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BACKGROUND PHARMACOKINETIC MODEL DEVELOPMENT

5-fluorouracil (5-FU), in combination with its biomodulator

) : Estimate (95% CI
leucovorin, remains a fundamental component of many o) s Parameter . . (95% ) .
efficacious chemotherapy regimens for patients with solid ) Q I\ " >-Fluorouracil Racemic Leucovorin L-Leucovorin
tumours. CL (L/h) 83.3(79.1 - 87.4) 1.36 (1.26 — 1.47) 16.4 (16.4 — 16.4)
[Conc]
D h | il dard CL V, (L) 15.9 (14.1 - 17.7) 4.58 (2.74 - 6.42) 9.36 (9.34 — 9.38)
to sica Incompatibilit ISsues standar

ue Py omp y . oS ) ! V. (L) 4.70 (2.66 — 6.73) 8.11 (6.84 — 9.37) 1.49 (1.49 — 1.50)
administration schedules involve sequential administration A
of leucovorin, followed by 5-FU. 0 Q (L/h) 72.2 (3.86 — 141) 7.55 (5.65 — 9.44) 1.73 (1.71-1.75)
Simultaneous administration of 5-FU and leucovorin is Abbreviations: CL, clearance; V., volume of distribution of the central compartment; V,, volume of distribution of the peripheral compartment;

. M . Io . . .
expected to enhance anti-tumour effect. Q, intercompartmental clearance; Ao, elimination compartment;

Data describing 5-FU and leucovorin pharmacokinetics were extracted from the literature and

Deflexifol™ has been developed as an all-in-one injectable characterised using pharmacokinetic modelling.

reformulation of 5-FU and leucovorin at physiological pH,

using HPBCD to maximise the clinical activity and safety Pharmacokinetics of 5-FU, racemic leucovorin and L-leucovorin were best described by two-compartment
profile of 5-FU [1]. models, with first-order elimination from the central component.
Deflexifol™ is currently in clinical development. Standard diagnostic plots indicated uniform distribution and a lack of bias.

Objective: To examine the comparative pharmacokinetics
of 5-FU, racemic leucovorin and L-leucovorin (active PHARMACOKINETIC MODEL VALIDATION
enantiomer) after administration of US/EU and AU standard

treatment regimens, and Deflexifol™.
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Simulations indicated that exposure of the active . . -
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fold greater for Deflexifol™ compared to the standard e (L) IS expecte.d to have an equivalent or
infusion and standard bolus regimens, respectively. Racemic Leucovorin longer period of concurrent 5-FU and
AUC,..... (mg.h/L) 506 36.5 209 leucovorn exposure, compared to
This work provides preliminary evidence to support the AUC, 11 (Mg.h/L) 420 34.3 209 standard treatment.
enhanced duration and extent of leucovorin exposure with T (h 46.9 582 46.9 . . .
PR . el . sy ' ' ' For L-leucovorin, synergistic action
Deflexifol™ treatment. Based on this, it is anticipated that ] : ynerg .
. N . . . L-Leucovorin of 5-FU and leucovorin is predicted
Deflexifol™ treatment would maximise clinical activity and i
) AUC,, (Mg.h/L) 21.1 1.52 9.84 to occur over 46.7 h for Deflexifol™,
enhance anti-tumour effect when compared to current .
: AUC., ..., (mg.h/L) 4.70 0.995 9.84 compared with 3.42 h and 1.76 h for
treatment regimens. P . .
I (h 40 176 46.7 standard infusional and Dbolus
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