Any solid tumor SPM

Any non-invasive solid tumor SPM

Any non-melanomaskin cancer

2

3.4

0

-~

g

The
Practical

~

We accept
this toxicity
when the
incremental
benefit is
large.

But modern
induction is
shrinking the
incremental
disease
burden left
for
melphalan to
eradicate.

As benefit
narrows,
long-term
toxicity
matters
more — not

less.




The cost is more than the transplant bill

ASCT consumes patient time, caregiver time and specialized infrastructure — opportunity costs rarely appear on Kaplan—Meier

curves
One day
at a time.
Q
y .
\ ﬁ
”/ | Caregiver E E Health system
Mobilization and collection Transportation and monitoring | Apheresis capacity
(]
Hospital/outpatient transplant visits o Time away from work ; Transplant beds / daily clinic
3
Lost work and travel Infection precautions Blood products and supportive care
| Weeks of reduced function Uncompensated caregiving Specialized transplant workforce
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Evolution of Myeloma Therapies: From Melphalan to
Bd.spe@‘ilﬁ@@ion Transforming Outcomes I

Isatuximab ;
[ Daratumumab Anti-CD38 Ciltacabtagene
. Autologous , and Elotuzumab et S, : (?l:ltAo-l;‘:::tled
' transplantation Thalidomide and Carfilzomib Anti-CD38 antibody Il th
: . - : monoclonal CAR-T cell therapy
. Establishes role of Lenalidomide Second-generation # i
high-d antibodies Belantamab E
gh-dose therapy Immunomodulatory proteasome Mafodoti Teclistamab
with stem cell rescue drugs (IMiDs) inhibitor = atodotin - e
- : transform the field Ixazomib | First antibody-drug : s
Oral proteasome conjugate (ADC) dlrected. bispecific
inhibitor approved antlbody

1958 | 1983 2003 2006 | 2008 | 2012 | 2013 | 2015 | 2019 | 2020 | 2021 ’ 2022 | 2023

Melphalan E :
First :ffective Bortezomib ; Bendamustine Pomalidomide Selinexor Idecabtagene . Talquetamab and
alkylator with First-in-class Alkylator with Next-generation First-in-class vicleucel Elranatamab
activity in | Pproteasome immunomodu- IMID for XPO1 inhibitor BCMA-directed GPRC5D and
myeloma inhibitor | latory properties relapsed/refractory (oral) CAR-T cell BCMA-directed
: disease therapy bispecific
antibodies
Alkylator ‘J Proteasome inhibitors ¥‘ Immunomodulatory drugs Inhibitor of Exportin-1 Monoclonal antibody Antibody-drug conjugate | CAR-T cell therapies
Monoclonal antibodies - Bispecific antibodies
' A relentless pace of innovation has expanded options and improved outcomes for patients with multiple myeloma.
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We are using a 1990s solution after a 2020s induction

Modern induction has moved much closer to the depth once uniquely provided by high-dose

melphalan.
Then VAD | early triplets
Now Dara-VRd / potent

quadruplets
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ASCT

MRD-guided decision

=)

=)

maintenance

risk-adapted therapy




Quadruplet efficacy in
2026

Study Desi f ADVANCE Clinical Trial
Risk-adapted
Induction consolidation Maintenance
DARA SC-KRd DARA SC-KRd MRD 5 R
DARA: 1,800 mg SC DARA: 1,800 mg SC positive — Q R: 10 mg PO, days 1-21 until
Cc1-2QwW C5-6 Q2w progression (study includes
Key eligibility g C34Q2w C7-8 Q4w 2 years of maintenance)
criteria o2 KRd: schedule as below - KRd: schedule as below
i 73 MRD
+ NDMM < 2 negative
« Age 18-75 Years s Z
+ECOGPS =2 ‘;'3' 5
= KRd ‘é’ KRd MRD = R
-8 K: o K: 56 mg/m? IV Days 1, 8, 15 positive ) 8 R: 10 mg PO, days 1-21 until
< C1 20 mg/m? IV Day 1 w R: 25 mg PO, days 1-21 < progression (study includes
e 56 mg/m? IV Days 8, 15 d: 20 mg IV/PO, days 1,8, 15 2 years of maintenance)
iz C2-4 56 mg/m? IV Days 1, 8, 15
S R: 25 mg PO, days 1-21
d: 40 mg IV/PO, days 1, 8, 15 MRD
negative
4 cycles of 28 days 4 cycles of 28 days 24 cycles of 28 days
A
Primary endpoint: Overall MRD negativity rate 2VGPR Transplant-eligible patients with MRD >10-° by NGS after
combination therapy were recommended to proceed with
Key secondary endpoints: PFS, EFS, 2CR, OS, high-dose melphalan chemotherapy followed by
Safety, MRD negativity rate in peripheral blood autologous stem cell transplant (ASCT)
MRD negativity rate was defined as the proportion of patients who achieved both MRD negativity and 2VGPR in the ITT population.
Patients who were not evaluable for MRD testing were considered MRD positive.
ECOG PS, Eastem Cooperative Oncology Gr status; C, .V, : R, lenaiidomide; PO, oral d, dexamethasone; DARA SC (DARA 1,800 mg with human PH20 [HUPH20, 2.000 UimL; ENHANZE® drug
delivery technology, Halozyme, Inc. Sanb-ego CA, USAI), QW, weekly, Q2W, evefwaveAs Q4W, every 4 weeks; ASCT, Autologous stem cell ransplantation; y, year, PR, partial response; ITT, intention o treat; CR, complete response; ISS, Intemational Staging System; IMWG,
Internaticnal Myeloma Working Group, 'Svahdbylssmgemdage *MRD was assessed using the conoSEQ assay (Adaptive Biotechnologies, Seattle, hAUSA)\u\gbooemxvcwwmsM\Wsmalb:m at the me of suspected 2CR, end of induction,and at
end of C12 and C24 sponse and dise: were assessed based on IMWG response critena. Overal, the MRD negativity rate was defined as the proportion of patients who achieved both MRD negativity (10 threshold) and 2CR at any tme.
CinicalTnals gov Identfier NCT042684% AuxvdAple 206
\SCO presentensy: C. Ola Landgren, M.D., Ph.D., Chief of Myeloma Division & Sylvester Myeloma Institute, University of Miami

Primary Endpoint: MRD Neg 10 in ITT Population

The primary
OR=29 (95% Cl: 1.8-4.9), P<0.0001 endpoint of MRD
I negativity at 105
by NGS after 8
cycles in the ITT
population was
significantly

80 [ I

59%

DKRd
(n=148)

KRd
(n=139)

higher in the

DKRd arm
compared to the
KRd arm (59% vs

33%, adjusted
OR=2.9, 95%Cl:
1.8-4.29
P<0.0001)

MRD negativity (NGS) rate 10°

Abbreviations: Daratumumab, and (DKRd); and (KRd); next
(NGS); MRD neg rerers to negative 10~ by NGS in the intention to treat (ITT) population

2025 ASCO m wissnioay C. Ola Landgren, MD., Ph.D. cm!o'wecmaor ision & Sylvester Myeloma Institute, University of Mami ASCO
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Secondary Endpoint: Progression-Free Survival

R 100{F e
"/T 4 fr -
‘&- 4 N *’“”'Y-ouu-w bbb
= i —— .
DKRd T o] . S
(n=148) s | Mttt
KRd % ] VO p—
- [} 1
(n=139) & g0
c |
K<)
§ At 31.2 months median follow-up, 92% (DKRd) vs 83% (KRd)
‘g» 7 o: were progression-free (P=0.1400)
a 0 6 12 18 24 30 36 42
Months
Abbreviations: Daratumumab, and (DKRd); and (KRd), next
(NGS); F Prog: dvsaase or death — whichever came first
2025 ASCO m seisianinay; C. Ola Landgren, M.D., Ph.D cmvo'wemaoww & Sylvester Myeloma Institute, University of Mami ASCO -
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Quadruplet efficacy in

@ A Best Overall Response . DARZALEX VRd (n=354)
%Q& Rd +/—|Sa’ TI—NDMM ©dds ratio for *VGPR, 1.73 (95% Cl, 0.99-3.01) PERSEUS. VRd +/'Dara, TE'NDMM FASPRO-VRd
—
P value for =CR, 0.01 100+ (nISSS)
100-mmy, e Overall response (sCR+CR+VGPR#+PR),n | 338 (95.2%) 326 (92.1%)
— 90_ o 92.3 90_ (x).
9 %0 ——
OZ' 80— 80 =CR. | | s swdl M Stringent complete §
[ g 701747 4.1 response w 304 Stringent complete response (sCR) 67 (18.9%) 46 (13.0%)
g 704 ¥ i | e W Complete response £ 5
5 ¢ T s | o : g 3 ; S 704 Complete response (CR) 91 (25.6%) 77 (21.8%)
0 — & £ w :/:;ry:"o; partial S §
¢ so0d ;; 30 ‘ oy R e 9% 6o Very good partial response (VGPR) 165 (46.5%) 168 (475%)
<« 20 89.1 ” 82.9 H &
5 40— H 10 I T S =T =8 sod Partial response (PR) 15 (4.2%) 35 (9.9%)
g 30 i VRd alone A iabvad vk::lon. &3 v
¢ y : SR ol CR or better (sCR+CR), n (%) 158 (44.5%) 123 (34.7%)
% 20 Hazard ratio for progression or death, ! B Minimal Residual Di gative Status 3 :
& 0.60 (98.5% CI, 0.41-0.88) : o N £5 ol 95% C1 (%) (39.3%,49.9%) (29.8%,40.0%)
- . — 4ds ratio, 1, gE .
of POLbylogranktest 1 ] o e]etmern,  eRIRe e 2 MRD negativiy rate’*,n (%) 204675% | 115625%)
0 6 12 18 24 30 36 42 48 54 60 66 72 || F ° ., ' s ' 95% CI (%)’ (521%,627%) | (276%,376%)
Months E . 104 Hazard ratio for disease progression or death, 0.42 (95% Cl, 0.30-0.59)
g P<0.001 MRD negativity rate in patients with
£ g P
No. at Risk z 0 | FRES SO, P P TR [P P AR SN [ RS S| DY) [P [ [P e | CR or better'!
7
Isatuximab-VRd 265 243 234 217 201 190 177 164 153 104 43 2 0 e 550 S BRI S S S 2R sl slet s PR R O P R
VRd alone 181 155 141 121 104 96 89 81 70 51 20 2 O Months since Randomizati e O panees With SOl Do T z I
satuximab Rd alone satuximab Rd alone satuximab VRd alone
. i s r o v No. at Risk MRD negativity rate n (%) 121 (76.6%) 72 (58.5%)
: : : ’ : Intention-to-Treat Complete Sustained for DVRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 0
Figure 1. Progression-free Survival (Intention-to-Treat Population). Populatio Response )2 Monthe VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0 95% CI (%)’ (69.2%,82.9%) (49.3%, 67.3%)
CEPHEUS: VRd +/- Dara, TI-NDMM 2 . Primary Endpoint; 3
& . g ¥ D .
o S B MROHEGERGIE s oo NGS, 10 IsKia: KRd +/- isa, TE-NDMM
c . s 60.9
il it MRD negativity rates improved over time (10
e . g 4 ] o
] ree Survival iz s negativity rates improved over time (10-°)
8 s0- % § o b OR 2.29, p<0.001
g A ° . 5
2 ; o %) 90% Isa-KRd KRd
o e b 0
. I D-VR
3 o e, i U= 100 80% 67% (N=151) (N=151)
e oy, | e 2 70%
o e, b 488 2 704 Odds ratio, 2.24 (95% C1, 1.48-3.40); P = 0.0001 o 100%
2 iy = 2. .1.48-3.40); P = 0.
% i H - 46.2 ' i 60% 480/ 90%
a 40+ i W g 40 0 0 80%
- | VRd & so0- 275 50%
H } 2 20 67%
2 i g 40% 70%
3 ! = o : € % 52%
- I D-VRd VRd -
S 20+ i (n=197) (n =198) 30% 8 e
g Hazard ratio for disease progression or death, i E Zocy g
§ 0.57(95% C1, 0.41-0.79) | 8. % 9 o 0% 7% pr—
E ° P= 0?005 : E . : %E 8’3 ; Odds ratio, 2.63 (95% C‘l. 1.73-4.00); P < 0.0001 10% m
: ‘ : 0:1 ; » 20% 14%
0 6 n 8 24 30 3% @ a8 54 60 & ST 50 ez 0%
Months since randomization §-_°-, e 26.3 10%
No. at risk g 2-2 - |Sa-KRd KRd 0%
DVRd 197 180 170 160 148 W0 B W w2 W B 0 2 e : Post induction  Post ASCT Post Post induction  Post ASCT Post
D-VRd VRd - -
VRd 188 174 157 143 131 123 105 ‘93 88 8 2 0 o (n2398) (N 151) (N 151) consolidation consolidation
e | INSTITUTEF 22 &tal., NEJM 2024; Sonneveld et al., NEJM 2024; Usmani et al., NatMed 2025; Gay al.,



MRD creates an off-ramp from automatic transplant

A biologic endpoint can replace the binary label of “transplant
eligible.”

[ ~6 cycles modern quadruplet }

/IVIRD negative \ / MRD positive \

What additional value does melphalan Residual disease identifies the patient
add after disease is already below who may actually need intensification.
1071077 ASCT and/or next-generation immune
Consolidate without ASCT, monitor MRD, therapy can be deployed selectively.
preserve collected stem cells.

/ \_ /

This is not “never transplant.” It is: collect now, transplant only if biology says it is
needed
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MIDAS: MRD-guided challenge to automatic —by default—

A@@Q’cycles of Isa-KRd, consolidation was assigned by MRD status — asking whether ASCT adds depth after modern quads

Induction MRD evaluation Risk-adapted consolidation and maintenance

Standard risk

(MRD <10%) /’

IsaKRD x 6

1

Lenalidomide
(3 years)

\ ASCT + IsakRD

3|

Lenalidomide
(3 years)

IsaKRD x 6 - L
{ (28d cycles) } MR

—)

Isa - Iberdomide
(3 years)

Tandem ASCT

after cycle 3 1 " 1
(G-CSF+/- plerixafor) —> .
High risk
(MRD >10)

[

( |
A [ ASCT + I5aKRD x 2} {

[ }

|

Isa - Iberdomide
(3 years)

Primary endpoint

Pre-maintenance MRD- at 10°®

/MRD-negative cohort: ASCT did not )
deepen MRD

Pre-maintenance MRD- at 10°%: 86% with ASCT vs 84% with
continued Isa-KRd.

\No significant difference: adjusted RR 1.02; P=0.64. Y,

(MRD-positive cohort: tandem ASCT did not
outperform single ASCT + Isa-KRd

Pre-maintenance MRD- at 10°%: 32% with tandem ASCT vs 40%
with single ASCT + Isa-KRd.

\No significant difference: adjusted RR 0.82; P=0.31. Y,

Perrot et al., NEJM 2025; ASCO 2025 abstract 7500. Follow-up rem

HR;MR
) Pre-

A Maintenance

84

HR:MR
{EA_\ 27
?

40
32

MRD-Negative Status at 10-6 Sensitivity
SRUR T After
= Induction
80+ 73 6
"
‘g 70—
g 60
s 50
gp Al
g 40-
g 30— HR:MR
o D+
= {_A_\
10+
b 0 0
. ASCT  Isa-KRd Tandem Single
ains short; PFS/OS are ASCT  ASCT

ASCT Isa-KRd Tandem  Single |sg-KR
ASCT ASCT




With unprecedented MRD negativity rates with quads why
should all patients be automatically transplanted?

m colleagues may say....
0

“Randomized trials consistently show longer P
with upfront ASCT.”

0 “We have not yet proven non-inferiority of
omission after modern quadruplets.”

.

0 “Delayed transplant is not guaranteed to
reproduce upfront benefit.”

\_ /

L_ISIVESTIR
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mould say.... \
0

Correct — ASCT is effective. The debate is necessity, not
efficacy.

0 Early trials used less effective induction than today’s
Dara-based quads.

0 No OS advantage emerged in DETERMINATION.
0 Modern MRD lets us identify patients most likely to have

[0 Preserving stem cells keeps ASCT as a later option

little incremental benefit.

\rather than exposing every patient upfront.




The therapeutic chessboard has changed

Deferring ASCT no longer means saving the only powerful rescue maneuver for

later.
. ) . . ) N
Front line today At biochemical / T-cell redirection
Dara/lsa-based quadruplets ‘ clinical relapse ‘ CAR-T
Deep MRD responses Multiple mechanistic classes Bispecific antibodies
\_ Y, \ ASCT relmalns available if ) \_
/What changed \ /What we Don’t know yet

mmmmmmmmmmmmmmmm
UNIVERSITY OF MIAMI HEALTH SYSTEM

The penalty for deferring ASCT is fundamentally
different than it was 20 years ago

CAR-T and bispecific antibodies have transformed
relapsed myeloma and are moving earlier

2026 ASCO/NCCN guidance explicitly treat
T-cell-redirecting therapies as major relapse

thions; sequencing is now an active clinical / \

guestion

MYELOMA BEST
INSTITUTE Ea ==

We do not yet have phase 3 evidence that frontline
CAR-T/bispecific therapy can universally replace
ASCT

Use of immunotherapy is another viable option, but
yet to be determined if gold standard




IMMUNOPLANT Study: immuno-consolidation as a transplant-sparing

concept
U aiheErsityrof MirainilVinaré stigato¥ Spoirs ored Sterdye trigger for BCMAxCD3 bispecific
consolidation.
h a Li It b h s Objective MRD h C h
) ) invoseltama jective )
After standard induction . . Maintenance
(IMiD/PI/anti-CD38 triplet/quad) ‘ Immunoconsolidation ‘ conversion ‘ (SoC per physician)
VGPR or better (4-6 Cycles) (10%) Lenalidomide-based
but MRD+ Fixed-duration Goal: MRD- e
BCMAxCD3 bispecific without ASCT
\_ J \ J \_ J \_ J

2"d Objective
Interim findings Sustained MRD negativity

At 6, 12, 24 months

25 enrolled at data cutoff; median follow-up 3.9 months.

Overall Linvoseltamab Response by 6 Cycles
BM MRD negativity, n/N (%
NGS <10 MRDneg: 18/18 (100; 95%Cl: 81.5-100%)
Flow <10° MRDneg: 19/19 (100; 95%CI: 82.4-100%)

Caveat: preliminary, single-arm and short

6-Month Post Linvo BMBx, N=10 . .
e follow-up — hypothesis-generating—

BM MRD negativity, n (%)
NGS <10 MRDneg: 10 (100; 95%Cl: 69.2-100%)
\ Flow <10° MRDneg: 10 (100; (95%Cl: 69.15-100%)

Sources: IMMUNOPLANT trial NCT06376526; ASH 2025



Summary:
ASCT is just another tool in the treatment armamentarium toolbox

It is a tool — not an automatic —by default—
destination.

 The question should no longer be whether a patient is fit enough to receive
melphalan 200 mg/m?, but whether the patient’s disease still requires it

1 Better induction 2 Better measurement 3 Better salvage

Quadruplets achieve unprecedented MRUD tells us who has residual disease — CAR-T and bispecific antibodies change

depth before transplant. and who may not need more cytotoxic the consequences of deferring ASCT.
therapy.

Collect stem cells. Preserve the option. Stop treating transplant eligibility as a treatment
indication.

I _PSYIVESTER | MYELOMA pricg  EEst

COMPREHENSIVE CANCER CENTER

awesmrormmnmnmoem | INSTITUTE i P55



Conclusions

 The historic triumph of melphalan was that more cytoreduction matters
e The modern challenge is knowing when enough cytoreduction is enough

Induce deeply Measure deeply Escalate selectively
U : : Reserve melphalan/ASCT for biology that
se the best modern quadruplet. Use MRD to quantify what remains. still needs it

The future is not “no transplant”
The future is no unnecessary transplant
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