External validation of a population pharmacokinetic model of adalimumab in patients
DOCTOR PESET with hidradenitis suppurativa

V Hospitalde Maises Karine Rodriguez-Fernandez !, E Gras-Colomer?, M Climente-Marti 34, V Mangas-Sanjuan >, M Merino-Sanjuan 1>

! Department of Pharmacy and Pharmaceutical Technology and Parasitology, University of Valencia. Valencia, Spain. 2 Department of Pharmacy, Hospital Manises of Valencia, Spain. 3 Department of Pharmacy, University
Hospital Doctor Peset of Valencia, Spain. “Foundation for the Promotion of Healthcare and Biomedical Research in the Valencian Community (FISABIO), Valencia, Spain. > Interuniversity Research Institute for Molecular
Recognition and Technological Development, Polytechnic University of Valencia-University of Valencia. Valencia, Spain.

OBJECTIVES " Based on the uncertainty of the individual estimates obtained from the final population PK model, a

simulation-based analysis (Figure 8) was conducted to evaluate the probability of having therapeutic ADA

Hidradenitis suppurativa (HS) is a chronic skin disease characterized by the presence of inflammatory concentrations (8.42-12.6 mg/L) [2] for each patient in the next treatment cycle using the most prescribed
nodules, in intertriginous areas, that can progress to abscesses and fistulas. The medical treatment is ADA schedules (40 mg every 7, 10, 12 or 14 days).
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A prospective, multicenter (national), observational, post-authorization follow-up study of clinical practice
was conducted from November 2017 to April 2021 in two public hospitals in Valencia, Spain: Dr. Peset
University Hospital and Manises Hospital. Patients were diagnosed with HS, were following treatment
subcutaneous 40/80 mg ADA and were in steady state (Tables 1-2). A summary of the modelling workflow
is presented in Figure 1.
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Table 2. Summary of the demographic and biochemical characteristics of the patients
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population PK model, a re-estimation of the parameters was conducted (Figures 5-6). The comparison of
both population PK model is summarized in Table 3. : Patient 31 _ Patient 32 __ Patient 33
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Figure 2. Prediction-corrected visual predictive check from 1000 Figure 3. Individual predicted vs the Figure 4. Distribution of the individual ﬁ 76 9% 15.9% 4!% 13,;'0 § g 73.5% 28.2% 4.7% 08B ﬁ 10% 38.8% 71.2% 68.1%
simulated data sets using the population pharmacokinetic observed concentrations of ADA in clearance values of HS patients using 40mg/7d  40mgM10d  40mg/12d  40mg/14d a0mg/7d  40mgfiod  40mgH2d  40mgit4d 40mg/7d  40mg/10d  40mg/12d  40mg/14d
parameters from reference model [2]. patients with HS. the published population PK model [2].
Figure 8. Boxplot of 1000 simulated plasma ADA trough concentration using the final population PK model in patients with HS at
Re-estimation of the popPK steady-.st.ate confiltlon.s. The red dotted lines r.epresent the therapeutic range of ADA [2]. The red numbers represent the patient'’s
parameters probability of being within the ADA therapeutic range.
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model. I characterize the absorption and disposition processes of ADA in patients after subcutaneous administration.
CL/F % CV 53 8 12.9 The re-estimation approach using the structural PK definition as previously published for ADA in HS patients
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