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OBJECTIVE AND METHODS

The aim of the present work was to systematically review

Moderate sensitive substrates (2 < AUC ratios < 5)

Twenty-eight drugs were found to be moderate sensitive
substrates (2 < AUC ratios < 5), with approximately 70% of
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Table 1. Clinical DDIs with AUC ratios = 5 (for inhibition) or
< 0.2 (for induction)
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ritonavir, which is not a NME

CONCLUSIONS

= CYP3A was confirmed to be a major contributor to
clinically significant DDIs involving NMEs as victims or
perpetrators.

Transporter-based DDIs represented about 50% of all
observed interactions, although most of these were
weak-to-moderate.

= Among drugs with large changes in exposure (> 5-fold),

Respiratory agents (7%) m CYP1A2 (2%)

Other enzymes (7%)

Figure 1. Therapeutic classes of inhibition DDIs with AUC ratios > 5, NMEs as substrates

= CYP3A played a major role in clinically significant DDls,
involved in 2/3 of DDIs with AUC ratios > 5 (Figure 2).
Interestingly, 75% of the sensitive CYP3A substrates were
also substrates of P-gp.

Figure 4. Mechanisms of inhibition DDIs with AUC ratios > 1.25, NMEs as inhibitors
(N=46 DDIs)

NMEs as Inducers

= |nvitro, 24 NMEs induced CYP3A, while 15 and eight NMEs
induced CYP2B6 and CYP1A1, respectively. .

In vivo, only seven NMEs showed clinically relevant
induction. One drug (lumacaftor) was identified as a strong
inducer of CYP3A (Table 1) and two drugs (dabrafenib and

B CYP3A (and other enzymes or transporters) (69%)

B CYP1A2 (13%) n

CYP2C8 (6%)

= CYP2D6 (6%) eslicarbazepine acetate) moderately induced CYP3A. antivirals and oncology drugs were the. most
- OATPIB1/3 (6% o _ _ _ represented therapeutic classes, suggesting a
* The majority (60%) of induction DDIs were mediated by significant risk of clinical DDIs in these patient

CYP3A. populations.

Figure 2. Mechanisms of inhibition DDIs with AUC ratios > 5, NMEs as substrates (N=16 DDlIs)
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