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BACKGROUND

« Optimal fludarabine dosing based on population pharmacokinetic analysis (popPK) can predict outcomes in
patients undergoing myeloablative conditioning prior to hematopoietic stem cell transplantation

* There is no popPK tailored for patients receiving fludarabine as part of lymphodepleting regimen before chimeric
antigen receptor T (CAR-T).

AIM AND OBJECTIVES

« To develop a specific PopPK model of fludarabine in patients undergoing CAR-T cell therapy.

MATERIALS AND METHODS

* Prospective study, patients with r/r LBCL receiving CAR-T

therapy with axi-cel or tisa-cel at our institution, between
January 2021 and July 2022.
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mixed-effects analysis (NONMEM).
RESULTS
Table 1. Baseline characteristics of the patients included in * Bodly size, as represented by actual body weight (ABW) with allometric
the population pharmacokinetic model (n=56) scaling, was a significant predictor of all pharmacokinetic parameters.
. « CAR-T construct and estimated glomerular filtration rate (eGFR) also
Overall population (n=56) .. C e
Sex; n = male (%) 33 (59) showed statistical significance for clearance (CL).
Age (range) 59 (23 - 82) « CL was differentiated into a non-renal (4.4 = 1.2% L/h/70 kg and 3.9 *
Weight (kg) 0.95% L/h/70 kg for axi-cel and tisa-cel, respectively) and renal
Mean (SD) 79.6(12.9) (1.7+1.0%x(eGFR)x(ABW/70)%75 L/h/70 kg) component
Median (range) 82.5(52-101)
Body mass index (kg/m?) Populaton precicid logarihm versus conceniratons logar ol predites logan ons ogan
Mean (SD) 25.2(3.5) ndividua precictd logarm verus concentrations logaritm
Median (range) 25.3(18 - 36.2)
CAR-T construct; n = number (%)
Axi-cel 38 (68)
Tisa-cel 18 (32)
Histological diagnosis; n (%)
Diffuse large B-cell lymphoma 30 (54
Transformed from indolent lymphoma 20 (36 e : :
High-grade B-cell lymphoma 3(5) A o
Other* 3 (5)
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Serum Albumin (g/dL)
Median (range) 4 (2.7 -4.8)
Outpatient 52 (93) C D
Inpatient 4(7) Fig. 1 Goodness-of-fit plots for the final model. (A) Observed vs population-predicted logarithm concentrations. (B)
Renal Function [eGFR: mL/min/1.73 m?] Observed vs individual-predicted logarithm concentrations. (C) Conditional weighted residuals (CWRES) vs
ean (range 9090421391 populaton ogatm precictons (D) Conditon weigted st CRES) s e (1) So lckie i e
logarithm
CONCLUSIONS

« Actual body weight, estimated glomerular filtration rate and type of CAR-T are important predictors of fludarabine pharmacokinetics.
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