Impact of Allogeneic Hematopoietic Cell Transplantation in First Complete Remission in Addition to FLT3 Inhibition With Quizartinib
in Acute Myeloid Leukemia With FLT3-Internal Tandem Duplication: Results From the QUANTUM-First Trial
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INTRODUCTION « Eligible patients (aged 18-75 years) were randomized 1:1 on day 7 to quizartinib Figure 3. CONSORT Diagram Table 2. Conditioning Regimen and Graft Characteristics in Patients Receiving Allo-HCT in CR1 Figure 6. OS in Patients Undergoing Allo-HCT in CR1 by Latest Pre-Allo-HCT MRD Status (Cutoff 10-4)2
(40 mg/d) or plac_ebo and stratified by region, age, and white blood cell (WBC) Screened (N=3468) According to Randomization 100 MRD- (n=96) + Censored
count at diagnosis Randomized 1:1 (N=539) T o artinb (n=84) | Placebo (n=73 o ﬁqa\__h_k Quizarinib (1=54)
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FMS-like tyrosine kinase 3 (FLT3) Is among the most common acute myeloid - Patients began 7 + 3 induction chemotherapy while FLT3-ITD screening by Screen failures (n=2929) Median time to allo-HCT in CR1, months (range) 3.5(06-11.2) 3.3 (0.8-11.6) S ' N E—
leukemia (AML) genetic mutations*# and allogeneic hematopoietic cell polymerase chain reaction was performed in 1 of 2 central laboratories FLT3-ITD negative (n=2556) YR ooy oot ™ %) 61 (72.6) 45 (61.6) 2 007 blacebo (n-12)
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transplantation (allo-HCT) in first complete remission (CR1) improves survival®: - Quizartinib was administered from days 8 to 21 in each cycle ET——— ———— ’QB‘S‘SXSd ntensiy ﬁ gg% 383((1415_02)) g 40-
- FLT3-internal tandem duplication (FLT3-ITD)+ AML is associated with poor «  The induction period could include <2 cycles Treated (n=265) Treated (n=268) Nonhssing 8 8-7521) 4 8-75%)) S 20- I Jedanos
i i i i i 1,2 . . .. o . ONa : : 0 =0. :
prognosis, high relapse rates, and inferior overall survival (OS) + Patients achieving complete remission (CR) or CR with incomplete hematologic Entered induction phase (n=265) Entered induction phase (n=268) Missing 0 1Q.4) O o 95%ClI=03321547 Placebo: NR
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~  Allo-HCT in CR1 improved survival, particularly in AML with high FLT3-ITD recovery (CRi) received <4 cycles of HIDAC plus quizartinib (40 mg/d) or placebo < Discontirued fesimant = < Discornued reaimant s Donors gﬁrl]zted or unrelated, n (%) 20 (345 22 (301 0 % & o 12 15 18 21 24 27 30 33 36 30 42 45 43 o1 o0
allelic frequency? and/or allo-HCT followed by <3 years of quizartinib continuation therapy (30-60 Sl Pl o R e et e elre | panme omalloHCT(nontrs)
mg/d) or placebo * Allo-HCT w/ CTX (n=92) }A”o-HgT in 8R1(r(1:84)bo 5 * Allo-HCT w/ CTX (n=83)2 }ﬁ”ong in 851 1(r(1=7g%b)b Unrelated 40 (47.6) 38 (52.1) No. at risk Quizartinib (n=54) acebo (n=42)
M hinh : : : « Allo-HCT w/o CTX (n=6)2 ] Allo-HCT in CRcl (n=11 « Allo-HCT w/o CTX (n=6)2 0-HCT in CRcl (n= izartini
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The primary endpoint was OS Placebo
AML, even after allo-HCT* P vead OS. ST —— ST SO, o e oy Nt et e PR
ST _ _ +  We analysed OS in the intent-to-treat (ITT) analysis set, consisting of all - Alo-HGT wio CT (nodps T AloHGT in CRe1 (nerby - Alo-HCT wio CTX (no3ps | Al HGT in GRe1 (b Naploontionld 18 Ok AR 1004 MRD+ (n=55) + Censored
«  Quizartinib is a highly potent and selective second-generation type Il FLT3 randomised patients, with a minimum of 24 months’ follow-up after the last - Median number of eycles °f°‘;”“””a“°“: o0 eden e ofoyees o Eren 2 Source of stem cells, n (%) 3
inhibitor® randomised patient Bone marrow 15 (17.9) 9 (12.3) < 807 Quizartinib (1=27)
. P . . . Study status Study status Peripheral blood 66 (78.6) 62 (84.9) E
«  QUANTUM-First (NCT02668653) was the first randomized study to evaluate the *  We estimated median OS based on the Kaplan-Meier method; HR with 95% Cl - Qnioing with sudy treatment (n°32) - Qingoing with study frestment (v 26) Cord blood 336) 2(2.7) 3 Placebo (1=28)
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eﬁlcacy and Safety Of a SpeC!ﬁC FLT3 |nh|b|t0r In adUIt Patlents Wlth FLT3 ITD AML was -eStlmatEd USIﬂg a S_tratlfled COX prOport?onaI hazardS mOdeI . Prilr?ICz;)rr;/tlrr]euae'sor:c}gqrsst?ug;r:jisco%tinuation Priﬁca?r?/ Irneu;sor:c}rgrss?ugy(r:jisco%tinuation DRBL1 in 6 out of 6 loci. Any other antigen matching less than 6 out of 6 was left to the decision of the treating investigator. 9Half matching. g_ 40
up to age 75 years who received <3 years of continuation therapy after standard * The impact of allo-HCT in CR1 on OS as a time-dependent covariable was O (=) ) :Egsit?o(?ozlljé?/va-)up(n=l) Allo-HCT, allogeneic hematopoietic cell transplantation; CR1, first complete remission; HLA, human leukocyte antigen. 2 204 | Median OS
high-dose cytarabine (HIDAC) consolidation and/or allo-HCT in CR16 assessed using multivariable regression analyses - Withdrawal of consent (n=13) - Withdrawal of consent (n=9) Sredictive Factors for OS ) Hazara ratio = 0.471 Quizarinib: NR
— i ini i it innifi * P values were not adeSted for mU|tIp|ICIty ainclude protocol-specified allo-HCT. bInclude protocol-specified allo-HCT and nonprotocol-specified allo-HCT. According to the protocol, patients i o F @ 195 1E 18 21 o4 o7 an 29 Ak 20 A9 A- Aa £1 &
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:‘I]‘nprO\(;emt.entﬁR flg 7p8atlgg1(:; VC\/:I:: Ong;Vg 9éagnoze 2-sided P val afvgtosaz Figure 2. QUANTUM-First Phase 3 Trial: Quizartinib Plus Standard Induction Chemotherapy and considered as nonprotocol-specified AML therapy. Patients receiving nonprotocol-specified AML therapy were discontinued from the allocated stratified by region, age, and WBC count, InC|Ud|ng allo-HCT in CR1 as time No. at risk ——— Quizartinib (n=27) Placebo (n=28)
azarda ratio or u. .0Z2-U. and a Z-side value or 0. . . . . . treatment and followed up for outcome data. Any HCTs performed after treatment discontinuation were nonprotocol -specified. . . . .
) 6 ( ) ( 0 ~h )’ Consolidation Followed by Slngle-Agent Quizartinib Allo-HCT, allogeneic hematopoietic cell transplantation; CR1, first complete remission; CTX, chemotherapy; FLT3-ITD, FMS-like tyrosine kinase 3- dependent and adJUSted for FLT3-ITD variant allele fl‘equenCy and sex (F|gure 4) Quizartinib 27 27 26 25 25 25 23 21 20 19 12 12 9 9 5 3 0 0 O
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. h h d d . d . . b h d I d I [E)Z:ZI,I;T;?:d:lieistsfgtggzbfrszglti;?béggléstgéglgg(mRD data) * ThIS analySIS revealed QUIZartlnlb treatment (HR’ 0770’ 95 A') CI’ 0609_0973’ Note that of_the 157 patients (84_in the quizartinib arm and 73 in the place_bo arm) who ur_lderwent allo-HCT in CR1, 151 with MRD c_latawere analyzed
Patients who achieved a CR and received quizartinib had prolonged relapse- AUaUSIL3, 2021 September 30 Baseline Demographic and Clinical Characteristics P = 0.0284) and allo-HCT in CR1 (HR, 0.424; 95% Cl, 0.301-0.597; P < 0.0001) as e i o 01 e Pl ) o o el S D Mot bt e T el emacpitccel
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free survival versus those treated with placebo (HR 0.61, 95% CI 0.44-0.85) Stratification factors Induction Consolidation Continuation - Patient baseli h ot Il bal d h favorable predictive factors for OS
Region: NA, EU, and Asia/oth (<2 cycles) (s4 cycles) (<36 cycles) atient baseline characteristics were well balanced among the Post-Allo-HCT Medical Conditions in Patients Receiving Allo-HCT
— Delayed relapse was experienced in patients who achieved a CR in the o N =, NG ASIATOTED . . . 3 cohorts (Table 1) . - . . S . o) 9
R ) L gl e ~\ _ _ _ . _ Figure 4. OS Analysis With Allo-HCT in CR1 as Time-Dependent Variable * Among patients who underwent protocol-specified allo-HCT, the most common
gp P P ,
guizartinib group versus the placebo group, with lower cumulative incidence of - Patient age: <60 years, S -+ The median age of patients with CR was similar to the median age of the overall ) e . . .
- > ; . . . HR (95% Cl) P value medical conditions that occurred during the allo-HCT period, were stomatitis,
relapse at 24 months (31% versus 43%, respectively) and at 36 months (34% 260 years VBT HIAE population, whereas patients who underwent allo-HCT in CR1 were generally ' S L :
; 15 , . WBCa: <40x109/L, 240x10%/L s days 1, 3, and 5 - ' Treatment —e—! 0.770 (0.609-0.973) 0.0284 pyrexia, diarrhea, nausea, cytomegalovirus infection, and rash (Table 3)
versus 45%, respectively) Daunorubicin :: Quizartinib younger (quizartinib vs placebo) I
idarubicin Quizartinib (30 x 2 wks . . . 1 . e : 0 . . .
/ _ \ el . In the overall population, 50% had a concomitant nucleophosmin 1 (NPM1 i . Table 3. Post-Allo-HCT Medical Conditions That Occurred in 210% of Patients in Either Arm AmOng
Figure 1. QUANTUM-First Primary Endpoint: OS . Ef'\{'vgh./r?'lggrfl\s/lid e dgfsngi)g “once daiy ) mutation, wheeegs patients with CR and those who underrfvvent aIIo-I(—ICT in)CRl é/llg, I:rC r-1rol)n i F—e— : 0.424 (0.301-0.597) < 0.0001 Patients Who Underwent Protocol-Specified Allo-HCT?
. : Quizartinib ; i 0 i i T T 1 T T izartinib (n=102)b Placeb =91)°c
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100 HR =0.776 + CENSORED f>3A) FLIEHIDEELE S Disease characteristics were as eXpeCted for a populatlon with neWIy dlagnosed agtratification factors include region, age, and WBC count at the time of diagnosis of AML. Post hoc analysis. Y St titi (%) 24 §23 5; 15 516 5;
(95% Cl= 0.615-0.979) requency Randomization FLT3-ITD AML who have a h|gh burden of aggressive disease Allo-HCT, allogeneic hematopoietic cell transplantation; AML, acute myeloid leukemia; CR1, first complete remission; HR, hazard ratio; OS, overall oma — : :
P = 0.0324 (2-sided)? + Patients begin 7+3 (1:1) cycle 1, day 7 (+3 survival; WBC, white blood cell. Pyrexia 15 (14.7) 7(7.7)
80 - ) chemotherapy during days) . e o . Diarrhea 13 (12.7) 7(7.7)
S P \_ Screening V. . Table 1. Baseline Characteristics of Specific Patient Cohorts Time-Dependent Effect of Allo-HCT in CR1 on OS, by Treatment Arm Nausea 12 (11.8) 14 (15.4)
g Quizartinib Cytarabine HIDAC ) Patients who | Patients who | Patients who _ _ _ Cytomegalovirus infection 12 (11.8) 5 (5.5)
£ 60 mOS: 31.9 mo Key end points? days 1-7 days 1,3, and 5 AI(I p%gg?;s achieved CRc | achieved CR | urhdgwenctm « Simon-Makuch plot, used to analyze time-dependent effect of allo-HCT in CR1 on Rash 12 (11.8) 5 (5.5)
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g %W - Primary end point: OS Daunorubicin Slacebo olaceho e =2 n=157)P OS, showed that patients achieving CR on quizartinib had longer OS regardless Vomiting 10 (9.8) 9(9.9)
e) . Nt or idarubicin . ; ; ; Hypertension 10 (9.8) 7(7.7)
o . Placebo® R Secondary end points: days 6-19 once daily Age of undergoing allo-HCT in CR1 or not (Figure 5 ype ,
e 40 mOS: 15.1 mo AmOS: 16.8 mo EFS, CR, CRc, CR/CRc with days 1-3 Median (range), years 56 (20-75) 55 (20-75) 56 (20-75) 51 (20-70) going (Fig ) Febrile neutropenia 9(8.8) 12 (13.2)
o} MRD- end of induction, safety Pla:ebo and/or :(638 years, n (g//o) g%g (28-?) %Zg (gg-g) ﬁg (28-2) 14116 (2763-19) ] - ] o ] ] Decreased appetite 3(2.9) 11 (12.1)
20 ° Exploratory end points: RFS, days 8-21 allo-HCT éO-ﬁﬁeierZ’rSn (n%()’/o) 81 (%_5 0)) 55 ((14 9)) 47 ((15 8)) 26 €16.6g Flgure 5' POSt HIOC AnalySIS for Patlen_t_s AChlEVlng. CR "IUStratlng the TIme-Dependent EffeCt on apPatients who underwent allo-HCT directly following protocol treatment with no intervening AML therapy (excluding conditioning regimens). For patients who g
’ : : : ' . derwent allo-HCT, updated medical hist llected, including clinically relevant medical conditions that had onset and resolution during the allo-HCT period,
DoCR \_ -/ \ ) 265 years, n (%) 135 (25.0) 90 (24.5) 70 (23.6) 15 (9.6) OS of Allo-HCT in CR1 According to Initial Randomization and any medical condition with onset during the allo-HCT period that was st ongoing on day 1 of the continuation phase. PIncluded 98 patients who underwent
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ouizartinib 208 255 216 195 170 Toz s B B 6 10 %o mE M b 2 B2 10 : 6 15.4) 54147 i (155) 21 (154 g - In the pivotal QUANTUM-First phase 3 trial, the addition of quizartinib provided a
Placebo 271 249 211 175 151 131 126 121 117 103 91 81 70 56 39 31 17 8 5 0 0 RESULTS Mutated NPM1, n (%) 282 (52.3) 235 (63.9) 195 (65.7) 101 (64.3) 2 4o i IFI) oful and _ IO oo 'f" _ q 03 P S with
| ) | | FLT3ITD/total FLT3 (VAF), n (%)% 2 clinically meaningful and statistically significant improvement in compared wit
oP value was calculated using a stratified log-rank tost. *Median follow-up time for both arms was 3.2 months. Patient Disposition Zg%;/to 525‘(’)@/ 192 Eas.eg 127 €34.5g 96 ((32.3)) 54 €34.4g 83 20 standard induction and consolidation therapy alone
, hazard ratio; m , meaian overall survival; , overall survival. > 5 o to S5 o 281 521 193 524 165 556 84 535 ) o ] ) L o o o = o .
- In QUANTUM-First, 539 patients were randomized to receive either quizartinib 2o 65 (12.1) 47(12.8) 36 (12.1) 19(12.1) 0 == Sz i alo #CT i CR1 — = Placebo wo alo HCT in CA1 Based on the post hoc analyses presented here: . .
’ p q aThree patients in the ITT set were randomized but not treated in each arm. PInclude protocol-specified allo-HCT and nonprotocol-specified allo-HCT | BN B RN B NN R R EEE RN R R S R R R N B R E—| - In pa.tlentS WhO underwent aIIO'HCT In CRl, Ionger SUFVIVal was Observed In
AIMS (n=268) or placebo (n=271) e s s P S e o o oo Sl 03 6 9 1215 15 2124 27 30 33 36 39 42 45 48 51 54 57 those treated with quizartinib versus placebo
Wi usi Yy ing. © | with u WI - Wi ItV Ing.
. i - Allo-HCT, all ic hematopoietic cell lantation; CR, let ission; CRe, it let ission; CR1, first let ission; Time from initial randomization (months — i - i i i
Median follow-up was 39 months ECOG, Eastern Cooperative Oncology Group, FLT3.ITD, FMS. ke tyrosin kinase 3-internl tandem auplication; IRC, independent roview No. at risk ( ) |”FE‘_SIO?Ctt'V€ ?f ;"QtECT_ pe;fo_rtr)ned in CRIl, |0bnger survival was observed in
. . ) . . ) . . 0 . .. 0 . committee; ITT, intent-to-treat; NPM1, nucleophosmin 1; VAF, variant allele frequency. Quizartinib w/ allo-HCTinCR1 0 6 63 76 72 72 70 69 67 63 57 50 42 34 29 22 14 3 1 pa lents treated wi qu|zar INID versus p acebo
* Here, we further investigate the impact of allo-HCT in CR1 and the interplay with A total of 147 patients (54.9%) on q_w_zartlnlb and 150 (55.4%) on plac_ebo achlgved Placebo w/allo-HCT in CR1L- 0 15 60 60 54 52 51 50 48 43 39 37 32 27 21 20 12 5 3 — lrres i f pre—allo- | ival b di
' 0 0 . : L. _ae : pective of pre—allo-HCT MRD status, longer survival was observed in
: . .. . : - CR, whereas 45 (16.8%) on quizartinib and 26 (9.6%) on placebo achieved CRi Quizartinib w/o allo-HCT in CR1> 147138 74 56 50 44 41 37 35 30 25 21 17 15 9 5 3 1 0 ; _ ) N
quizartinib treatment on clinical outcomes in patients with FLT3-ITD+ newly ’ q P Conditioning Regimen and Graft Characteristics Placebo wio allo-HCT in CRI> 150 134 69 53 44 33 31 30 30 25 22 17 14 10 7 4 2 1 0 patients treated with quizartinib versus placebo
- - - after induction : et : ] . ) e . :
dlagnosed AML treated in the QUANTUM-FlrSt StUdy ] ) . ) ¢ Patient characteristics at the time of allo-HCT were well balanced between the arms aPost hoc analysis using the Simon Makuch plot, which takes into account the timing of allo-HCT occurrence, meaning that once a patient undergoes — No new safety signals were identified in patients with allo-HCT
° M t f th tient nd r n || _HCT r n th r CRl allo-HCT, the patient switches from the w/o allo-HCT category to the w/ allo-HCT category. PW/o allo-HCT in CR1 refers to CR patients without allo-
0Sto € pa lents u e gOl g allo were | el (Table 2) HCT in the study or CR patients with allo-HCT outside CR1. Allo-HCT in CR1 means allo-HCT after CR1 without evidence of relapse by IRC
*  Among patients who achieved CR (quizartinib, n=147; placebo, n=150), 84 (57.1%) « Allo-HCT was performed in CR1 after a median time of 3.5 months in 84 patients %\?I(Sfflit:??glloogeneic hematapoietic cell ransplantation; AL, acute myeloid leukernia; CR1, fist complete remission; IRC, independent review REFERENCES
. « . . . . . - . . . commitiee; , overall survival.
METHODS on qwzartlnlb and 73 (48-7%) on placebo underwent allo-HCT in CR1 (Flgure 3) treated with qwzartlnlb and 3.3 months in 73 patients treated with plaCebO 1. Levis M. Hematology Am Soc Hematol Educ Program. 2013;2013:220-226; 2. Kottaridis PD, et al. Blood. 2001,98(6):1752-1759; 3. Schlenk RF, et al.
- After completion of allo-HCT in patients who achieved CR1 (quizartinib, n=84; - Patients predominantly received grafts from unrelated donors (49.7% overall; 47.6% Effect of Latest Pre—Allo-HCT FLT3-ITD MRD Status on OS, by Treatment Arm B 2 s - o2 RE, etal. Blood. 2005:106(10):3658-3065; 5. Zarrinkar PP, et al. Blood. 2009;114(14):2984-2992; 6. Erba HP, et
P p q _ e U al. Lancet. 2023;401(10388):1571-1583.
- The randomized, double-blind, placebo-controlled, phase 3 QUANTUM-First placebo, n=73), 61 (72.6%) on quizartinib and 36 (49.3%) on placebo started 3 for quizartinib and 5%.1% for placebo), followed by siblings (32.5% overall) and other «  Kaplan-Meier plot of OS in patients undergoing allo-HCT in CR1 by latest pre— ACKNOWLEDGMENT
(NCT02668653) study evaluated the novel, highly potent, and selective type | years of continuation therapy related donors (17.8% overall) allo-HCT FLT3-ITD MRD status (cutoff 10~4), showed longer OS with quizartinib
FLT3 inhibitor quizartinib with standard chemotherapy in patients with newly - Another 115 allo-HCTs were performed outside CR1 (quizartinib, n=60; placebo, * Most patients received matched grafts; 72.6% for quizartinib and 69.9% for placebo versus placebo irrespective of pre—allo-HCT MRD status, particularly in patients G A A A S AN A GRS I A SR
dlagnosed FLT3 ITD+ AML (Flgure 2) n_55) ° Perlpheral bIOOd WaS the majOr Source Of Stem Ce"S Wlth pre a”O HCT MRD+ StatUS (Flgure 6) Sankyo, Inc. Medical writing support was provided by Emily Cullinan, PhD, CMPP, and Francesca Balordi, PhD, CMPP, of The Lockwood Group (Stamford, CT, USA), in accordance with Good Publication
= - — = Practice (GPP 2022) guidelines, with funding by Daiichi Sankyo, Inc.

Presented at thellth Annual Meeting of the Society of Hematologic Oncology (SOHO 2023); September 6-9, 2023; Houston, Texas, USA.
This poster is an encore of the EHA 2023 oral presentation (Publication Number: S137). Richard.Schlenk@nct-heidelberg.de



	Slide 1

