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Table 6. Predicted A QTcF at Geometric Mean of Quizartinib C_, on Cycle 1, Day 15

and Gorresponding AG886 Concentrations at T__ of Quizartinib Following Quizartinib

Table 1. Summary of Patient Characteristics for C-QT Analysis
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survival in | Mea_n (SD) 75.8(16.4) 2 Obtained from noncompartmental analysis results of Study 2689-CL-2004.
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Table 2. Concentration-QTcF Base Structural Model Building Process

Data and Software
e Data were obtained from a phase 2 study (2689-CL-2004; ClinicalTrials.gov,

Sex === Male ++ Female

The lines represent smoothing splines fit to the data.

Reference
Model

Model VOF A VOF AIC A AIC PValue

Description

Upper panels show pretreatment QTcF and lower panels show post-treatment QTcF.

NICT01 3?15668) ef\/ggjatircljg6’g\e s%ejty an? efIicac?t);] of Iquiza;lt/inil]i) wi;ch " ] Baseline 5760.488 | NA 5705488 | NA NA NA
planned doses o an mg/a In patients with relapsea/retractory 2 Baseline + quizartinib |5589.763 |—179.725 |5619.763 |-175.725 |Model 1 6.95E-39 : : : e —
with FLT3-ITD mutations 3 Baseline + ACG8 =667.805 1=107.663 15607 805 197683 TModei 1 16.14E22 Figure 2. Pretreatment QTcF and QTcP vs Sampling Clock Time Within Each Decile Bin
. . . . Baseline + (quizartinib 450 450 ]
e Quizartinib doses of 30 or 60 mg were administered once daily for 4 +AC886) 5592.625 |-176.863 |5622.625 |-172.863 |Model 1 2.91E-38 4451 , 5]
continuous 28-day cycles. Patients were instructed to take quizartinib on : Baseline + quizartini +[ o oo | _op 0a3 0768 |20 Vodel 2  6OF = 2‘3‘2 E 1‘3“5’
an empty stomach at least 1 hour before or 2 hours after a meal in the AC886 (2 slopes) 0903, s 0997 —22.083 ode 60E-05 g gg = gg
morning. Increases or reductions in quizartinib dose might have occurred as AC886, compound code for active metabolite of quizartinib; A AIC, difference in Akaike information criteria values between the 2 %g 40 % 420 ]
specified by the study pI’OtOCO| guidelines for dose modification models under comparison; NA, not applicable; QTcF, QT interval corrected using Fridericia’s formula; A VOF, difference in the value of S M5 S 4151
objective function between the 2 models under comparison. é 410 S 410
e Serial triplicate centrally reviewed electrocardiograms, together with time- 3 2‘8(5) g 18(5)
matched PK samples, were collected over 24 hours following a single dose Table 3. Evaluation of Functional Forms and Distributions for Interindividual and 0 4 8 12 16 20 2 0 4 8 12 16 20 24

on cycle 1, day 1 and at steady state on cycle 1, day 15

e NONMEM 7.3 (ICON) was used for concentration-QT (C-QT) modeling
analysis, and R software was used for statistical analysis and plotting

Residual Variability in the Base Structural Concentration-QTcF Model
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The lines represent smoothing splines fit to the median X and Y values within each X bin. The horizontal bars along the x-axis represent the minumum and maximum
values for each X bin. The vertical bars represent the 90% confidence intervals for the mean of Y values within each X bin.
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e Nonlinear mixed-effect modeling was applied, including the evaluation g E\;‘L‘_’?mo”a' Eormal | morma: morma: gggig?g by Race 9 prors),
of base structural models with linear and nonlinear functions, RR interval Ve 09" TIOTTa oA orma : s s
: : e . , . D Additive Normal Log-normal Normal 5568.788 500 |
correction method (ie, Fridericia or population corrections), potential — 2 50 2
hvst s trend. circadi Avih " d del ; E Additive Log-normal Log-normal Normal 5569.525 - -
YS .ereslls rend, circadian rnythm correction, and modael parameter F Proportional Log-normal Log-normal Normal 55355.277 }Cé 4501 %450'
distribution G Proportional Log-normal Normal Normal 5549.533 S & .
e Extensive covariate modeling was performed on predefined covariates, AC886, compound code for active metabolite of quizartinib; IIV, interindividual variability; QTcF, QT interval corrected using Fridericia’s ;% i g .

formula; RV, residual variability; VOF, value of objective function.
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baseline QTcF (QTc corrected by Fridericia's formula), patient demographics
(sex, age, body weight, race), low electrolyte (Ca, K, Mg) levels, and
concomitant use of QT prolonging agents

550 - Non-Whites + Non-Whites

Table 4. Parameter Estimates of Final Concentration-QTcF Model (Including
Quizartinib and AC886 Concentrations as Descriptors)

500 1

e Model-predicted QTcF was determined for the observed quizartinib
concentrations

450 -
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BASE: proportional shift of non-white patients on baseline QTcF |—-0.0411 31.3 ' '
Fixed time effect for 1st decile of clock time, ms 0.342 738 . . .. . . ]
e The analysis included 868 time-matched mean QTc and concentration Fixed time effect for 2nd decile of clock time, ms 2.87 72.7 Figure 4. Scazterplot of A QTcF vs Quizartinib Goncentrations, With Model-Predicted
measurements from 73 patients (Table 1) Fixed time effect for 3rd decile of clock time, ms 0 Fixed Mean and 90% ClI Overlaid, Based on the Final QTcF Model
_ _ , Fixed time effect for 4th decile of clock time, ms 3.42 63.6 120 <X : 1201
e The population correction method produced a QT interval more Fixed time effect for 5th decile of clock time, ms 5.80 39.2 R I - o el X,fx
independent from RR duration than Fridericia correction (Figure 1). Fixed fime effect for 6th decile of clock time. ms %7 206 | NE NA S 6 & S 6
: : : : : : = 40 = 40
quever, QTcF was Chosen. N .the prlmary analysis because dOS.e Fixed time effect for 7th decile of clock time, ms 6.49 42 .4 S 2 - ;‘o :
adjustment and safety monitoring during the study were done with QTcF Fixed time effect for 8th decile of clock time, ms 6.69 33.7 g0 g 0
and per the guidance from the recent scientific white paper.? The analysis Fixed time effect for 9th decile of clock time, ms 6.89 31.5 g ﬁg 5 3 E ‘
was repeated with population-corrected QT data Fixed time effect for 10th decile of clock time, ms 5.26 52.4 -60 L 6 | S
o - _ PSLP: slope for observed quizartinib concentration, ms/(ng/mL) |0.0383 147 |0.0226 SD [46.5 D2 i Conenatonogiml. O o o o
e Circadian variation was observed. Because the QTc data covered a portion MSLP: slope for observed AC886 concentration, ms/(ng/mL) 0.00256 491 |0.0584 SD [32.0 [Dwemg 0 B30 ka9 Dose,mg ©+00 s+ 20 o030 xxke) 90
of the 24-hour time sSpan (mOStIy OCCUI’ring between 8:00 am and 5:00 PM), Residual varlablllty 8 58E-04 12.7 293 %CV |NA The solid Iineandshadeld Zegion repre;eni\tche model-predicted meana:d90%cort1)ﬁdenceinterval of the mean,
. . . . respectively (assuming that AC886 concentration is 50% of quizartinib concentration).
a fixed time effect model was used to correct the baseline with respect to Minimum value of objective function = 5537.157 rE q .

circadian rhythm (Figure 2)?

AC886, compound code for active metabolite of quizartinib; %CV, coefficient of variation expressed as a percentage; NA, not
applicable; NE, not estimated; QTcF, QT interval corrected using Fridericia’s formula; %RSE, relative standard error expressed as a

e Emax function of C-QTc produced a similar or better fit than linear function percentage. c O \ c L U s | 0 \ s
but had poor precision of parameter estimates. Therefore, linear function
was chosen for the final model Table 5. Parameter Estimates of Alternative Final Concentration-QTcF Model  This analysis suggests concentration-dependent QTc prolongation with

e There was significant improvement in the model fitting with inclusion of quizartinib
both quizartinib and AC886 concentrations (Table 2), which was in

agreement with the preclinical finding that both were active in affecting

(Including Quizartinib Concentration Alone as Descriptor)

e Results support the clinical recommendation of dose reduction in patients
receiving strong cytochrome P450 3A inhibitors, for whom quizartinib
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e An alternative model using quizartinib concentration alone as a predictor
(Table 4 vs Table 5) or using QTcP data (not shown) provided similar results

Ca, calcium; ECG, electrocardiogram; Emax, maximum effect; K, potassium; Mg, magnesium PK, pharmacokinetic.
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