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compared to HS for targeted oncology drugs*. The small molecule oncology drugs
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altered CYP expression caused by tumor-associated

inflammation has been considered as one of the Fig 1. Flow diagram for inclusion and exclusion of oral small-molecule drugs in oncology Fig 2. Identified 33 orally dosed small molecule oncology drugs out of 129 drugs approved by
physiological differences between HS and PC, the FDA from 1999 to 2022, with high-quality extractable PK data. Among these, 15, 14, and 4
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Factors that are important to PK difference between HS and PC
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Small molecule oral oncology drugs were compiled based f
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on new drug applications approved from 1999 to 2022. !
L Fig 3. Impact of fraction metabolized by CYP3A4 (f,, ) on CL ratio (HS/PC): Of Fig 4. Impact of unbound fraction in plasma (f, ,) on CL ratio (HS/PC): Of the 33 Fig 5. Impact of fraction excreted unchanged in urine (f¢) on CL ratio (HS/PC):

PK param e_ter d_ata, Sp_eC|flcaIIy drug Cleara_n(_:e (C L), for the 33 orally dosed small molecule oncology drugs iden’tﬁ;{gé/?%l are CYP3A4 substrates, drugs identified, drugs with the greater f,, , show a rend of lower CL in PC compared to  f. is available for 27 of the 33 drugs identified. Drugs with greater f, show a trend of
PC were primarily obtained from US prescribing and 29 drugs have available dedicated clinical DDI studies with strong CYP3A4 inhibitor. HS. lower CL in PC compared to HS.
information. while PK data for HS were obtained from Drugs with greater f,, cyp3as Show a trend of lower CL in PC compared to HS.
clinical studies reviewed in FDA new drug applications. Factors that are less important Conclusions
When information on clinical studies was unavailable, P
other health authority documents, such as the EMA A
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comparisons between HS and PC. We included drugs for ; which may be due to the changes in plasma protein levels (higher AGG and lower
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drugs without directly reported CL data, CL is derived by F 1o 7 Imoact of permeability OnP;’L"‘r‘:f’;"(l“_";';Z;‘_"‘;Z’rmeabi”ty . Drugs with greater f, show a trend of lower CL in PC relative to HS, likely due to
calculating from available AUC and dose data. Fig 6. Impact of absolute bioavailability (F) on CL ratio (HS/PC): F is 32 of the 33 drugs identified. The absence of a clear trend in the data indicates the decreased renal function commonly observed in PC.
avallqblg for 18 of the 33 drugs |der_1t|f|ed. The_absence of a clear trend in the that permeability may not explain the PK difference between PC and HS +  While the positive trends are evident, the low R2 value may suggest that other
data indicates that F may not explain the PK difference between PC and HS. ' factors beyond f., cypsas: fup, @andfeare also influencing the PK difference between
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