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Patogeneza extrahepatalnich
komplikaci chronicke HBYV infekce

e Imunokomplexové poskozeni
> Hypersensitivita typ |l
° Pro vznik poskozeni je rozhodujici pomeér
antigen — protilatka
e Autoimunita
> Hypersenzitivita typ |l

> Podminkou je exprese viroveho antigenu na
povrchu bunky



Three categories of immune complex disease

persistent microbial antigen | infected organ(s),
infection kidney
autoimmunity self antigen kidney, joint,

arteries, skin
inhaled antigen = mold, plant, or lung

-

animal antigen




Molekuly v imunokomplexech u
HBYV asociovanych postizeni

* HBsAg

* HBeAg

* HBcAg

* lgG, IgM, IgA

¢ Slozky komplementu



Mechanismus vzniku imunokomplexoveho
postizeni u HBV

* Vyznamna replikace HBV vede k nadprodukci
virovych antigenu HBsAg a HBeAg

e Vytvorene protilatky jsou kompletné vyvazany v
imunokomplexech, ktere jsou solubilni

 Snizeni replikace vede k poklesu produkce
virovych antigenu

* HBcAg neni do krve vylucovan je pritomen jen
na povrchu bunek replikujicich HBV



Serologicky prubéh akutni a chronické HBV infekce

A Acute self-limiting HBV infection

5

10 15 20
Weeks since exposure

48

Years since exposure

2 — HBVDNA
-%I - HBeAg
8 ——  Anti-HBs
g — HBsAg
S} = Anti-HBC
o = Anti-HBe
2
2 — ALT
< I I I I I
5 10 15 20 48 4 6 8 >10
Weeks since exposure Years since exposure
B Chronic HBV infection
5
>
s
> = HBV DNA
o == HBeAg
2
= = Anti-HBsS
<
5] = HBsAg
5 = Anti-HBc
2
= = Anti-HBe
< T i | —_— ALT
2




Kolisajici aktivita v prubéhu let
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Time course of experimental serum sickness
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Hypersensitivita typ |l
(imunokomplexova reakce)
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Deposition of immune complexes in blood vessel walls
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Nejcastejsi extrahepatalni projevy HBV

I. HBV asociovane nefropatie
2. Polyarteritis nodosa
3. Serova nemoc



Recentni data o PAN

Hepatitis B Virus-Associated Polyarteritis Nodosa

Clinical Characteristics, Outcome, and
Impact of Treatment in 115 Patients
Loic Guillevin, MD, Alfred Mahr, MD, Patrice Callard, MD, Pascal Godmer, MD,

Christian Pagnoux, MD, Emmanuelle Leray, MD, and Pascal Cohen, MD,
for the French Vasculitis Study Group*®

. ) ) i treated with €S alone or with CY or PE. HBe-anti-rHBe sero-
Abstraet: Hepautis B virus-associated polyarteritis nodosa (HBV- - - i ) . . o
. . . . i . conversion rates for the 2 groups, respectively, were: 49.3% vs

PAN) 15 a typreal form of elassiec PAN whose pathogenesis has been . ) :

. . . . - ) 14. % (p < 0.001). Patients who seroconverted obtamed complete
attributed to mmune-complex deposibon with antigen excess. We - :
onducted the ¢ tudv 1) analvze the fre w of HBV remission and did not relapse.
conducted curmnt study o ) ana yze e Lequency o Thuse HRBV-PAMN. a fmical form of classie PAN can he char-



Incidence PAN pri HBV infekci

TABLE 1. Frequency of Hepatitis B Virus-Assocdiated
Polyarteritis Nodosa Cases Among Polyarteritis Modosa Cases
According to Time of Occurrence

No. of HBY-PAN Cases/

a-Year Period Total No. of PAN Cases Yo
19721976 5/13 185
19771981 13/25 521
19821986 41/84 48.8
19871991 21177 273
19921996 20/56 357
1997 2002* 15/86 17.4

*This fmal perod lasted 6 vears.




Symptomy pri stanoveni diagnozy
PAN

TABLE 2. Clinical Symptoms at PAN Onset (Available for 87

Patients)
Manifestation No. (%)
Greneral symptoms 65 (74.7)
Fever 25 (28.7)
Weight loss 26 (29.9)
Asthema 313 (37.9)
Peripheral neuropathy 24 (27.6)
Jomts 24 (27.6)
Myalga 17 (19.5)
Abdominal pain 3 (9.2)
Appendicihs 1 (1.1}
Cutaneous mmvolvement 6 (6.9)
Edema 4 (4.6)
Hepatitis 3(3.4)
Jaundice 1(1.1)
Raymaud phenomenon 1 (1.1}
Orchitis 1 (1.3)
Hypertension 1 (1.1)

Angina 1 (1.1)




Preziti pacientu s PAN ve srovnani s
béznou populaci
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FIGURE 2. Survival curve for 115 patients with HBV-PAN
(lower line) compared to the general population (upper line).



Sarvival (%)

Vliv lecby na p

1430

a4

Antivirtal strategy (n = 81)

D 4

Immunosuppressive therapy
50 {n = 3" '

A4 N o

IreZli

Years of follow-up

ti pacientu s PAN

Exent-Tree smrvival (Vo)

T

91 +

I

T A

B

S0 -

iy -

30

m

Antivital strategy (n = §1)

| FRSm—,,

A R RO

Immunosuppressive therapy
(n=734)

Years of Fllow-up

FIGURE 3. Survival (A) and event-free survival (B) curves for
115 patients with HBV-PAN as a function of the initial

therapeutic strategy.



Renalni komplikace u HBYV infekce

e Membranozni GN

e Membranoproliferativhi GM

» Mesangioproliferativhi GN

* Fokalne segmentalni glomeruloskleroza
* IgA nefropatie

 Lupoidni nefropatie

* Nefroticky syndrom s min. zménami



Membranozni GN

» Depozita imunokomplexu v bazalni
membrane

* Nefroticky syndrom
* Endemicky vyskyt v Asii
e Spontanni remise caste

* Remise po HBeAg serokonverzi



Membranoproliferativni GM

e Imunokomplexy s vyznamnou slozkou
komplementu

* Proliferace bunek v bazalni membrane
* HBcAg v mesangialnich bunkach

e Nizsi prevalence u HBsAg pozitivnich
osob

N o7/



Immunofiuorescence study of immune complexes in
autoimmune disease




Immunofluorescence study of immune complexes in
infectious disease

Renal artery: |. FITC (green) anti-HBsAg 2.Rhodamine (red) anti-IlgM



Normalni bazalni membrana
glomerulu v EM
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Depozita imunokomplexu v bazalni
membrane




Lecba

* Jednoznacny je priznivy efekt protivirove lecby

* Neni potvrzen priznivy (primy
antiproteinuricky) efekt interferonu alfa na

nefroticky syndrom

* Lecba peginterferonem alfa ma byt zvazovana
zejména u HBeAg pozitivnich pacientu s
membranozni GN

* U vsech ostatnich je prvni volbou dlouhodoba
lecba malo nefrotoxickym antivirotikem



Doporuceni pro praxi

* S pacienty s extrahepatalni
symptomatologii HBV se obvykle
setkavame v roli konsiliaru

* Snazit se, aby protivirova lécba
predchazela zahajeni imunosuprese nebo
alespon byla zahajovana soucasnée

» Doporucovat jinym odbornikum
screening HBV u rizikovych pacientu, resp.
u pacientu moznou HBV asociaci jejich
choroby



Deékuji za pozornost i za pacienty, kterym léecba HBV
zachovala renalni funkce




