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Frequency and severity of potential drug
interactions in a cohort of HIV-infected patients
|dentified through a Multidisciplinary team

Included patients.
1259

Patients taking other
drugs: 881/1259 (70,0%)

Patients with drug
interactions: 563/1259
(44,7%)

Patients with severe
41/1259 (3,3%)
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HIV CLINICAL TRIALS

Molas E, et al. HIV Clin Trials 2018;19:1-7




Scenarios for DDIs in Clinical Practice
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HIV-infected

Aging, polypharmacy & DDIs
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Mean number of AANCC

0-78 113 133 156
Number of participants

187 129 100 59

1-93 076 075 111 103 151

58

197 129 84 66 41
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BN EEC

Mo comedication
1 comedication
2 comedication
3 comedications
4 or more
comedications

Hasse B, et al. Clin Inf Dis. 2011:1130-1139.

Schouten J, et al. Clin Infect Dis. 2014;59:1787-97
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Co-medications in the Swiss Cohort Study

Prospective study of 1,497 PLWHIV scheduled for a SHCS follow up visit once from
2008-2009, to compare the use of co-medication according to age <50 versus 250 years

Therapeutic drug classes used in PLWHIV aged <50 versus 250 years?
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Proportion of drugs that are substrates
for major CYP enzymes
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Chemsex in MSM; HIV+
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m Chemsex B GHB Mephedrone Metamphetamine ™ Ketamine ™ EDAs
Daskaopaoulou M, et al. Lancet 2014
@ Pufall EL, et al. CROI 2016
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Recreational drugs. Metabolic pathways

Methamphe Erectile
Mephedrone . P Cocaine dysfunction
- tamine
agents

Metabolic Esterases
B - CYP2D6 CYP2D6 CYP2D6 CYP2D6 10% CYP3A4 CYP3A4 CYP3A4
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CYP450 enzyme ICqy(HM) 1A2 | 2B6 | 2C8 | 2C9 | 2C19 /| 2D6\ 3A

COBI >25 2.8 30 | =25 >25 9.2 |} 0.2 Crax = 2.2 uM

RTV >25 2.9 55 | 44 =25 281 0.2 Chax = 1.2 uM
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Management of DDIs in the Clinic

Proactive attitude

Identify all drugs taken by the patient

Centralized medication history

Review the therapeutic regimen

Promote interdisciplinary communication

Skills on electronic resources to identify DDIs

Electronic prescribing systems / databases on DDIs




Co-meds and potential for DDIs

Highest potential Moderate potential Low potential
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Atorvastatin, Rosuvastatin Pitavastatin

Risperidone Olanzapine
Diazepam, Zolpidem Lorazepam, Temazepam

Trazodone, Mirtazapine Escitalopram, Venlafaxine
Beclometasone

Tamsulosine Finasteride

Molas E, et al. HIV Clin Trials 2018;19:1-7




ART and potential for DDIs

Highest potential Moderate potential Low potential

Boosted PI Rilpivirine Raltegravir
Perpetrators — enzyme & transporters Victim of enzymatic Victim of few induction &
inhibition induction/inhibition. Absorption absorption interactions

Victims — absorption (ATV); induction

EVG/cobi Maraviroc NRTIs
Perpetrator — enzyme & transporters Victim of enzymatic Victims of few transporter-
inhibition induction/inhibition mediated interactions

Victim — absorption (ATV); induction
<«—— TAF vs TDF

Efavirenz, Nevirapine, Etravirine Dolutegravir

Perpetrators — enzyme & transporters Victim of few induction & absorption interactions

induction Perpetrator of few interactions (transporter
inhibition)

www.hiv-druginteractions.org




Spanish ART 3er Farmaco Comentarios?
guidelines
Jan 2018

INI DTG/ABC/3TC s con HLA-B"5701 positivo
DTG+FTC/TAF
RAL+FTC/TAF RAL puede administrarse indistintamente como 1 comprimido de 400 mg

cada 12 horas, 0 2 comprimido:

 de 600 mg (nueva formulacion) cada 24

INI EVG/c/FTC/TAF Mayor potencial de interacciones que ofras pautas basadas en INI
IP potenciado DRV/c/FTC/TAF* 0 F‘uethmdemm ﬁemmmmd&mmﬁammv&da
ITINN RPV/FTC/TAF* No indicado en pacientes con CVP >100.000 copias/mL

Puede considerarse de eleccion en pacientes con GVP <100.000 copias/mL

Healizar previamente un estudio genotipico que descarte mutaciones de
resistencia a ITINN

Contraindicado si se utilizan inhibidores de la bomba de protones

Se debe tomar siempre con una comida
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Scenarios for DDIs in Clinical Practice
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Pepcid

Complete. '
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Self-prescribed / OTC
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Integrase inhibitors quelation

Mg / Al Ca Fe Multivitaminas
Binding of
integrase inhibitor AUC 74% 39% 54% 33%
DTG Cmax 72% 37% 57% 35%
Cmin 39% 56% 32%
AUC v 45%

EVG Cmax ¥ 41%

Cmin V 47%

AUC 49% 55%
RAL Cmax 44% 52%
Cmin 63% 32%
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Effect of metal-cation antacids on the pharmacokinetics
of 1200 mg raltegravir

100000 =

Concentration { nM)

1200 mg QD RAL alone

Krishna R et al. J Pharm Pharmacol 2016;68:1359-65.

—&— 3x tablets calcium carbonate antacid #1200 mg RAL

&

concomitantly

20 mL magnesium/aluminium hydroxide antacid given

12 hr after 1200 mg RAL

— 3 tablets calcium carbonate antacid given 12 hr after

1200 mg RAL
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Time (hr)

JPP
|ournal of Pharmacy
And Pharmacology

GMR
Calcium Calcium Mg/Al
5 carbonate carbonate antacid 12h
concomitantly 12h after after RAL
RAL
Crnax 0.26 0.98 0.86
AUCo.24 0.28 0.90 0.86
Cy 0.52 0.43 0.42
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Rilpivirine & Gastric pH
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Famotidine 4 hours after TMC278

Omeprazole was the most prescribed drug in 2016 in Catalonia
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Crauwels H, et al. AIDS Rev 2013;15:87-101.




Summary / Considerations

- Drug interactions with ART are frequent in clinical practice.....

... but not all them are equally relevant

— It is important to consider the DDI potential (and relevance) of each drug
... antiretrovirals and co-meds

... influence in ART choice

- The DDI potential may vary among different scenarios

... one recommendation may not fit all situations
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Thank you




