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nspv Farmacogenetica
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variaciones geneticas del individuo
influyen en la respuesta a los farmacos en

terminos de eficacia y toxicidad
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Candidate vs. Discovery approach
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Single gene  Multiple genes Pathways GWAS

CANDIDATE
APPROACH

DISCOVERY
APPROACH

Real time Veracode® Golden Gate® Genome-wide chips
PCR (Illumina) (Illumina) (Ilumina, Affymetrix)
(2-95 SNPs) (96-384 SNPs) (384-1,536 SNPs) (up to 1,000,000 SNPs)
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due to abacavir ORIGINAL ARTICLE

HLA-B*5701 Screening for Hypersensitivity
to Abacavir

Simon Mallal, M.B., B.S., Elizabeth Phillips, M.D., Giampiero Carosi, M.D.,
Jean-Michel Molina, M.D., Cassy Workman, M.B., B.S., Janez Tomazi¢, M.D.,
Eva Jigel-Guedes, M.D., Sorin Rugina, M.D., Oleg Kozyrev, M.D.,

Juan Flores Cid, M.D., Phillip Hay, M.B., B.S., David Nolan, M.B., B.S.,
Sara Hughes, M.Sc., Arlene Hughes, Ph.D., Susanna Ryan, Ph.D.,
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ABC Hypersensitivity: From Bedside to
Laboratory and Back to Clinic
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Exemples de efectes adversos atribuits al TARV

IISP X) i farmac/s presuntament implicats
Efecte advers Farmac/s
Lipodistrofia NRTI/PI
Dislipemia PT
Resistencia insulina NRTI/PI
Arteriosclerosi NRTI/PI
Hiperbilirrubinémia ATV
RHS, hepatopatia NVP
Neuropatia periférica NRTI
Neurotoxicitat EFV
Dany renal TFV
RHS ABC
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Alguns efectes adversos del TARV, farmacs
presuntamente implicats i gens candidats

Efecte advers Farmac7/s Gens candidats
Lipodistrofia NRTI/PI TNF-a, IL-6, APOC3 IL-1p,
PPAR-y, lamina, ADN mitocondrial
Dislipémia PI ApoC3, A5, E, TNF-q, IL-6,
PPARy, SREBP1
Resistencia insulina NRTL/PT TNF-a, IL-6, PPARy
Arteriosclerosi NRTI/PI MCP-1, SDF-1, CX3CR1
Hiperbilirrubinémia ATV UGTI1Al
RHS, hepatopatia NVP HLA, CYP2B6, MDRI1
Neuropatia periférica NRTI ADN mitocondrial
Neurotoxicitat EFV CYP2B6, CYP3A4
Dany renal TFV MRP2, MRP4
RHS ABC HLA-B*5701
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C@"spv The risk of coronary artery disease is
increased in HIV infected individuals
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Candidate vs. Discovery approach
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- ISPV Locus asociados con niveles de lipidos
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Contribution of multiple genetic variants to dyslipidemia

associated with antiretroviral therapy
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ISPV [ Estudios GWAS y hepatitis C ]
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871 European Americans |
191 African Americans
75 Hispanics

Ge D, et al. Nature 2009;461:399-401. Suppiah V, et al. Nat Genet 2009;41:1100-4.
Tanakay,iepalcNat Genet 2009;41:1105-9. Rauch A, et al. Gastroenterology 2010; Jan 7.
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ISPV [ Estudios GWAS y hepatitis C J
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Variantes geneticas en el gen IL28B y la
respuesta al tratamiento de la hepatitis C
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nspy New Predictors: IL28B Genotype a Strong
Predictor of SVR With PeglFN/RBV
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ISPV Where does the balance fall for
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pharmacogenetic screening?

Common allele Rare allele
(13 patients screened to (91 patients screened
detect 1 HLA-B*5701 to detect 1 HLA-B*1502
patient in Perth) patient in Perth)
Positive predictive Positive predictive
value, high value, low

(0.94 for ABC in Perth)

High average cost of Low average cost of
HSR treatment HSR treatment

Higher cost of Lower cost of
alternate therapy alternate therapy

Favours testing Disfavours testing

Lucas, A. et al. J. Antimicrob. Chemother. 2007 59:591-593; do0i:10.1093/jac/dkI557
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Conclusions

AAAAAAAAA
EEEEEEEEEEE

 Aplicabilitat farmacogenetica
— Eficacia
— Toxicitat

« Exemples (potencialment) utils:
— HLAB*5701 i RHS per abacavir
—1L28B i RVS al tractament pel VHC

» Estudis farmacogenetics:
— Fenotip molt ben definit
— Gens candidats vs multigen o GWAS
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