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Hepatit C virusu

* %3 = 180 milyon Kkisi

* Global prevalansi diinyada 2. en sik gortlen
kronik viral infeksiyon

HCV Has Broad Global Prevalence




HCV Klinik Bulgular

Kulucka suresi 4-20 hafta

Hepatit B'ye benzer

Daha uzun sureli enfeksiyon olusturur
Subklinik enfeksiyonlar daha yaygindir
Hafif semptomlu ve anikterik seyirlidir
KCFT dalgali inis/cikis

Daha dusuk duzeyde pik yapar
Kroniklesme, nuks ve siroz daha siktir




HCV

Virds, hepatotropik ve lenfotropik

Neden oldugu hastaliklar,

— Hepatik

— Ekstrahepatik

Primer hedef organi karaciger

Basta lenfoid doku olmak Gzere diger bircok
dokuda gosterilmis

Cacoub P, et al. Extrahepatic manifestations associated with hepatitis C virus
infection. A prospective multicenter study of 321 patients. The GERMIVIC. 2000.



Hepatit C ve Ekstrahepatik Bulgular

* Gercek mekanizmalar bilinmemekle beraber
bir cogu immun aracilikhdir

e Ne taraftan bakalim ?

— HCV hastalarinda ekstrahepatik bulgularin siklhigi nedir?
— Bir ekstrahepatik bulguda ne siklikta HCV vardir?



HCV Seyrinde

e Akut ve Kronik hepatit C
* Siroz ve HCC

* Diger organ sistemlerinin de etkilendigi ekstra
nepatik tablolar arasinda oncelikli olarak mikst
criyoglobulinemi ve lenfoma

Adinolfi LE Nevola R, Lus G. Chronic hepatitis C virus infection and neurological
and psychiatric disorders: An overview. WJG 2015; 21(8): 2269-80.



HCV'nin Diger Hastaliklarla Iliskisi

Renal

Tiroid

Okduler

Noropsikiyatrik

Dermatolojik

Romatizmal

Kardiyovaskuler

GIS (bagirsak)

Insulin direnci ve tip 2 diyabet

Craxi A, Laffib G, Zignego AN. Hepatitis C virus (HCV) infection: A
systemic disease. Molecular Aspects of Medicine 2008)



HCV Malignite

 HCV infeksiyonun giderek sistemik bir hastalik
olarak kabul ediliyor olmasi fikri viicudun tim
dnemli hicresel sistemlerinde

— HCV saptanmasi ve cogaltilmasinin kanitlanmasi
ile daha da guclendirilmistir.

* Hepatik (hepatoselliler karsinom) ve
ekstrahepatik (lenfoma, tiroid kanseri) gibi
maligniteler de insan kanser virusleri arasinda
HCV’'nin de yer aldigi kabul edilmektedir.

Craxi A, Laffib G, Zignego AN. Hepatitis C virus (HCV) infection:
A systemic disease. Molecular Aspects of Medicine 2008)



HCV ve Mortalite

 HCV ye bagli olarak gelisen hepatik patolojiler
nedeniile mortalite 350.000/yIl

* Ekstrahepatik patolojiler nedeniyle kaybedilen
vaka sayilari da bu rakamin Gstline eklenirse

* HCV’ye sekonder mortalite oranlari daha da
artmaktadir



HCV - Ekstrahepatik Mekanizma

e Kronik HCV tanisi olanlarin %74°G hastaliklari
boyunca en azindan bir ekstrahepatik bulgu
ile karsilasmislardir.

* HCV’nin ekstrahepatik bulgulara nasil neden
oldugu halen tam olarak anlasilmamistir.

Cacoub P, et al. Extrahepatic manifestations associated with hepatitis C virus
infection. A prospective multicenter study of 321 patients. The GERMIVIC. 2000.



HCV - Ekstrahepatik Mekanizma

* Artmis oksidatif stres yolu ve sitokinlerin
salinimi ile
— direkt ve/veya indirekt,
— lokal veya sistemik enflamasyon,

— immun sistem yoluyla ve/veya metabolik
dizensizlige neden olarak sistemik semptomlara

vol acabilir

Adinolfi LE Nevola R, Lus G. Chronic hepatitis C virus infection and neurological
and psychiatric disorders: An overview. WJG 2015; 21(8): 2269-80.



HCV'ye Bagl Ekstrahepatik Bulgular

* Yaslilarda
e Kadin hastalarda
e KC" de artmis fibrozisi olanlarda

* Infeksiyon yasinin fazla oldugu hastalarda
daha sik gorilmektedir

Adinolfi LE Nevola R, Lus G. Chronic hepatitis C virus infection and neurological
and psychiatric disorders: An overview. WJG 2015; 21(8): 2269-80.



Reported extrahepatic disease associations with HCV infection [2—69]

Antiphosphohpd svndrome
Aplastic anemia

Autoimmune hemolvac anemia
Autoimmune thvroiditis
Chromic fatigue svndrome
Behcet s syndrome

Caroud atherosclerosis

CEST svndrome
Dermatomyosins

[mabetes mellitus
Fibromvalgia

CGuillamm-Barmré svndrome
Hvpertrophic cardiomvopathy
Hypocholesterolemia
Ildiopathic pulmonary librosis

Ildiopathic thrombocvitopenia purpura

leA deliciency
Lichen planus

MAL T oma
Membranoproliferatve
glomerulonephritis

Membranous glomerulonephrits
Mixed crvoglobulinerma
Mooren corneal ulcers

Muluple myeloma
Non-Hodgkin's Ivmphoma
Neurocognitive Impairment
Pancreatitis

Polvarterits nodosa
Polvmyvosits

Porphyria cutanea tarda
Fheumatoid arthritis
Sialadenitis

Sitgren’ s syvndrome

Svstemic lupus ervthematosus
Uvelus

Waldenstrom s macroglobulinemia

V. Agnello, F.G. De Rosa /J Hepat 2004




HCV: Extrahepatic Manifestations

Autoimmune Phenomena Neuromuscular

* CRST Syndrome? » Arthritis/Arthralgia®
Dermatologic * Myalgia/Weakness?

* Peripheral Neuropathy?
« Lichen p,anr:;cr licig vhsculiie Neuropsychiatric
* Porphyria Cutanea Tarda gEepiasion:
Hematologic Ocular
- Aplastic Anemia’ * Corneal Ulcer?

* Uveitis?

* Mixed Cryoglobulinemia’
Renal

* Non Hodgkin's B-Cell Lymphoma'

* Thrombocytopenia' * Glomerulonephritis’

Endocrine * Nephrotic Syndrome?

* Diabetes Mellitus? Vascular

* Hypothyroidism? * Necrotizing Vasculitis®
* Polyarteritis Nodosa?®

CRST = Calcinosis, Raynaud's phenomenon, Sclerodactyly and Telangiectasis

1. Angello V, et al Journal of Hepatology. 2004,40:341-352
2. Galossi A, et al. J Gastrointestin Liver Dis. 2007,16.65-73
3. NIH. NIH Consens State Sci Statements 2002, 19(3).1-46
4. Scene D, et al. Metab Brain Dis. 2004.19: 357-381
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HCV ile iliskisine Gore Ekstrahepatik Tutulumlar

Kesin iliskili oldugu patogenetik ve Mikst krioyoglobulinemi

birlikte bulunma sikligiile
kanitlanmis
iliskisi kontrollere gére yiiksek

birliktelik oranlari ile tanimlanmis

iliskisi olmasi muhtemel

Anekdotal gozlem iliskili bulgu

veya hastalik

Antiviral tedavide kullanilan

ilaclarla iliskili

B hiicreli NHL

Tip 2 Diabet, insllin rezistansi; Porfiria kutenea tarda;Liken planus; Sicca
sendromu; Otoantikor tretimi ( ASMA, R, kriyoglobulinler, ANA,
Antikardiolipin, antitiroid antikor); Glomerulonefrit, renal yetmezlik ;
Yorgunluk, kognitif bozukluk, depresyon; Kardiyovaskuler hastaliklar;

Artralji, miyalji; Monoklonal gammapatiler; immun trombositopeni

Poliarterit; Pruritis; Fibromyalji

Kronik radikulonéropati; Alveolit, pulmoner fibrozis

Psoriazis; Polimiyozit; Dermatomiyozit; Poliarteritis nodoza

Eritema nodozum; Mooren corneal Ulser

interferon: Hipo-Hipertroidi;

Sarkoidoz; Liken planus; Vaskiilit (deri) ; Periferik néropati

*Cacoub P, Gragnani L, Comarmond C et,al. Extrahepatic manifestations of chronic hepatitis C virus infection. Digestive and Liver Disease 2014.

*Dedania B, Wu GY. Dermatologic Extrahepatic Manifestations of Hepatitis C. Journal of Clinical and Translational Hepatology 2015



Table 3. Prevalence of clinical and biological extrahepatic manifestations in HCV positive patients
(decreasing order).

S 5% CI

A. Clinical extrahepatic manifestation (tested in 1614 patients)
Fatigue 53 51-56
Arthralgia 23 21-26
Paresthesia |7 |15—-19
Myalgia 15 1 4—17
Pruritus 15 13—-17
sicca syndrome I 10—13
Arterial hypertension 10 g8—11
Diabetes 7 5-8
Raynaud’s phenomenon 3.
Abnormal thyroid function 3.
Psoriasis 3
At least one clinical manifestation 74

. Biological extrahepatic manifestation (total tested)
Cryoglobulin (1083) 40
Anti-nuclear antibodies (874) 10
Low thyroxin (661) 10
Anti-smooth muscle antibodies (873) 7
Anti-microsomal thyroid antibodies (451) 5
Elevated creatininaemia (1614) 3

Adapted from Cacoub et al.>?

The following extrahepatic manifestations were present in less than 2% of patients: purpura [.5%,
vasculitis 1%, lichen planus 1%, porphyria cutanea tarda 0.2%, anti-thyroglobulin antibody 2%, anti-
liver—kidney microsomal antibody 2%, anti-mitochondrial antibedy 1%, elevated thyroid stimulating
hormone %, low thyroid stimulating hormone [%, elevated thyroxin [%.

Cacoub P, Poynard T, Ghillani P et al. Extrahepatic manifestations in
patients with chronic hepatitis C. Arthritis and Rheumatism 1999




Ekstrahepatik Bulgular

Tiroid Ca

Behcet Hastaligi
Kronik Urtiker

Kronik kasinti

Kaposi psodo sarkomu
Vitiligo

Erektil disfonksiyon
Nekrolitik akral eritem

Cacoub P, et al. Extrahepatic manifestations associated with hepatitis C virus
infection. A prospective multicenter study of 321 patients. The GERMIVIC. 2000.



Mikst Kryoglobulinemi

Kryoglobulinemi hasta serumunun 4°C’ de
tutulmasi ile presipite olan proteinlerin 37" C’
de cozulmesi ile tespit edilebilir

¥ HCV
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Fig. 1. A,L A diagram showing polyvalent IgM binding HCV-IgG complexes
to form aggregates; (Adapted from: Lauletta G. HCV, Mixed Cryoglobulinemia
and Malignant Lymphoproliferation. In: Serviddio G, ed. Practical Management of
Chronic Viral Hepatitis. InTech: 2013.)"°" B, Tube 1, shortly after blood draw.
Tube 2, after 7 d at 4 "C with precipitated CG. (Adapted from: Ferri C. Mixed

Cryoglobulinemia. Orphanet J Rare Dis 2008;3:25.)°°

eCasato M, Mecucci C, Agnello V, et al. Regression of lymphoproliferative disorder after treatment for hepatitis C
evirus infection in a patient with partial trisomy 3 Bcl-2 overexpression, and type Il cryoglobulinemia. Blood 2002



Mikst kryoglobulinemi

* HCV ile beraber gorulen mikst kryoglobulinemi
klicik ve orta olcekli damar duvarlarinda
immunkompleks birikimi gelisen
lenfoproliferatif bir patolojidir

*Cacoub P, Gragnani L, Comarmond C et,al. Extrahepatic manifestations of
schronic hepatitis C virus infection. Digestive and Liver Disease 2014.



Mikst kryoglobulinemi

* Immunkompleks birikimi ciltte 6zellikle alt
ekstremiteler, eklemler, periferik sinirler ve
bobreklerde goraldr.

e Hastaligin klinik seyri oldukca degisken

— Artralji, purpura gibi hafif semptomlardan, yaygin
vaskilit ve glomerulonefrit gibi hayati tehdit
eden semptomlara kadar genis bir yelpazeye
sahip

*Cacoub P, Gragnani L, Comarmond C et,al. Extrahepatic manifestations of
schronic hepatitis C virus infection. Digestive and Liver Disease 2014,



Mikst Kryoglobulinemi

Cilt en sik tutulan organdir ve ana semptom
palpabl purpuradir, Raynaud fenomeni,
akrosiyanoz ve kronik kutanedz ulserler de

gorulebilir.

Fig. 2. A, Cutaneous palpable purpura; B, Complex confluent purpura;
C, Ulcerations of skin due to cryoglobulinemic purpura.*®

eCasato M, Mecucci C, Agnello V, et al. Regression of lymphoproliferative disorder after treatment for hepatitis C
evirus infection in a patient with partial trisomy 3 Bcl-2 overexpression, and type Il cryoglobulinemia. Blood 2002



Mikst Kryoglobulinemi

* Norolojik bulgular duyusal aksanopati gibi
hafif veya motor polindropati gibi agir bulgular
gosterir

* Renal tutulum subendotelyal yerlesen
immunkompleksler nedeni ile akut veya kronik
seyirli olabilir

— Hastalarda proteinlri, hematuri ve degisik
derecede renal yetmezlik saptanir

eCacoub P, Gragnani L, Comarmond C et,al. Extrahepatic manifestations of
echronic hepatitis C virus infection. Digestive and Liver Disease 2014.



Mikst Kryoglobulinemi

e Kronik HCV infeksiyonunda, RF aktivitesi
gosteren poliklonal IgG ve mono veya
poliklonal IgM’den olusan tip 2 veya 3 mikst
kryoglobulinler ile karakterizedir.

Agnello V, De Rosa FG. Extrahepatic disease manifestations of HCV
infection: some current issues. J Hepat 2004



Mikst Kryoglobulinemi

 HCV infeksiyonu sirasinda gorulebilen mikst
kryoglobulinlerde kotu prognoz isareti 60 yas
ustl ve renal yetmezlik olan vakardadir

Agnello V, De Rosa FG. Extrahepatic disease manifestations of HCV
infection: some current issues. J Hepat 2004



Mikst Kryoglobulinemi

e 1972-2001 yillari arasinda HCV ve Mikst
kryogloblunemili 231 olgunun takip edildigi bir
calismada

e 79/97 olgunun 6lim nedenleri ;

— nefropati (% 33), maligniteler (% 23), karaciger
tutulumu (% 13), yaygin vaskulit (% 13)

*Ferri C, Sebastiani M, Giuggioli D, et al. Mixed cryoglobulinemia: demographic, clinical,
«and serologic features and survival in 231 patients. Seminars in Arthritis and Rheumatism 2004



Lenfoma ve HCV pozitifligi ile beraber
giden olgularda uygulanan antiviral
tedavi

 HCV’nin kalici viral yanitinin lenfomanin
gerilemesine

* HCV’nin relapsinin ise lenfomanin
rekdrrensine neden oldugu gorulmustir

eFerri C, La Civita L, Caracciolo F, et al. Non-Hodgkin’s lymphoma: possible
erole of hepatitis C virus. Journal of the American Medical Association 1994;



Artralji /Myalji

e Artralji, HCV ile infekte hastalarin % 40-80'inde
bildirilmistir

— Eklem agrilari

— Bilateral,

— Simetrik

— Deformasyon gostermeyen

— Siklikla diz ve elleri

— Nadiren dirsek ve ayak bilekleri

« MCileilgili olmayan HCV artriti, daha az yaygin (%
10'dan daha az)

Cacoub P, et al. Extrahepatic manifestations associated with hepatitis C virus
infection. A prospective multicenter study of 321 patients. The GERMIVIC. 2000.



* Hepatit C'ye bagli gelisen ekstrahepatik

oulgu
oulgu

e |k bu

ar her zaman karaciger hastaligi
ari ile beraber gorilmez

gular karaciger bulgularindan 6nce de

saptanabilir

* Bu nedenle dikkatli yapilan sistemik muayene
ile HCV tanisinin daha erken konulabilmesi
mumkun olabilir






