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IL28B E SUA RELACAO COM COLESDEREHTES
VITAMINAD NA HEPATITE C.



VHC xComorbidades

HCV
Dislipidemia l HAS
r\

Sindrome

metabolica _ _ _
Diabetes Il e Hipovitaminose D

resisténcia
insulinica

S AT\,

Disfuncéo endotelial Esteatose/ NASH
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Hepatitis C virus cell entry: role of lipoproteins and

cellular receptors Joumal of General Virology (2009), 90, 1D55—1D?D|
Michela E. Burlone' and Agata Budkowska'
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Hepatitis C virus hijacks host lipid
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Hepatitis C Virus Infection and Its Clearance Alter

Circulating Lipids: Implications

for Long-Term Follow-Up

Kathleen E. Corey,'? Erin Kane,* Craig Munroe,* Lydia L. Barlow,! Hui Zheng,?3 and Raymond T. Chung!3

Table 2. Mean Lipid Values for the HCV and Uninfected

Control Groups

Uninfectod
HCV Group Control Group P Value
{Ehnleﬂeml (SD) 173.6 (+42.2) 204.2 (+39.7) f.-.-_cl.nnm}
LOL (5D 94.3 (+32.6) 1208 (+34.4) < 0.0001
HDL (5D 3.0 (+18.5) F3.8(+13.0) 0.9621
Triglycerides (5D) 130.2 (+82.6) 137.6(*+72.9) 0.3373

HEPATOLOGY, Val 50, Mo, 4, 2009



Hepatitis C Virus Infection and Its Clearance Alter
Circulating Lipids: Implications
for Long-Term Follow-Up

Kathleen E. Corey,!? Erin Kane,> Craig Munroe,* Lydia L. Barlow,! Hui Zheng,*3 and Raymond T. Chung!

Table 4. Mean Pretreatment and Posttreatment Lipid Levels for Responders and Nonresponder/Relapsers

P Value for Comparison of
Sustained Virologic Responsa Nonresponders/Relapsers Protreatment and Posttraatment Values
Pratroatment Posttreatment Protroatment Posttraatment Protroatment Posttreatment
[ Cholesteml 1732 188.1 169.0 165.2 0.62 0.003 J
LOL 0.l 105.8 008 89.9 0.40 0.05
Tiglycerides 1584 145.9 1410 1513 0.54 0.90
HOL 50.9 BL6 508 483 0.98 0.39

HEPATOLOGY, Val 50, Ma. 4, 2004



Analise IDEAt_Relacao do uso de estatinas e
LDL/colesterol total com a RVS

A Andlise retrospectiva de dados do estudo IDEAL

A De 3070 pacientes gendtipo 1, foram avaliados:
I 66 pacientes com uso de estatina como caracteristica bas:

I 805 pacientes com LDL>130mg/dl ou colesterol
total>200mg/dI



Taxas de resposta durante o tratamento associado ac

nivel de LDL e uso de estatinas

Estatinas vs Néo OR Valorde p [ LDL/CT elevado OR Valor de
estatinas % (95% IC) VS nao elevado (95% IC) p
(n=66 vs 3004) (n=805 vs 2227)
Indetectéavel 18 vs 10 1,96 0,038 11vs 10 1,12 0,391
nasem 4 (1,047 3,70) (0,871 1,45)
Indetectavel 55vs 40 1,80 0,019 48 vs 38 1,53 <0,0001
nasem 12 (1,107 2,93) (1,307 1,80)
RFT 65 vs 55 1,50 0,119 65 vs 52 1,66 <0,0001
(0,907 2,50) (1,417 1,96)
Recidiva 17 vs 26 NA NA 22 vs 27 NA NA
RVS




IL28B e sua relacao com o
Colesterol?



Polimorfismoda IL28B
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The Interleukin 28B rs12979860 C/T Polymorphism
and Serum Cholesterol as Predictors of Fibrosis
Progression in Patients With Chronic Hepatitis C
and Persistently Normal Transaminases

Carlo Fabris,' Edmondo Falleti,” Annarosa Cussigh,” Davide Bitetto,' Elisabetta Fontanini,”
Cosimo Colletta,” Carmen Vandelli,* Sara Cmet,? Elisa Ceriani,” Carlo Smirne,’
Pierluigi Toniutto.'* and Mario Pirisi®>®

TABLE II. Association, in the longitudinal study, between carriage of an IL-28B 1512979860 T/" genotype in conjunction
with basal serum cholesterol level <175 mg/dl and an absent (<0), moderate (1-2), or large (>3) increase in Ishak staging
score at the end of the follow-up

Staging increase

<0 1-2 >3
N =36 N = 45 N=12 P
rs12979860 C/C or cholesterol >175 mg/dl 30 30 6 <0.02
rs12979860 T/ and cholesterol <175 mg/dl 6 15 6

Journal of Medical Virology 84:747-755 (2012)



The Interleukin 28B rs12979860 C/T Polymorphism
and Serum Cholesterol as Predictors of Fibrosis
Progression in Patients With Chronic Hepatitis C
and Persistently Normal Transaminases

Carlo Fabris,' Edmondo Falleti,” Annarosa Cussigh,” Davide Bitetto,' Elisabetta Fontanini,”
Cosimo Colletta,” Carmen Vandelli,* Sara Cmet,? Elisa Ceriani,” Carlo Smirne,’
Pierluigi Toniutto.'* and Mario Pirisi®>®

TABLE III. Summary of the results of polychotomous stepwise logistic regression analysis for predicting, at the end of
follow-up in the longitudinal study, an absent (<0), moderate (1-2), or large (>3) increase in Ishak staging score

Coefficient SE OR 95% CI P
Aleohol consumptions >30 g/day 4.632 1.30 100 8-1300 0.001
HCV RNA >400,000 IU/ml 1.463 0.568 4.3 1.4-13 <0.01
Follow-up >8 years 1.581 0.507 4.9 1.8-13 <0.02
rs12979860 T/" and cholesterol <175 mg/dl 1.410 0.496 4.1 1.5-11 <0.01

Journal of Medical Virology 84:747-755 (2012)



The Interleukin 28B rs12979860 C/T Polymorphism
and Serum Cholesterol as Predictors of Fibrosis
Progression in Patients With Chronic Hepatitis C
and Persistently Normal Transaminases

Carlo Fabris,! Ec;lmondo Falleti,? Annarosa Cu_ssigh.,2 Davide Bitetto,! Elisabetta Fontanini,”
Cosimo Colletta,” Carmen Vandelli,* Sara Cmet,” Elisa Ceriani,” Carlo Smirne,’
Pierluigi Toniutto.'* and Mario Pirisi®®

Journal of Medical Virology 84:747-755 (2012)
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IL28-B polymorphism and baseline serum cholesterol



Interleukin 28B polymorphisms are the only common genetic
variants associated with low-density lipoprotein cholesterol
(LDL-C) in genotype-1 chronic hepatitis C and determine the
association between LDL-C and treatment response

P. J. Clark,m#* A. J. ]hc-mpsc-rl * M. ghuﬁ* D. M. Vock,' Q. zmﬁ D. Ge,? K. Patel !

S. A. Harrison,* “T. ]. Urban,? S. \Iaggle J. Fellay,? H. L. Fllll’IlEl[l[l K. Shianna,’ S. \Imlello
L. D. Pedu_one R. Esteban,® P. Kwo,” M. S. Sulkowski,® N. Afdhal,” J. K. Albrecht,” D. B.
Goldstein,” J. G. McHutchison®! and A. J. Muir® for the IDEAL inv Ehtlgators'r "Duke Clinical Research

Table 4 Univariate analysis of sustained viral response (SVR) rates observed from the IDEAL pharmacogenomics cohort for
IL28B heterozygous patients with high or low low-density lipoprotein cholesterol (LDL-C) (£/=130 mg/dL) compared with
other prognostic factors associated with SVR

LDL-C > 130 mg/dL LDL-C £ 130 mg/dL
(linical factor SVR % (n/N) SVR % (n/N) P-value*
HCV RNA <600 000 IU/mL 1% (12/17) 53% (59/112) 0.00014
HCV RNA =600 000 IU//mL 43% 37/87 24% (126/532)
FO-F2 METAVIR fibrosis 47.9% (45/94) 'ﬂfll 6% (175/571) 0.00033
F3-F4 METAVIR fibrosis 40.0% (4/10) 7% (10/73)
Non-African American 53.8% (42/78) .if]l.ﬁ'i.. (165/533) 0.00008
African American 26.9% (7/26) 18.0% (10/73)
Normal fasting blood glucose 50.0% (43/86) 31 5% (165/524) (.00030
Abnormal fasting blood glucose 33.3% (6/18) 6.7% (20/120)

J Viral Hepatitis 2012, 19: 3320



Interleukin 28B polymorphisms are the only common genetic
variants associated with low-density lipoprotein cholesterol
(LDL-C) in genotype-1 chronic hepatitis C and determine the

association between LDL-C and treatment response
Clark PJ, J Viral Hepatitis 2012,
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