Lo ultimo en hematologia para farmacia hospitalaria

Con el patrocinio de

sefh @ gedefo REGENERON'

lad Espafiola
de Farmacia Hospitak Oncoldgica de la sefh



Lo ultimo en hematologia para farmacia hospitalaria

Con el patrocinio de

@ gedef REGENERON"

Grupo de Farmacia
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An Expert Roundtable on the Role of New and Emerging cpha
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« Maedicina de Precision e Inhibidores de BTK

Biopsia Liquida y ADN Circulante (ctDNA)

- Alternativas terapéuticas en el campo del DLBCL R/R
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Medicina de Precision e Inhibidores de BTK

Evidence Supporting R-CHOP + Ibrutinib in DLBCL Subsets

Phoenix Phase Il Clinical Trial in Previously Untreated
Non-GCB Diffuse Large B Cell Lymphoma

SIS RGHOR 4 Despite negative results from phase Ill Phoenix
WEEiReARo + BCHOR trial of R-CHOP # ibrutinib, additional analyses
o, NostOYeE o AGSKIOYears support BTK inhibition in DLBCL patient subsets
80+ 80
" " I ol * lbrutinib (BTKi) + R-CHOP is effective in younger
8 5 patients with ABC DLBCL
0.9-0C0?9 ) o1 P=0.2153 |
: Years h vears + DLBCL genetic subtypes differ in genotype,
A% ke EARLECL iAo DL oncogenic mechanisms, and phenotype
0 801 804
free I ) ' G ‘ " P
survival | b expression * Subtypes MCD and N1 acquire mutations that
probability | *° ® subgroups ] . : ; s
%) | 2| promote chronic active B-cell receptor signaling
0_0:001(6 ) ) °'p=0225'0 4 . r
0 1 2 3 4 0 1 2 3 4 ” " .
MCSTJZBCL MY;L'ECL * Patients with subtypes MCD and N1 treated with
100 100 ibrutinib + R-CHOP had 100% survival rates
801 80 =R
”'\H‘_L Ly | i Genetic
401 401 subtypes -
20 20 '
L o} p=00105 ) ) o p00161 ‘
DECERA vezars : s Vezars ¢
S:fc'f,.z.S:L Wilson. Cancer Cell. 2021;39:1643. Slide credit: deceraclinical.com/education "
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Medicina de Precision e Inhibidores de BTK

GUIDANCE-01: R-CHOP vs R-CHOP-X" for
Previously Untreated Intermediate- or High-risk DLBCL

4 Biomarker-guided, randomized phase Il study

Targeted DNA sequencing and FISH used to classify patients into 6
genetic subtypes

Stratification by genetic subtype®

MCD-like: R-CHOP (x 5) + Ibrutinib 420 mg PO QD

5 Cycles 2-6' B VCOUkeRCOHOP(S)+brunb20mgPO® |
Patients a 8- r with : Y 5
CD20-positive untreated = Cycle 1 (n = 64)
atients
N=134 P EZB-like: R-CHOP (x 5) + Tucidinostat 20 mg PO D1, 4, 8, 11
Cycles 2-6*
e
n=

*X = targeted tx. 'By K-medoids algorithm (PAM)-simulated genetic subtyping using a targeted sequencing panel of 18 genes (BTG1, CD70, CD798B, CREBBP,
DTX1, EP300, EZH2, MPEG1, MTOR, MYD88, NOTCH1, NOTCH2, PIM1, STAT6, TBL1XR1, TNFAIP3, TNFRSF14, and TP53). *G-CSF prophylaxis was given from
cycle 2 of chemotherapy if grade 23 neutropenia present in cycle 1.

4 Primary endpoint: CR rate

4 Secondary endpoints: PFS, OS, ORR, safety
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Biopsia Liquida y ADN Circulante (ctDNA)
ctDNA: Prognostic Utility

4 CctDNA has greatest prognostic utility after therapy

End of Treatment End of Treatment
1.00 1.00 7 e
Fry Fy No
E 0.757 No PD or Death or Death ctDNA Level E 0.757 PD PD ctDNA Level
© B High: >0.01% © N M High: 20.01%
‘8 Low: <0.01% ‘8 Low: <0.01%
a 0.504 Not detected a  0.501 @ Not detected
© ©
= 2
E E e o ot e o o
S 0.251 5 0.257
< HR = 28.7 < HR =54.8
P <.001 P <.001
0.00 1 1 1 1 1 0.00 T 1 T Ll 1
0 12 24 36 48 60 0 12 24 36 48 60
PFS in Mo FFP in Mo
ctDNA Not Detected 98 94 78 47 29 22 ctDNA Not Detected 98 94 78 a7 29 22

ctDNA Detected 28 13 4 3 3 2 ctDNA Detected 28 12 3 2 2 1
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Alternativas terapéuticas en el campo del DLBCL R/R

The Current LBCL Treatment Landscape

E Chemoimmunotherapy 2023
I = ISRT
T (R-CHOP, R-EPOCH) RCHP- Pom

Recent therapeutic
advances
Relapsed/Refractory
Transplant eligible Transplant ineligible
2022
CAR T-cells (axi-cel or liso-cel for early progressors) 20 19 2021
CR Polatuzumab + Tafasitamab +
R-ICE R-DHAP — T ey R-Chemo (|e R-GemOx) BR A TR T

Relapsed/Refractory
: . Pembro- . .
Alternative chemo- Allogeneic CAR 2 Polatuzumab + Loncastuximab Tafasitamab +
: lizumab o ) : BsAbs BV+ R-len
immunotherapy transplant T-cells (PMBCL) BR tesirine lenalidomide

2017 2018 2019 2021 2021 2023 2025

Second line

Third line+
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Multitud de alternativas terapéuticas en el campo del DLBCL R/R

STARGLO: Glofitamab + GemOx vs Rituximab-GemOx as SUNMO: Mosunetuzumab + Polatuzumab Vedotin vs
Second-line Therapy for R/R DLBCL R-GemOx for Transplant-Ineligible R/R DLBCL

4 International, open-label, randomized phase Ill study

Overall 1]
100 100 s 09 Overal Stratified by prior lines of therapy (1 vs 22),
80 80 — R-GemOx (n =91) ji
80 ORR: 68.3% Median PFS, Mo (95% C1) — Glofit-GemOx (n = 183) ,elapsed v ’ef:aClary disease
= e = 3306358) =
2 PR g @ om0 104 (85:27.3) g0 ' Mosunetuzumab SC 5 mg on D1, 45 mg on D8, 15 of cycle
g &£ a0 S a0 1 1, then 45 mg on D1 of cycles 2-8 Follow-up after completion
S 20 20{ Medmttt,to oK Adults with CD20+ aggressive | + Polatuzumab vedotin 1.8 mg/kg IV on Day 1 of cycles 1-6 B (24 wk) at
, e lymphoma*; >1 prior systemic (21-day cycles) 9 mo, 30 mo
024 6 8101214161820222426 03 6912151821242730333639 82 4548 51 SR (n=138)
Mo Mo therapy; ineligible for
R-GemOx Glofit-GemOx 100 2 100 2 transplant; ECOG PS 0-2
(n=91) (n=183) —— R-GemOx (n = 57) =
o % — Glofit-GemOx (n = 115) (N =208) R-GemOx" Follow-up after completion (16
Safety (Notable AEs) With Glofitamab: § ¢: g 60 IV on Day 1 of cycles 1-8 (14-day cycles) —_— wk) at
= CRS:any (44.2%); grade 3 (2.3%) £ a0 8 4 (n=70) 24 wk, 9 mo, 30 mo
* Infections: any (57.2%); grade 23 (23.3%) 20 wessarrs, motsoren 20 Vot 168 uotisk s *DLBCL NOS, HGBCL (NOS or double/triple hit), trFL,
= ICANS: any (2.3%); grade 23 (0.6%) i o Y ] or Fl grade 3b.
PP T R PP T "Rituximab 375 mg/m? QD, gemcitabine 1000 mg/m? QD, oxaliplatin 100
0369115 = 2989 i mg/m? QD. Cycles could be extended to

£ oreens

4 Coprimary endpoints: ORR, PFS 21 days if needed because of hematologic toxicity.

4 Key secondary endpoints: OS, CR, DOCR

ECHELON-3 Study of Brentuximab Vedotin Plus Lenalidomide [Loncastuximab Tesirine + Glofitamab in R/R DLBCL
and Rituximab (R?) vs R? Plus Placebo

«  Multicenter, double-blind, placebo-controlled, randomized phase I trial la International, open-label, multiarm phase Ib study after 3L+ R/R B-NHL (part 1) and 2L+ R/R LBCL (part 2)

Part 2: >1 systemic treatment regimens
Stratified by CD30 status (21% vs <1%), cell of origin (GCB vs nen-GCB), prior CAR

i o v Gy 23
Patients with R/R DLBCL* after | S 3 Day 1: Both agents an Notable AEs, n (%)
22 lines of systematic therapy H BV 2 Ke QW animab 3 I AV Dayl Day2 Day 8 Day 15 same day Day 1 :

Glofitamab + Loncastuximab (n = 21)

+ lenalidomide 20 mg PO QD
(no prior BY or lenalidomide), ineligible M iy E Any CRS 5(23.8)
for/PD after HSCT or / ins11) + Grade 23 0
CAR T-cell tx, ECOG PS 2, o Any ICANS 1(4.8)
. R Placebo + rituximab 375 mg/m? IV Q3W Y -
FDG-avid measurable di , and no -
0G-a eas e disease. \ + lenalidomide 20 mg PO QD * Grade23 o

active cerebral/meningeal disease or grade e
22 peripheral neuropathy (n= )

(N =230) *Including but not limited to transformed DLBCL, high-grade DH/TH
lymphama, DLBEL-NOS.

* Current phase |l expansion

ORR: 93.3% enrolling up to N = 100

CR: 86.7% * Potential to be best in class in 2L
setting

+ Primary endpoint: OS in ITT population Median time to CR: 6 wk

Best overall response:
W CR WPR ESD MPD M Noresponse assessment
: ! ; : ; : )

0 2 4 6 8 10 12 14
Study Duration (Mo)

+ Key secondary endpoints: PFS and ORR by investigator in ITT population, CR and DoR by
investigator, OS in patients with CD30+ disease, safety/tolerability

Glofit + Lonca 150 pg/kg
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Following the red thread in multiple myeloma (MM):
aligning innovation with clinical practice

«  Maximizar el "Tumor Debulking” con Terapia Puente: Supervivencia y tolerancia

- Manejo de las toxicidades neurolégicas NO-ICANS de Cilta-Cel

- Consolidacion de los BiEspecificos como alternativa en lineas tempranas (Teclistamab, Elranatamab,
Linvoseltamab)
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Following the red thread in multiple myeloma (MM):
aligning innovation with clinical practice

Maximizar el "Tumor Debulking“ con Terapia Puente: Supervivencia y reduccion de toxicidad

Choosing an effective bridging therapy can help to optimise efficacy
and tolerability!~3

CARTITUDE-4 PFS: standard-risk by response to BT' CARITUDE-4 PFS: high-risk by response to BT!

30-month PFS 1004 30-month PFS

L + :l-n 85.0% (2PR to BT)

65.1% (PR to BT)

754

-~
o

51.2% (<PR to BT)

o

70.2% (<PR to BT)

Patients progression free
and alive (%)
o
o

nN
o«
I

Patients progression free
and alive (%)
N (4]
«a o

0 0

¥ . s i $ L] L Y 2 * L . v v T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time in months from cilta-cel infusion Time in months from cilta-cel infusion

OS at 30 months: 92.5% if 2PR to BT vs 76.6% if <PR to BT’ OS at 30 months: 87.2% if 2PR to BT vs 75.6% if <PR to BT’

+ Patients with 2PR to BT had no cases of IEC-EC, fewer fatal infections and lower rates of NRM vs patients with <PR to BT"

» Intwo RW studies, patients with decreased disease during BT had lower rates of CRS, ICANS, parkinsonism and NRM
than those with stable/increased disease??
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aligning innovation with clinical practice SIS

Manejo de las toxicidades neurolégicas NO-ICANS de Cilta-Cel

Non-ICANS neurological events are infrequent, manageable, and largely
reversible with prompt recognition’-®

Non-ICANS neurological events usually occur in the sub-acute to late-onset setting (23—4 weeks after infusion)’

Prevention'# Q Monitoring and awareness'2 Treatment®

Using an effective bridging therapy » Patients, their caregivers and » Guillain—-Barré syndrome: consider
and intensive CRS management to CAR-T cell treatment centres should IV corticosteroids and IVIG
redqce d?sease burden pgfore CAR-T bfa educated on the incidence, +  Cranial nerve palsies: consider a
cell |nfus!on may help mitigate signs aqd symptoms of delayed short course of oral corticosteroids
neurological events neurological events 1
PGt neltolonical * MNT: consider early use of

* ALC 23000/pL on Days 7-14 may assessment should be initiated SYSIEMIZ stefpics A LedimeDt
serve as a potential threshold for following identification of signs e e ation tohigh,dgse
identifying patients with RRMM at and symptoms IV cyclophosphamide if

elevated risk warranting symptoms worsen

close monitoring
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Most patients with heavily pretreated, anti-BCMA ADC-exposed MM were
re-treated with similar therapy classes used prior to anti-BCMA ADC

IMF IMWG academic sites used novel therapies (i.e., CAR T therapy and
bispecific antibodies) more often, and their patients had longer survival
and TTNT than those predominately from community sites (COTA/GRN)

Patients treated after anti-BCMA ADC exposure continued to experience
suboptimal clinical outcomes, underscoring the need for more effective and

Real-world outcomes and subsequent treatment utilization following
anti-B-cell maturation antigen antibody—drug conjugate exposure in patients
with multiple myeloma

RESULTS TABLE 2. Distribution of the first treatment regimen FIGURE 1. KM curves for 0S
BACKGROUND AND OBJECTIVE LT e G COTAGE s iy e anti-BCMA ADC exposure 0
* The anti-B-cell maturation antigen (BCMA) antibody-drug conjugate (ADC) demographic, clinical, treatment and disease characteristics (Table 1) TF AW COTA/GRN 09
belantamab mafodotin was first granted accelerated US Food and Drug S Distribution of treatment regimens*, n (%) (n=39) 855
Administration (FDA) approval in 2020 for heavily pretreated TABLE 1. characteristics e @29 @31) 306
relapsed/refractory multiple myeloma (RRMM), but approval was withdrawn [ s % % 05
12023 after the DREAMM3 trial failed to confirm clinical benefit! i S e g o
Age st index date (years), mesn (SD) Salintnar s, donmisthnsone 02
+ In 2025, Ihef'l‘)‘A’md'E‘ul:‘ouan Medicmmncy(EMA)awoved o T o Py sorooatasoid 6050) s0128) s;
for RRMM* m Other 129 300 © 3 6 9 12 15 18 21 24 27 3 33 36 B
Time from index date (months)
+ Given the recent re-approval of belantamab mafodotin, there is renewed Race, n (%) ik ox Alaon Aopaeen Bpesiia wiodles s0s9 . Number ot risk
clinical interest in understanding outcomes for MM patients post anti-BCMA Unknown/not stated AntBCMA s(zs) ° MF39 32 30 26 24 16 14 M 8 6 3 2 1 0
ADC exposure wia Gndimwiht Non-ant+BCMA (cevostamab) 129 0
+ Outcomes following .nwacm ADC exposure have been evaluated in ) Overweight/obese 1+ alkylating sgent + corticosteroid 4000) 261 8 . COTARIE
clinical trial ;"‘“"9 P1 « pomalidomide + dexamethasone 375 o g 08 Medken 08 (95K C1)
outcomes associated with subuquom lines of therapy (LOTs) atter 1 “Alkylating agent with/without dexsmethasone 2(50) s(154) C gl 12.0 months (4.9-NE)
ant-BCMA ADC exposure remains limited®"* WosPsscmaty 2(50) 307 ‘Aiolatng agart 129 46009 §os 1
* Objective: To characterize real-world treatment patterns following ::-l'rl :(% ‘7 17.9) Alkylatng agent + dexamethasone 1(29) 2(51) g g: . | W
ant-BCMA ADC exposure and associated clinical outcomes in patients 196 22(55.0) 19(48.7) 02
with RRMM MM subtype, n (%) Light chain ‘mu’n 9(23.1) CAR T therapy 2(50) 126 g;
Non-secretory 125 126) Idecabtagene vicleucel 2(50) ° [] 3 T 3 2 3 3 Eil
METHODS ez — Lo P S P . cad < T from e date (monthe)
+ Adult patients (aged 218 years) with triple class exposed MM who Cytogenetic risk,n (%)  Standerd ) ue9 e s 7009 Nombaess <l - % P s 4 5 o
received an anti-BCMA ADC between August 7, 2018 and December 21, Missing 1904 60 SR
2022 and initiated 21 subsequent LOT were included # e o 129 30 - g Group a4 Kaplan-Lase NE ot asormae O
- Patients treated with bispecific antibodies and chimeric antigen Anti-BCMA ADC LOT ; :g.np:
Cootptor T-oah (CARY) therseos prot 0 SMESCMAADC SGREIE e, s 0 . 305 FIGURE 2. KM curves for TTNT
were exi 27 23(573) -
+ The index date was the day the first post-anti-BCMA ADC LOT Anti-BCMA ADC LOT mumber, mean (S0) 75(34) s
was initiated o = g 2217:0) s Myeloma Working £
+ Realworld cohorts were derived from two separate data sources: chart ECT, a (%) ) 3
reviews Myeloma with a pre-ADC drug class (proteasome inhibitor, immunomodulatory 2
Myeloma Working Gfoun (IMF IMWG) academic sites, and US electronic 6(154) drug or anti-cluster of differentiation 38 therapy) occurred in 60.0% of patients in
health records (COTA and Guardian Research Network [GRN]) which 2079 the IMF IMWG cohort and 53 8% of patients in the COTA/GRN cohort (Table 3)
consisted of data primarily from community sites
+ Outcomes included distribution of treatment regimens, overall survival 08 TABLE 3. Triple-class therapies received before and
(0S), and time to next treatment (TTNT) 7T after anti-BCMA ADC exposure ket

- Time to event outcomes were estimated with the Kaplan-Meier Received a similar class of therapy before IMF IMWG COTA/GRN
(KM) estimator and after ADC exposure, n (%) (n=39)
] 17 (436) 10
DISCUSSION 4009 R Sl
+ As this patient population predates the approval of belantamab mafodotin . MA ADC nm.d p-u.m. mmlhng a subsequent LOT, plopomo'u g0 s mm’l '1'"\ CL
plus bortezomib and dexamethasone, the impact on bispecific antibodyand  of ant-BCMA ADC monotherapy were higher in the IMF IMWG cohort ver: *07 z 0 \
CAR T uptake following failure of this regimen remains unknown. Ongoing COTA/GRN (85% vs 56%, respectively), whereas combination therapy was more 2528 1
evaluation will be important as the adoption of newer MM therapies. ‘common in COTA/GRN versus the IMF cohort (44% vs 15%, ~ SOTLARD 03
continues to evolve in community practice ~ Belantamab mafodotin comprised 100% of anti-BCMA ADC monotherapy RS T 3
: use in the COTA/GRN cohort and 82% in the IMF IMWG cohort P Guarcs 00
+ This analysis is descriptive -'n nmlue. p'rmlw an overview of observed + The IMF IMWG and COTA/GRN cohorts included 29 and 32 unique post-anti- 3 O
treatment pattems without formal statistical comparisons BCMA ADC index regimens, respectively, defined as specific drug combinations .
+ In contrast, Table 2 presents grouped trestment categorles of similer regimens * For the first treatment after anti-BCMA exposure, the median follow-up duration  Number at sk

was 26.0 months (95% confidence interval [Cl] 15.9-Not estimable [NE]) in the
IMF IMWG cohort and 9.2 months (95% CI 3.5-13 5) in the COTA/GRN cohort angence.
= The median OS was 19.0 and 12.0 months, respectively (Figure 1) totnat
- Themedun"NTwn|03Ml9mmhs,nap«:lmi1(ﬂg«m2)
Lii219-07. MTAATION

Misa b et al.

- Selinexor-based regimens were most commonly used (27.5% and 23.1%),
with higher use of bispecific antibodies in IMF IMWG cohort (15.0%) and
venetoclax-based regimens in COTA/GRN cohort (17.9%) (Table 2)

Multiple myeloma M
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OUTCOMES AFTER FRONTLINE QUADRUPLET FAILURE IN TRANSPLANT- [N ) cline 10 8APS
eha 2026 ELIGIBLE NEWLY DIAGNOSED MULTIPLE MYELOMA oraamsaN (3 Sarcaona ¥__

CO n g ress Rodriguez-Lobato LG', Carro-Arostegui 12, de Daniel A', Arribas Castro 12, Motllé C*, Vazquez-Rodriguez M*, Tovar N', Cibeira MT', G M MAC ‘C ‘rwll:\l.'.' IDE E

Mateos JM’, Rosifiol L', Sureda A2, Fernandez de Larrea C' AR BER LSBT CELsiEL AR ‘Onco
1 o rcelo 2. Hematolc a . - MIE A Hospital
e | e AT MOl - 7 +01.0005 O CATLs
pain. 3 8 versit i £ Saarat Cor
Stockholm, Sweden s i el 61 Sagra

(@3}t

INTRODUCTION . i Figure 2. PFS and OS | Table 3. Safety & Tolerability

GEass aren it

Quadruplet (quad) regimens incorporating anti-CD38 MoAb are Table 2. Treatment Exposure
o sriad frostind tharepy for tanlacteignie’ ()| S e s rperrey
v i i 4 | Grade 23 AEs 19 (19.4%) — IMID and/or Pt 29 (29.6%)
newly-diagnosed multiple myeloma (NDMM). DVRd / DVTD / IsaVRd / Other 68 (69%) / 17 [17%) / 10 (10%) / 3 3%) o | o ( ) v SNEN ¢ )
‘Median induction cycies (10R) 18 1 — Hematologic 17(17.3%) — Dex only 4(a1%)
Data on response depth, MRD kinetics, long-term survival ASCT per 9 (82%) H . = ~ Infectious 8(8.2%) Permanent discontinuation 12(12.2%)
projections, and outcomes after 2L therapy following guad — Single auto / Tandem suto-auto / Tandem auto-alio 56 (71%) / 21 (28%) / 1 (1%) ! ! — Neurologic 5(5.1%) — Bortezomib 6(6.1%)
failure remain scarce. Consalication 36 (37%) J | = — Hepatic 4(4.1%) - IMiD 5{5.1%)
- < | Maintenance (N=76) oo - - — Cutaneous 4(41%) — Bortezomib + IMID 1{1.0%)
OBJECTIVE vt | | e e
— ANtI-CD38 + IMID (Jeryiber) 26 (32%) -l ——s — — | | mutuoly excusive. ¢ matic in this real-wo
+ Todescribe response rates, MRD dynamics, PFS and OS.  Borteaomib + lenakdomide #120%) Tl JR— P Table 4. Relapse & 2L Outcomes
+ Including parametric long-term projections and relative Elanatamab 3 (8% S 1k i & & &

14/38 patients (14.3%) experienced disease progression

Early relapse ($18m): 7/14 (SO%); all during induction, prior to ASCT
4/5 earty-relapsing patients failed to proceed to ASCT after 20 salvage
2L regimens heterogeneous; carfilzomib-based most common (43%)

survival.
Characterize baseline predictors of relapse and 2L outcomes.
Population: TE-NDMM patients recelving frontline quad

Figure 3. Long-term PFS projection

Otmerved 4 exvaptate P4 — CENAC et

regimens. Figure 1. Responses & MRD o No patient recelved bispecific antibodies or CAR-T in 2L
| peptn ot rspomae acroe trestment pheses ~~ T T
METHODS : - CR WM CR W VGPR ’m e N 7 7
100%1 o Timing (median) 5 months (R 3.6) 45 months (IR 26-63)
* Retrospective multicenter study — GEMMAC (4 centers in ORR to 2L 3% (3/7) 50% (2/4)*
Catbiang, Birceions) = . 0% - :,:om‘ﬁ",d‘m"zw.':&‘lf o Median PFS2 4.3 months 10.1 months
+ N =98 TE-NDMM patients receiving frontline quad regimens posvrdiand oss ol T S

(01/2019-05/2025)

Median follow-up: 21.8 months (95% Cl 17.8-26.7)

~41% received 1L therapy within a clinical trial

Responses assessed per IMWG criteria; MRD by NGF

Survival analyses: Kaplan-Meier, Cox regression (uni- and
multivariable)

PP — . . ASCT, autalbgous stom ool

*Consistent with PERSEUS i

best-fit

Fasom e Ky Gimted by o v

Figure 5. Predictors of Relapse

Univariable analysis (Cox-PFS):

+ Parametric extrapolation per NICE TSD14 (7 distributions, N e L S e R — + LOH>ULN, 155 Il and ECOG PS
AlC-based selection) 22 Independently associated
= : ! ¥ p——— with shorter
* Relative survival vs. Spanish general population (Ederer I 1.0% Figure 4. Relative Survival vs. Spanish General Population PFS.
method, HMD 2023) Post.induction PostASCT Maintenance .
P —— - e * No patient achleving MRO
(n=91) =73) =66/ e e

ASCY, autolagous stem oo

_______ oy F - 4 nduction experienced early
m MRD negativity (=10-") across treatment phases e + .-
f i - MRD negative (210 MRD positive
Table 1. Selected Basal Characteristics (N=98) o M e reflects first ovelleble aeans | -
—— MAD assessment; fimited folow-uo L.
freciudes definiive mterpretat N RO D
Median age, yoars {range) | 61(36-78) s ovtelagiiic . swm. ot Multivariable Cox model — Independent predictors of PFS
e on  MRD, minimol

Male sex 52(3%) s e Variable Adjusted HR 95% CI P

€06 PS 22 o cytomenry LDH >ULN 1235 3.56-42.77 <0.001

s 2(224%) ECOG PS 22 435 134-14.11 0.014

naw I =1

oM >N s(e2%) =

BV plasma cells, % 3724-57)

Serum M-protein, g/l 28.8(3.7-436)

* Frontline quad regimens achieve deep and sustained responses in TE-NDMM in a RW multicenter setting, with PFS rates of 90.9% at 24 months.
et e |
+ Sequential MRD deepening across treatment phases confirms the critical role of transplant in consolidating response. |

o/ or/en. s ldin I ! * Long-term PFS projections (best-fit exp ial; projected median 120 months) and near-normal relative survival (RS ratio 0.95-0.98 at 3 years) support | | Lyis Gerardo Rodriguez-Lobato, MD, PhD ) Clinic

Otramedullary disease 7{1% the hypothesis of functional cure in a substantial proportion of patients. | | Department of Hematology, IDIBAPS Barcelona

Envolled in clinical trial | 40 (40.8%) * LDH >ULN and ECOG PS 22 are independent baseline predictors of shorter PFS. Hospital Clinic of Barcelona, Spain 8 UNIVERSITATS:

B, b 1 2 we Oncology . p BARCELONA

Outcomes after quad failure remain suboptimal, particularly in early relapses (median PFS2 4m), with no access to novel immunotherapies in 2L in this
cohort. || publication Number: PF837 @0rGerlobato
These findings highlight an unmet need for improved risk stratification and more effective salvage strategies — including bispecific antibodies and CART | | jarodriguez@clinic.cat i i

— following frontline quad failure. | @hemataclinichen
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