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BACKGROUND METHODS

 Quizartinib and its pharmacologically active metabolite AC886 are potent and selective _ _ _ o ] ] ]
type Il FMS-like tyrosine kinase 3 (FLT3) inhibitors. Quizartinib was approved by FDA « MIDD evidence generation was underpinned by a parametric time-to-event (TTE) Table 2. Covariates and exposure metrics evaluated in the analyses

in 2024 for the treatment of patients with newly diagnosed FLT3-internal tandem analysis evaluating the effect of quizartinib and AC886 exposure on OS.
duplication (ITD)-positive acute myeloid leukemia (AML) based on the results of the

Covariates tested All treatment phases Continuation phase

« The primary analysis included data from all treatment phases: induction,

h linical trial QUANTUM-First (NCT02 ! e . . . - - - -
phase 3 clinica jma Qu- UM-First (NG O 068653) | o consolidation and continuation. To better understand the impact of the dose OO0 or 240 mfoBy e ime ot dlagnosis v v
* In QUANTUM-First, patients were randomized to receive 40 mg/day of quizartinib or escalation to 60 mg, an additional analysis was conducted using data from the L T5TD allelc ratio (3.25%. 26.50% or 501/ y y
placebo in combination with standard induction and consolidation chemotherapy. continuation phase only (Table 1) SUID ELAS [0 ($2910, 460010 QF St00)
Patients with blood count recovery entered the continuation phase to receive P y ' NPM1 mutation v v
quizartinib or placebo as monotherapy, starting at 30 mg/day and escalating to 60 mg « The evaluated exposure metrics (Table 2) were derived for quizartinib, AC886 and rcute Moslord Letkeria ovioqentic fick UL GRS Y y
after 15 days. Dose adjustments were based on concomitant administration of strong their sum based on a previously developed population PK model® s e e‘.‘ emia cytogenetic risk score ( )
cytochrome P450 3A (CYP3A) inhibitors and/or QT prolongation. Eastern Cooperative Oncology Group performance status v y
. . .  Covariates (Table 2) were tested on the baseline hazard using the stepwise (ECOG) score
* Model-informed drug development (MIDD) evidence supporting the adequacy of the _ _ _ _ 4 S Y y
dosing regimen evaluated in QUANTUM-First in terms of QT prolongation was covariate modeling (SCM) procedure with adaptive scope reduction®. The forward ex
generated by Vaddady et al°. selection and backward elimination p-values were 0.01 and 0.001, respectively. Race v y
OBJECT'VE - Empirical forest plots® were used to illustrate hazard ratios for OS in patient Age at baseline Y v
' ' . . v
- The aim of the present analysis was to provide supportive MIDD evidence for the (sjubg_rou;;s&s,obasedl onf the t]?]nal model. Parameters utn _c:ertfa;;ty was gtenerated by Body weight at baseline v
effectiveness of the dosing regimen evaluated in QUANTUM-First. rawing Samples from the variance-covariance matfix ot Ihe parameters. Haematopoietic stem cell transplantation (HSCT) before v
initiation of continuation treatment
v
CONCLUSIONS Table 1. Number of patients and OS events in the analysis data sets Treatment arm
« Overall survival (OS) was found to be related to quizartinib steady-state exposure in = Individual average concentration for quizartinib and AC886 on J
the induction phase. Number of patients y day 1 of the continuation phase

o ,CA;O r:?;ﬂ:;:) npgﬁggee a’:gennec.l was shown when evaluating OS from the start of the All treatment phases Exposure metrics evaluated All treatment phases  Continuation phase
* These results supported the benefit of achieving higher quizartinib exposure while Placebo 268 156 98.2 Daily average quizartinib area under the curve (AUC) up until
properly mitigating the risk of QT interval prolongation based on the observed QTcF Quizartinib 259 126 48.6 fime of eventicensoring or date of last dose, whichever Y
and concomitant use of strong CYP3A inhibitors. All 527 282 53.5
- - Steady-state daily quizartinib AUC following 40 mg/day in the v
Copies of this poster obtained through this QR code Consolidation phase induction phase (AUCss.ina)
and/or https://bit.ly/DSACoP16 are for personal use only and may Placebo 92 26 28.3 o VU S
not be reprOduced without written permiSSion of the authors. Quizartinib 116 25 21.6 continuation treatment dose up to the time of event/censoring v
All 207 51 24 6 or date of last dose, whichever occurred first (Cav,cont)

RESULTS

PRIMARY ANALYSIS CONDUCTED IN Figure 1. Percent of patients without an event Figure 4. Forest plots for the final model

ALL TREATMENT PHASES Exposure quartile 1st 2nd ® 3rd ® 4th Placebo
Ka I M . AUC AUCss,ind a. b_

» Kaplan-Meier (KM) curves for OS, f00% o :
stratified by exposure quartiles, oo % M . = -
iIndicated that patients with the highest N a8y e midt Y Placebo | A — | | 076[066-03

_ i o1 HH—HHH S e 47 years - : 0.7810.71-0.84 N _ |

daily average AUC had longer survival : (1 age uarie i the pacebo croun) | [ ] Daunorticn | upss-os
. . 25% A I :
compared to placebo and patients with Placebo | ,_ Age <60y || 075[063-093)
. 0% Age: 64 years : [r—— 1.25 [1 A7 - 136] Age >=60y - <65y | 0.73[0.63-0.92
|Ower drug exposure (Flgure 1). g 1000/2 ] T (3 age quartile in the placebo group) : Age >=65y [ i 0.76 [0.60-0.93
2 e I
§ — % R : Male ) I : { | 0.84 [0.72 - 0.97
» The exposure-response (ER) 2 S > i e I i
relationship between daily average AUC e b |8 | o e ': —i | ol os
and OS was confounded by (i) 5 > Quizatio, Age 56 years i B , .

NN . . . AUCss g = 1958 (hr*nginl.) | 0.87[0.81 - 0.96] Region: Asilnr Regions — 1 o7efoes-0s2
quizartinib accumulation over time, (ii) oo , (1 AUCsim quarti) ; e : ! Lo TRERE
escalation to 60 mg in the continuation % T | o AU o ~ 3354 (b |_| | 0.79 [0.69 - 0.93] syt — T 073[0eioss

- N median AUCgs jnd I I
phase, and (iii) the treatment phase o W - ( ’ i AMLCRS: emeinte - | | orrper-oss
effect observed in quizartinib PK, 5 AU =154 (ngim) | | | 0.70 [0.57 - 0.90] AHLERS: Hnior : S A G b
_ _ o _ 25% - & (3% AUCss.n quartile) | | | ECOG =0 ! 0.76 [0.65 - 0.95
wherein patients exhibited higher | £C0G - 1 | 072[063-090
i i 0% . . . : . ; : . . . t y T - ! {99 [0.79 1.
exposure (dose-normalized) during the ’ e 05 10 15 20 e | A T
. . ime after randomization in months (% FLT3-ITD: 26-50% | : : 0.80 [0.70 - 0.97
_Contln-uatlon phase C_omparfd to the Histograms of exposure metrics, colored by dose escalation during continuation phase and stratified by exposure metric Panel (a) shows the univariate forest plot of hazard ratios. The vertical black line represents the hazard ratio for a FLTSATD = 50% i 060[0.51-0.78
induction and consolidation™. and by analyte. typical patient in placebo arm in the analysis data set, aged 56 years. Panel (b) shows a subgroup analysis where Wild type NPM1 — | o 0.71[0.61-0.85
the vertical black line represents the reference hazard ratio of 1. Subgroups with less than 20 subjects in the ute 1 ' o 0.7810.66-0.95
 As shown in Figure 2, a large fraction of  Figure 2. Distribution of exposure metrics by dose escalation in the quizarini arm were excluced from panel (b). the dots and Wiiskors represent the median and the 85% Clof the o T o 5 %
] i ) ] ] azard ratio, respectively, displayed numerically as median [95% CI] on the right of each panel.
patients that entered the continuation continuation phase.
phase haqha daily average AUC larger - oo 50 sarconimsion | Pttt ncontusion 1t ot Table 3. Parameter estimates of the Figure 5. Visual predictive checks of OS for placebo or quizartinib-
tEanEtlge 4| quar:]lle, Ileadlng to a bias in - — final model treated patients in the continuation phase
the ER relationship. Instea
) 80
. T | _ .
overlapbplng dljt.nbUtls.nstOf A%[JC.SS"nd 601 . Parameter Unit Value RSE (%) a. Model without ER relationship between OS and Cay,cont
\r,:/;rzrﬁeflig/?hel r(])(frl]]tlrj']?j(; Eoinp?‘]r;r;ge or 40- § Baseline hazard year! 0.669 9.13 : Placebo average Lguizartinib Cav,cont < 300 ng/mL |average Quizartinib Cav,cont > 300 ng/mL
indicating that it is independent of the N S;r;ge;;shape year 0619 A
above confounding factors. Hence, § 0 - !
AUC_ss,ind was selected as the exposure " ﬁ\agzeacr)g baseline o 0.0988 I e T I S
metric for the model-based analysis. o . N | e i
* The placebo model was a TTE model ta Sope forfnear efict 9
with time-varying hazard according to a of quizartinib AUC, | | S
Gompertz distribution. Age was ) - i
identified as a statistically significant risk N . OFV TR
factor on the baseline hazard, with older . Condition number 77 2 - i
patients being at higher risk. When data 201 5
from the quizartinib arm were added to :
the mOdel, a linear ER relatiOnShip with 0 : P 5555 ; =555 500 o o506 ADDITIONAL ANALYSIS CONDUCTED 0 500 1000 1500 0 500 1000 1500 0 500 1000 1500
AU Css,ind was fOU nd (flnal model). The Percent of pgtients witho.ut an event versus timet coloreq by exposure quartiles anq st.ratified by exposure metric and |N THE CONTlNUATlON PHASE Time since first day in continuation phase (day)
model performed We" (Figure 3), analyte. Vertical bars indicate where one or multiple subjects have been censored in time. b. Model with ER relationship between OS and Cav,cont
- - * The exposure-OS relationship with — — .
hOW_eveI’, the Slope Wa§ aSSOC|ated W|th Figure 3 Visual predictive CheCkS Of prObablllty Of OS over tlme C d b = Placebo av?rageL?EJJzanlnlb Cav,cont < 300 ng/mL|average QU|zallrt|n1|_b Cav,cont = 300 ng/mL
relatively large uncertainty (RSE 37.2%). av.cont Was Not expected to be | | . | L
The parameter estimates of the final Placebo Quizartinib AUCss ind < 3384 hr*ng/mL | Quizartinib AUCss ind > 3384 hr'ng/mL impacted by the aforementioned
model are presented in Table 3. confounding factors because subjects %0 - i
* Age was identified as a statistically 0 - i In the continuation phase are close to . oy I . -
significant risk factor on the baseline steady state. ] S - . i
hazard, with older patients being at o I * Quizartinib Caycont Was not found to be §
higher risk. Univariate forest plots 9 5 statistically significant. However visual ‘0 - !
predicted a median (95% CI) HR of S o predictive checks of the resulting model
. 40 T — . .
0.790 (0.690-0.933) at the median REEEELa showed underprediction of OS at . I
AUCg ing compared to placebo higher exposure levels (Figure 5a). A
(Figure 4a). 7] I model assuming an ER relationship
o Empirical forest plots of the hazard with Cav,cont better described the 0 500 1000 1500 0 500 1000 1500 0 500 1000 1500

. | | | | I I | | I | | I I Ti i first day i tinuati h d
ratio (H R) showed that the drug effect 0 500 1000 1500 0 500 1000 1500 0 500 1000 1500 observed data’ SuggeStmg a trend of me sinee st day in continuation phase (day)
was Comparable across various Time (day) Ionger SUWIVal Wlth hlgher qU|zart|n|b The plots are stratified according to treatment arm and to daily average quizartinib concentration from the first continuation

. . The plots are stratified according to treatment arm and to AUCss,ind levels below or equal and above the median AUCss ing. i treatment dose up to the time of event (Cav,cont) levels below or equal and above the average Cav,cont. The solid and dashed
patlent SUbg roups (Flgure 4b) The solid and dashed blue lines represent the Kaplan-Meier point estimate and 95% CI, based on observed data. The exposure (Flgure 5b) blue lines represent the Kaplan-Meier point estimate and 95% CI, based on observed data. The shaded areas represent the

shaded areas represent the 95% CI of the Kaplan-Meier point estimate, based on 200 replicate simulations. 95% CI of the Kaplan-Meier point estimate, based on 200 replicate simulations.
ACKNOWLEDGEMENTS REFERENCES
Thi k d bv Daiichi Sank | Medical writi ded by Christing P fraak 1. Erba et al. The Lancet. 2023;401(10388):1571-1583. 4. Svensson RJ, Jonsson EN. CPT Pharmacometrics Syst Pharmacol. 2022;11(9):1210-1222.
Is work was sponsored by Daiichi Sankyo, Inc. Medical writing support was provided by Christina Pentafragka, 2. Vaddady et al. Clin Trans| Sci. 2024:17(11):e70065. 5. Jonsson EN, Nyberg J. CPT Pharmacometrics Syst Pharmacol. 2024 May:13(5):743-758.
PhD, of Pharmetheus AB, Sweden, in accordance with Good Publication Practice (GPP 2022) guidelines. 3 Vaddad i i .
’ ; ; : y et al. Clin Transl Sci. 2024;17(12).

Presented at ACoP16, 18-21 October 2025; Aurora, Colorado, USA


https://bit.ly/DSACoP16

