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* The 1-compartment PK model was used to generate steady-state trough plasma
concentrations (C, ) from daily dosing of a simulated population of 230 individuals.
Based on the simulated data the median, mean, geometric mean, and lower end of the
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* Preclinical toxicology and safety pharmacology data supported initial clinical assessment ocardiogrd Py Follow-up Visit 150 mg (n=6) 1.5 h post-dose 84.79 [n=0] 14.13] 67:43-100.45 CV% geometric mean 29.41 4513
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Values are presented to 2 decimal places.
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Study Objectives

RESULTS
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* Pre-dose samples were used as negative controls for each post-dose time point to

obtain percent inhibition of basophil stimulation

aSamples from patients receiving the 830 mg dose were compromised during shipment for analysis and therefore the data are not
included in this analysis.

"This timepoint was eliminated and replaced with a 6-hour evaluation for all future dosing.

Extrapolation of PK to Daily Dosing

Cl: confidence interval; C . steady-state trough plasma concentration; CV: coefficient of variation

trough”

CONCLUSIONS

e To assess the Safety and to|erabi|ity of ME-4(01 after Sing|e ascending oral doses In ¢ Following Siﬂg'E oral doses of ME-401, inhibition of basophil activation was observed for

' e A total of 15 volunt led all dose levels with the exception of the 10 mg dose at 0.5 hours post-dose. Inhibition * Data from the phase ‘1 PK analysis were modeled using non-parametric superposition . . . . . . .
healthy subjects o otal 0 voiunteers were enrofie approaching 90% was achieF:/ed ~t the B0 mggdose ovel at 4 and% hours post-dose (Figure 3) to predict the steady-state PK estimates following dosing of the intended » ME-401 is an orally bioavailable molecule that exhibits a linear increase in exposure, over
 To assess the pharmacokinetics (PK) of ME-401 e All planned dose levels were completed (Table 2) therapeutic regimen of daily oral dosing the tested 10-150 mg dose range

* To assess the pharmacodynamics (PD) of ME-401

Study Population
* Healthy males, 18-635 years of age

* One subject experienced 2 treatment-emergent adverse events (TEAEs) that were

considered drug-related: pain and headache, graded as mild, after dosing with 60 mg
ME-401

* Figure 2 depicts inhibition of basophil activation as a function of drug plasma
concentration across all samples. Based on the E__ model that was fitted to the data,
the 30% effective concentration (EC,.) was determined to be 5 ng/mL (S nM])

* The modeling and simulation predicted that daily dosing of 60 mg would maintain plasma
levels above the established EC_,

Figure 3. Simulated Steady-State Plasma Concentration-Time Profiles for
ME-401 Following Daily Oral Administration of 30, 60, and 90 mg Capsules

* The half-life supports once-daily dosing

* ME-401 1s well tolerated when administered to healthy volunteers as a single oral dose
up to 150 mg

* Daily dosing of ME-401 >60 mg Iis expected to afford trough plasma levels that lie above

Methodology Pharmacokinetic Analysis the EC,,, on the plateau of the effectiveness/dose-response curve
* Open label, single dose * The mean PK parameters for subjects receiving each of the tested doses are included a0
» Enrolled 3 sequential groups: A (n=3), B (n=8), C (n=6) in Table 1 Figure 2. % Inhibition of Basophil Activation as a Function of ME-401 Plasma
= ME-401 demonstrated linear pharmacokinetics over the dose range evaluated (Figure ' :
» Dose levels of 10, 30, 60, 90, and 150 mg . Prarmact Ve J° BVE (Figure 1) Concentration NEXT STEPS: PATIENT TRIAL TO INITIATE
= A shorter half-life was observed in subjects administered the 10 mg single dose In i
* Blood samples collected to measure: Group A. This is likely due to plasma levels that were below the limit of quantification 150 a - IN FIRST HALF OF 2016
= Plasma concentrations of ME-401 over a 48-hour period (BAL) and were obtained from the terminal time points utilized in the half-life ] T —— 5omg
) . . — L > 20- . _ . .
Effect of treatment on a PD mar*ke_r for PISKd inhibition: basophll activation asses_sed estimation = » ME-401 is expected to enter a phase 1b study for the treatment of B-cell malignancies
via measurement of CDB3 SXpression by flow cytometry, following ex vivo stimulation Z in the first half of 2016, with a starting dose of 60 mg. The 60 mg dose was chosen
with an anti-FCeR1 monoclonal antibody _ E based on PK/PD measurements and models, which demonstrate trough plasma values
* The clinical study was conducted using the Translational Pharmaceutics® platform = & above the EC_,
= Collected PK/PD data immediately after each dose fzf LE = Preclinical toxicology data support a maximum recommended starting dose of 150 mg
= Real-time decision making and manufacturing between dose groups Table 1. Geometric Mean (Geometric CV%) PK Parameters for All Groups § E 10+ per day in cancer patient trials
and Doses Tested Z o 1wl - - - - -
Assessment of CDB3 as an Activation Marker 8 * The trial will mclgde patients with rglapsed/refr‘actory chronic lymphocytic leukemia,
| | o | | | 8 : small lymphocytic lymphoma, or follicular lymphoma
* The cell surface marker CDB3 Is a basophil activation marker directly linked to basophil - . . . . . .
degranulation? PK Parameter c * The trial is anticipated to include 42-84 patients at approximately 10 sites
* Inhibition of PI3Kd is reported to inhibit FceR1 signaling in peripheral blood basophils, Trnax,” D [5_81g_01 [5_81801 [5_8180] [3_8;80] H_S_'S_O] = 0 : I e s . i
measured by reduction in CDB3 expression after stimulation by anti-FceR1 antibody 61 . 020 - e :’j ® PK/PDData
. . L Crae NG/ML o o oo - ° 2 : i
» Effect of ME-401 treatment was assessed using the Flow CAST® Basophil Activation A (8.9%) (66.8%] (32.2%] [44.1%) (55.2%] E ux Model ML References
Test, which measures CDB3 expression after ex vivo stimulation of basophils with anti- N /L 18.2 77.3 162 299 654 e ECq, 1. Ortiz-Maldonado V, et al. The biology behind PI3K inhibition in chronic lymphocytic leukaemia.
FCe:R1 antibody (Oest MY (70.5%) (90.1%) (32.6%) (36.6%) (61.8%) Ther Adv Hematol. 2016;6(1):25-36.
_ _ _ _ _ o 549 117 534 466 939 Simulation of 60 mg Dosed Da"y to Lar‘ger‘ Population 2. Zydelig® (idelalisib) [prescribing information]. Foster City, CA: Gilead Sciences, Inc.; 2014.
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stimulation with anti-FceR1 antlbody] and [% posItive cells without StImU|8t|0n], from a 0O 10 20 30 40 o0 * PK models were fitted to the individual data observed from the 60 mg dose level phosphatidylinositol 3-kinase delta (PI3K delta) inhibitor with ex-vivo activity in hematologic
: blood | Toh 9.362 29.229 27.775 27.560 28.094 [Grgup = phase 1 Study]_ 1- 2-. and S_Compartment models were tested and all malignancies. Am Soc Hematol. 2012 Poster #2907.
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Inhibition (%) = 100 x (1 - basophil activation post-dose/basophil activation pre-dose)

AUC: area under the concentration-time curve; G__ : maximum plasma concentration; T, ,: plasma half-life; T__ : time to maximum
plasma concentration.
*Median (range).

EC,=2 ng/mL (3 nM])

however, fitted the terminal phase well enough to estimate trough levels from daily
dosing

http://goo.gl/sSzx/




