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ENIKA 2TOIXEIA

= MTArKOzMmIO NPOBAHMA YT'EIAZ - 1/10 TOY
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I2TOPIKA 2TOIXEIA - HBV

= 1885 — EMIAHMIKH NO2Oz KATA TH AIAPKEIA

EMBOAIAZMOY I'lA EYAOTIA

Lurman A "Eine icterus epidemic”. Berl Klin Woschenschr — 1885

= 1947 - MPQTH ‘YNMOWIA’ T'IA THN YINAP=H TOY I0Y

MacCallum FO (1947). "Homologous serum hepatitis". Lancet 2.

= 1966 - BARUCH BLUMBERG ANAKAAYTITEI TO
‘AYZTPAAIANO’ ANTITONO 2TOYZ ABOPIFINEZ

Alter HJ, Blumberg BS (March 1966). "Further studies on a "new" human

isoprecipitin system (Australia antigen)". Blood 27




I2TOPIKA 2TOIXEIA - HBV

1970 - D.S. DANE ANAKAAYTITEI TON IO THX
HIMATITIAAZ B ME TH XPHzH HI\EKTPONIKOY
MIKPOXZKOIIOY

Dane DS, Cameron CH, Briggs M (April 1970). "Virus-like particles in serum of
patients with Australia-antigen-associated hepatitis”. Lancet 1

1980 — TAYTOINOIHZH TOY N'ONIAIQMATOZ TOY I0Y

Galibert F, Mandart E, Fitoussi F, Tiollais P, Charnay P (October 1979).

"Nucleotide sequence of the hepatitis B virus genome (subtype ayw) cloned in
E. coli". Nature.



EMINMOAAZMOZ HINATITIAAZ B

HBszlg prevalence

B 6% = high
B 2%-7% = intermediate
0 <2% = low

NMHIH: CENTER OF DISEASE CONTROL



HIMATITIAA B

B S

» MEPINOY 400.000.000 ANOPQIOI NMAIMKO2MIQZ EINAI
@®OPEIZ THZ HIATITIAAZ B

» 213 1MNM0Y EXOYN HIATITIAA B AEN TO 'NQPIZOYN

> 15 - 40% TQN XPONIQN ®OPEQN O©A ANAITY=0OYN
KIPPQ2H HIMATOZ

Maddrey WC. Hepatitis'B: An important public health issue. J Med Virol 2000




OYZIKH IZTOPIA HMATITIAAZ B

Immune Immune Immune Immune
tolerance clearance control escape

HBeAgtve all HBeAg-ve

HEBV-DNA

HBeAg +ve

: o Inactive (carrier) HBeAg —vel+ve active
chronic hepatitis

state chronic he patitis
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O=EIA HIATITIAAB

KAOAPZH KAI ®YZIKH ANOZIA

XPONIA HINATITIAA B

E=QHIMNATIKEZ EKAHAQZEIZ

B Free B Aware B Well




E-QHMNATIKEZ EKAHAQXEIZ

= MIEPINOY 10 — 20% TQON AZOENQN ME XPONIA
HIATITIAA B ©OA EMOANIZOYN E=ZQHIMNATIKEX
EKAHAQXEIY’

» H2ZYXNOTHTA THZ KAOE EKAHAQZHZ MNOIKIAEI
KAI EZAPTATAI AINMO TO TONOTYTO TOY 10Y?

= MOAYINAOKOI MAGO®YZIOAOIKOI MHXANIZMOI

1-Fabrizi F et al. Meta-analysis: anti-viral therapy of hepatitis B virus-associated
glomerulonephritis. Aliment Pharmacol Ther. 2006

2-Han SH. Extrahepatic manifestations of chronic hepatitis B. Clin Liver Dis. 2004




257 EZQHMNATIKEZ EKAHAQIEIZ

= OZQAHZ MOAYAPTHPITIAA: 1-5%

= 2MEIPAMATONEO®PITIAA: 0,1-25%

= OPONOZzIA: 10-20%

= KPYOZOQAIPINAIMIA: 0,5-15%

= APOPITIAA: N/A

= AEPMATOAOIKEZ EKAHAQXEIZ: N/A
= NEYPOAOIIKEZ EKAHAQZEIZ: N/A

Willson RA. Extrahepatic manifestations of chronic viral hepatitis.
Am J Gastroenterol 1997
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ANO2OAOI'IKA ENATQMENOI MHXANIZMOI

1. KYKAODPOPOYNTA AYTOANTIZQMATA
2. ENANMOOEZH KYKAOD®OPOYNTQN ANOZO2ZYMIMAEITMATQN

3. ENMAIQrH xYNOEzHZ ANOZOXYMMNAErMATQN MEZQ IIKQN
ANTIFTONQN

4. ANTIAPAZH ZTHN MNMAPOYZIA TOY IOY 2E EZQHIATIKOYX
I2TOYX

Zignego AL, Piluso A, Giannini C. HBV and HCV chronic infection: autoimmune
manifestations and lymphoproliferation. Autoimmun Rev. 2008
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» H2Y2ZXETIZH ME THN XHB lNEPIF'PA®HKE TO 1970
» EMOANIZETAI £TO 1-5% TQN AZOENQN ME XHB

»> TO 40-50% TQON A2OENQN ME OZQAH NMOAYAPTHPITIAA
EINAI HBsAg OETIKOI?

> H KAINIKH EIKONA AE AIA®EPEI ZHMANTIKA AIO THN
TYNIKH PAN

1-Gocke DJ et al. Association between polyarteritis and Australia antigen. Lancet
1970

2-Willson RA. Extrahepatic manifestations of chronic viral hepatitis. Am J
Gastroenterol 1997
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» KYPIQX 2THN EYPQITH KAl BOPEIA AMEPIKH OIMNOY H
HIMATITIAA B EMOANIZETAI 2TOYZ ENHAIKEZ"

» ENAMNOOGEZH KYKAOPOPOYNTQN ANOZOZYMIMAEIMATQN
METAZY HBsAg/Ab KAI ZYMINAHPQMATO2?*

» MEAETEZX Ol OMNOIEXZ ENOXOIOIOYN TO HBeAg IN'A THN
E=EAI=H THZ PAN?

> EM®ANIZH ZE OMNOIAAHMNOTE 2TIFMH THZ CHB

1-Chan G et al.Extrahepatic manifestations of chronic viral hepatitis. Comp Ther 1995

2-Guillevin L,et al . Antineutrophil cytoplasm antibodies in systemic polyarteritis nodosa with and
without hepatitis B virus infection and Churg-Strauss syndrome. J Rheumatol 1993

3-Trepo C, Guillevin L. Polyarteritis nodosa and extrahepatic manifestations of HBV infection: The case
against autoimmune intervention in pathogenesis. J Auto Immun 2001
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» H XOPHI'HZH KOPTIKOZTEPOEIAQN KAI ANOZOKATAZTAATIKQN
MIMOPEI NA EXEI BAPYTATEZX ENINAOKEZ AOI'Q THZ
YMNOKEIMENHZ HMATITIAAZ B

> H TPINAH OEPAIMEIA INTEPOEPONHZ, AAMBOYAINHZ KAI
KOPTIKOZTEPOEIAQN ®AINETAI NA EXEI KAAA ANMOTEAEZMATA'
p

> ZYNAYAZMOZ AAMIBOYAINHZ, INTEPOPEPONHZ,
NMAAZMAQAIPEZHXZ KAl KOPTIKOEIAQN?®

1-Gupta S, Piraka C, Jaffe M. Lamivudine in the treatment of polyarteritis nodosa associated with
acute hepatitis B. N Engl J Med 2001

2-Erhardt A. Successful treatment of hepatitis B virus associated polyarteritis nodosa with a
combination of prednisolone, alpha-interferon and lamivudine. J Hepatol 2000

3-Deleaval P,et al . Life- Threatening Complications of Hepatitis B Virus-related polyarteritis nodosa
developing despite interferon-b therapy: Successful treatment with a combination of interferon,
Lamivudine, plasma exchanges and steroids. Clin Rhematol 2001




SMEIPAMATONE®PITIAA
= [MPQTH MNEPIFPA®H THZ ZYZXETIZHZ TO 1971

= EMOANIZETAI KYPIQZ 2TA MAIAIA 2E NMEPIOXEZ ME
YWHAH ENAHMIKOTHTA THZ NOzOY ENQ H ®Y2IKH
THZ IZTOPIA EINAI HIIA KAI ZYXNA
AYTONEPIOPIZOMENH?

= 2TOYZ ENHAIKEXZ EXEI XPONIA MNMOPEIA KAI MIMOPEI NA
OAHIHZEI ZE XNN°®

1-Combes B et al . Glomerulonephritis with deposition of Australia antigen-antibody
complexes in glomerular basement membrane. Lancet 1971

2-Willson RA. Extrahepatic manifestations of chronic viral hepatitis. Am J Gastroenterol 1997

3-Lai KN,et al . Membranous nephropathy related to hepatitis B virus in adults. N Engl J Med 1991




S¢°  IMEIPAMATONE®PITIAA

= 2YXNOTEPH EKAHAQXH - NEOPQZIKO ZYNAPOMO?
= JTA MNMAIAIA MEMBPANOYMNEPMAAZTIKH =N
= 2TOYZ ENHAIKEZ MEMBPANQAH 2N

= [IAPOYZIA KYKAOPOPOYNTQN ANOZOZYMIMAEIMMATQN KAOQZ
KAI ENAMNOOGEZH TOYZ 2TH 2MNEIPAMATIKH MEMBPANH?

= H AIAITNQZH TIOETAI ME OPOAOIIKO EAEIMXO KAI BIOWIA
NEPPOY — XAMHAA ENIMNEAA C3, C4.

1-Sergent JS. Extrahepatic manifestations of hepatitis B infection. Bull Rheum Dis

2-Nagy J et al . The role of hepatitis B surface antigen in the pathogenesis of glomerulopathies.
Clin Nephrol




2MNEIPAMATONE®PITIAA

2YNHOQZ KAAOHOH MNOPEIA ME AYTOMATH YO®EZzH
EAATTQZH THZ IAIMIAZ ‘ Y®EZH THZ NMPQTEINOYPIAZ
MOAY KAAA AINMOTEAEZMATA ME XOPHI'HZH INTEP®EPONH’

XOPHI'HZH AAMIBOYAINHZ EAATTQ2E ZHMANTIKOTATA THN
NMPQTEINOYPIA?

ANOZOKATAZTAATIKA?

1-Lin CY. Treatment of hepatitis B virus-associated membranous nephropathy with
recombinant alpha-interferon. Kidney Int 1995

2-HTang S, et al . Lamivudine in hepatitis B-associated membranous nephropathy.
Kidney Int 2005




Ref. Intervention Duration Follow-up Dropout (n)
Fang et al[?] Prednisone 0.8-1.0 mg/'kg per day + LAM/ETV/ADV 12 mo 40 mo 0
Cheng et al[16] Prednisolone 0.4 mg/'kg per day + MMF + LAM 6 mo 6 mo 0
Dang etal[17] Prednisone 0.8-1.0 mg/'kg per day + MMF + LAM 6 mo 6 mo 0
Heetal[18] Prednisone 40-60 mg/d + MMF 18 mo 12 mo 0
Liuetal[19] prednisolone 0.3-1.0 mg/kg per day + MMF +LAM 12 mo 12 mo 0
Liu et al[20] Prednisone 1.0 mg/'kg per day + ETV 9 mo 9 mo 0
Sun et al[21] Prednisone 0.5 mg'kgper two days + MMF + LAM 12 mo 12 mo 2
Sun et al[22 Prednisone 1.0 mg'kg per day + ADV 6 mo 12 mo 0
Tang et al[23] Prednisone 0.5-0.8 mg'kg per day + MMF 6 mo 12 mo 0
Tang et al[24] Prednisolone 0.4 mg/'kg per day + MMF + LAM 6 mo NA 0
Wu et al[25] Prednisolone 0.4 mg/'kg per two days + MMF +LAM 6 mo 12 mo 0
Xia et al[26] Prednisone 0.5 mg/kg per day + LEF +LAM 6 mo 12 mo 0

Xiao-Yong Zheng et al.Meta-analysis of combined therapy for adult hepatitis B virus-

associated glomerulonephritis.World J Gastroenterol. 2012

O ZYNAYAZIMOZ ANTIIKHZ KAI ANOZOKATAZTAATIKHZ ArQrHz BEATIQNEI
THN MPQTEINOYPIA TON AZOENQN XQPIZ NA ENMHPEAZEI APNHTIKA TA
EMINEAA TOY HBV-DNA, KAOGQ2 KAI THN HIMATIKH KAl NE®PIKH
AEITOYPTIA



MPOAPOMO 2YNAPOMO OPONOZIAX

= EMOANIZETAI NMEPINOY 1-6 EBAOMAAEZ INPIN THN
EKAHAQZH THZ KAINIKHZ HMATITIAAZ

= 10-30% TQN AZOENQN ME O=EIA HMNATITIAA"

= TENIKEYMENH 2YMMETPIKH APOPITIAA TQN MIKPQN
APOPQZEQN?

= AEPMATOAOIKEZ EKAHAQZEIX — EEANOHMA,
WYHAAOHTH NMOP®YPA

1-Shusterman N, London WT. Hepatitis B and immune-complex disease. N Engl J Med

2-HWands JR et al. Arthritis associated with chronic active hepatitis: Complement activation and
characterization of circulating immune complexes. Gastroenterology




.25 MPOAPOMO ZYNAPOMO OPONOZIAZ

= [ITAPOYZIA ANOZO2YMIMAEIMATQN HBsAg/Ab

= ANIXNEYZH TOY HBsAg 2TO APOPIKO YI'PO KATA THN
O=EIA PAXH’

= AIAPKEI KATA MEZO OPO 20 HMEPEZ KAI YOQIETAI
AYTOMATA ME THN EM®ANIZH THZ ‘KAINIKHZ’
HIMNATITIAAZ?

1- Alpert E, Isselbacher KJ, Schur PH. The pathogenesis of arthritis associated with
viral hepatitis. Complement-component studies. N Engl J Med

2- Mirise RT, Kitridou RC. Arthritis and hepatitis. West J Med .
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MIKTH KPYOZQAIPINAIMIA

e A
SR o Oy
A

> KPYOZOQAIPINAIMIA TYNOY Il KAI TYNOY I

> XAPAKTHPIZETAI AMNO AITEIITIAIKO EEANOHMA,
APOPAATIEZ KAl KATABOAH

»> ZIANIOTEPA NMOAYNEYPOIAOGEIA - 2[1ANIOTATA
MPOZBOAH TOY T'AZTPENTEPIKOY 2QAHNA, KNZ,
NEOPOY

Levo Y et al. Association between hepatitis B virus and essential mixed cryoglobulinemia.
N Engl J Med




MIKTH KPYOZ®AIPINAIMIA

» MAPOYZIA HIMMATIKHZ NOzOY AINMO ®AEIMMONH EQ2
KIPPQzH

»> OEPATEIA THZ HIMATITIAAZ ANAZTPE®EI THN KAINIKH
KAI OPOAOTI'IKH EIKONA THZ KPYOZOQAIPINAIMIAY'

» XOPHIHZH INTEP®EPONHZ 'H AAMIBOYAINHZ?

1 - Lohr Het al. Mixed cryoglobulinemia type Il in chronic hepatitis B associated with HBe-
minus HBV mutant: Cellular immune reactions and response to interferon treatment. J Med

Virol

2 - Sawabe T et al. Remission of hepatitis B virus-related vaculitis with lamivudine. Ann Int Med
2004
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= 2YNHOQZ EIKONA WHAA®PHTOY NMNOPOPYPIKOY
E=ANOHMATOZ

= NEKPQTIKH AITEIITIAA TQN MIKPQN AITEIQN

Popp JW Jr, Harrist TJ, Dienstag JL, Bhan AK, Wands JR, LaMont JT, et al . Cutaneous
vasculitis associated with acute and chronic hepatitis. Arch Intern Med.
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» BAATIAQAHX AKPOAEPMATITIAA

= KYPIQX 2E MNMAIAIA 2 -6 ETQN 2THN NEPIOXH THZ
ME2OIEIOY"

= HIAPOYZIA TOY HBsAb 2XETIZETAI ME THN YOEZH THX
NOzOY

= 2XEAON OAOI Ol AZOENEIxZ EXOYN TON YINOTYIO ayw?

1-Rogers RB, Smith JG Jr, Chalker DK. Hepatitis and the skin. J Am Acad Dermatol .

2-Gianotti F. Papular acrodermatitis of childhood. An Australia antigen disease
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= MH ZYMMETPIKH MOAYAPOPITIAA - EPYOHMATQAEIZ
AEPMATIKEZ BAABEX

= ENAMNOGEZH ANOZOZYMIMAEIMATQN KAOQZ KAI
HBsAg 2TIZ APOPQ2ZEIZ

= MAPOYZIA YNIEPTAMMAZ®AIPINAIMIAZE (IgM, IgG, IgA)
*TOYZ AZOENEIZ ME MPOXQPHMENH HMNATIKH NOZO

= OEPATIEIA THZ HMATITIAAZ ANAZTPE®EI THN EIKONA
THZ APOPITIAAX

Wands JR, Alpert E, Isselbacher KJ. Arthritis associated with chronic active hepatitis:
Complement activation and characterization of circulating immune complexes. Gastroenterology




NEYPOAOIIKEZ EKAHAQXEIX
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™ /> NEPI®EPIKH NEYPOMMAOGEIA EXEI NEPIFPA®EI XE
.~ AXOENEIZ ME XHB'
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» GUILLAIN —BARRE: AIFOTEPA AMNO 20 NMEPIZTATIKA
2TH BIBAIOT PA®IA?

I
|

1-Farivar M et al.Cryoprotein complexes and peripheral neuropathy in a patient
with chronic active hepatitis. Gastroenterology 2001

)
y

2-Yimam KK, Merriman RB, Frederick RT. A rare case of acute hepatitis B virus infection
causing Guillain-Barré syndrome. Gastroenterol Hepatol 2013

>
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HBsAg-POSITIVE PATIENTS WITH EXTRA-HEPATIC
MANIFESTATIONS AND ACTIVE HBV REPLICATION MAY
RESPOND TO ANTIVIRAL THERAPY. LAMIVUDINE HAS BEEN
MOST WIDELY USED TO DATE. ENTECAVIR AND TENOFOVIR
ARE EXPECTEDTO HAVE ENHANCED EFFICACY IN THIS
GROUP AND THE INDICATIONS AND MANAGEMENT DO NOT
DIFFER FROM PATIENTS WITHOUT EXTRA-HEPATIC
MANIFESTATIONS. PLASMAPHERESIS CAN BE USEFUL IN
ADDITION TO NUC THERAPY IN SPECIAL CASES (C2).



I2TOPIKA 2TOIXEIA - HCV

ES
» MEZA TOY 1970 O HARVEY J. ALTER NEPITPA®EI MIA

MOPO®H HIATITIAAZ META AMNO METAITIZH AI'IO ENA
NON-A NON-B HIMATOTPOIIO IO

;- > 1987 — CDC NAHZIAZEI 2THN TAYTOIOIHZH TOY I0Y
KAI ANATTYZEI ENA AIANQ2TIKO TEZT

e —

»> 1989 — TAYTOIOIEITAI O 102 THZ HINATITIAAXZ C?

e o — i

T —_r——r

1-Boyer, JL et al. Liver cirrhosis and its development: proceedings of the Falk Symposium 115.

2-Choo QL et al. "Isolation of a cDNA clone derived from a blood-borne non-A, non-B viral
L hepatitis genome". Science April 1989 '
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EMINMOAAZMOZ HNATITIAAZ C

Prevalence of infection f}
. >10% o S
Il 25-10%
1 1-2.5%

NMHCH: WHO



HMNATITIAA C

;S - = > - o

» 130.000.000 — 170.000.000 ANOPQIOI MAIrKO2ZMIQZ
NMAZXOYN AMNO HIMATITIAA C

» EMINOAAZMOXZ KYMAINETAI AlO 0,1% 2TIz
ANANTYITMENEZ XQPE2 MEXPI KAI 20% 2TIz
ANANTY22OMENEZ XQPE2

> 15-30% TQN A2OENQN ME HIIATITIAA C OA
ANANTY=O0YN KIPPQ2H 2E 20-30 XPONIA

Hagan LM, Schinazi RF=Best strategies for global HCV eradication. Liver Int 2013;
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Cerebral vasculitis,
encephalopathy, cognitive —

disorders ]
Sjogren syndrome
Hypothyroidism
Membranoproliferative/membranous
Thrombocytopenia glomerulonephritis

Lichen planus,
psoriasis

. 1.“
\ —» Symmetrical polyarthritis

Peripheral neuropathy Palpable purpura

Maria Tampaki, John Koskinas. Extrahepatic immune related manifestations in
chronic hepatitis C virus infection.World J Gastroenterol 2014



= TAGOO®YZIOAOIIKOI MHXANIZMOI

MOPIAKH MIMIZH : NS5 NEPIOXH TOY I0Y ME CYT P4502E1
— NMAPATQI'H AYTOANTIZQMATQN’

= ENEPIOMnoOIHzH TQN B AEMO®OKYTTAPQN KAI NMAPAIQrH
AYTOANTIZQMATQN?

= AMNEYOEIAZ ‘BAABH’ AOIMQ NMAPOYZIAZ TOY IOY 2E
E=QHMNATIKOYZ I2TOY2?

1-Sutti S etal. Breaking self-tolerance toward cytochrome P4502E1 (CYP2E1) in chronic hepatitis
C: possible role for molecular mimicry. J Hepatol 2010;

2-F. B. Bianchi, et al“Hepatitis C and autoreactivity,” Digestive and Liver Disease 2007.

3 - Galossi A et al. Extrahepatic manifestations of chronic HCV infection. J Gastrointestin Liver Dis
2007.




o EZQHMNATIKEE EKAHAQZEIE

» EZOHNATIKEZ EKAHAQZEIX 2XETIZOMENEZ ME
KPYOZOQAIPINAIMIA

= EZOHNATIKEZ EKAHAQZEIX 2XETIZOMENEZ ME
AANOYZ MAOOPYZIOAOINKOYZ MHXANIZMOYZ




’« E-QHIATIKEZ EKAHAQZEIZ

= EZOHMNATIKEZ EKAHAQZEI2Z 2XETIZOMENEX ME
KPYOZQ®AIPINAIMIA




KPYOZ®AIPINAIMIA

MIKTH KPYOZOQAIPINAIMIA TYTIOY Il KAI TYNOY Il

= TYNOY ll: MONOKAQNIKH IgA ,IgM ,igG — MOAYKAQNIKH IgG
= TYNOY lil: MTOAYKAQNIKH IgG KAl IgM

= ANIXNEYETAI 2TO 40-60% TQN AZOENQN ME HCV
AOIMQ=H?

= KAINIKEZ EKAHAQZEI2 2TO 5-10% TQN A2OENQN?

1- J. C. Brouet, J et al.“Biologic and clinical significance of cryoglobulins. A report of 86 cases,”
American Journal of Medicine,

2-Saadoun D,et al. HepatitisC-associated mixed cryoglobulinaemia: a crossroad between
autoimmunity and lymphoproliferation. Rheumatology 2007




e KPYOZ®AIPINAIMIA

= TIAPATONTEZ INOY ZXETIZONTAI ME AY=HMENH
MOANOTHTA ANAINTY=HZ KPYOZQ®AIPINAIMIAZ EINAI O
FTONOTYINOZ 2 KAI O HLA ANAOTYINOZ B8 DR3

= HEMOANIZH TH KPYOZQAIPINAIMIAZ ZXETIZETAI ME
AY=HMENH HINATIKH INQ2H"

= YXNOTEPH EM®ANIZH AITEINTIAAZ XTIZ T'YNAIKEZ
MEI'AAHZ HAIKIAZ ME MAKPOXPONIA NO20O?

1-W. N. Schmidt et al .HepatitisC virus (HCV) infection and cryoglobulinemia: analysis of whole blood and
plasma HCV-RNA concentrations and correlation with liver histology.Hepatology 2000

2-Calista D. Lichen planus, erythema nodosum, and erythema multiforme in a patient with chronic
hepatitis C.Cutis 2001




3 KPYOZ®DAIPINAIMIA

ENEPIOIMOIHZH TQON B KYTTAPQN AINO TON HCV KAI
MAPAIT'QI'H ANOZOZ®AIPINQN'

= NMIAPOYZIA BAAF 2TOYZ A2OENEIX ME HCV AOIMQ=H? - H
ENEPIOMOIHZH TOY 2XETIZETAI ME THN ANANTY=H TQN
AYTOANOZQN NOZHMATQN

= ENAINOOEZH ANOZOXZYMIMAEIMATQN 2TO TOIXQMA TQN
MIKPQN KYPIQZ AITEIQN

1-P. Schneider et al., “BAFF, a novel ligand of the tumor necrosis factor family, stimulates B cell
growth,”Journal of Experimental Medicine 2000.

2-D. S'ene et al. “Hepatitis C virus-associated B-cell proliferation—the role of serum B
lymphocyte stimulator (BLyS/BAFF),” Rheumatology 2007




Autoantibodies and HCV
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Manuel Ramos-Casals. Extrahepatic manifestations in patients with chronic
infections due to the hepatitis C virus. Reumatol Clin. 2009



KPYOZOQAIPINAIMIA KAI
AYTOANTIZQMATA

Autoantibodies Frequency (%)  Clinical significance
ANA 12650 ~ Lowier
Speckled pattern on HEp-2 cells
SMA 33-37% Low titer
RF 14-99% Low titer
ANCA (pANCA, cANCA) 4-26% No association with vasculitis
Anti-CRP 75% Predictive marker of cryoglobulinemia
Anti-Clq 39% Predictive marker of type III cryoglobulinemia
AECA 50% Predictive marker of vasculitis
Anti-GM1 ganglioside antisulfatide 52% Predictive marker of peripheral neuropathy

Takashi Himoto et al. Extrahepatic Manifestations and Autoantibodies in Patients with
Hepatitis C Virus Infection.Clinical and Developmental Immunology 2012.



KPYOZ®AIPINAIMIA

H 2YXNOTEPH EKAHAQZ2H ZE NMNOZO02TO NOY AITIZEI TO
90% EINAI H YWHAA®HTH NMOP®YPA

= 2YNAYAZETAI ME KATABOAH KAI APOPAATIEZ

= EAKH KATQ AKPQN - ZYNAPOMO RAYNAUD - AIKTYQTH
NMEAIQZH

T




- KPYOZ®DAIPINAIMIA

MPOZBOAH TQN NE®PQN 2TO 30% TQON A2OENQN 2THN
MOPEIA THZ NOZOY

= 2ENMNOZOZTO 20% ANMOTEAEI THN NMPQTH KAINIKH
EKAHAQZzH

= H MEMBPANOYMNEPIMNAAZTIKH ZMEIPAMATONE®PITIAA
EINAI H ZYXNOTEPH MOP®H

» MEMBPANQAHZ ZMNMEIPAMATONE®PITIAA ZINMANIOTEPA

Hiramatsu R et al. Membranoproliferative glomerulonephritis and circulating cryoglobulins. Clin Exp
Nephrol 2014.




KPYOZ®AIPINAIMIA

AZYMMNTQMATIKH AIMATOYPIA EQZ XPONIA NE®PIKH
ANENAPKEIA

= MPQTEINOYPIA NE®PITIAIKOY TYIMNOY ZTO 14% KAI
NEDOPQZIKOY TYIMNOY 2TO 21%’

= MEXPI KAI 10% TQN A2OENQN EMO®ANIZONTAI ME TAXEQX
EZEAIZZOMENH NE®PIKH AYZAEITOYPIIA

= NE®PIKH ANETAPKEIA NMAPOYZIAZE TO 14% META AINO 6
ETH NAPAKOAOYOHZH2?

1 - Latt N, Alachkar N, Gurakar A. Hepatitis C virus and its renal manifestations: a review and update.
Gastroenterol Hepatol 2012.

2 - S. Beddhuet al. The clinical and morphologic spectrum of renal cryoglobulinemia Medicine, 2002.




3 KPYOZ®DAIPINAIMIA

MPOZBOAH TOY NEYPIKOY 2Y2THMATOZ 2E MOZ0O2TO 17-
55% TQON AZOENQN

= NEYPOAOTIIKEZ EKAHAQZEI2 ANO MNEPIPEPIKH
NEYPOIIAOEIA EQ2 MPO2BOAH TOY KENTPIKOY NEYPIKOY
2Y2THMATOZz

= KYPIA EKAHAQZH - AIZOHTIKOY TYINOY NEYPOIAOGEIA
TON KATQ AKPQN ME YTAIZOHZIA KAI AIXOHMA KAYzZ0Y

Gemignani F et al. Clinical spectrum of cryoglobulinaemic neuropathy. J Neurol
Neurosurg Psychiatry 2005.




KPYOZ®DAIPINAIMIA

H MPOZBOAH TOY KNZ EKAHAQNETAI QZ AITEIITIAA
MIKPQN KAI METAAYTEPQN AITEIQN

= EIKONA AITEIAKOY EIKED®AAIKOY EMNEIZOAIOY’

» EFKEPAAOINAOGEIA, TNQZTIKEZ AIATAPAXEZ?

1 - Petty GW, Duffy J, Houston J. Cerebral ischemia in patients with hepatitis C virus infection and
mixed cryoglobulinemia. Mayo Clin Proc 1996.

2 - Casato M et al. Central nervous system involvement in hepatitis C virus cryoglobulinemia
vasculitis: a multicenter case-control study using magnetic resonance imaging and
neuropsychological tests. J Rheumatol 2005.




KPYOZ®AIPINAIMIA

APOPITIAA ZXETIZOMENH ME THN KPYOZ®AIPINAIMIA 2TO
10-30% TQN A2OENQN

= [IPOZBAAAEI KYPIQX2 ME2AIEZ KAI MEI'AAEZ APOPQ2ZEIZ

= 2ZXETIZETAI ME METAAH HAIKIA KAl ME MAKPOXPONIA
HCV AOIMQ=H

= ENIOTE ZYNOAEYETAI ATMTO WYHAAOPHTH NMOP®YPA

Kemmer NM, Sherman KE. Hepatitis C-related arthropathy: Diagnostic and treatment
considerations. J Musculoskelet Med 2010.




KPYOZ®AIPINAIMIA

= 8-10% TQN A2OENQN ME CHC KAI MC ©A ANAINTY=0OYN
NON-HODGKIN B-cell LYMPHOMA

= O ZXETIKOXZ KINAYNOZ ANATITY=HZ NHL-B cell LYMPHOMA
AY=ANEI KATA 35 ®OPEZ NEPINOY 2E A2OENEIZ ME
XPONIA HCV AOIMQ=H KAI KPYOZODAIPINAIMIA.

= ENOXOINOIEITAI H YITIEPMETPH KAI ANE=ZEAEIKTH
KAQNIKH EKINTY=H TQN B KYTTAPQN

Marcucci F, Mele A. Hepatitis viruses and non-Hodgkin lymphoma: epidemiology,
mechanisms of tumorigenesis, and therapeutic opportunities. Blood, 2011




OEPAMEYTIKOI ZTOXOI

»> OEPATIIEIA THZ HMATITIAAZ C ME EAANATQZH 'H KAI
MHAENIZMO TOY IIKOY ®POPTIOY

» ANOZOZTOXEYMENH OEPAIIEIA

» ZYMINTQMATIKH OEPATIEIA
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= & OEPAIEYTIKOI 2TOXOI

= Ol 2O0BAPEZ EKAHAQZEIZ THZ NO2OY ATMNAITOYN
XOPHI'HZH KOPTIKOZTEPOEIAQN KAI /'H
ANO2ZOKATAZTAATIKQN

= H XOPHI'HZH RITUXIMAB ®AINETAI NA EXEI MOAY KAAA
AMOTEAEZMATA’

» NMINAAZMAQAIPEZH - OEPAIEIA AIAZQ2HZ ZE 2YNAPOMO
YMNEPIAOIOTHTAZ?

1 - D. Sansonno et al. “Monoclonal antibody treatment of mixed cryoglobulinemia resistant to
interferon a with an anti-CD20,” Blood 2003.

2 - A. Ramunni et al.Double-filtration plasmapheresis in the treatment of leg ulcers in
cryoglobulinemia Journal of Clinical Apheresis, 2008.
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= 2E A2OENEIZ ME HIMIAZ-METPIAZ BAPYTHTAZ
KPYOZQAIPINAIMIA ZYNIZTATAI H MPOZMNAOGEIA KATAZTOAHZ
TOY IIKOY MNMOAAAMNAAZIAZMOY ME ANTIIKH ©EPATIEIA

* O ZYNAYAZIMOZ NMErKYAIQMENHZ INTEP®EPONHZ-A (PEG-IFN-A)
ME PIMIMABIPINH, ENITYI XANEI IOAOINKH ANTAMOKPIZH , AAAA
KAI OMAAOIOIHZH TQN ENIMEAQN C3 KAI C4 KAl EZAPANIZH
TQN KPYOZQAIPINQN

= EAAXIZTA MEXPI TQPA AEAOMENA ANO TH XPHZH TQN TPINAQN
2YNAYAZMQN ME NEA ANTIIKA

Saadoun D et al. Peg-IFNa/ribavirin/protease inhibitor combination in hepatitis C virus
associated mixed cryoglobulinemia vasculitis: results at week 24. Ann Rheum Dis 2014.
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= Peg-IFN + RVR: HIMIA KAl MEZHZ BAPYTHTAZ EKAHAQZEI> ME
NMAPATAZH THZ ©OEPAIIEIAZ EQ2 KAl 72 EBAOMAAEY"

= KOPTIKOZTEPOEIAH: ZE YWHAEXZ AOZEIZ A ZOBAPH NOzO’

= RTX +/ - KOPTIKOZTEPOEIAH: MOAY KAAA ATNMOTEAEZMATA'

= KYKAODPQIOPAMIAH: MIKTA ANOTEAEZMATA

= [AAZMAO®AIPEZH: 2E AMNEIANAHTIKO 2YNAPOMO YINEPIAOIOTHTAY'

PIRR: Peg — IFN + RVR + RTX: YINEPEXEI 2E ZXEZH ME TO 2XHMA PIR?

1 - Pietrogrande M et al.Recommendations for the management of mixed
cryoglobulinemia syndrome in hepatitis C virus-infected patients. Autoimmun Rev. 2011

2 - F. Dammacco et al.Pegylated interferon-a, ribavirin, and rituximab combined therapy of
hepatitis C virus-related mixed cryoglobulinemia: a longterm Study.Blood,2010.




’« E-QHIATIKEZ EKAHAQZEIZ

= EZOHMNATIKEZ EKAHAQZEI2Z 2XETIZOMENEX ME
AANOYZ MAOOPYZIOAOINKOYZ MHXANIZMOYZ

U]

HEPATITIS C
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= O 2YNEXHZ EPEOIZMOZ TQN B-KYTTAPQN OAHIEI ZE ENA
2YNOAO NMAOGOAOIKQN KATAZTAZEQN TOY
EKOPAZONTAI Qz:

= MIKTH KPYOZQ®AIPINAIMIA, AY=HMENA ENINMEAA ZTON
OPO TOY RF, MONOKAQNIKH TAMMAINAOGEIA
AKAOOPIZTHZ ZHMAZIAZ( MGUS) KAl NON —HODGKIN
AEMOQMA B APXH2'

= HCV OETIKOI AZOENEIZ EXOYN AIMAAZIO KINAYNO
EMOANIZHZ NON-HODGKIN AEMOPQMATOZ B APXH2?

1-D. Sansonno, G et al.“Intrahepatic B cell clonal expansions and extrahepatic manifestations of
chronic HCV infection,” European Journal of Immunology 2004.

2-Gisbert JP et al. Prevalence of hepatitis C virusinfection in B-cell non-Hodgkin’s lymphoma:
systematic review and meta-analysis. Gastroenterology 2003.




-~ AEMOOYMEPMAAZTIKA NOZHMATA

= 2TOYZ MIOANOYZ MAOGODYZIOAOINKOYZ MHXANIZMOYX
2YMMNEPIAAMBANONTAI:

1. O 2YNEXHZ EPEOGIZMOZ TQN B — KYTTAPQN OlNQx
EMIBEBAIQNETAI AMNMO THN NMAPOYZIA ANTITONQN TOY I0Y
KAI 2E EZQHINATIKEXZ OEXEIZ (AEMO®AAENEZ -
AEMOOKYTTAPA)’

2. H AY=HMENH ANIXNEYZH TOY BAAF 2TON OPO TQN
A2ZOENQN ME CHC?

1-Lai R, Weiss LM. Hepatitis C virus and non-Hodgkin’s lymphoma. AmericanJournal of
Clinical Pathology 1998.

2-E. Toubi et al., “Elevated serum B Lymphocyte activating factor (BAFF) in chronic hepatitis C
virus infection: association with autoimmunity,” Journal of Autoimmunity 2006.
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H XOPHIMHZH ANTIIKHZ OEPAIIEIAZ 2TOXEYEI 2THN
EKPIZQZH TOY AITIOAOINKOY NMAPAIONTA (HCV) KAI ZTHN
ANAZTPO®H TQN NMAOGOINENETIKQN MHXANIZMQN TOY

AEMOQMATOZ

H ENMITYXIA THZ ANTIIKHZ ©OEPAMNEIAZ ZYNAEETAI ME
KAINIKH YOEZH TON XAMHAHZ KAKOHOEIAZ
AEMOOMATQN

H EMITEY=H SVR META AINO OEPATIEIA EAAATQNEI
2HMANTIKA TO ZYNOAIKO KINAYNO ANAINTY=Hz
AEMOOQMATOX

1- Vallisa D et al. Role of anti-hepatitis C virus (HCV)treatment in HCV-related, low-grade, B-cell,
non-Hodgkin’s lymphoma:a multicenter Italian experience. Journal of Clinical Oncology 2005.



- AEMO®OYMEPMAAZTIKA NOZHMATA

= XOPHIHZH INTEP®EPONHZ - PIMIMNABIPINHZ 2TA XAMHAHX
KAKOHOEIAZ AEMOQMATA

= 2TA YWHAHZ KAKOHOEIAZ XOPHI'HZH XHMEIOOEPAIIEIAZ
ME 2KOIMO THN YOEZH TOY AEMOQMATOZ — AKOAOYOQZ
XOPHIMHZH IFN+RBV’

= 2YNAYAZMENH ANTIIKH ©EPANEIA ME RITUXIMAB 2TA
XAMHAHZ KAKOHOEIAZ — KAAA ANMOTEAEZMATA?

1-Arcaini L et al. Antiviral treatment in patients withindolent B-cell ymphomas associated with
HCV infection: a study of theFondazione Italiana Linfomi. Annals of Oncology 2014.

2-Hainsworth JD et al. Rituximab as first-line and mainte-nance therapy for patients with indolent
non-Hodgkin’s lymphoma. Journalof Clinical Oncology 2002.
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= AYTOANO2H OPOMBOIIENIKH MOP®YPA

= AY=HMENH ENINTQZH THZ NOZOY 2TOYZ AZOENEIX
ME HCV 2E 2XE2H ME TO N'ENIKO NMAHOYZMO"

= AIA®OPEZ 2THN KAINIKH EIKONA KAI 2TON
EPIFAZTHPIAKO EAETNXO 2TOYZ A2OENEI2 ME HCV
AOIMQ=H - AIFTOTEPA 2YMINTQMATA, YWHAOTEPO
APIOMO AIMONETAAIQN?

1-Chiao EY et al. Risk of Immune Thrombocytopenic Purpura and Autoimmune Hemolytic Anemia
among 120,908 US veterans with Hepatitis C Virus Infection. Arch Intern Med 2009

2-Rajan SK et al. Hepatitis C virus-related thrombocytopenia: clinical and laboratory characteristics
compared with chronic immune thrombocytopenic purpura. Br J Haematol 2005.
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= MIAPATQI'H ANTIZQMATQN ENANTI TQN AIMOMETAAIQN

= ANTIZQMATA NOY XTOXEYOYN XTIZ FTAYKOMPQTEINEX THX
MEMBPANH2

= MOPIAKH MIMHZH TOY IOY KAI MAPAIrQrH
AYTOANTIZQMATQN

1- Aref S et al. Antiplatelet antibodies contribute to thrombocytopenia associated with chronic
hepatitis C virus infection. Hematology 2009.

2-Zhang W et al. Role of molecular mimicry of hepatitis C virus protein with platelet GPllla in
hepatitis C-related immunologic thrombocytopenia. Blood 2009;




- AIMATOAOIIKEZ EKAHAQZEIZ

H OEPATMEIA AINOTEAEI NPOKAHZH

= MPQTH EMIAOIH - H XOPHIM'HZH ENAO®AEBIAZ
ANOZOZQAIPINHX" - ANOTEAEZMATIKH 2TO 90%

= ANANOTEAEZMATIKH H XOPHI'HZH KOPTIKOZTEPOEIAQN?
= JMAHNEKTOMH YO NMPOYMNOGEZEIX — HMATIKO NMPOO®IA

= 2F ANOEKTIKEZ MNEPINTQZEIZ EXOYN AOKIMAZTEI ME MIKTA
AMNOTEAEZMATA KYKAODPQ>PAMIAH, AZA. MMF

1 - Cines Dbet al. Imnmune thrombocytopenic purpura. The New England Journal of Medicine. 2002

2 - Pockros PJ et al. Immune thrombocytopenic purpura in patients with chronic hepatitis C virus
infection. The American Journal of Gastroenterology




- AIMATOAOTIKEE EKAHAQZEIE

H XOPHI'HZH INTEP®EPONHZ EIXE ANTOTEAEZMATA x2TOYZ
A2OENEIZ MOY EAATTQOHKE TO HCV-RNA'

= H XOPHI'HzH RITUXIMAB MONO zE A2OENEIZ ME BAPEIA
AIMOPPATI'IKH AIAGEZH KAl ANOEKTIKH NOx20O?

= XOPHI'HzZH ELTROMBOPAG ZE MEMONQMENEZ 2EIPEZ
AZOENQN?®

1-lga D etal. Improvement of thrombocytopenia with disappearance of HCV RNA in patients treated
by interferon-a therapy: possible etiology of HCV-associated immune thrombocytopenia. European
Journal of Haematology. 2005

2-Cacoub P et al. Anti-CD20 monoclonal antibody (rituximab) treatment for cryoglobulinemia
vasculitis: where do we stand? Annals of the Rheumatic Diseases. 2008

3-Bussel JB et al. EItrombopag for the treatment of chronic idiopathic thrombocytopenic
purpura. The New England Journal of Medicine. 2007
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=. « NEOPOAOIIKEZ EKAHAQZEIX

= MEMBPANQAHZ ZMNMEIPAMATONE®PITIAA
» EXTIAKH TMHMATIKH NEOPOZKAHPYN2ZH?
= NO2OZ TQN EAAXIZTQN AAAOIQZEQN

= [TAPOYZIA KAI ENATIOOEZH ANO2ZO2YMIIAEI MATQN XQPIz
MAPOYZIA KPYOZQAIPINAIMIAY'

= KYPIQZ EMOANIZOYN MIKPOZKOIMIKH AIMATOYPIA KAI
NMPQTEINOYPIA?

1 - Uchiyama-Tanaka Y et al. Membranous glomerulonephritis associated with hepatitis C virus
infection: case report and literature review. Clin Nephrol 2004.

2 - Motta M et al. Focal segmental glomerulosclerosis and hepatitis C virus. Panminerva Med 2001




APOPITIAA

RHEUMATOID - LIKE ARTHRITIS

* H2ZYXNOTEPH MOP®H KAI EKAHAQNETAI Q2 2YMMETPIKH
[MOAYAPOPITIAA MIKPQN APOPQZEQN

= HIIAPOYZIA TOY IOY ZTON APOPIKO I2TO ENOXOTIOIEITAI
I'lA THN EZEAI=ZH THZ ®AETMONQAOYZ APOPITIAAY?

= H ANIXNEY2H TOY anti-CCP I'lA TO AIAXQPIZMO RA AT1O
THN HCV — RELATED ARTHRITIS?

1 - Kemmer NM et al. Hepatitis C-related arthropathy: Diagnostic and treatment considerations. J
Musculoskelet Med 2010.

2 - Ezzat WM et al. Anti-cyclic citrullinated peptide antibodies as a discriminating marker between
rheumatoid arthritis and chronic hepatitis C-related polyarthropathy. Rheumatol Int 2011.




S FYNAPOMO SJOGREN

« EXEINEPIrPA®EI IXXYPH 2Y2XETIZH METAZY THZ HCV
AOIMQ=Hz KAI THZ NMAPOYZIAZ 2YNAPOMOY SJOGREN"

* HZYXNOTHTA EM®ANIZHZ KYMAINETAI METAZ=Y 15-25%

* IZTOAOI'IKA NEPIFPA®ETAI AEMOOKYTTAPIKH
2IEAAAENITIAA, AAAA ANIXNEYONTAI ZMANIOTEPA ANTI-SSA/RO
KAI ANTI-SSB/LA ANTIZQMATA ZE 2XE2H ME TO NMPQTOINAOGEZ

2YNAPOMO SJOGREN

« AIAZTAYPOYMENH ANTIAPAZH METAZY ANTITONQN TOY I0Y KAI
TQN ZIEAOITONQN AAENQN

1 - Toussirot E et al. Presence of hepatitis C virus RNA in the salivary glands of patients with Sjogren’s
syndrome and hepatitis C virus infection. J Rheumatol 2002.

2 - Ohoka S et al. Sialadenitis in patients with chronic hepatitis C is not directly related to hepatitis
C virus. Hepatol Res 2003
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=, AIATAPAXEZ OYPEOEIAOYX

» 2E MNMEPINOY 10-25% TQON AZOENQN ME XPONIA
HIMATITIAA C ANIXNEYONTAI ANTIOYPEOEIAIKA
ANTIZQMATA - anti TPO, anti TG — ANE=ZAPTHTA AIO
TO BAOMO THZ HIMATIKH NOzOY"

> HTAPOYZIA ANTIMIKPOZQOMIAKQN Ab
XPHZIMOIOIEITAITIA TH AIANQ2H THZ AYTOANOX2Hz
OYPEOEIAITIAAZ 2TOYZ HCV A2OENEI2?

» YMNO 'H YNEPOYPEOEIAIZMOZ

1 - A. Antonelli et al., “Thyroid disordersin chronic hepatitis C,” American Journal of Medicine, 2004.

2 - K. M. Kee et al., “Thyroid dysfunction in patients with chronic hepatitis C receiving a combined
therapy of interferon and ribavirin: incidence, associated factors and prognosis,” Journal of
Gastroenterology and Hepatology, 2006.
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AEPMATOAOIIKEZ EKAHAQZEIZ
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H OWIMH AEPMATIKH NMOP®YPIA ANA®EPETAI 2E AITOTEPO
AlNO TO 5% TQN A2OENQN ME XPONIA HCV AOIMQ=H"

QAINETAI NA YIMNAPXEI IZXYPH ZYZXETIZH ME TON T'ONOTYTO
1B KAI THN MNMAPOYZIA KIPPQZHX

H XPONIA HCV AOIMQ=H EXEI ZYZXETIZTEI ME THN EM®ANIZH
OMAAOY AEIXHNA (1-6%)

H ©OEPATEIA ME IFN-A EXEl ANTIKPOYOMENA AMNMOTEAEZMATA

1 - Cacoub P et al. Extrahepatic manifestations associated with hepatitis C virus infection. A
prospective multicenter study of 321 patients. The GERMIVIC. Medicine (Baltimore). 2006

2 - D. V. Stefanova-Petrova et al.,“Chronic hepatitis C virus infection: prevalence of
extrahepatic manifestations and association with cryoglobulinemia in Bulgarian patients.
World Journal of Gastroenterology, 2007.
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> H ©OEPAIEIA ZYMIMNEPIAAMBANEI TO KAAZIKO
2XHMA XOPHI'HZHZ INTEPOPEPONHZ KAI
PIMIMABIPINHZ

» ZYMIMNTQMATIKH - EIAIKH ©OEPATIEIA

» EAAXIZTA BIBAIOTPAOGIKA AEAOMENATIA TH
XOPHIMHZH TQN NEQN ANTIIKQN NMAPAITONTQN

AR/
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AYTOANOZA NOZHMATA

MAPOYZIA AYTOANTIZQMATQN 2TOY2 A2OENEIZ ME
XPONIA HCV AOIMQ=H AKOMA KAI XQPIZ KAINIKH
2HMAZIA

 2E MIA NNOAYKENTPIKH MEAETH A2©OENQN ME HCV
AOIMQ=H TO ANTI®PQ2POAIMIAIKO 2YNAPOMO KAI O
SLE EM®ANIZAN YWHAH ENINTQXH"

1 - Ramos-Casals M et al. Systemic autoimmune diseases in patients with hepatitis C virus
infection: characterization of 1020 cases (The HISPAMEC Registry). JRheumatol 2009.




Autoantibodies Prevalence (%) Clinical significance

Cryoglobulins 40-60 Associated with cryoglobulinemic
vasculitis:
Palpable purpura
Kidney disease
Peripheral neuropathy
Arthritis
ANA 1.6-32 Controversial clinical significance
ShA 6-19.3  Often associated with:
Patients’ age
LEM-1 0.3-2.5 Fibrosis stage
AMA 0.2-1.4 Disease activity

No influence on treatment response

Chrétien Pet al. Non-organ-specific autoantibodies in chronic hepatitis C patients: association with
histological activity and fibrosis. J Autoimmun 2009;



INTEPOEPONH KAI AYTOANOZIA

2TO 2% MNEPINOY TQON A2OENQN ME XPONIA
HMATITIAA C ANIXNEYONTAI anti — GAD

= HIAPOYZIA TQN anti - GAD ZXETIZETAI ME TH
EM®OANIZH ZA TYNOY 1

= ENATOZOZTO AYTQN TQON AZOENQN EM®ANIZOYN zA
TYNOY 1 META TH OEPATIEIA ME INTEP®EPONH’

= Ol AZOENEIZ Ol OlOIOI MAPOYZ2IAZOYN TON HLA
DRB1-DQB1 AIMNAOTYMNO?

1 - S. Piquer et al., “Islet cell and thyroid antibody prevalence in patients with hepatitis C virus
infection: effect of treatment with interferon,” Journal of Laboratory and Clinical Medicine, 2001.

2 - P. Fabris et al.Insulin-dependent diabetesmellitus during alpha-interferon therapy for
chronic viral hepatitis.Journal of Hepatology 1998.
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= H XOPHIHZH INTEPO®EPONHZX ZTA lNAAIZIA OEPATIEIAXZ
AY=ANEI THN EKOPAZH TOY MHC CLASS | 2TA EMNIGHAIAKA
KYTTAPA TOY OYPEOEIAOYZ AAENA"

= AMNEAEYOEPQXZH KYTOKINQN (IL-2 KAI IFN-y) KAl THN
NMPOKAHZH OYPEOEIAITIAAX

= O OYPEOEIAHZ EINAI TO OPI'ANO TO OINOIO NMPOZBAAAETAI
MEPIZZOTEPO KATA TH OEPATIEIA ME INTEP®PEPONH'

= FENETIKO YINOBAOPO - HLA A2 KAl HLA DRB1?2

1 - Y. Tomer.Hepatitis C and interferon induced thyroiditis. Journal of Autoimmunity, 2010.

2 - S. Kakizaki, H et al. HLA antigens in patients with interferon-a-induced autoimmune thyroid
disorders in chronic hepatitis C. Journal of Hepatology, 1999.




- ANTIZTAZH ZTHN IN2XOYAINH - ZA |

YWHAOTEPH ENINTQZH ANTIZTAZHZ ZTHN INZOYAINH
KAI ZA Il ZTOYZ A2OENEIZ ME CHC’

= 32-70% TQON A2OENQN ME CHC EMO®ANIZOYN
ANTIZTAZH 2THN INZOYAINH

» 14 -50% TQON A2OENQN ME CHC EMO®ANIZOYN zA |l

= H ANAIITY=H zZA Il ZXETIZETAI MNEPIZZOTEPO ME TO
APPEN ®YAO KAI THN NMAPOYZIA KIPPQXH2?

1 -Simo6 R et al. High prevalence of hepatitis C virus infection in diabetic patients. Diabetes Care 1996

2 -Shintani Y et al. Hepatitis C virus infection and diabetes:direct involvement of the virus in the
development of insulin resistance.Gastroenterology 2004




ANTIZTAZH 2THN INZOYAINH - 2A I

NA THN EM®ANIZH TOY ZA Il ENOXOMNMOIOYNTAI H ZTEATQZH,
H ANTIZTAZH ZTHN INZOYAINH KAl PAETMQOQNQAEIX
AIEPIrAZzIEZ

= AY=HMENA EIMNMEAA TNFa ZTO HIMAP ANAZTEAAOYN TON
ISR-1 ( Insulin substrate receptor -1)’

= H ANTIZTAZH 2THN INZOYAINH ENITAXYNEI THN HIMATIKH
INQZH KAI EXElI APNHTIKH ENINTQzH 2TH ©EPATIIEIA?

= TA NEOTEPA OEPATEYTIKA ZXHMATA AEN ENMHPEAZONTAI
APNHTIKA AMNO THN IR

1 -Kawaguchi T, et al. Hepatitis C virus down-regulates insulin receptor substrates 1 and 2 through
up-regulation of suppressor of cytokine signaling 3. American Journal of Pathology 2004

2 -Negro F . Hepatitis C virus and type 2 diabetes. World J Gastroenterol. 2009.




#“ KAPAIAITEIAKOZ KINAYNOZ

H ANAZKOIMHZH THZ BIBAIOTPA®IAZ KATEAEI=E OTI Ol
A2OENEI2Z ME CHC EXOYN AY=HMENH MNMIGANOTHTA
2XHMATIZMOY AOHPQMATIKQN NMAAKQN 2TIx
KAPQTIAIKEZ APTHPIEY'

= O KINAYNOZ 2XHMATIZMOY AOHPQMATIKQN NMAAKQN
AY=ANEI KATA TON ENEPTI'O NMOAAANAAZIAZMO TOY IOY
KAI ZXETIZETAI ME 2YTKEKPIMENH T'EQIrPA®IKH
KATANOMH?

1-Aslam F et al. Hepatitis C and carotid atherosclerosis: a retro-spective analysis. Atherosclerosis 2010

2-Boddi M et al. HCV infection facilitates asymptomaticcarotid atherosclerosis: preliminary report of
HCV RNA localization in humancarotid plaques. Digestive and Liver Disease 2007.
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=, & KAPAIAITEIAKOZ KINAYNOZ

= O AY=HMENOZ KINAYNOZ AITEIAKQN EIrKEDQAAIKQN
EMEIZOAIQN 2TOYZ A2OENEIZ ME CHC 2XETIZETAI ME
THN IKANOTHTA TOY IOY NA EINAIEI THN NMAPAITQrH
MPO — AOHPQMATIKQN KYTOKINQN'

= ANAAPOMIKEZ MEAETEZ NMAPATHPH2ZHXZ KATEAEI=AN
MEIQ2H THZ ENINTQ2HZ AEE 2TOYZ A2OENEIz NMOY
EAABAN ANTIIKH ©EPAIEIA?

1-Adinolfi LE et al. Chronic hepatitis C virus infection and atherosclerosis: clinical impact and
mechanisms. World Journal of Gastroenterology 2014

2-Hsu C-S et al. Interferon-based therapy reduces risk of stroke in chronic hepatitis C patients: a
population-based cohort study in Taiwan. Alimentary Pharmacology and Therapeutics 2013
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=, & KAPAIAITEIAKOZ KINAYNOZ

= 2TA 2YMIEPAZMATA MIAZ MEI'AANHZ MEAETHZ
KOOPTHZ ME MEzH AIAPKEIA MAPAKOAOYOHZHZ TA
16,2 ETH ®ANHKE OTI Ol HCV+ AZOENEIZ EXOYN
YWHAOTEPO NO2OZTA ONHZIMOTHTAZ AlO
KAPAIATTEIAKA X2YMBAMATA (HR 1,5; 95% C1 1,10 — 2,03)
2E 2XE2H ME TOYZ HCV- AZOENEIX

Lee M-H et al. Chronic hepatitis C virus infection increases mortality from hepatic and
extrahepatic diseases: a community-based long-term prospective study. Journal of Infectious
Diseases 2012




2YMITEPAZMATA

v H HNATITIAA B KAI C AlTIOTEAOYN NOZHMATA ME
YWHAOTATO ENMIMOAAZMO MNMAIrKOzMIQz

v" H XPONIA AOIMQ=H AINO HBV KAI HCV AMNAITOYN
ENTATIKH OEPAMNEIA KAl MAKPOXPONIA
NMAPAKOAOYOHZH TQON AZOENQN




2YMITEPAZMATA

v Ol EEQHNATIKEZ EKAHAQZEIZ AY=ANOYN ZHMANTIKA
TH NOZHPOTHTA KAI ONHZIMOTHTA TQN A2OENQN

v H OEPATNEIA THZ HMNATITIAAZ OEPATEYEI KAI TIX
E=OQHIMATIKEZ EKAHAQZEIX

v H OEPAMNEYTIKH TOYZ NMPOZEITIZH AMNMOTEAEI ZE
EIAIKEZ MEPINTQXZEIZ MPOKAHZH FIA ]}Q QE%EIQNSTA
IATPO S &
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