“Kroniklesme Patogenezi”



Sunum Taslagl

HBV ve HCV Kroniklesme Sikligi
Kroniklesme ve Huicre Olimii
HBV Kroniklesme Patogenezi
HCV Kroniklesme Patogenezi




Kroniklesme Hizi

HBV
Cocuklarda %90
Eriskinlerde %15-10
HCV
Cocuklarda %80-90
Eriskinlerde %75-85
HDV
Cocuklarda %2

Eriskinlerde %90



Karacigerde Hiicre Oliim Modelleri

,ﬁ:fm Necrostatin 1
Apoptosis Necroptosis Necrosis
Intrinsic Intrinsic - TNF - NASH
« Viruses « TNF » EtOH + EtOH
- ER stress - FasL *APAP * IR injury
« Genotoxic stress * Trail - (NASH) - APAP
l TNFR «u_
Bcl2 rheostat DisSC \ j
Caspase 8 i FllP
/MLKL\
o e
d Mitochor Mitochondria
\ " :_/ TR .
Cytc l 2 4
Ca'*, Na** influx ATP depletion
Executioner \ Y 4 il
caspase ATP S ot ot i
......... depletion 3 Secondary -“'Oncosusd— ?? < JNK
necrosis |
Slow B b
Outcome .| phagocytosis Outcome
Apoptotic .«="" Necrosis
bodies
l  /
Low DAMPs High DAMPs

J

Low inflammation

High inflammation

Gastroenterology 2014;147:765-783



Gastroenterology 2014;147:765-783

Karacigerde Hiicre Oliim Modelleri

Apoptosis Necroptosis

v/

NF-xB
signaling

TNF &

TNF 50
Receptor

JNK/AP1
signaling




Karacigerde Hiicre Oliim Modelleri

Apoptosis Necroptosis Necrosis
Apoptotic \ X
bodies > DAMPs

Compensatory
proliferation

Gastroenterology 2014;147:765-783



Kronik Hepatit Seyr

Hepatoseluler
Karsinoma

Normal Kronik
Karaciger Hepatit




HCV Infeksiyonunun Dogal Hikayesi
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HBV ve HCV Kronik Sureci
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HBYV ve HCV Akut-Kronik Hepatit Seyri
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HCV Infeksiyonunun Dogal Seyri
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HCV Infeksiyonunun Seyri
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HCV Infeksiyonunun Seyri
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HCV ve Dogal Immunite
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Fibroz Gelisimi
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HCV Patogeneazi
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HCV Infeksiyonunun Immiinopatogenezi
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HCV Infeksiyonunun Immiinopatogenezi
CD4 T-Helper Hucrelerinin Dinamik Dengesi

\

HCV Peptid Antljenl
MHC Sinif II

TCRV TGFB IL-10

IL 12

IL-2, TNF o/B, lFN? IL-4, IL-5, IL-6, IL-10
Daha Buyuk Daha Az
Immunopatoloji Immunopatoloji



HCV’nin Immunite Araciligi ile Temizlenmesi
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HCV Infeksiyonu
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Kupffer Hlucreleri ve HBV-HCV:
Kroniklesme

Mediators  [Ref] Mediators [Ref]
Binding/uptake
HSPG [79] HSPG [79]
CD14 [9] SR-B1 [82]
mannose [69] LDL- [81]
receptor receptor
DC-SIGN [9, 85]
Pattern recognition receptors
TLR2 [84, 87]
TLR4 [&8]
Cytokines
IL-1B [B9] IL-1B [&4, 100]
IL-6 [89] TNF [&4]
TNF [89] IL10 [84]
TGFB [91]
Chemokines
CXCL8 [89]
Co-stimulatory molecules
CD40 [94]
cD80 [94]
MHC class [94]
Il
Immune inhibition or promotion of tolerance
TGFB [91] PD-L1 [B4, 137]
PD-L2 [30] IL10 [&4]
galectin-9  [135] galectin-9 [120]
Liver damage
IL-6 [B9] TRAIL [e4]
TRAIL [84] granzyme B [105, 108]
FasL [106] perforin [105, 108]
granzyme B [105]
perforin [105]
ROS [54]
galectin-9  [135]
TGFE [91]




Kupffer Hucreleri ve HBV-HCV:
Kroni k__Ig sme
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Kupffer Hucreleri ve HBV-HCV:
Kroniklesme

AREHER




\ o :
e Mo, ] 2 OHNTEAT |

i 11 |11 O
E1 E2 NS2 NS4B NSSB -{
Transiason and polyprotein 1 NS3 NS4B

ER lumen

ER lumen

Points of intervention in the HCV life cycle

(@) The viral panticle (neutralizing antibodies. virocidal peptides)

(2) Entry and receptor interaction (antibodies and small molecules targeting receptors, kinase inhibitors)

@) Transtation and polyprotein processing (NS3-NS4A protease inhibiors)

(@) HCV RNA replication (NS58 polymerase and NSSA inhibitors, miR-122 antagonists, cyclophiin inhibitors, statins, PIKIlie inhibitors)
() Assembiy and virion morphogenesis (NS5A inhibiors, DGAT1 inhibitors, ghycosidase inhibitors, MTP inhibitors)

World J Gastroenterol 2014; 20(37): 13477-13492
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HCV ve T Lenfositler
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HCV Infeksiyonu
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HCV ve NK Hicreler
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Kronik Karaciger Hastaliginda llgili
Kemokinlerin RolG

Alternative Main chemokine Suggested involvement
Chemokine name(s) receptor(s) Target cell(s) in liver disease
CCL1 1-309, TCA-3 CCRS8 Monocytes/macrophages Fibrosis
CCL2 MCP-1 CCR2 Monocytes/macrophages, HSCs Initiation of inflammation, fibrosis, NAFLD/NASH
CCL3 MIP-1« CCR1, CCR5 NK, Th1, CD8 T HCV. _HBV. _NAFI D/NASH. fibrosis
CCL4 MIP-18 CCR1, CCR5 NK, Th1, CD8 T HCV, HBV, NAFLD/NASH, fibrosis
CCL5 RANTES CCR1, CCR5 NK, Th1, CD8 T, HSCs HCV, HBV. NAFLD/NASH, fibrosis
CCL17 TARC CCR4 Treg HCV
CCL19 ELC CCR7 CD8 T, DCs HCV
CCL20 MIP-3« CCR6 v6 T, Th17, HSCs Cholestatic, HCV, alcohol, fibrosis
CCL21 SLC CCR7 CD8 T, DCs HCV, fibrosis
CCL22 MDC CCR4 Treg HCV
CCL25 TECK CCR9 Monocytes/macrophages, HSCs  Fibrosis
CXCL1 Gro-a CXCR2 Neutrophils, monocytes Initiation of inflammation, alcohol
CXCL2 Gro-8 CXCR2 Neutrophils, monocytes Initiation of inflammation, alcohol
CXCL5 ENA-78 CXCR2 Neutrophils Alcohol, fibrosis
CXCL6 GCP-2 CXCR1, CXCR2 Neutrophils, monocytes alcohol
CXCL8 IL-8 CXCR1, CXCR2 Neutrophils, monocytes Initiation of inflammation, alcohol, HBV
CXCL9 MIG CXCR3 NK, Th1, Th17 HCV, fibrosis
CXCL10 IP-10 CXCR3 NK, Th1, Th17, HSCs Cholestatic, HCV. HBV. fibrosis
CXCL11 I-TAC CXCR3 NK, Th1, Th17 HCV, fibrosis
CXCL12 SDF-1 CXCR4, CXCR7 HSCs, LSECs, HCCs Fibrosis, regeneration, HCC
CXCL13 BCA-1 CXCR5 B cells HCV
CXCL16 SRPSOX CXCR6 NKT cells HCV, fibrosis
CX3CL1 Fractalkine, CX3CR1 Monocytes/macrophages HCV, fibrosis

neurotactin

Gastroenterology 2014;147:577-594




HCV ve Kemokinler
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HCV ve Kemokinler
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Fibrogenesis
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FIBROGENESIS RESOLUTION
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HCV ve Yolaklar

(C) IFN signalling
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HCV ve Lipid Damlalari
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HCV Siklusu ve Dogal Immunite
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HCV SikltusU ve Tedavi Hedefleri
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