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FARMACOL OGICAS

Luc ia Corti has Villaz on
Farmac éutica de Area
Area Sanitaria VIII
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Interaccion Medicamentosa

Se define como cualquier interferencia
modificadora de la respuesta biologica
a un medicamento, ya sea originada
por agentes enddgenos o exdgenos

Una interaccion  medicamentosa  puede

ocasionar un mayor efecto farmacologico, una '.|.'
disminucion de la efectividad terapéutica o un

aumento de la toxicidad.
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EL LIBRO GORDO: STOCKLEY
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TIPOS DE INTERACCIONES:

Farmacocinéticas y Farmacodinamicas

Transporte Efecto
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Absorcidn AT Distribuciin SistEma
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TIPOS DE INTERACCIONES:
Farmacocinéticas y Farmacodinamicas

Figura 1. Esquema de los procesos farmacocinéticos
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INTERACCIONES FARMACOCINETICAS

Absorcion

Distribucion
Metabolismo
Excrecion
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Didanosina

{Bicarbonato sodico

W[etraciclinas J
Ketoconazol
ltraconazol

Glibenclamida
Glipizida
Tolbutamida

Antiacidos
Anti H2

Antiacidos con magnesio

[Cefpodoxima proxetilo ]

[Antlamdos ] Cefuroxima axetilo
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WV motilidad Gl

ANTICOLINERGICO enlentecen la absorciéon de paracetamol
sin afectar la cantidad absorbida

Antidepresivos triciclicos
Difenhidramina
Prometazina

(I EVAIRERS

RETRASAN vaciamiento g astrico
reducen la biodisponibilidad de  levodopa un 50%
digoxina y penicilinas degradacion por acido

WV concentraciones plasmaticas de  clorpromazina

A motilidad Gl

PROCINETICOS disminuye absorcion farmacos poco solubles
como nitrofurantoina y digoxina o riboflavina .
aceleran la absorcion de numerosos farmacos
generalmente sin afectar la cantidad absorbida
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INSOLUBLES

(Tetraciclinas

Derivados G Quinolonas
Fe, Al, Cay Mg Bifosfonatos

\Penicilamina )

ﬁntiinﬂamatorios\

— Digoxina
Colestiramina G Diuréticos
Colestipol

Tetraciclinas
Hipolipemiantes

\B-Bloqueantes  /

éloroquina )

Digoxina
Carbén activo G Indometacina
[Caolin ] Procainamida
Quinidina
Q/Ietotrexato /
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Amoxicilina ‘

Cefalexina

Dabigatran

Extracelular

Nifedipino Potencia la absorcion

Amilorida Reduce la BD

/rifampicina, hierba San Juan, carbamazepina \
M activ glucoproteina P, U concentracion

amiodarona, quinidina, verapamilo
inhiben activ glucoproteina P, 11 concentracion
reducir dosis dabtigatran 150 mg/24h

ketoconazol, itraconazol, ciclosporina, tacrolimus
\CONTRAINDICADOS
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[Antibic’)ticos J’ [Sulfasalazina}

Eritromicina
Tetraciclinas ’ [Digoxina ]

Otros antibidticos AE

[Antibic’)ticos ] 0 [Estrc’)genos ]
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2. Distribucion

Organo efector

Keceptores 0
Fluido extracelular i

Albdmina E:-"" Farmaco libre

ma

Areas de lunién t—} alma 0 r‘u
los fanpacos

Entrada del primer Entrada del segundo
farmaco en el sistema farmaco en el sistema
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FENOBARBITAL
FENITOINA

RIFAMPICINA
SUSTRATO + INDUCTOR CARBAMAZEPINA

(medicamento 1) (medicamento 2) TABACO

l ALCOHOL

A la sintesis de un enzima
se incrementa el metabolismo

l ¥ SUSTRATO

V¥ efecto farmacoldgico
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CIMETIDINA

VERAPAMILO

KETOCONAZOL
SUSTRATO + INHIBIDOR FLUCONAZOL

(medicamento 1) (medicamento 2) FLUVOXAMINA
l FLUOXETINA

ERITROMICINA
COTRIMOXAZOL

W la actividad de una enzima
se reduce el aclaramiento hepatico

l A SUSTRATO

A efecto farmacoldégico
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Fig.2: Citocromo P-450 .,

grupo heme

hojas-heta

CITOCROMO P-450

Grupo de hemoproteinas
localizadas en la membrana del
reticulo endoplasmico de los
hepatocitos vy de otras celulas

(tracto GlI, pulm on)

Funcion
Metabolismo de sustancias
enddgenas
Detoxificacion de
sustancias exdgenas

alfa-helice
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CYP1A2

CYP2C9/10

CYP2C19

CYP2D6

CYP3A4

SUSTRATO

Teofilina, paracetamol, imipramina,
fluvoxamina, etinilestradiol, verapamilo,
tacrina, tamoxifeno

Fenitoina, tolbutamida, diazepam

Diazepam, omeprazol, clopidogrel

Amitriptilina, imipramina, fluvoxamina,
paroxetina, fluoxetina, venlafaxina,
mianserina, risperidona, codeina,
dextrometorfano, carvedilol, metoprolol,
propranolol, timolol, flecainida, tioridazina

Alpra, mida, tria, diazepam, sildenafilo,
sertralina,eritro, claritromicina,
lidocaina, teofilina, carbamazepina,
warfarina, estrogenos, ciclosporing,
antagonistas calcio

INDUCTOR

Omeprazol,
fenitoina, alcohol,
fenobarbital, tabaco

Fenobarbital,
rifampicina

Rifampicina,
hierba de San Juan

Carbamazepina

Carbamazepina,
oxcarbamazepina,
fenitoina,
rifampicina,
corticoides

CITOCROMO P-450

INHIBIDOR

Cipro, enoxacino,
eritromicina,
cimetidina, fluvoxamina

Fluconazol, fluoxetina,
fluvoxamina, sertralina

Omeprazol,
cimetidina, fluoxet,
paroxet, fluvox,
sertralina, ketoconazol

Quinidina, haloperidol,
cimetidina,

fluoxetina, paroxetina,
fluvoxamina, sertralina

Eritro, claritromicina,
cipro, eritom, fluco,
keto, itraconazol,
cimetidina, diltiazem,
verapamilo, quinidina,
fluoxetina,
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Como eran pocos farmacos...
ahora tambien el POMELO

Antagonistas del Ca B-blogueantes

Lovastatina Indinavir
Simvastatina Saquinavir
Atorvastatina
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Con secrecion tubular

Acidos
Acetazolamida
Acetilsahicihco
Bumetanida
Cefalosporinas
Clorpropamida
Espironolactona
Etacrinico
Fenilbutazona
Fenabarhital
Furosemida
Indometazina
Metotrexato
Nalidixico
Nitrofurantoina
Oxifenbutazona
Penicilinas
Probenecida
Salicilico
Sulfamidas
Sulfinpirazona

Hises
Amitriptilina
Anfetaminas
Cloroguina
Desimipramina
Dopamina
Etambutol
Fenfluramima
Histamina
Imipramina
Meperidina
Metilnicotinamida
Morfina
Nortriptilina
Frocaina
Procamamida
Quinidina
Quining
Tetraetilamonio
Tiamina

4. Excrecion

Filtracion Secrecion
glomerular  tubular

Filtracian
lai it

. Competitividad  Caompetitividad. Alteracion del
Interacciones i
prara union [ framsorie pH urinaria

a prateinas Elaiilel

2. Con reabsorcion pasiva tubular

Acidos débiles pK Bases débiles

Acebutolol
Anfetamina
Antidepresivos
triciclicos
Atenolol
Efedrina
Fenciclidina
Mexiletina
Quinina
Tocainida

Fenobarbital 7.2
Salicilatos 3.5
Sulfamidas 5-7
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TIPOS DE INTERACCIONES:
Farmacocinéticas y Farmacodinamicas

Los efectos de un farmaco son modificados por otro
farmaco en el mismo lugar de accion

1.A nivel del receptor
2.Sobre el mismo o distinto sistema fisiologico
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v Neostigmina + tubocurarina

v Flumazenilo + benzodiazepinas =P LitilizaQats_ en
erapéutica

v Naloxona + opiaceos

v Adrenalina + B-bloqueantes

Agonists and Antagonists
‘/ Sal b Utam O I + p rO p ran O I OI Agonists Drugs that occupy receptors and activate them.

Antagonists Drugs that occupy receptors but do not activate them.
Antagonists block receptor activation by agonists.

Agonist alone Agonist + antagonist Antagonist alone

Full activation Less activation No activation
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v Diuréticos tiazidicos + insulina/antidiabéticos oral es

v" Antihipertensivos + corticoides

v" Salbutamol + beclometasona

e Utilizadas en
v' Diuréticos + [-bloqueantes — terapéutica

v" Insulina + sulfonilureas
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Antibioticos:

Sinergismo (1+1=3)
PENICILINAS + AMINOGLUC OSIDOS

Adicion (1+1=2)
SULFAMIDAS + MACR OLIDOS

Antagonismo (1+1=0)
PENICILINAS + TETRACICLINAS

Bactericidas Bacteriostaticos

Penicilinas Tetraciclinas
Cefalosporinas Cloranfenicol

Aminoglucosidos Macrolidos

Rifampicina Lincosamidas
Vanco/ Teico Sulfonamidas

Quinolonas
Unidad Docente Atencion Familiar y Comunitaria. Marzo 2015




SERVICIO DE SALUD

DEL PRINCIPADO DE ASTURIAS

Habitos
alimentarios

Patologia

y INTERACCIONES
Tratamiento FARMACOLOGICAS
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Pacientes con mayor riesgo

(Cardiépatas )
*Diabéticos
*Epilépticos
*Hepatopatas
\°Nefropatas )
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SERVICIO DE SALUD

DEL PRINCIPADO DE ASTURIAS

Grupos Terap éuticos con mayor riesgo

K Antiarritmicos \

Anticoagulantes orales
Antidiabéticos orales
Antiepiléepticos
Glucodsidos digitalicos
Psicotropos
Antihipertensivos

\Antlhlstam inicos H /
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PARA MINIMIZAR POTENCIALES EFECTOS ADVERSOS
DERIVADOS DE INTERACCIONES

EVITAR LA COMBINACION
Eligiendo un farmaco alternativo

AJUSTAR LA DOSIS
Al introducir o interrumpir uno de los farmacos que interaccionan

MONITORIZAR AL PACIENTE
Si es relevante y factible

CONTINUAR EL TRATAMIENTO COMO ANTES
Si los farmacos que interaccionan constituyen la me jor opcién o si la
interaccion carece de significacion clinica

COMUNICAR LAS INTERACCIONES

Es importante comunicar al SRFV cualquier sospecha de interaccién en la
gue esté implicado un nuevo principio activo e inter acciones graves de
farmacos ya establecidos

Unidad Docente de Atencion Familiar y Comunitaria. Marzo 2015




SERVICIO DE SALUD

DEL PRINCIPADO DE ASTURIAS

Anticoagulantes orales

Atenolol

Azitromicina

Captopril

Digoxina

Eritromicina

Fluorquinolonas
Tetraciclinas

Isoniazida
IMAO (fenelcina, isocarboxacida,
tranilcipronina)

Levodopa Metildopa
Paracetamol

Penicilinas orales

Sucralfato

Teofilina de liberacion retardada
(Theo Dur,...)

Zidovudina

Los alimentos ricos en vitamina K (brécol, coles,ates de
Bruselas, espinacas, nabo, lechuga,...) antagonizanefecto

Los alimentos es posible que actien como barrerasita

Disminuye la absorcién, se reduce la biodisponibilad un
43%

Puede disminuir la absorcion

Los alimentos ricos en fibra y pectina unen el farmco

Disminuye la absorcion de eritromicina base o esteara

Disminuye la absorcién un 50% porque se forman
complejos con cationes divalentes (Fe, Mg, Zn, Ca)

Puede retrasar y disminuir la absorcién

Crisis hipertensivas si se toman alimentos con alto
contenido en tiramina (quesos fermentados, alimentos
escabechados, en conservas o ahumados, vino tinto)

Los aminoécidos inhiben de forma competitiva la atlmscion
Los alimentos ricos en pectina retrasan la absoran
Disminucién de la absorcion

Disminucién del efecto porque el sucralfato se unelas
proteinas de los alimentos

Las comidas ricas en grasa pueden alterar la velatad de
absorcién produciendo concentraciones elevadas de
teofilina

Disminuyen las concentraciones del farmaco

Mantener una dieta equilibrada sin comer de repente
grandes cantidades de estos alimentos

Tomar con el estbmago vacio si se tolera

Separar la ingesta del farmaco de la comida al mee@ h

Tomar la mediacion con el estémago vacio o a la ma hora
todos los dias

Tomar el farmaco todos los dias a la misma hora eelaciéon
con las comidas y no tomarlo con comidas ricas eiifa

Separar la ingesta del farmaco de la comida al mes@ h

Separar la ingesta del farmaco de la comida al mee@ h
EXCEPTO DOXICICLINA

Separar la ingesta del farmaco de la comida al mee@ h

Evitar estos alimentos

No tomar el farmaco con alimentos ricos en proteirsa
Tomar con el estbmago vacio si se tolera
Separar la ingesta del farmaco de la comida al mee@ h

Administrar 1 o 2 horas antes de las comidas

No administrar junto con comidas ricas en grasa oomar 1 h
antes de las comidas

Separar la ingesta del farmaco de la comida al mee@ h
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Principales interacciones entre tabaco y medicamentos

Descenso de las concentraciones plasmaéticas
(amitriptilina, desipramina, imipramina,
nortriptilina)

Antidepresivos Aumento del metabolismo
triciclicos hepatico

Diazepam Reduccion del efecto sedante (quizas debido
clordiacepo6xido Desconocido en parte al efecto estimulante de la nicotina en
el sistema nervioso central)

Disminucion de la vida media y mayor
Heparina Desconocido eliminacion. Es necesario incrementar las
dosis en los pacientes fumadores

Descenso de la absorcion de Es necesario incrementar las dosis de insulina
Insulina insulina por la (15-30%) en los fumadores
vasoconstriccion periférica

Reduccion de las concentraciones plasmaticas
Induccién enzimatica del de teofilina, aumento de la eliminacion, y
Teofilina citocromo P450, isoenzima reduccion del efecto farmacologico. Es
CYP1A2 necesario incrementar las dosis de teofilina en
los fumadores
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Consumo agudo Consumo cronico

Inhibicidn enzim atica Induccion enzim atica

Aumento efecto Disminucion efecto

Benzodiacepinas Fenobarbital
Fenobarbital Meprobamato
Clorpromacina Fenitoina
Clometiazol Warfarina
Meprobamato Paracetamol
Fenitoina Antidiabéticos orales
Warfarina Rifampicina
Antidiabéticos orales

Paracetamol
Unidad Docente de Atencion Familiar y Comunitaria. Marzo 2015
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Recursos sobre interacciones

fichas técnicas http://agemed.es

Lexi interact — Uptodate B

http://www.hep-druginteractions.org

PharmacoKinetic Interaction Screening
LWL 0s<ls. ore)/
Stockley’'s Drug Interactions Micromedex

Modulos de interacciones
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A clinical tool for

o interactions

PKIS Home I Perpetrator tables | About us I Feedback I

Pharm=zcakinetic Interaction Scresning (PKIS) can be usad to simplify the identification of potzntizal
pharmacckinetic drug-drug interactions (PK-DDIs) in clinical practice. PK-CDIs occur when 2 "perpetrator”
drug modifies the pharmacekinetics of an "object" drug leading te changes in its blood concentration. This
may lead to toxicity resulting in patient harm or sub-therapeutic concentrations resulting in loss of
afficacy. This version of PKIS considers PK-DDIs mediated by cytochrome P450 metabolism.

Premises

i. Any DDls between existing drugs in a given patient have already oceurrad (thus relevant to
differentizl| disgnoses rather than prescribing).

Recognition of potential pharmacodynamic ODIs is based on knowledge of both the
pharmacological effects of the drugs and the physiclogy of the patient at the time of prescribing.
3. A small number of drugs are important 3£ perpetrators3€™ of PK-DDIs=.

(3]

To provide =n up-tae-date clinically relevant resource that supports clinical decisions an PE-DDI=. PKIS
(v2.0) can be used to!

1. Quickly identify the major perpetrators of CYP-mediated PK-DD1Is that are capable of causing 2-
fold changes in the concentrations of other drugs.

2. As the potential of any drug to act az & perpetrator of CYP-mediated PK-DDIs,

3. Review the clinical PK interaction literature on CYE inhibitors and inducers.

4, Starting or stopping a drug is & prescribing decision that may cause = DOI.
Candidate drug
* Yes
Inclusion criteria met?
=26 clinical PK interaction studies in humans o
=use of an appropriate in vivo CYP probe (fmCYP = 0.8}
=clinically relevant dosing of perpetrator
* Yes
Data available?
In the presence of perpetrators: No
*Has data on AUC changes?
=Has data on systemic clearance?
*Has data on plasma or urinary metabolite ratios of probes?
| Yes
TAUC | lAUC | | Mo change |
=5-fold >2.5 fold 1.25—2$ol:| >2-fold 1.25—2|fo|d
Weak Weak
inhibitor inducer

Y

Unclassifiable |

Accepted as a major | |

Rejected as a major
perpetrator

perpetrator

Candidate drugs are assessed as potential perpetrators of PK-DDIs using the folloving inclusion criteria:

1. Clinical pharmacekinetic {PK) interacticn studies in humans (nz8&)
2. use of an appropriate in vive CYP probe (fraction of the probe metzbaolised by the CYP = 0.8):
= CYPLAZ: caffeine, theophylline, or tizanidine
= CYP2CS: phenytoin, S-warfarin, or tolbutamide
= CYP2C19: mephenytoin, or omeprazole
= CYP2D6! debrisoguine, desipramine, dextramethorghan, metoprelel, or sparteine
= C¥PB2A: buspirone, maraviroc, midazolam, trigzelam, or simvastatin
3. clinically relevant dosing of perpetrator (until steady-state for drugs taken chraonically or the typical
clinical regimean).

Drugs with studies that meet these critaria are considered to have Lavel A Evidence.

In order of preference, drugs are classified bazed on changes int
1. the area under the plasma concentration-time curve [AUC) of selective CYP probes
2. totzl systemic clearance of selective CYP probes
3. plasma or urinary meatabolite ratios of selective CYP probes

In =ccordance to FDA classifications:

« Inhibitors: Streng, moderate, and weak
* Inducers: Strong (= 2-fold decrezze in AUC), Weak [ <2-fold decreasze in AUC)

A. Accepted major perpetrators (with Level A Evidence):
s strong inhibitors
*+ maoderate inhibitors
s strong inducers

B. Rejected major perpetrators (with Level A Evidence):
+ weazk inhibitors
s wezk inducers
« drugs that do not zslter the clearance of probes
# drugs not available in Austrzliz or New Z2aland

C. Unclassifiable perpetrators (without Level A evidence) comprised drugs with:
s studies that did not meet the criteria
+ studies that could not be formally assessed
s no clinical PK interaction data.

WARNING: While all efforts were put in to maintain the accuracy and currency of the information, it is possible that the knowledge and electronic tools may contain errors and inadequacy. Both Flinder's University and
University of New South Wales are not liable to any damages or losses resulted from such circumstances. Clinical discretions are strongly advised at all times.

£200%, Department of Cli

cal Pharmacology, Flinder's University, Adelside; Ce

ntre for Hezlth Informatics, University . Sydney, Australia




-linical tool for identifying important pharmacokinetic

PKIS Home | Perpetrator tables I About us | Feedback |

| 1. Accepted mazjor perpetrators | 2. Aejected perpetraters | 3. Unclassifiable | 4. Full table |
CYP1AZ CYP2C9 CYP2C19 CYP2DG CYPZA

Strong inhibitors

Moderate inhibitors

Strong inducers

Streng inh =-F0|d increase in AUC or = 80% decrease in clearance of in vive CYF probe,
& 2-fold but < 5-fold AUC increese or = 50% but < 80% decrease in clearance of in vive CYP probe,

=0 2 2 rcld decrease in AUC or = 30% jncrease in clearance of in vive CYP probe.

Footnotes and References

=ment based on oroduct information accessed vizs the Therapeutic Goods Administration of Australiz Product and Consumer Medicines Information website
=.kga.gov.au/ picmi/picmirepositery.nsf/PICMI?OpanFormit=PIRg=Rr=http L 2 tga.gov.au/ ).

o 4 CraﬂFor- MT, Backman JT, Neuvonen M, Neuvonen Pl Ciprofloxacin grestly increases concentratio
Pharmac ¢ B Therapeutics 2004; 76: 558-606.[PubMed]

Z. Granfors MT, Backman JT, Neuvonen M. Ahonen J, Neuvonen Fl. Fluvoxamine Drastically Increases Concentrations and Effects of Tizanidine: & Fotentizlly Hazardous Intersction. Clinical Pharmac
2004; 75 331-41.[PubMed]

=nd cypotensive effect of tizanidine by inhikiting its cytochrome P430 142-medizted presystemic metzbelism.

¢ B Therapeutics

2. Kang BC, Yang CQ, Cho HK, Suh OK, Shin WG. Influence of fluconazole on the pharmacokinetics of omeprazole in heslthy veolunteers. Bisgharmaceutics B Drug Disposition 2002; 23 77-81.[PubMed]

4. Yasui-Furukori M, Teskahata T, Nakagami T, Yoshiya G, Inous ¥, Kanekeo 5, Tateishi T. Different inhibitory effect of fluvoxamine on cmeprazele metsbolism betwesn CYP2ZC13 genotypes. British Jeurna! of Clinical

Pharmacalogy 2004 571 487-94.[PubMed]
5. IeiriI, Kimura M, He S, Urae A, Otsubo K. Izhizzki T, Interaction magnitude, pharmacokinetics and pharmacodynamics of ticlopiding in relation ta CYP2ZCL1S genotypic status. Pharmacsgenstics and Genemics 2005; 15 851

-59.[PubMed]

pharmacology: 2005 231 226-29.[PubMed]

5. Kotlyar M, Brauer LH, Tracy TS, Hatsukami DK, Harris 3, Bronars CA, ‘Adson DE. Inhibition of CYPZD6 activity by bupropion. Jo

Bergstrom RF, Peyton AL, Lemberger L. Quantification and mechanism of the flusexetine =nd tricyclic antidepressant interaction. Clinical Pharmaceiogy B Therapeutics 1992 511 229-48.[PubMed]

2. Alderman 1, Preskorn 5H, Greenblatt D1, Harrison W, Penenberg O, Allison J, Chung M. Desipramine pharmacekinetics when cosdministered with paroxetine or sertraling in extensive metsbolizers. Feurnal of Clinical
¢, 19975 17: 284-91,[PubMed]
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Fig. 2. Reduction in the rate of absorption of oral paracetamol

(acetaminophen) 1.5g caused by intravenous propantheline
30mgq (after Nimmo et al.l'#),
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l Lexi-Comp Online: Lexi-Interact l clarytromycin - Buscar con Google

Lexicom p® Lexi-Interact™
| Lookup |
Enter item name to lookup.

| Analyze || New List |

@ Clarithromycin
# Simvastatin

*Display complete list of interactions for
an individual item by clicking item
name.

*Add another item(s) [Lookup] to
Analyze for potential interactions
between items in the list.

*Remove item from the list by clicking
the check mark next to the item name.

Lexi-Comp Online™ Interaction Monograph

Title Simvastatin / Clarithromycin
Risk Rating X: Avoid combination
Summary Clarithromycin may increase the serum concentration of Simvastatin. Severity Major Reliability Rating Good

Patient Management Concurrent use of clarithromycin with simvastatin is contraindicated. Due to a possible risk of simvastatin-
associated toxicities (including rhabdomyolysis), if clarithromycin is needed, simvastatin should be suspended during the course of
treatment.

Discussion Concurrent use of clarithromycin or erythromycin together with simvastatin, lovastatin, or atorvastatin was associated with
an increased risk of hospitalization for rhabdomyolysis (RR=2.2), acute kidney injury (RR=1.8), or all-cause mortality (RR=1.6), as
compared to concurrent use of azithromycin with the statins, in a cohort study of 75,858 patients on clarithromycin or erythromycin, and
68,478 patients on azithromycin." Similarly, several case reports describe rhabdomyolysis associated with simvastatin when used in
combination with clarithromycin.2 34567 The AUC of simvastatin and its active metabolite, simvastatin acid, were an average of 10-fold

and 12-fold higher, respectively, with concurrent clarithromycin.8

The degree to which azithromycin, largely considered a safer alternative with respect to interactions (being considered the comparator in
a large cohort study of statin-macrolide interactions?), is truly devoid of statin interactions is uncertain, as some case reports have
described patients with rhabdomyolysis attributed to an interaction between azithromycin and simvastatin or lovastatin.®'? Additionally, an
analysis of the WHO Collaborative Centre for International Drug Monitoring database (VigiBase) noted 58 reported cases of azithromycin-
statin interactions (versus 118 for clarithromycin-statins, and 36 for erythromycin-statins), in which atorvastatin (24 cases) and simvastatin
(20 cases) were the most commonly involved statins.!" In contrast, one study reported no significant change in atorvastatin
pharmacokinetics when given with azithromycin. 2

Several mechanisms likely contribute to these observed interactions. One mechanism appears to be clarithromycin inhibition of the
CYP3A4-mediated metabolism of simvastatin. However, considering that the disposition of simvastatin appears to be at least somewhat
dependent on the uptake transporter SLCO1B1 (OATP1B1),1314.1% and that clarithromycin may inhibit SLCO1B1 activity, this inhibition of
hepatic uptake may also contribute to this interaction to some degree.

Footnotes
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