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PBA-PK modeling and simulation strategy. Figure 1: PBA-PK model simulated plasma profiles of apixaban: A) 5 mg IV; B) 1 . ?p ’ o
mg oral solution, C) 2.5 mg IR tablet, D) 5 mg IR tablet. Pink dots: observed Figure 2 PSA for apixaban IR tablet for: A) Cy,,, B) AUC, ... Red
values; Blue line: 90% probability; Green Band: 90% confidence interval doted lines represent 0.8-1.25 range.
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Figure 3: PBA-PK model simulated plasma profiles of rivaroxaban: A) 1 mg IV; B) Figure 4: PSA for rivaroxaban IR tablet for: A) C__, B) AUC,...
e Compartmental PK models were used to describe drug 5 mg oral solution, C) 10 mg IR tablet, D) 20 mg IR tablet. Pink dots: observed Red doted lines represent 0.8-1.25 range.
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60 mg. Apixaban Rivaroxaban Edoxaban . . .

. , e No sianificant /Among tested formulation factors, particle sm}
PSA were carried out to explore to what extent the - <137.2 % 757 —124.3 % 9 ft and density are the most relevant formulation
absorption and PK of NOACs is affected due to variation in adi> _ efyect . . .

: - ] : Particle No significant o No significant properties for apixaban and rivaroxaban.

four selected formulation specific properties which are R effect No significant effect effect
expected to affect dissolution of API. The formulation Darticle No significant  None of the studied parameters are influential for
properties evaluated are: particle radius, particle radius By < 188.17% 56.7—158.5% effect edoxaban absorption and PK.
standard deviation (SD), particle density, and particle shape : . .

(SD), p Y P P Particle No sianificant No sianificant  Our results suggest that changes in formulation
factor. <h o significan No significant effect o significan . . .

s effect 0 signijicant €jjec effect will affect absorption and PK of Rivaroxaban >>

* A formulation parameter was considered to have significant Factor _ _ | Apixaban >> Edoxaban. /
effect on the absorption and PK of NOACs if changes in either Tablte'. P(:)rctehntcrange;OArS écema.:’r'f ngrlgizg;fo;?hu'at'?n faCto;S reqllj”fd ©© | Acknowledgement

\AUCO or C were not Wlthln the I|m|ts Of 0.8 —=1.25 fOld con al_n 0 max M Q-0 VYI n 00 € reference tormuiation This study was funded by the FDA Office of Generic Drugs (Grant # U01FD005210). The
-00 max y y y (baseline). SD: Standard Deviation content of this publication does not necessarily reflect the views or policies of the FDA.

I U.S. FOOD & DRUG

ADMINISTRATION

UF College of Pharmacy
UNIVERSITY of FLORIDA



