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Supplemental data

Supplemental Figure 1. Flowchart patient inclusions in pharmacokinetic analysis and exposure-

response analysis

Patient with venetoclax therapeutic drug monitoring

(N=151)
Exclusion of patients with missing data
__________________ >| for PK analysis (venetoclax administered
v dose, dosing time and administration time)

Patient included in Pharmacokinetics (PK) analysis

(N=123; 280 plasma samples)

__________________ > Exclusion of non AML-patients
A\ 4
Patient with Acute Myeloid Leukemia (AML)
(N=79) Exclusion of AML patients not assessable
for Exposure-Toxicity analysis:

- No available evaluation of blast
clearance (N=11)

_____________ > - - Evaluation of blast clearance
v after 2 months of venetoclax
treatment (N=17)
AML patients included in Exposure-Toxicity analysis - Medullar blast >5% after the first

(N=29) month of venetoclax (N=22)




Supplemental Table 1: Characteristics of patients with plasmatic venetoclax concentration

available for the pharmacokinetic analysis.

Characteristic N=123

Sex, N(%)

Women 42 (34.1%)

Unknown 2

Unknown 12

Acute Lymphoblastic Leukemia 7 (5.7%)

Chronic Lymphocytic Leukemia 11 (8.9%)

Mulitple Myeloma 10 (8.1%)

Myéloid Sarcoma 1 (0.8%)

Regimen, N (%)

V_CD20 inhibitor 15 (12.2%)

V_daratumumab 2 (1.6%)

V_hypomethylating agent 83 (67.5%)

V_ivosidenib 1 (0.8%)

V_midostaurin 1 (0.8%)

V_proteasome inhibitor 9 (7.3%)

ddi with strong CYPA inducer, N (%) 11 (8.9%)



Supplemental Table 2. Pharmacokinetics analysis:

parameters of the population pharmacokinetic model

Estimated values of pharmacokinetic

Parameters Typical Value Relative Standard error (%)
Ka -Day! 3.73 Fixed
CL/F -L/day 204 11
V¢/F -L 132 14
Effect of strong CYP3A inhibitor on 0.223 11
CL

Effect of strong CYP3A inducer on 2.89 19
CL

BSV Vc/F-% 85.9 15
BSV CL/F-% 76.4 9
10V CL/F-% 30.2 16
Proportional residual error 19.26 19

BSV : between subject variability; IOV : intra-occasion variability.

Supplemental Figure 2. Pharmacokinetics analysis: Graphical validation of population

pharmacokinetic model: correlation between observed and individual predicted concentrations

(left panel, R>=0.985) ; and individual relative prediction error according to individual predicted

concentrations (right panel, R>=0.044).
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