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INTRODUCTION AND OBJECTIVE
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(1) Burst release by letrozole diffusion after
injection with dissolved Iletrozole. Also, 7
superficial letrozole is released.

(2) Gradual release by polymer matrix
hydrolitic erosion. Autocatalysis by carboxylic
chain-ends leads to faster hydrolisis in the
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(':] Receptor dimerization polymeric matrix create a passage for drug to
be released by diffusion and erosion. Letrozole 1
in the inside is released until the treatment
period ends (4). 0
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Higher doses of drug —— important to control in vivo behavior (avoid
dose dumping + adequate plasma levels along the dosing period)
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IVIVC
» [etrozole: aromatase inhibitor (first line treatment for '« [Letrozole LAI: polymeric long-acting injectable alternative
hormone-dependent breast cancer in post-menopausal ! (being developed)
woimernn) i - - ) : :
'« Improved adherence to treatment Objective: to develop a population PK model to characterize the
» Marketed as oral tablets : i :
'« Reduced interindividual variability clinical release performance of the letrozole LAI formulation as a step
» Non-adherence / premature discontinuation: higher disease : to further try to establish an IVIVC.
progression risk ' » Increased bioavailability - J

STUDY DESIGN AND METHODOLOGY
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Data analysis: ea ost- emara
y Tneritgga?_lsatl C}rl;l, 2.5 mg
« NONMEM 7.4 women
(n = 49)
e PsN 5.3 Letrozole LAI
* R statistical software m?hLDgsTg
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Treatment Washout Treatment
Daily, 14 days Single dose
RESULTS
LETROZOLE ORAL ADMINISTRATION LETROZOLE LAI IM ADMINISTRATION
» 16-20 samples / volunteer « 19-37 samples / volunteer
- Relative bioavailability I1V: negligible - 3 absorption processes:
* [IV ranged from 35% to 55% o 1 zero-order + 2 first order
Dose: 2.5 mg / daily (oral) Dose: 50 mg / single-dose (IM) Dose: 100 mg / single-dose (IM)
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CONCLUSIONS
K,i=0.37h D. =4d Kis=0.13x10* h'!
F, = 2%-23% e 179 - 949 ALAG;=181d The nlme approach was successfully [1] Subramani, R. et al. (2017).
0o~ (0]
2 Fs=4%-60% applied to clinical pharmacokinetic data [2] SEOM clinical guidelines in advanced and recurrent
obtained after intramuscular administration breast cancer (2018).
| : : [3] Vademecum Letrozole.
1 of the Ietrozol§ LAI formulation, allowing 4] Yusufov, M. et al. (2021)
) L the characterization of the letrozole 5] Chaudhary, K. et al. (2019).
absorption process. [6] Bao, Q. et al. (2022).
— 1 . . -
Al A(13 922h6 e This constitutes a further step to potentially [7] Mast, M. et al. (2021).
1 ] ] ] i i
establish an IVIVC with previously [ e, W, @ all, (@)
CL (1, = 46 h) obtained in vitro dissolution data. Email - acastineiras@rovi.es
Website: http://rovi.es ; http://unav.edu/psp
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