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Background

+ Belantamab mafodotin (belamaf), a B-cell maturation antigen (BCMA)-targeting antibody-drug conjugate has a multimodal Figure 1. A. Belamaf Mechanisms of Action and B. Belamaf and Nirogacestat Gombined Safety
mechanism of action that eliminates multiple myeloma (MM) cells via direct cytotoxicity as well as by a systemic anti-MM tumor o LAYk : _
immune response.’? (Figure 1A) Mechanism of Action + In both DE arm and CE arm cohorts, all patients experienced an AE; most were considered related to study ~ * Asummary of ocular events are based on CTCAE-5 (DE cohort) and KVA (CE cohort) (Table 4). Table 5. Overall Response Rate by Cohort
+  Belamaf 2.5 mg/kg Q3W is the only BCMA-targeted ADC monotherapy approved for the treatment of patients with triple class treatment (Table 2). +  Grade 23 ocular events in the belamaf + niro combination DE cohort were present in 20% of the cohort. Belamaf + Niro Combination Belamaf
refractory/exposed MM.45 A B. + Grade 23 AEs related to belamaf occurred at different rates across cohorts, with the lower rates in both the
; ; ; : ; ; belamaf + niro combination DE and CE cohorts * In CE cohorts Grade 23 ocular events were more common in the belamaf monotherapy cohort (560%) than in the belamaf + Monotherapy
+ Belamafis currently approved as a single agent (2.5 mg/kg Q3W) in patients with RRMM with a 31% overall response rate (ORR) 0 e e Inactive SBCMA- __ 5% K Belamaf ) R ) ) ) ) ) niro combination (7%) DE CE CE + DE CE
and 46.3% Gr3/4 keratopathy based on the keratopathy visual acuity (KVA) scale. bound belamaf _~ ﬂ( N \Li J(\ * In th(:-T DE bel_amaf * niro combination cohort, there were 2 fatal SAEs (intracranial hemorrhage, 1 patient; sepsis, ) Response by Cohort n=10 n=14 n=24 n=14
« Nirogacestat (niro, PF-03084014, SpringWorks Therapeutics) is an investigational oral, selective, small molecule gamma-secretase Abc ADCCIADCP  Potential ICD \ / Belamaf \I’ 1 patient), neither of W_h'Ch were re_Iated to study treatment. _ o _
inhibitor that prevents the cleavage of several transmembrane proteins.”# Gamma secretase has been found to cleave membrane- ,JkBelamaf ABC ‘ L/J * Inthe CE belamaf + niro combination cohort, there were 2 fatal SAEs (hematuria and COVID-19 infection) and in Table 4. Summary of Ocular Events Based on CTCAE-5 and KVA Scales Best R %
bound BCMA (mBCMA), releasing the extracellular domain as soluble BCMA (sBCMA\) into circulation,® which interferes with and /JL\ ., Apcclapce gg;;egg[;l ‘ the belamaf monotherapy cohort there was 1 fatal SAE (COVID-19 infection) all which were unrelated to est Response, n (%)
limits efficacy of BCMA-directed therapies.® BCM@! Rmpt?, ‘ study treatment. Belamaf + Niro Combination Belamaf sCR 0 0 0 0
* Preclinical data demonstrate that niro may increase cell-surface levels of BCMA and reduce sBCMA levels, which could enhance o W; Monotherapy CR 0 0 0 0
anti-BCMA agent activity in MM.® Based on in vitro experiments and clinical PK, a niro dose of 100 mg BID is expected to “;)k\ \BcwA Table 2. AE Summary DE CE CE VGPR 2 (20) 2(14) 4(17) 0
sustainably reduce sBMCA and increase mBCMA on MM cells.® — Gamma Response by Cohort n=10 n=14 n=14 PR 4 (40) 1(7) 5(21) 7(50)
- Belamaf is being evaluated in the DREAMM-5 Phase I/ll platform trial in combination with niro (NCT04126200).1°1" The combined " gaignar ) e Belamaf + Niro Belamaf MR 0 0 0 1(7)
mechanism of action is shown in Figure 1B. W . ~ : Low belamaf binding and reased belamaf binding and Combination M th CTCAE 5 KVA scale KVA Scale SD 1 (10) 8 (57) 9 (38) 4 (29)
- . | anti-BCMA activity nced mi-sﬁr:A f:tivityw ONOCEel'aPy PD 3(30) 1(7) 4 (17) 0
otentia cell deaf
. . adaptive immune DE CE - n q NE 0 2 (14) 2 (8) 2 (14)
Objectlve Markers of ICD— response Malignant plasma cell Malignant plasma cell n (%) n=10 n=14 n=14 Subjects with any Ocular Event, n (%) 6 (60) 7 (50) 12 (86)
To determ?ne if belamaf in combination with niro results in similar efficacy compared to single agent belamaf and an improved ocular Any AE 10 (100) 14 (100) 14 (100) ORR, n (%) 6 (60) 3(21) 9 (38) 7 (50)
Safety Pl'Of”e ADC, antibody-drug conjugate; ADCC/P, antibody-dependent cellular cytotoxicity/phagocytosis; APP, amyloid precursor protein; BCMA, B-cell maturation antigen; Grade 1 2 (20) 4 (29) 0 [95“/0 C|] [26.2, 87.8] [4.7, 50.8] [18.8, 59.4] [23.0, 77.0]
DREAMM, DRiving Excellence in A| hes to Multiple Myeloma; ECD, extracellular domain; GSI, tase inhibitor; ICD, i ic cell death;
MM, multple myeloma; SBCMA, soluble BOMA, RRMIM, elapsscirefactory muiple myeloma. Figure A.ffom Nooka AK et a. uture Onco. 2001,17-1967 2003 acspsiatoditolstudvtieatment oY) | 1) 126
Flgurg B from Sprmgworks_ Therapeuncs, with permission. Grade 23 AEs 9 (90) 11 (79) 10 (71) Grade 2 2 (20) 2 (14) 5 (36) Clinical benefit, n (%) 6 (60) 3 (21) 9 (38) 8 (57)
© SpringWorks Therapeutics, all rights reserved. [950/0 C|] [26 2 87 8] [4 7 50 8] [18 8 59 4] [28 9 82 3]
Grade 23 AEs related to belamaf 3(30) 1(7) 5 (36) Grade 3 2 (20) 1(7) 7 (50) D A DA D
. A q Belamaf, belantamab mafodotin; BID, twice a day; CE, cohort expansion; Cl, confidence interval; CR, complete response; DE, dose exploration; MRD,
* The trial design for the DREAMM-5 platform trial is shown in Figure 2. AE leading to dose interruption/delay 8 (80) 10(71) 8 (57) Grade 4 0 0 0 minimal response; NA, not applicable; NE, not evaluable; Niro, nirogacestat; ORR, overall response rate; PD, progressive disease; PR, partial response;
+ The Phase 1/2 platform study incorporates a master protocol evaluating multiple belamaf-containing combinations in distinct sub-studies AE leading to dose reduction 4 (40) 3(21) 2 (14) Q3W, every three weeks; SCR, stringent complete response; SD, stable disease; VGPR, very good partial response.
to identify efficacious combinations.0.11 Dose reductions related to belamaf* _ _ 2(14) B(_elam_af, belantamab mafodotin; CE, cohort expansion; CTCAE, Common Terminology for Adverse Events; DE, dose exploration; KVA, keratopathy and visual acuity;
+ Each sub-study begins with a dose-exploration (DE) arm; sub-studies that demonstrate efficacy in a successful DE phase will move into a ) . o o ) Dose reductions related to niro 4 (40) 2(14) ) . nirogacestat Figure 4. Belamaf Plasma Concentrations for CE Cohorts Over Time After Dose for Cycle
subsequent cohort-expansion (CE) arm to compare the combination with a shared single-agent belamaf control arm. 0" Res'-l‘tltsf fromthth? DECaErm cohor:'t r(tn=(1O)Z\Elsmht:elflmaftJrBmrotct())mbllnatlon, as well ta)S the P'a.nneti 'n;ejlm api'YSIS Efficacy
. . ) . ) results from the two arm cohorts (n=28 with at least 3 post-baseline assessments) comparing the belamaf + niro Dose reductions related to both - 1(7) - —— +Ni
* Adverse events (AE) were graded according to the National Cancer Institute Common Terminology for Adverse Events (CTCAE) version combination therapy (same dose as DE arm cohort) vs belamaf monotherapy are presented. : : — . Median (range) number of cycles received were; belamaf + niro combination DE cohort 8.5 (1-29), belamaf + niro Belamaf 0.95 mg/kg Q3W + Niro 100 mg BID
5 (Grade [Gr]1 mild—Gr5 death related to AE).12 AE leading to permanent discontinuation of study treatment 2(20) 1(7) 0 combination CE cohort 4.0 (1-9) and belamaf monotherapy CE cohort 2.0 (1-5) ’ -g-= Belamaf 2.5 mg/kg Q3W
T . . . , Patient Characteristics o R
. 12
E%Zn%XSZA??;Iaznzngg§1sair(‘idthcehrzi;?tz? é"wf zztalgo(rCr;ﬁt/er:Idv—%ﬁlllsa:;/ﬁi)(EC':I'\rﬁQe}A(/)?;eogl.rjfsre:v::tstgerecit-erCopr\tidsgalgTCuﬁr\lltEIESprfztrot?loel Patient characteristics for the DE and CE cohort hown in Table 1 Any SAE i) > (36) 4(29) * Median (range) follow-up duration (weeks) was; belamaf + niro combination DE cohort 34.5 (5-88), belamaf + niro . 60,000 1
DE cohort and KVA scale for the CE cohorts ) P y atient characteristics for the an cohortarms are shown in Table 1. SAEs related to study treatment 3 (30) 0 1(7) combination CE cohort 12.0 (3—24) and belamaf monotherapy CE cohort 12.0 (3-22). TEl
. . . . . I . . S m
. . . I _— . * Median duration of response (Cl) in the belamaf + niro combination DE subjects was 6.2 (2.1-NR) months (Figure 3A). S ED
* Primary outcome measures in the DE arm include dose limiting toxicities, AE, and serious adverse events (SAE). Secondary outcome . .. Fatal SAE 2 (20) 2(14) 1.(7) . . Q5 c i
measures included ORR according to International Myeloma Working Group (IMWG) Response Criteria. 4 Table 1. Patient Characteristics Fatal SAE related to study treatment 0 0 0 ::ta are |:Ot ;nt:_tur_eterjough tlo C?IcuI:_tde dutratlont :: rissftnscat for _the Cf c§horts, and therefore not included. E ‘—3_ = 40,000
+ The DE arm of sub-study 3 evaluated low-dose belamaf 0.95 mg/kg Q3W + niro 100 mg BID continuously (belamaf + niro *Dose reductions from the 0.95 mglkg belamaf starting dose were not permitted . . o © restllls ot this Interim evaltiafion cid not meet e Iy sfopping crifena. ‘3 ®R
combination) and included 10 patients in this cohort. Results of interim analysis of this substudy DE arm led to opening of randomized Belamaf + Niro Combination Belamaf AE, adverse event; Balama, belantamab mafodofin; CE, cohort expansion; DE, dosa exploration; SAE, serious adversa event; Niro, nirogacestat. * ORR for belamaf + niro combination DE and CE cohorts combined was 38% with 17% achieving VGPR (Table 5). £ EE 50000 -
CE arm. Monotherapy - The estimated ORRs and 95% credible interval were 36% (25%-69%) in the belamaf monotherapy and 35% (12%-56%) LR
e This poster presents pre”minary data from the p|anned interim ana|ysis of 28 patients (70 patients p|anned tota|) from cohort expansion DE CE n(=:1E4 Table 3. Dl'ug-l‘elated Grade 23 AEs by System Organ ClaSS and Preferred Term in the belamaf + niro combination when bOrrOWing data from DREAMM 2 and the belamaf + niro combination DE phase. §
;?onr:olﬂéz;(it;;bgatﬁ;afn:a:iI-ZC;SCrgg]/Igﬁ]Q:i(:;otherapy control arm (belamaf monotherapy) or belamaf + niro combination based on results Characteristic n=10 n=14 Belamaf + Niro Belamaf 0 ] ] —— : : :?
. . : ' . : . . Age, years, median (range) 72.0 (56-86) 70.5 (55-77) 65.5 (56-80) Combination Monotherapy Figure 3A: Profile of Responders in Belamaf + Niro Combination DE Phase 0 5 10 15 20
» The primary analysis for ORR will be based on the Bayesian approach?® and will be used to compare the response rate in belamaf + niro ’ ’ CE 9 . P . . .
combination therapy with belamaf monotherapy. In the Bayesian analysis, the data from DREAMM-2 [ORR 31% (30/97)]f¢ was used 0 Male 5 (50) 7 (50) 5 (36) ?E (_:E n=14 Nominal time after first dose (days)
as informative prior for the belamaf monotherapy arm, and the data from the DE phase was used as informative prior for the belamaf + Sex, n (%) Female 5 (50) 7 (50) 9 (64) n=10 n=14
niro combination therapy' ECOG-PS 0-1 10 (1 00) 14 (1 00) 14 (1 00) Grade 23 Grade 23 Grade 23 Belamaf, belantamab mafodotin; CE, cohort expansion; Cl, confidence interval; CR, complete response; DE, dose exploration; NE, not evaluable; Niro, nirogacestat;
» The planned interim analysis for futility included 28 CE patients randomized 1:1 into two cohorts belamaf + niro combination vs belamaf n 3 (30 4 (29 2(14 PR » PD, progressive disease; PR, partial response; sCR, stringent complete response; SD, stable disease; VGPR, very good partial response.
monotherapy. The futility criterion is the posterior probability of response rate in combination being greater than the response rate in i i i X 1Tl Lymphatlc (30) (29) (14) 1.01.0 1.01.0 1.01.0 1.0 1.010 10101.01.01.01.01.01.01.01.0 1.01.01.01.01.0 1.0 1.0 1.0 1.0 1.0
Y- y et y High-risk cytogenetics 8 (80) 7 (50) 6 (43) Thrombocytopenia 2 (20) 3(21) 2 (14) o
monotherapy is less than 40%. | = = e Febrile neutropenia 1(10) 1(7) 1.(7) PR VGPR - Belamaf Pharmacokinetic Data
i - F Stage at | 6 (60) 5 (36) 5 (36) Gastrointestinal 1(10) 3(21) 1(7) 1.0 1 — 1071090709190 0 * Preliminary belamaf (ADC) pharmacokinetic data for the belamaf + niro combination and belamaf monotherapy CE
Figure 2. DREAMM-5 Platform Study Design : VGPR 8D in Fi
screening ]| 3(30) 5 (36) 2 (14) Diarrhea 1(10) 2 (14) 1(7) % 0 X, cohorts are presented in Figure 4.
— Unknown 0 0 3(21) Abdominal pain Upper - 1) ) 21 70 ' + Belamaf PK profiles were similar to that previously observed in patients with RRMM. 6,17
o Phase | asell . ) 2 PR
Key eligibility Dose Exploration* . Cohort Expansion 5 IgA 3 (30) 2 (14) 4 (29) Investigations 0 2(14) 3(21) ® |0909 0909 0909 09 -) « Proportionally lower exposures at 0.95 mg/kg belamaf are consistent with the lower incidence of ocular events in the
CI?Iterla: Primary objective: Safety and Primary objective: Overall response rate § IgD 0 0 1(7) Blooq magnesium decrease ] = = =YY Vs M : combination compared to the belamaf monotherapy arm. '3
Confirmed MM tolerability of each dosing cohort, k] Myeloma IaE 0 0 0 AST increase ) - 1(7) PR 8D
diagnosis Sn€ eSianish RE2P 0 2 Immunoglobulin oo - 5 s Platelet count decrease 1(7) 2(14) 1.01.0 1.010. 1.01.0 1.0 1.0 1.0 1.0 0.8.0.8 0.8
g = e iy DE interim 2 BE 9 (E10) (@) (1) Blood urea increase - 1(7) -
z lines, including analysis to = £ Sub-study 3 B8 IgM 0 0 0 PR =D B Dose (mglkg) .
< munomodulat Subtuty 3 determine: 23 o b‘:)',am:{f — ) None Present 1(10) 2 (14) 1(7) General and administration site conditions 0 0 0 0.9 0.9 0.90.90.90.90.909 090909 09 Belamaf 0.95 mg/kg Q3W + Niro 100 mg BID Conclusions
= ub-study . Feasibilit D niro combination (n 2: sl s . . . . . . g
2 ory agen, belamat + o combination (n =10)  [ERETSSA £ & randomized to belamaf 284 Kappa Light Chain 7(70) 9 (64) 8 (57) L BB G e 1(10) e 0 7 35 63 91 119 147 175 203 231 259 287 315 343 371 399 427 455 483 511 539 567 595 This preliminary data Suggests & manageeble safety profile with low-doso belamat (8.55 mglkg QW) *
5 proteasome phase a2 monotherapy 1:1 £3° Myeloma . X Hypophosphatemia 1(10) 1(7) nirogacestat (100 mg BID continuously) combination in patients with heavily pretreated RRMM.
£ inhibitor, and . RP2D « a s light chain Lamda Light Chain 3(30) 5 (36) 5 (36) Study days
ti-CD38 ] (J] . f . . . . . .
& ::t:body : E% E No 0 0 1(7) :EJ;I'Y and procedural complications ;gg; 0 11((77)) + Reduced ocular events, particularly Grade 23, 12.5% (2/10 in DE and 1/14 in CE) were observed in patients
: iti . Belamaf, belantamab mafodotin; BID, twice daily; CE, cohort ion; Cl, confidence interval; CR, let ; DE, d loration; NE, not evaluable; Niro, ni tat; . :
SR | Accitonal DREAVS 25 - £ ST Yes 2(20) 429) ') T e e e B S ATy s dosed with low dose belamaf + nirogacestat.
Measurable : the protocol : g : Ahdd't"°(;‘a' DZEAt""M's C'ft O E ferree No 8 (80) 10 (71) 13 (93) Renal and urinary 0 1(7) 0 ' . . L .
disease : : & : conorts dependent on resuts - | © Proteinuria . 1(7 » The ORR in belamaf + nirogacestat combination cohorts was 38% (9/24) and 17% achieved VGPR (4/24).
: : ] . from the associated DE phase : ( )
Autologous stem cell Yes 9 (90) 10 (71) 9 (64) . . L. ] . ] ) ) ) .
S 4 Exploratory Objectives transplant No 1(10) 4 (29) 5 (36) Respiratory, thoracic and mediastinal ) 0 1(7) Figure 3B: Profile of Responders in CE Phase. * New sub-studies will evaluate belamaf + nirogacestat with standard of care treatments (Rd, Pd) as a
econcary anc =xp/c jectives: Pulmonary embolism 1(7) i ; : ; i ; 11
SEICHYE GIEEE 7Ry LSS, E 1A Prior lines of therapy, median (min-max) 4.5 (3-10) 4.5 (3-10) 4.5 (3-7) o Data are not mature enough to calculate duration of response for belamaf + niro el rEginen o prevs Elilezey el fEED @ e EEnS [ FEHEm St RRh L,
Musculoskeletal and connective tissue - 0 0 bination CE subiect
Belamaf, belantamab mafodotin; CE, cohort expansion; DE, dose exploration; ECOG-PS, Eastern Cooperative Oncology Group Performance Score; AE . ) X . Lo o . L combination subjects
" S L X lg. Immunoglobulin: Niro, nirogacestat , adverse event; AST, aspartate aminotransferase; Belamaf, belantamab mafodotin; CE, cohort expansion; DE, dose exploration; Gr, grade; IRR, infusion related
Dose modifications for belamaf 2.5 mg/kg monotherapy were allowed however, for belamaf 0.95 mg/kg Q3W dose modifications were not permitted per study protocol 9, 9 g g 9 reaction; SAE, serious adverse event; Niro, nirogacestat.
Belamaf, belantamab mafodotin; CD38, cluster of differentiation-38; CE, cohort expansion; DE, dose exploration; ECOG, Eastern Cooperative Oncology Group Performance Score; LOT, tine of therapy; ' ’ ' ’
MM, multiple myeloma; MRD, minimal residual disease; niro, nirogacestat; ORR, overall response rate; PD, pharmacodynamics; PK, pharmacokinetics; RP2D, recommended phase Il dose.
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