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_ _ _ _ _ _ R ES U LTS _ _ _ Table 1: Summary of SUF and ZOL SL simulations results
This work develops a novel in vitro to in vivo extrapolation (IVIVE) method for the Table 1 summarizes the key outcomes from the simulation :
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Collected clinical PK data for SUF and ZOL following intravenous (IV), oral (PO) and SL Time (h) Time (h) A A A T S A N ey ey wary way wary sary sary. ey e N PRV TR RT TRT "ETTRT TRT TRT IR
administration from literature 3 4.5.6.7. Figure 2: Mean in vitro dissolution measurements for Dsuvia (A) and Compartment Compartment Tongue-bottom Epithelium Thickness (um) Tongue-bottom Epithelium Thickness (um)
Edluar (B) DPs over a course of 24 hours (n = 4; error bars = standard Figure 4: Predicted compartmental absorption in the oral cavity and the different gastrointestinal 608 Ghe B 813 192 1307 107 1707 20e7 222 588 586 80, 933 11e2 1302 1802 17e2 2062 24e2
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Developed in GastroPlus® v9.9 (Simulation Plus Inc., Research Triangle Park, North Carolina, A Dsuvia - 30 B Ediuar - 10m Oral Residence Time (Hold Time) (min) Oral Residence Time (Hold Time) (min)
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e B e - The integration of in vitro dissolution measurements with PBPK models enabled reasonable prediction of PK
0‘9 - dataeo &° profiles after SL administration, establishing an IVIVE methodology for oral cavity DPs. FUNDING
Regl‘)‘%j)igi:{‘;‘;‘ge‘tgtan D, > | « Clinical Significance: This approach will help formulators explore excipient impact on in vitro dissolution The project was funded by a contract from the U.S. Food and Drug Administration (Contract #
—> o Qaliva ) : - " : : : : . : 75F40120C00150).
B v and critical biopharmaceutical parameters potentially affecting in vivo PK performance to accelerate the > 2 o
O i S _ _ _ Disclaimer: The views expressed here do not reflect official policies of the U.S. FDA or the Department
trepor T e development of both innovator and generic oral cavity DPs. of Health and Human Services, nor does any mention of trade names imply endorsement by the U.S.

IV PK data PO PK data Sublingual PK Clinical Prediction ] ] . _ . . . . Government.

i IRl s R RO Fa 10 and F% characterized  Future Applications: Extension to other sublingual/buccal formulations and integration with regulatory :

Figure 1: Modeling strategy: OCCAT IVIVE workflow science initiatives for enhanced drug development efficiency. /./‘ _/(é U.S. FOOD & DRUG
SimulationsPlus UHSP %%%m ABMINISTRATION



https://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/022328Orig1s000MedR.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/022328Orig1s000MedR.pdf

	Slide 1

