Cepression

deme

Klinik Bulgular ve Ekstrahepatik Tutulum

Dr.R.Aytag CETINKAYA



Akut Enfeksiyonu

HCV RNA klirens (%15-25) < (Asemptomatik %70-80) > Fulminan (nadir)

1

Kronik Enfeksiyonu (%75-85)

1

Kronik Aktif Hepatit

1

Dekompanse Siroz < Siroz (%10-20) > HCC %1-4 her yil
5 yil survi %50 > 20 yil




Akut enfeksiyon klinik tablo

« Asemptomatik (%75)

« Semptomatik —bulgu (%25)
v Eklem agrisi
v’ Basagrisi
v Ates
v' Mide bulantisi (sigara, yagli yemek)
v Karin agrisi
v' Sarilik

v' Hepatoseplenomegali

Tell-tale:

v' Ciltte dokuntu

v' Koyu renk idrar Tipik olmayan Tipik bulgular

v Akolik gaita



Kronik Enfeksiyon / Hepatit klinik tablo

« Asemptomatik

Akut Enfeksiyonu ® Semptomatik -bUlgU

HCV RNAKlirens (%15-25) «————  (Asemptomatik %70-80) = Fulminan (nadir)
Kronik Enfeksiyonu (%75-85)

v’ Halsizlik

Kronik Aktif Hepatit

v Yorgunluk




Ekstrahepatik tutulum gozden kacgiriyor muyuz?

+ The GERMIVIC

» Prospektif

» Cok merkezli

Akut Enfeksiyonu

HCV RNAKIirens (%15-25) tr— (Asemptomatik %70-80) —_— Fulminan (nadir)

Kmmkgnfeks,ylom,(3075‘85) » 321 Kronik HCV enfeksiyon/hepatit

Kronik Aktif Hepatit

| . %74

Dekompanse Siroz G— Siroz (%10-20) —— HCC %1-4 her yil
5 yil survi %50 > 20yl

* En az bir ekstrahepatik bulgu

doi: 10.1097/00005792-200001000-00005.



Ekstrahepatik tutulum kimlerde daha sik?

« Hasta yasi ?

Akut Enfeksiyonu ) H astal | k ya$|
HCV RNAKlirens (%15-25) tr— (Asemptomatik %70-80) —_— Fulminan (nadir)

Kronik Enfeksiyonu (%75-85)
| « Kadin cinsiyet
Kronik Aktif Hepatit
Dekompanse Siroz G— Siroz (%10-20) — HCC %1-4 her yil
5 yil survi %50 > 20 yil .

Karaciger fibrozis

Ferri C, et al. International diagnostic guidelines for patients with HCV-related extrahepatic manifestations. A multidisciplinary expert statement. Autoimmun Rev 2016; 15:1145.



https://www.uptodate.com/contents/extrahepatic-manifestations-of-hepatitis-c-virus-infection/abstract/5

Ekstrahepatik hastalik en sik ?

v Esansiyel mikst kriyoglobulinemi

v Lenfoma

oPainAssist.com

Cryoglobulinemia
@ How Is Cryoglobulinemia Defined?

> &
>




Ekstrahepatik hastalik

Newrologic:
Neuropathy
Cognitive rpa mment
Cepression

Cardlovascular:
Increasec risk of events*

Dermatolog ic:
Porphynia cutanea tarda
Lichen olarus

Praritus

Cutamcus vasculis

Arth tis
Atanalga

@ O © O

09000

Ocular:

Mooren4ype Licerative heratk s

Hematologic:

Essertial moed cryoglchbu inemia
Non-Hodgkin Beell lymzhorma

Renal:
Mambua nopeolife rative
gomerulneshritis

Mernbrancus rephropathy
Autol manune:

Saladenits

Thyroke disexse

Immure theorbocytopenia

Metabokc:
Insulin resistance
Type 2 dabetes

]

Akut Enfeksiyonu

HCV RNAKIirens (%15-25) 4————  (Asemptomatik %70-80) ~ ————s  Fulminan (nadir)

Kronik Enfeksiyonu (%75-85) } =
Kronik Aktif Hepait L

!

Dekompanse Siroz - Siroz (%10-20) » HCC%1-4heryi
5 yil survi %50 >20y1l




Ekstrahepatik hastalik

B-cell lymphoma
Hepatocellular cardinoma
Other
EXTRAHEPATIC
MANIFESTATIONS
Systemic
Vasculitic Non vasculitic
Cryoglobulinemic vasculitis ~ Sjégren’s syndrome
Other vasculitis Rheumatoid arthritis
Systemic lupus erythematosus
Antiphospholipid syndrome
Sarcoidosis
Systemic sclerosis
Behget disease

doi: 10.4321/S1575-06202017000300004.

Metabolic syndrome
Diabetes Mellitus
Cardiovascular disease

Fatigue

Chronic pain

Fibromyalgia

Depression

Neuro-cognitive impairment

v

Organ-specific

Autoimmune thyroiditis
Glomerulonephritis
Idyopathic pulmonary fibrosis
Lichen planus

Porphyria cutanea tarda

Akut Enfeksiyonu

HCV RNAKIirens (%15-25) 4————  (Asemptomatik %70-80) = Fulminan (nadir)

Kronik Enfeksiyonu (%75-85) }
Kronik Aktif Hepatit e

HCC %1-4 her yil

Dekompanse Siroz —  Siroz(%10-20) —_
5 yil survi %50 >20yil



Ekstrahepatik hastalik

 S—

la) Mild and Moderate Manifestations
— Purpura
— Sporadic cutaneous ulceration
— Arthralgia/Arthritis
— Non-inflimmatory muscle pain
— General conditions (malaise, fever)
— Mild to moderate neuropathy (sensitive)

l b) Severe manifestations
— Persisting, multple cutaneous ulceranion that does not heal
— Finger ischemia
— Severe neuropathy (Motor or motor-sensitive)
— Glomerulonephritis with / without renal disease / nephrotic syndrome
— Interstitial lung disease
— vascular gastrointestinal affectation (non-necrotizing)
— severe autoimmune cytopenias (symptomatic hemolytic anemia / thrombocytopenia)

¢) potentially fatal manifestations

— CNS affectation

— Acute Necrotizing intestinal vasculitis

— Alveolar hemorrhage

— Coronary artery disase (other etiology excluded)

doi: 10.4321/S1575-06202017000300004.

Akut Enfeksiyonu

HCV RNAKirens (%15-25) 4 (Asemptomatik %7080)  —eet

Kronik Enfeksiyonu (%75-85) } =
Kronik Aktif Hepatit L

!

Dekompanse Siroz «—  Siroz(%10-20) HCC %1-4 her yil
5 yil survi %50 >20y1




Lenfoproliferatit hastaliklar

« Esansiyel miks kriyoglobulinemi
* Lenfoma

* Monoklonal gammopati



Esansiyel miks kriyoglobulinemi

ARTERY

 Tip Il kriyoglobulinemi
5y & BLOOD VESSELS
+ > %90 HCV TS D e
Serological
* kuguk - orta buyuk damar
* Immunkompleks birikimi
Recent Dyscromic Cryoprecipitate . Leukocytoclastic
purpura lesions after 7 days, +4 °C vasculitis
3 = |
\ o N\ £
. . . . s‘;""m‘b'rcs 3'?"9 l Mixed cryoglobuli i liti Clinical symptoms without
¢ Possible preclinical Clinical Serological serum MCs

« Membranoproliferatif glomerulonefrit condionvihorwithout | | porara ey b s v pmbRIC

RF and/or. lqw C4 : * Weakness cryoglobulins * Repeat cryoglobulin detection

2 Careful. clinical evaluation * Arthralgias * RF+ at different time intervals to

f” pos.SIble underlying * Liver involvement  * Low C4 confirm the diagnosis of

InfeC.IIOUS (HCV or HBV) * Renalinvolvement Pathological cryoglobulinaemic vasculitis

UL TR and/or * Skininvolvement  * Leukocytoclastic * Careful clinical evaluation of

. . . . . haerr\lato!og{cal and/or * Peripheral vasculitis possible underlying infectious (for

neoplastic disease neuropathy * B cell expansion example, HCV, HBV) autoimmune
» Lokositoklastik vaskulit palpabl purpura ve petesi et it ( ) [Feepps e mnane

treatment ) neoplastic disease

. \ J

https://www.uptodate.com



Esansiyel miks kriyoglobulinemi

 Tip Il kriyoglobulinemi
* > %90 HCV
* kuguk - orta buyuk damar
i PPN ey os 25 T . 1 NS
« Immunkompleks birikimi S, 3V
? > o v = '- '.'rw‘ t“ = ;'é
P T MRS
RN oy R W “t s
_— ) . retniny ek e
« Membranoproliferatif glomerulonefrit MaoL o U e
'i-/“- ¢ “ij“’ . .‘;\A &" <
LS R Nod @ - ,~": A
e . WOy 0N NIREA N TS -
. . . . . Leukocytoclastic vasculitis appearing as raised purpura. This Leukocytoclastic vasculitis involving the dermal papillae
° LOkOSItOkIaStIk VaSkuIIt palpabl purpura Ve pete§| lesion can occur with any vasculitic syndrome and in the collagen capillaries and venules (arrow), a finding that probably reflects an
vascular diseases. Arthus type IIl immune complex reaction.

https://www.uptodate.com/contents/extrahepatic-manifestations-of-hepatitis-c-virlis-infection?search=HCV%20extrahepatic&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1



Esansiyel miks kriyoglobulinemi

ARTERY

Tedavi ?
100 — Hangi uzmanlk ?

BLOOD VESSELS

lebody.con

80 —

Serological

60 — 69/127

40 -

<

20 —

Percent detectable cryoglobulins

Recent Dyscromic Cryoprecipitate Leukocytoclastic
purpura lesions after 7 days, +4 °C vasculitis
- |
\ 4 N \
0 — Serum MCs alqng Mixed cryoglobuli i liti Clinical symptoms without
* POSS(;?"F P"‘-‘Ft l}']"'cal i Clinical Serological serum MCs
ap e g o - condition with or without * Purpura * Mixed * Absence of cryoprecipitable IC
Hepat't's c Hepatltls B Other 'lver Hea'thy RF and/or low C4 * Weakness cryoglobulins * Repeat cryoglobulin detection
disease controls * Careful clinical evaluation * Arthralgias * RF+ at different time intervals to
of possible underlying « Liver involvement  * Low C4 confirm the diagnosis of
infectious (HCV or HBV) * Renal involvement  Pathological cryoglobulinaemic vasculitis
autounmung and/or  Skin involvement  * Leukocytoclastic * Careful clinical evaluation of
haemato!og{cal and/or * Peripheral vasculitis possible underlying infectious (for
neoplastic disease neuropathy * Bcell expansion | example, HCV, HBV) autoimmune

* Monitoring without
treatment

and/or haematological and/or

neoplastic disease
\ J

https://www.uptodate.com/contents/extrahepatic-manifestations-of-hepatitis-c-virlis-infection?search=HCV%20extrahepatic&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1



Lenfoma

* B hacreli non-hodgkin lenfoma

» 48 calisma metaanaliz, 5542 hasta
e >%15HCV
* Genel populasyon %1,5

* Genis kapsamli 146,394 kohort ¢alisma

« 7yl
Non*Hodgkin's

® 1,28 r|Sk LympHhoma
« 28 kat artis

doi: 10.1053/j.gastro.2003.09.025.
doi: 10.1001/jama.297.18.2010.



Monoklonal gammopatiler

« HCV - B lenfosit — plazma hicresi

* 2 merkez vaka-kontrol

239 HCV enfeksiyon
98 HCV negatif (kontrol)
26 monoklonal gammapati

Multiple myelom n:9

doi: 10.7326/0003-4819-129-4-199808150-00005.

|
b SV

Multiple Myeloma

Red marrow
where plasma
cells are made Normal plasma cells

G <5
574 DAntibodies
A = »s
S

Multiple myeloma cells (abnormal plasma
cells)




Dermatolojik hastaliklar

 Porfiriya kutanea tarda (PCT)

* Liken Planus

* Nekrolitik akral eritem



Dermatolojik Hastaliklar; Porfiriya kutanea tarda (PCT)

» Hepatik uroporfirinojen dekarboksilazin (UROD)

« Karacigerde, kan ve idrarda Uroporfirinlerin birikmesi

* Vezikuler
» Ciltte eroze lezyon, Isiga duyarli

« GuUnese maruz kalma ve/veya minor travma hemorajik

« 2167 PCT hasta 50 calismanin sistematik incelemesi
« HCV prevalansi yuzde 50

 Antiviral tedavi; HCV viremisi kaybolmasi PCT korele

doi: 10.1016/s0168-8278(03)00346-5.



Dermatolojik Hastaliklar; Liken Planus

Lichen Planus
What You Should Know?

» Duz tepeli, morumsu, kasintili papuller

 Mukoza mebran, Tirnak

« Sistematik inceleme,

v Oral liken planus hastalari-kontrol grup
v Reaktif anti-HCV x2, x6

« Japonya 261 Kr. HCV enfeksiyonu
v' 71 oral mukoza liken planus

v x10

DOI: 10.1111/adj.12382.
DOI: 10.1016/j.cgh.2016.12.029



https://doi.org/10.1016/j.cgh.2016.12.029

Otoimmun Bozukluklar

« Subklinik (ANA, AMA, RF, Antitiroglobulin, ASMA, Antikardiyolipin, LKM..)
 Tiroid hastaliklar

 Sialadenit

« Otoimmun trombositopenik purpura

« Sjogren sendromu (%438)

* SLE (%13)

* Poliartris Nodasa (%6)

https://www.uptodate.com/contents/extrahepatic-manifestations-of-hepatitis-c-viris-infection?search=HCV%20extrahepatic&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1



Sjogren sendromu/Sicca semptomlari

Go6z kurulugu Sjogren’s Syndrome

* Dil kurulugu

e Artrit

« Kuru cilt-Dokuntu
« Sindirim problemleri

o Kuru oksuruk

. _ Sjogren’s
« 102 calisma iceren metaanaliz i

v HCV - Sjogren %15
v" Kontrol <%"1

doi: 10.1053/j.gastro.2016.02.039.



Tiroid hastaliklari

« HCV enfeksiyon
 Anti-tiroid antikor %5-17

« Hashimato
« Graves hastaligi

« Tiroid hastaligi %2-13

Hashimoto's R
Thyroid peroxidase antibody Thyroglobulin Antibody

TPO Ab Thyroiditis Ab

Hashimoto's +
Graves'

Atrophic
Thyroiditis

TBAb

TSH-Regeptor Blocking Antibody

Graves' Disease

TSAb

TSH-Receptor Stimulating Antibody

doi: 10.1016/j.amjmed.2004.01.023.



Immun Trombositopeni(ITP),

IMMUNE THROMBOCYTOPENIC PURPURA (ITP)

# AUTOIMMUNE a g 2]
p-,|‘ > R il ")
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THROMEOCYTES/ PURPURA

ANTIBODIES PLATELETS

Otoimmun Hemolitik Anemi

AUTOIMMUNE HAEMOLYTIC ANAEMIA

MACROPHAGE

SPLEEN

OLearnHaem

SPHEROCYTES

J Hepatol. 1995;23(6):635.
Arch Intern Med. 2009;169(4):357.




Diger tutulumlar

Anterior Uveitis Hepatic Osteodystrophy: The Mechanism of Bone Loss in Hepatocellular

— Disease

PHASE |
Fomation

Antigenin immune Complex
circulation

prase |

Liver
Congress
2018

Infia
tha front part ©

Heart Muscle

Diseases Myocarditis

Inflammation of
heart muscle

Hypertrophic cardiomyopathy Dilated cardiomyopathy

Thickened

Weakened
/ heart muscle
/

heart
muscle

|_ Enlarged
ventricle
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