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Potential toxicities

based on its average total exposure of <20% and peak exposure <5%
compared to parent DHE

* Each gepant weakly inhibits transporter proteins such as OAT1B1 and OAT1B3,
among others

* There are no data demonstrating that DHE is a potential substrate of transporter
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Potential CYP3A4 inhibition/induction from or on gepants?*

¢ All 3 available gepants are principally metabolized in the liver and are
sensitive substrates of CYP3A4, which suggests gepant
pharmacokinetics could potentially be influenced by
inhibitors/inducers of CYP3A4 (Table 1)

proteins, though clinically relevant interactions are theoretically unlikely when
administered nasally
« Data are lacking on the potential for DHE-mediated inhibition of drug
transporter proteins, but it is reportedly a weak inhibitor of P-gp, OCT2, MATE1,
and MATE2 in vitro
* Any relevant DDIs can be excluded based on current guidelines:
— Hypothetical maximum DHE concentration in the Gl tract (20 uM) is <10x
higher than the in vitro ICso for Gl transporters, and the maximum unbound
concentration (0.30 nM) is <1/10 the in vitro ICso
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Anatomic and mechanistic considerations for INP104 in relation to

potential DDIs

» While first-pass metabolism may limit the bioavailability of orally DHE
administered drugs, since INP104 is nasally administered, it bypasses
gastrointestinal (Gl) and hepatic first-pass metabolism. This may also
limit the potential for local DDIs in the gut to occur (Figure 3)?3-%6

(A) Schematic of the potential metabolic and subsequent therapeutic consequences following CYP3A4
inhibition or induction, from a parent drug (direct inhibition/induction) or a drug metabolite
(metabolism-dependent inhibition/induction). (B) General depiction of what may occur following
substrate-substrate competition for CYP3A4, depending on the relative affinity of the substrate for
CYP3A4 and its characteristics.




