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o Patients were assighed to 4 cohorts: received an anti-CD38 mAb in Table 2. Clinical characteristics
the 1L and were retreated (2R) or not retreated (2NR) in the 2L; or
received an anti-CD38 mADb in the 1L or 2L and were retreated (3R) or

not retreated (3NR) in the 3L (Figure 1)

Table 4. Treatment exposure by anti-CD38 mAb refractory status prior to index

Introduction

2NR cohort
(n =302)

2R cohort 2R cohort (n = 497)

2NR cohort (n = 302) 3NR cohort (n = 542)

Characteristics

3NR cohort
(n = 542)

Anti-CD38 mAb refractory status Anti-CD38 mAb refractory status Anti-CD38 mADb refractory status Anti-CD38 mADb refractory status

o A growing number of patients with multiple myeloma (MM) receive

anti-CD38 monoclonal antibodies (mAbs) in early lines of treatment (LOTs) « The index date was the start date of the 2L (2R and 2NR cohorts) or ISS stage, n (%) Yes No

— Optimal strategies following early relapse after anti-CD38 mAb 3L (3R and 3NR cohorts) treatment :I gg %g; 23 gg‘g; 19142((1282‘?) glg; (n = 81) (n = 416) (n = 249) (n = 111) (n = 390) (n = 157)
eX.IDOSUre femam unclear | Variables and outcomes I 112 (22.5) | 73 (24.2) | 111 (22.2) | 125 (23.1) IMiD® agents 51 (63.0) 269 (64.7) 38 (71.7) 178 (71.5) (82.9) 337 (86.4) 143 (91.1) 333 (86.5)

— Prior studies suggest that retreatment with daratumumab (DARA) « Study variables included demographics, clinical characteristics, and Unknown 198 (39.8) | 124 (41.1) | 184 (36.7) | 185 (34.1) LEN 50 (98.0) 252 (93.7) 36 (94.7) 152 (85.4) 98 9) 312 (92.6) 139 (97.2) 294 (88.3)
may yield comparable progression-free survival (PFS) and overall treatment patterns POM 1(2.0) 13 (4.8) 1(2.6) 27 (15.2) 17 (18 5) 88 (26.1) 51 (35 7) 124 (37.2)

: -3 : : : ) . . . . ECOG PS, n (%) THAL 0 4 (1.5) 1(2.6) 0 0 5 (1.5) 1 (0.7) 3 (0.9)

survival (05)," even in patients with MM refractory to DARA « MM was considered refractory to a drug if patients experienced disease 0 119 (23.9) | 89 (29.5) | 142 (28.3) | 140 (25.8)

— However, these studies had methodological challenges such as small progression (PD) during treatment or < 60 days after the treatment end Pls 54 (66.7) 293 (70.4) 37 (69.8) 181 (72.7) 106 (95.5) 349 (89.5) 152 (96.8) 351 (91.2)

1 193 (38.8) | 87 (28.8) | 201 (40.1) | 207 (38.2)

sample size and the use of older data that no longer reflect the date, whichever occurred first 2 54 (10.9) | 38 (12.6) | 69 (13.8) | 70 (12.9) BORT >4 (100) 280 (95.6) 37 (100) 154 (85.1) 100 (94.3) 324 (92.8) 146 (96.1) 296 (84.3)
current MM treatment landscape e Clinical outcomes included PFS and OS 3 16 (3.2) 9 (3.0) 17 (3.4) 13 (2.4) &FAZ 8 132((14.01)) 1 (3.7) 22 842.;1) 2;1 827.?) 6;34((148.01)) 3(; 5536)7) 1(1)31 24219(‘))3)

o As the number of patients who are anti-CD38 mAb-naive decreases, — PFS was defined as the time from index date until PD, death, or start fmknown 1123((02';.)7) 79 (36.2) 79 (2)4.4) 119 (go.7) An-CD38 mAbs (100) 416 (100) 53 (100) 249 (100) 111 (100) 390 (100) 157 (100) 385 (100)
even in early LOTs, being able to understand characteristics and of the next subsequent treatment, whichever occurred first DARA 81 (100) 413 (99.3) 53 (100) 247 (99.2) 109 (98.2) 383 (98.2) 156 (99.4) 375 (97.4)
outcomes of patients who are and who are not retreated with an — OS was defined as the time from index date to death Transplant prior to index, n (%) ISA 3 (0.7) 0 2 (0.8) 2 (1.8) 7 (1.8) 1 (0.6) 10 (2.6)
anti-CD38 mAb is critical for informing best clinical practice « A sensitivity analysis was conducted to investigate the PFS of patients > 1 ;;6 (22-3) 18; (Z4°2) ;gg (23'5) %” (44.5) Alkylating agent

: : : : N 1(76.7) | 1 5. 5 1 (55.5 -
in the 3R cohort who received treatment with an anti-CD38 mAb one (76.7) (65-6) (60-2) (95-9) based therapies 14 (17.3) 42 (10.1) 10 (18.9) 17 (6.8) 28 (25.2) 76 (19.5) 23 (14.6) 62 (16.1)
Objec tive sequentially in 2L and 3L High-risk cytogenetics, n (%) Cyclophosphamide 14 (100) 41 (97.6) 10 (100) 15 (88.2) 26 (92.9) 74 (97.4) 23 (100) 60 (96.8)
Statistical analysis Eigh 19940((138592)) 3‘19 gg%; 19925((1388-49)) gg ggg; Triple-class exposed 32 (39.5) 187 (45.0) 26 (49.1) 122 (49.0) 87 (78.4) 299 (76.7) 138 (87.9) 301 (78.2)
. . o 4. ow . . . .

« To describe the demographic and clinical characteristics, treatment ° Eue;']r(:]gal;?;el’]c]jccsj,efcll?lg(éia\}e(i:\/araCterlSthS, and treatment patterns were Uncertain 213 (42.9) 132 (43.7) 214 (42.7) 254 (46.9) BORT, bortezomib; CFZ, carfilozomib; IMiD, immunomodulatory imide drug; ISA, isatuximab; IXA, ixazomib; PI, proteasome inhibitor; POM, pomalidomide; THAL, thalidomide.
patterns, and clinical outcomes (PFS and OS) of patients with relapsed/ , , _ : : :
refractory MM (RRMM) who were retreated or were not retreated with o Kaglan—Meler bmethodsd wf?redusbec.:l to an?lyzde PFdS ?nd Oi'"(]: S;gh c:;\ort CCl score, median (IQR) 0(2) 0(2) 1(3) 1(3) Table 5. Treatment refractoriness prior to index OS and PFS
an anti-CD38 mAb in the second line (2L) or third line (3L) of treatment ?nfr actross stu tgrour[]?srte |]1ne 9 Xy& atge ?irr:n be)fc a en, ar?ti]-CD38 rrr?Ab Simplified frailty score,* n (%) ' 2R cohort | 2NR cohort 3NR cohort » Median OS5 was not reached (NR) in the 2R cohort; within the 2NR, 3R,

ciractory statuls prior 1o ihdex date, time between a : Frail ’ 188 (37.8) | 99 (32.8) | 232 (46.3) | 219 (40.4) n (%) (n = 497) = ) =) and 3NR cohorts, patients with RRMM not refractory to an anti-CD38 mAb
retreatment (for patients who were retreated), transplant status prior , ' ' : ' : . . :
: g : : : Non-frail 196 (39.4) | 124 (41.1) | 197 (39.3) | 211 (38.9) IMiD agents 43 (8.7) 35 (11.6) 115 (23.0) 147 (27.1) had a higher median OS than patients who were refractory (Table 7)
M th d to index date, simplified frailty score (frail and non-frail), and whether Unk 13227y | 79 (26.2 79 (14.4 112 (207 LEN 47 (8.5 33 (10.9 111 (22.2 127 (23.4 o o ,
etnodas batients were considered high risk nknown (22.7) (26.2) (14.4) (20.7) (8.9) (10.9) (22.2) (23.4) « Similarly, across the 4 cohorts and within the same cohort, patients
Time from diagnosis to index POM 10-2) 10.3) (3-2) 43 (7.9) with RRMM not refractory to an anti-CD38 mAb had a higher median PFS

Study design R It median (IQR), months " 9.6 (14.0) | 14.6 22.2) |29.9 (36.2) | 34.2 (40.7) P'SBORT jg g;; ;; :gg; 18022 ((1260'44)) 19198 ((12;.'38)) than Patfents WhO were refractory (Table 7) | |

e This is a retrospective observational study of US patients with RRMM eSUlLs Duration of index therapy CFZ 0 0 9 (3.8) 29 (5.4) B ::npsp atlenrtf \;:”th. RTQAM{: fradct??Rw tohant anti-CD38 dmA.bt,htthhe rgflthan J
included in the Flatiron Health MM database, an electronic health . o median (IQR), months 7.2(12.7) | 4.8(9.3) | 7.4(11.9) | 4.0 (8.8) Anti-CD38 mAbs 81 (16.3) 53 (17.5) 111 (22.2) 157 (29.0) 3NRVZ§EO;,§S cf e £Ran CONOrEs compared wi © an
record database that has enrolled patients across 280 clinics Patient characteristics DARA 81 (16.3) 53 (17.5) 109( .8) 156 (28.8) _— e 3R coh ] od " D38 mAb

 The study period was from January 1, 2011 to December 30, 2024 « Of the 4740 eligible patients with RRMM from the Flatiron Health Anti-CD38 mAD refractory Triple-class refractory 24 (4.8) 19 (6.3) 3 (6.6) 55 (10.1) ) S:tljgrt]sti]:ut ?n ZLC;)ngr;vah;) dricsréziatnrepa;? gp t1 SV ]1t magnatﬂ?'(%(y CT

o Eligible patients were > 18 years of age at index date, diagnosed with MM database, 1567 were included in the study: 497 in the 2R, 302 in status, n (%) 81(16.3) | 23 (17.5) | 111(22.2) | 157(29.0) 9 y ' S

8.1-11.1), which is similar to the median PFS of all patients in the

MM, had received > 2 documented LOTs, so as to be considered RRMM, the 2NR, 501 in the 3R, and 542 in the 3NR cohorts (cohorts were not

QR codes are valid until March 1, 2026.

Frailty was defined using a simplified frailty score based on age, CCl, and ECOG PS. Each variable was assigned a Table 6. TOp 5 index regimens and first anti-CD38 mAb exposure 3R cohort
including an anti_CD38 mAb mutua[[y exc[usive) caztegg;icatjscr(])re (aglef[yelars]: <75=0, 7l6-8lO =(1j, > 8: = 2; CCfI srfore: <1=0,>1=1; EC_IC_)G IiS: 0= 0,f10= 1, 2R cohort 2INR cohort INR cohort
. e . . . > 2 = 2) and the total frailty score was calculated as the sum of these component scores. Total scores of 0 or
o Patients were excluded if they had received any 2L treatment before _ O;tbhe 4740 el]g]ble pat]entrs]) 799 ;1 69%) regelvedhanzantl'CdD38 1Jvire classi(f:i(e]d zé;“l\:on-f(r:ail” atr;((ijz 2Ia(sj “Frgicl;.GP;;iegts withcmissing datgon lz 1 vgriable w?cre reported as (n = 497) (n = 302) (n = 542)
. . . - N1 1 1 1 “Unknown”. , Charlson Comorbidity Index; , Eastern Cooperative Oncology Group performance status; .
May 7) 2018: the date of approval of DARA as first-line (1 L) treatment 1n I:ITTI77 C(Z)th;mr.]g Ere]g]g]l_en in the 1L’ >13 (530/)) in the L’ an IQR, interquartile ratio; ISS, International Staging System. Most common index Conc IUS'IonS
combination with lenalidomide (LEN) and dexamethasone for patients The d( d tO) :cn € ¢ patients (87.1%, 78.8%, 72.1%, and 61.3% | regimens, n (%)
with newly diagnosed MM who are ineligible for autologous stem * [Nh€Index date tor most patients (S/. 1%, /0.6%4, 7£.1/4, and 61.3/% 1N Table 3. Time between the first and second ex i BORT : 14 (4.6) ° : : :
: . posure to an anti-CD38 mAb ] o Treatment with anti-CD38 mAbs has become increasingly common
cell transplant the 2R, 2NR, 3R,0 and 3NI§ cohorts, re.spect.lvely) was from 2022 through BORT + DARA + LEN 53 (10.7) : i Datients with RRMM in early stages of treatment
2025; around 40% and 30% of the patients in the 2L and 3L cohorts, 2R cohort (n = 497) CFZ . - - 46 (8.5) P y stag
o \ Studv coh respectively, had their index date in the past 2 years (2024 and 2025) — 4ed (93 4 15 (36,8 Eg * Bﬂzphosmam‘de - - - 37 (6.8) o In this study, patients with RRMM refractory to an anti-CD38 mAb
+ — - ° ° °
igure 1. Study cohorts e Across all cohorts, patients had comparable demographics (Table 1) ieliel O o2 CFZ + DARA + LEN ;Z gg; - I had a much shorter P> compared with patients with RRMM
. _ . > 3 to < 6 months 27 (5.4) 28 (5.6) CFZ + LEN _' 12 (4.0) ) who were not refractory, both in the retreated and
Eligible patients from the Flatiron B 2R cohort (n = 497) Table 1. Patient demosgraphics .
Aty 1) et = 2NR cohort (n = 302) . grap > 6 to < 12 months 1(0.2) 21 (4.2) CFZ + POM 41 (13.6) 59 (10.9) non-retreated cohorts
i) 3R cohort (n = 501) 2R cohort | 2NR cohort 3NR cohort NPT 1 o — g‘;’szt'gam”al drug ] 27 (3.9) )5 (5 0 ] o In this real-world study, 83.7% and 77.8% of patients who received
B 3NR cohort (n = 542) Demographic, n (%) (n=497) | (n=302) (n = 542) 2 12 months 1.9 34 DARA + ISA : ] 73 54:6; 2L and 3L retreatment with an anti-CD38 mAb, respectively, were
Age at index DARA + LEN 38 (7.6) - 41 (8.2) sensitive to anti-CD38 mAbs and experienced a numerically longer
| | < 7o years 396 (71.6) | 224(74.2) | 332(66.3) | 379(69.9) Treat t d refractori DARA + POM 39 (7.8) - 92 (18.4) - PFS compared with patients who were not retreated; therefore
Received an Did not receive an > 75 years 141 (28.4) | 78(25.8) | 169 (33.7) | 163 (30.1) reatment exposure and retfractoriness ELO + POM _ 12 (4.0) _ 33 (6.1) P P , 9 )
= 799 = 3941 . ; 1
=02 (= Female 248 (49.9) | 134 (44.4) | 215(42.9) | 244 (45.0) refractory status was similar across the 2L and 3L (Table 4) Time to next treatment -4 9.5 3 3 3 4 anti-CD38 mADb
Male 249 (50.1) | 168 (55.6) | 286 (57.1) | 298 (55.0) Anti-CD38 mAb refractor : - : i : 0 ’ ' ' ' A limitation of this study is the strict definition of refractoriness
° - y status prior to the index date was higher in median (95% Cl), months (6.4-8.1) (8.5-10.3) (7.1-9.3) (7.7-9.8) y
Race he 3L compar ith the 2L (T: - used which may result in the number of patients with MM
m m White 303 (61.0) | 186 (61.6) | 311 (62.1) | 317 (58.5) the 3L compared with the 2L (Table 5) o Type of the frst treatment fractory t y +CD38 mAb bei IZI Hrotad
i i « Index regimens consisted mostly of various combinations of Pls, with an anti- mADb, n (%) retractory to an anti- m €ing underestimate
Received an Didinotlreceive an Receivedlan Drdnotiecanaan Black/African American | 99 (19.9) | 47 (15.6) 88 (17.6) % (17.7) . . . Induction 90 (18.1) | 61(20.2) | 60(12.0) | 59 (10.9) e . . .
anti-CD38 mAb Anti-CD38 mAb anti-CD38 mAb anti-CD38 mAb Asian 11 (2.2) 5(1.7) 13 (2.6) 17 (3.1) IMiD agents, and anti-CD38 mAbs and there was no standard index Maintenance 47 (9.5) 14 (4.6) 66 (13.2) 22 (4.1) o These findings support consideration of retreatment with an
(n = 497) (n = 302) (n =2016) (n = 1925) Other (8.5) 17 (5.6) 39 (7.8) 40 (7.4) regimen (Table 6) : ; anti-CD38 mADb in patients with RRMM and highlight the need for
Unknown 42 (8.5) 47 (15.6) 50 (10.0) 72 (13.3) Pati ved ith _CD38 mAD as inducti Duration of the first treatment individualized treat t strateoi £i-CD38 mAb
m m Ethnicity o Patients received treatment with an anti- MAD as 1nduction with an anti-CD38 mAb, 6.3 (8.0) 7.2 (11.5) | 7.8 (10.8) | 8.9 (13.3) Individualized treatment strategies as anti- MAD exposure
3L treatment 3L treatment : : _ di IOR th . .
Hispanic/Latino 38 (7.6) 32 (10.6) 34 (6.8) 47 8.7) or maintenance for a median of 6.3-8.9 months across the median (IQR), months becomes more common in earlier LOTs
ctvad o s Non-Hispanic/Non-Latino | 365 (73.4) | 218 (72.2) | 382 (76.2) | 403 (74.4) 4 cohorts (Table 6) Cl, confidence interval; ELO, elotuzumab.
. . Unknown 94 (18.9) 52 (17.2) 85 (17.0) 92 (17.0)
— anti-CD38 mAb — — — anti-CD38 mAb
(n = 87) (n = 589) Table 7. OS and PFS by cohort and anti-CD38 mAb refractory status References
Clinical characteristics . ) _ 1. Abdallah A-O, et al. Eur J Haematol 2023;110:626-632. —
Did not receive an Did not receive an Did not receive an Did not receive an Clinical ch . il he 4 coh : A e () = &) AN ED s = S S ElEt ([ = 2ar) 2 Souren L. et al. Ann Hematol 2025:104-1059-1067. Scientific Content on Demand
g anti-CD38 mAD anti-CD38 mAD - I LRI » Llinical characteristics were similar across the 4 conorts except for Anti-CD38 mAb refractory status Anti-CD38 mAb refractory status Anti-CD38 mAb refractory status Anti-CD38 mAb refractory status 3. Girvan A. et al. Blood 2022:1 40(su, L 1):5266.5267 To request a copy of this abstract:
(n =78) (n = 95) (n = 447) (n = 506) transplant status (Table 2), where 23.3% of patients in the 2R cohort it (I v X v X v N v ' ) &b ’ PP 1 ' =] =]
D;ﬂ not receive D;dL not receive D;dL not receive D;ﬂ not receive e The median time from diagnosis to index was longer in the 3L versus 2L months (" 1) (" _16) (n 3) (" 29) (" 61 ) (n 30) (n 17) 36.0 ACkﬂOWlEdgmentS P
— treatment — treatment — treatment — treatment . . . . . . . . . . .
(n = 332) (n = 153) (n = 1122) (n = 830) cohorts and in the cohorts who were not retreated compared with the 05 (19.8-NR) (NRNR) (8.6.NR) (30.0-59.4) (21.9-NR) (50.5.76.8) (10.3.20.5) (29.2.51.8) The study was supported by Bristol Myers Squibb O 1
cohorts who were retreated (Tab[e 2) e All authors contributed tc(i) ac?d applroved the -
. . N 0 : : 0 . . 5.6 20.4 3.7 8.5 6.0 10.2 4.2 7.8 presentation; writing and editorial assistance were _ Scan QR code
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