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Pharmacokinetics of AC220 and 1ts Active Metabolite AC886, a FLT-3 Inhibitor, Following Sequential Oral Dose Escalation to Patients

with Relapsed or Refractory Acute Myeloid Leukemia (AIML)
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* The p value < 0.05 may be due to the intersubject variability in this data set
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Purpose: Results: C.... of AC220 Versus AC220 Dose in Human Subjects Following Oral Administration of AC220 on Days 1and 8 Summary Statistics for the Assessment of Dose Proportionality of AC220 and AC886 in
PK of AC220: PK of AC886: Human Subjects on Days 1 and 8 Following Escalating AC220 Oral Doses
AC220, a FLT-3 inhibitor, is being investigated for the freatment of  AC220 was fairly rapidly absorbed with median T, values ranging AY . DAre .
Acute Myeloid Leukemia (AML). The objective of this study was to  from 100 to 500 hours. AC220 C,,, and AUC, increased in a AC220 demonstrated fairly rapid absorption with Day 1 median T, values ranging from 200 to ~ Metabolite AC886 was readily measurable in plasma with median T__, values ranging from 4.00 tfo Cmax Dose Normalized C, Croo Dose Normalized C, ’
investigate the safety, tolerability, pharmacokinetics, and proportional manner as AC220 dose increases. AC220 median C,.,, 500 hours (Figure 1 and Table 1. The median C,,, increased from 23.2 (16.9-29.4) to 849 238 hours (Figure 2 and Table 2). Day 1 median AC886 C, ., increased from 3.88 (3.37-4.39) to 189 20001 . ° 4000 : ST S—— . P-value . P-value P-value
pharmacodynamics of AC220 and its active metabolite AC886  values increased from 23.2 (16.9- 29.4) to 849 (635-1220) ng/mL on (635-1220) ng/mL and the AUC,, ,, increased from 411 (312-5T1) fo 12900 (?030-20500) ngeh/mL  (62.0-278) ng/mL and the AUC,, ,, increased from 69.9 (51.6-88.)) fo 3310 (1240-4900) ngeh/mL as £ 500! 2 . = s : " = 112 o . : .
following once daily escalating oral dosing to patients with relapsed  Day 1and from 88.5 (54.9-122) to 3660 (886-3790) ng/mL on Day as the AC220 dose was increased from 12 to 450 mg. the AC220 dose was increased from 12 to 450 mg. 2 R T = — 2 £ slalite b AC220
or tfreatment-refractory AML. 8 for 12 to 450 mg dose. Corresponding AUC 4, increased from £ 1000/ 25 op-t & 2000 25 ot Day 1
411 (312-5T11) to 12900 (9030-20500) ngeh/mL on Day 1 and from AC220 T, did not change with repeated dosing (Figure 1and Table 1). Day 8 median C,, values ~ Day 8 AC886 median C,, values increased from 19.6 (19.5-19.7) to 849 (535-1220) ng/mL and the S 550 é ?i» 5 S 500 é % i Crex  1980(01615) 1657102303 <00001 2581(34.33) -4284109446 04550 03667
Methods: 1630 (1120-2140) to 58600 (17700-64300) ngeh/mL on Day 8. increased from 88.5 (54.9-122) to 3660 (886-3790) ng/mL and median AUC,, ,, values increased ~ mean AUC ., values increased from 434 (417-45]) to 10600 (7450-19700) ngeh/mL as the Q [ — N g __ s '_‘1°5: AUCony  33412277) 2889103792 <O00001 4130 (4796) -9180101001 09317 00807
) Metabolite AC886 was readily measurable in plasma and its C__, from 1630 (1120-2140) to 58600 (17700-64300) ngeh/mL as the AC220 dose was increased  AC220 dose was increased from12 to 450 mg. Median accumulation factor (AR) of AC886 olat¥ L “°* 0l ol#d - R Day 8
This was a phase | open-label, sequential dose escalation and AUC, ,, increased proportionally as a function of AC220 dose. from 12 to 450 mg. The median accumulation factor (AR) of AC220 ranged from 168 to 6.77  ranged from 3.05 fo 8.59 across all dose levels (Table 2). AUC, ,, values of AC886 on Days 1and 0 50 100 150 200 250 300 350 400 450 500 0 50 100 150 200 250 300 350 400 450 500 0 50 100 150 200 250 300 350 400 450 500 0 50 100 150 200 250 300 350 400 450 500 Cowe  6.645(06540) 5348107942 <00001 6475(1256) -188.610 3176 05086 0.3667
study investigating the safety, fole rébili‘ry oharmacokinetics (PK) AUC 5, values of ACB86 were typically ~ 4-fold lower than the across all dose levels (Table 7). 8 were ~ 4-fold lower than the corresponding values for AC220 (Compare Tables 1and 2). AC220 Dose, mg AC220 Dose, mg AC220 Dose, mg AC220 Dose, mg AUCpsy  1203(1205) 9605101446 <00001 720.8(2350) -4008105450 07603 0.6680
and pharmacodynamics of’ AC220 V\;h on administered d ail>; corresponding values for AC220. Both AC220 and AC886 displayed AC220
: : moderate accumulation following repeated daily dosing of Both the linear regression and ANOVA models indicate that AC220 exposure on Days Tand 8 is  The exposure of AC886 (C...., and AUC, ,,) appeared to be proportional to AC220 doses at 12 fo Day 1
to patients with relapsed or refractory AML. AC220 was ) ) : . ) : 024
. . : AC220 for 8 days with median accumulation factors (AR) of dose proportional over the range of 12 to 450 mg AC220 (Table 3 and Figures 2 and 3). 450 mg AC220 (Table 3 and Figures 4 and 5). Cose 04046 (01003) 020391006053 00001 2884 (2092) -138110 7150 01813 01553
administered at daily doses ranging from 12 to 450 mg for
14 days followed by a 14-day rest in each 28-day cycle. Two 3.8 for AC220 and 4.8 for AC386. AUCpoy  7198(1996) 320610119 00006  6195(4242) 2291101468 01494 0.362
groups of patients received AC220 for 28 days in each 28- ) Day 8
day Cycle at 200 and 300 mg doses. Plasma samples were Conclusions: Table 1 Table 2 Flgure 3 Crnox 1317 (0.2633) 07874101.847 <0.0001 M3.2(5132) 992010 216.5 0.0322* 0.2331
AUCon 2796(5588) 1672103921 <00001 1969 (1089)  -2228104161 00769 05525

analyzed for AC220 and its active metabolite, AC886,
using a validated HPLC-MS/MS assay. Individual plasma PK
parameters were estimated using standard non-compartmental
methods. Dose proportionality was assessed using the linear

model and ANOVA model.

AC220 and its active metabolite, AC886, exhibited favorable PK in
humans with systemic exposure that supports once daily dosing.
AC220 was fairly rapidly absorbed, and was dose proportional.
AC886 was rapidly produced and measurable in plasma following
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A. Study

A phase | open-label, sequential dose escalation study
investigating the safety, tolerability, pharmacokinetics,
and pharmacodynamics of AC220 in patients with relapsed or

D. PK Analysis

Plasma PK parameters (C.... T e and AUC,_ ) of AC220 and its
active metabolite, AC886, were determined using WinNonlin

Professional 5.2.1 (Pharsight Corp., Mountain View, CA).
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achieved (i.e.: no difference between dose groups; (p = 0.05)), then
dose proportionality was assumed.

AR - Accumulation Factor calculated from ratio of Day 8 mean AUC 4, ,,/Day 1 AUC; 5,
CD - Continuous Dosing (28-days on cycle)
ID - Intermittent Dosing (14-day on and 14-day off cycle)
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