Longer survival with tagraxofusp versus venetoclax in patients with blastic plasmacytoid dendritic cell neoplasm (BPDCN):
Results of a real-world analysis
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BACKGROUND RESULTS

= Blastic plasmacytoid dendritic cell neoplasm (BPDCN) is an aggressive, orphan hematologic malignancy Patient demographics, patient baseline characteristics, and treatment More patients were able to receive a subsequent line of therapy after Overall survival was longer in the TAG-based cohort for
characterized by CD123 expression and frequent involvement of the skin, bone marrow, blood, lymph patterns TAG-based regimens both monotherapy and combination therapy groups
nodes., I|v.er, ancll splcleen. _ _ _ _ = Forty-seven patients treated with TAG-based regimens and 47 patients with VEN-based regimens were = A subsequent LOT was received in 47% of patients who received a TAG-based regimen and 11% of = Median OS in monotherapy recipients was 35.3 months for the TAG-based cohort vs
= An objective of _f|rst-||ne (1 L) therapy IS tq llnduce a rapid a.nd.durable complete resp(?nse WlthOUt_ extqued included (Table 3). patients who received a VEN-based regimen. 10.5 months for the VEN-based cohort.
Lna};?elfmf: ppression, enabling timely transition to hematopoietic stem cell transplantation (HSCT) in eligible = The mean patient age was 60.9 years for the TAG-based cohort and 67.3 years for the VEN-based cohort. = Of the 22 patients in the TAG-based cohort who received a subsequent LOT: = Median OS in combination therapy recipients was NR for the TAG-based cohort and
' . idi _ = - - _ - 9.6 months for the VEN-based cohort.
= Tagraxofusp (TAG), a first-in-class CD123-targeted agent, is the first approved treatment for BPDCN in \h;lgilanha:jlsonhCri)morbldlty Index (CClI) scores were 0.8 for the TAG-based cohort and 1.1 for the Five patlen.ts recelve.d a TAG-based reglm.en as a subsequent LOT. oo 08 1 1 oationt L EN A 93 N
the US and EU, with approval based on a multicenter phase 2 trial (NCT02113982)—the largest -hasedoonont. | N | | — Eleven patients received a VEN-based regimen as a subsequent LOT. - vedian s in 21 patients receiving was 9.0 monins.
prospective study in BPDCN using predefined multisystem response criteria. R Commi).n CIICI ccl)rr(ljor(tj:n(cjllltlgstfor psac’)c:;nts ;eocc;wlng T/Ar\]G-bIalsed re;gwggns and1\:/3I§/N-ba236e;| reglr(rjler;]s, | Median overall survival was longer in patients treated with TAG-based o !n pi\:]lents receiving IT chemotherapy (TAG, n=16; VEN, n=9), median OS was NR
= |n both clinical and real-world settings, TAG has demonstrated high rates of rapid, durable responses that respectively, Inclide O'a etes 0( °VS ), peripheral vascular disease (13% vs ), and chronic - . In efther group.
allow effective bridging to HSCT with associated long-term survival.'? pulmonary disease (21% vs 15%). regimens as compared to VEN-based regimens = Among those not receiving IT (TAG-based cohort, n=31; VEN-based cohort, n=38),
= Although venetoclax (VEN) is not approved for BPDCN, real-world use has been reported in limited = Monotherapy was used in 85% of patients in the TAG-based cohort and 49% of patients in the VEN-based = Median OS was 35.3 months for the TAG-based cohort and 10.5 months for the VEN-based cohort median OS was 19.8 months for the TAG-based cohort and 9.6 months for the
studies 34 ’ cohort (Table 4). (Figure 1), with 12-month survival rates of 72.1% and 42.8%, respectively. VEN-based cohort.
= In the 24 patients who received a VEN-based combination regimen, 21 received VEN with HMAs. = Among 1L-treated patients, median OS remained longer for the TAG-based cohort (35.3 months) vs the
= |T chemotherapy was administered in 34% of patients in the TAG-based cohort and 19% of patients in the VEN-based cohort (11.8 months) (Figure 2), with 12-month survival rates of 74.9% and 46.7%,
VEN-based cohort. respectively. LIMITATIONS
OBJECTIVE = Median follow-up was 13.4 months for the TAG-based cohort and 7.4 months for the VEN-based cohort. i _ _ o .
Figure 1. Overall survival of LOT-matched cohorts = These analyses have inherent limitations common in many real-world analyses and

= To evaluate overall survival (OS) in BPDCN patients treated with a TAG- or VEN-based regimen in a US

apply to both cohorts, including:

real-world Settlng i I 1 1001 TAG-based VEN-based . . . oy . . . .
Table 3. Patient characteristics (LOT matched cohorts) 9 - Coter Corer — Residual confourydmg due to the limited ability to balance baseline characteristics in
S TAG-based Cohort VEN-based Cohort 2> s0- MedanoSmo [ 3 50 a small sample size.
e (N=47) (N=47) 2  70- — Potential OS overestimation due to delayed or incomplete death reporting in
METHODS Age (years),* mean (SD) 60.9(19.6) 67.3 (18.8) 50 1 L real-world data; due to incomplete records, the reported real-world OS for some

S
2
2
3
o
S?:Xf nl(%) 13 (28 5 (17 S 0 patients may be longer than what they experience.
: : : emale = T
= This retrospective cohort study used US claims data from the Komodo Research Database (January 2016 Male 32 572; 39((83)) g 40 — Potential patient misclassifications due to billing inaccuracies, coding errors, and the
— December 2023). Race/ethnicity,” n (%) = 30 use of proxy variables to identify clinical characteristics and treatments.
¥ !Da’?egtz \zv'll'thb2|1 ?;agnosns of BPDCN and subsequent initiation of a TAG- or VEN-based regimen were \é\llggs 8: gf?il:::isfr:erican 266((1535)) 3g Eg;l) = 20 | _ Patient activity may be underestimated due to the use of open claims data, which
included (Table 1). = : . )
: : : . : : e s Asian or Pacific Islander 0 (0) 3 (6) g 10 1 :\T/’;ﬁﬁzzz‘; (é‘;:zr:t were needed to achieve a suitable sample size.
— ;I'/EeN index date was defined as the first administration of a TAG-based regimen or initiation of a Hispanic or Latino 7 (15) 3 (6) 0 . . . . . . .
-based regimen. Other 2 (4) 3 (6) 0 6 12 . 18th - 2: t 30 36 42
. ey . . . . . U k 6 13 5 11 onitns 1rrom index aate
= Patients were addltlopqlly required to_have continuous .enrollment or sufficient claims activity from Yeaf; :foivr:rc;ex date, n (%) (13) (11) Dationts af Risk CONCLUSIONS
3 months prior to the initial BPDCN diagnosis until the index date. 2017 ’ 0 0(0) TAG-based 47 35 24 17 10 9 3 1
= Two cohorts were identified and matched 1:1 by number of prior lines of therapy (LOTs) (Table 2): 2018 ] 9 (19) VEN-based 47 2! ' ! ) ° ° ° = In this cohort study of patients with BPDCN, treatment with TAG-based regimens was
- TAG-bsed conor Paents who ot  TAG 9sad eginn i anpatentsting e e
— VEN-based cohort: Patients who received a VEN-based regimen and no TAG at any time. 2021 7 (15) 6 (13) Figure 2. Overall survival of LOT-matched cohorts in 1L-treated patients hematopoietic stem cell transplantation.
' ithi : 2022 11 (23 1(2 : : :
= The foIIov.vmg SUPQ"OUPS we.re assessed within .each cohort: | | 093 i 223; 10 22)1) ~ 100 -DL"‘HT\—H TG Haed | VeNGaed = The survival advantage with TAG-based therapy was consistent across treatment
— (1) Patients VYIthOUt pos’F-lndex HSCT, (2) patients who received a TAG-b_ased or VEN-based regimen BPDCN duration at index (months),> mean (SD) 4.2 (8.1) 5.9 (9.0) S 90 - S (n;;? (n1=14? contexts, including monotherapy, combination regimens, and in patients who
in the 1L setting, (3) patients who received TAG or VEN monotherapy (+ intrathecal [IT] Prior or concomitant additional hematologic malignancies,® n (%) > 80- - ©5% us7.NE) | (69, 194) underwent hematopoietic stem cell transplantation.
chemotherapy), (4) patients who received combination therapy (among VEN. patients, patients who m;g:gfy?p};:ggzyndmmes i Eg; 64((153)) g 70 - ‘—\_| = Notably, a higher proportion of patients treated with TAG-based regimens were able
received VEN + hypomethylating agents [HMAs]), and (5) patients who received IT chemotherapy. Acute lymphoblastic leukemia 3 (6) 8 (17) s 60 to proceed to subsequent lines of therapy relative to those treated with VEN-based
Chronic myelomonocytic leukemia 2 (4) 1(2) T 207 regimens.
Hodgkin lymphoma 0(0) 1(2) % 40 1 = Collectively, these findings reinforce the role of tagraxofusp as the preferred first-line
CCI comorbidity score (excluding cancer),” mean (SD) 0.8 (1.3) 1.1 (1.5) 3 ’ : : : . s
Table 1. Sample selection of BPDCN patients CCl comorbidities in >5% of patients,® n ((;) B B » 301 | standard of care for patients with BPDCN, irrespective of transplant eligibility.
. ( , () ©
Diabetes without chronic complication 10 (21) 14 (30) o - = Ongoing clinical studies are investigating combinations with a tagraxofusp backbone
TAS ased Bonort | YENpased oo & Chronic pulmonary disease 10 (21) 7 (15) O 10q T IEEhesecfoner to further improve outcomes, including with venetoclax plus azacitidine
1. Patients had =1 claim with a diagnosis 1. Patients had =1 claim with a diagnosis Peripheral vascular disease 6 (13) 12 (206) 0 - - - - - - ) (NCT03113643) and venetoclax plus multiagent chemotherapy (NCT04216524).
2962 2962 1A i : 0 6 12 18 24 30 36 42
for BPDCN for BPDCN Mild liver disease 5(11) 6 (13) Monthe from index dat
Congestive heart failure 5 (11 9 (19 onths from index date
2. Patients had 21 claim with a diagnosis for 1836 2. Patients. had Zj prescription fill for 108 Rengl disease = E1 1; 4((9)) ?:t(i;erbﬂs a; Risk42 “ s . o . ; 1
BPDCN on or after TAG approval date? (or e_xd_mlnlstratlon 01_’) VEN_on or after Diabetes with chronic complication 4 (9) 5(11) VEN:b::Ed P 9 » ; " ; ; . REFERENCES:
the initial BPDCN diagnosis Cerebrovascular disease 3 (6) 7 (15) )
3. Patients had >1 ot il £ 3. Patients had ot il § Myocardia| infarction 2 (4) 3 (6) 1. Pemmaraju N, et al. J Clin Oncol. 2022,403032-3036
. Patients had 21 prescription fill for . Patients had no prescription fill for - - - 104
(or administration of) TAG on or after 165 (or administration Of) TAG at any time 157 aI\_/Ieasur.ed at index date; f’BPDCN at index was define_d as t!me from jthe initial BPDCN diagnosis to the index date; “Measured during the 90-day period prior to the initial BPDCN Regardless Of HSCT! treatment WIth a TAG-based reg"“e“ was 2. Herlmg M’ et al. Ann Hematol. 2025’1044121_41 31.
their initial BPDCN diagnosis diagnosis; “Meastred during the G-month baseline period prior to the index date. associated with a clinically meaningful longer overall survival 3. Gangat N, et al. Am J Hematol. 2022:97(6):E214-E216.
4. Patients had 21 medical and pharmacy 4. Patients had 21 medical and pharmacy compared to VEN-based regimens 4. Pemmaraju N, et al. Blood Neoplasia. 2025:2(2):100086.
claims or continuous enroliment 108 claims or continuous enrollment 149 Table 4. Treatment patterns of matched BPDCN patients treated with TAG or VEN? = OS in patients with HSCT: ]
between the initial BPDCN diagnosis to between the initial BPDCN diagnosis : . : ABBREVIATIONS:
) . , TAG-based Cohort VEN-based Cohort — Median OS was not reached (NR) for the TAG-based cohort and VEN-based cohort (Figure 3), with o _ o _ .
the index date (exclusive) and last claim of BPDCN-related Characteristic as<_a oho as_e oho 12-month survival rates of 100% and 71.4%, respectivel 1L, first-line; 2L, second-line; 3L, third-line; 4L+, fourth-line and beyond; AZA, azacitidine;
treatments : - (N=47) (N=47) _ _ _ ° o Y- BPDCN, blastic plasmacytoid dendritic cell neoplasm; CCI, Charlson comorbidity index;
5. Patients had 21 medical clai 5. Patients had =1 medical clai index LOT reg:)men, n (%) = OS in patients without HSCT: Cl, confidence interval; EU, Europe; HMA, hypomethylating agent; HSCT, hemopoietic stem
. Pa fn s had 2 Irlne |ct:aCI C'almtr?r . Pa ltc_en S had 2 Irlne I(’:ad C_almtshor Monot.her.apy 40 (85) 23 (49) — Median OS was 18.7 months (95% ClI, 9.2-not estimable [NE]) for the TAG-based cohort and cell transplantation; IT, intrathecal; LOT, line of therapy; mo, month; MTX, methothrexate;
COMINEelEs Sl CRIAng il 97 SRR STelRIEL I e 139 Combination therapy 7 (19) 24 (31) ] 0 ) : ) : 0 n, number; NE, not estimable; NR, not reached; OS, overall survival; SD, standard deviation:
3-month period before the initial 3-month period before the initial VN - o (I 6.9 months for the VEN-based cohort (95% CI, 5.6-12.9), with 12-month survival rates of 59.6% and TAG sp: US tod S "VEN |
BPDCN diagnosis BPDCN diagnosis Received IT chemotherapy during index LOT, n (%) 1-6 (34) 9 ((1 9)) 33.1%, respecively. - tagraxofusp: US, United States; - venetociax
. L s . L g IT methotrexate 15 (32) 7 (15) . . . . ACKNOWLEDGMENTS:
6. Patients with eligible TAG 6. Patients with eligible VEN LOTs 106 T evtarabine 8 (17) 8 (17) Figure 3. Overall survival among LOT-matched BPDCN patients with HSCT | .
LOT and the first TAG dose 47 (119 VEN y _ _ _ _ = This study was funded by the Menarini Group (New York, NY, USA).
in an inpatient setting LOTs) Treatment regimens received as index LOT among all TAG patients, n (%) 100 it i i i i i
TAG monotherapy 28 (60) _ = Editorial and medical writing assistance was provided by Kelsi Bates, PharmD, from
“TAG approval date: December 21, 2018. TAG combination® 3 (6) i < 901 Phillips Group Oncology Communications, Inc. (Albany, NY, USA), funded by the
TAG monotherapy + IT chemotherapy 12 (26) - E 80 Menarini Group.
] L _ TAG combination + IT chemotherapy® 4 (9) - s 707
Table 2. LOT matching Statistical analysis Treatment regimens received as index LOT among all VEN patients, n (%) 2 60+ CONFLICTS OF INTEREST DISCLOSURES:
TAG-based VEN-based Cohort = OS was defined as time from index date to death VEN monotherapy - 22 (47) g 50 SSGdN:f: Hgnpc;aria fghwsA%itHdﬁ' Hseallih’ Cgr?inglll?te alg]f' Curig Szliencg’ DAI:/A 'OI;COIOQS? Ai\/isory
—— . . _ . VEN combinationf _ 16 (34 > oard 1or beluoene, , UallCcnl oankyo, Gliea e, 1Zzer, oynaax; opeakers bureau 1or Amgen,
Index  Cohort Unmatched Matched from apy cause and estimated using Kaplan-Meier VEN monotheraoy + IT chemotherapys i 1 22)) :E, 40 - Rigel. ASS: Honoraria from Amgen, Debio Pharma, Syndex Bio; Consultant for Debio Pharma,
LOT N=47 N=119 N=47 analysis. mnerapy pZ 2 30- g oot VENEiedcone Syndex Bio. PV: Consulting/advisory role with Blueprint Medicines, Bristol Myers Squibb, Cogent
_ Patients without a death event were . VEN (C:IO:I]Tnatlon;slg'l?her(r‘]’/oiherapy 1'2 ) 183((1278)) S 0. (n=12) (n=13) Biosciences, DISC medicine, Incyte, Sobi, Genentech, Geron, GlaxoSmith Kline, Kartos, Karyopharm,
il roceeded to any » N (70 > Median OS, mo NR NR Merck, Novartis, Prelude Therapeutics, Silence Therapeutics, Stemline, Servier, Syndax, Takeda;
; ——TAG- c b , 5,
Censor_efj _at the IaSj[ date of data availability. Allogeneic only 12 (26) 12 (26) © 104 _\T,EN_EZ::, Cc::;r:t ot ST o i Leadership role as a Board member for Alabama Cancer Congress; Speakers' Bureau for Incyte.
— A sensitivity analysis was conducted, Autologous only 0 (0) 1(2) 0 . 6 1-2 1I8 2'4 3'0 3I6 4'2 SI: Advisory board for Morphosys. DG and YG: Employment with Analysis Group Inc; Research
4L+ 0 3 0 censoring patients at the earlier of last date *Treatment patterns and LOTs were identified from the initial BPDCN diagnosis until the later of (a) the end of continuous eligibility or (b) the date of the last claim for BPDCN-related Months from index date funding from Menarini Group. JK: Employment with Menarini Group, and previous employment, stock
of data availability or time of first post-index treatment; “Monotherapy was defined as treatment with TAG or VEN alone, or in combination with T chemotherapy; “TAG + azacitidine (AZA) (n=1), TAG + VEN (n=1), TAG + _ _ or stock options with AbbVie. CP: Employment with Menarini Group. TK: Research funding (to
HSCT gytarabirg)g (n=1); dTAct;_ +IT Ir_nrel\t/lh_lc_))’[(r((axage) (ygé) (r\1/=Eelzl, T,IA_ISBNT TI; (cyte;r)aki/rlmzeN+ II\ QAATz( (ri;)sz} I;FQG;- IT.tcyt/)t.arat()in% )(n\7|1E )N eT/;G :\E_EN ¥ |ﬂT (cj:ytarbqbin((a ¥ g I\\g\(l (n=2), T?G +( ) _';:tc';egts a; R'Sk12 -’ y o 3 ; ; 1 institution) from Glycomimetics, Novartis, Syndax; Consulting/advisory role with Amgen, Astellas,
. aunorubicin + vincristine + n=1), + + n=1), + n=vy), + decitabine (n=9), + decitabine + fludarabine (n=1), + vincristine (n=1); -pase . . . . . : . e .
o o SVEN + IT cytarabine + IT MTX (n=1); "VEN + AZA + IT cytarabine + IT MTX (n=3), VEN + AZA + IT cytarabine (n=2), VEN + cyclophosphamide + cytarabine + doxorubicin + VEN-based 13 10 5 4 3 5 5 5 Neogenomics, Stemline, Syndax, Takeda; Honoraria from Rigel, Servier; Participation
= OS was analyzed by descriptive statistics only. vincristine + IT cytarabine + IT MTX (n=1), VEN + decitabine + IT cytarabine + IT MTX (n=1), VEN + vincristine + [T MTX (n=1). on DSMB or Advisory Board for Amgen, Neogenomics, Stemline, Syndax, Takeda.
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