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Paleoviroloji

Kuslar, ginimuizdeki HBV’nin potansiyel atasi
(muhtemelen kus/memeli melezlesmesi
gerceklesti).

HBV ters transkripsiyonu >82 - <12.1 milyon yil
onceye tarihleniyor.

f——= eZHBV_C

Hepadnaviridae, bilinen yasindan 63 milyon vyil

daha eskidir (Mesozoic ve Cenozoic ¢ag).
Nature, doi:10.1038/ncomms2798

Bird-mammal host switch
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Orthohepadnaviridae



WHO gore HBV DNA yiuki «lU/ml» olarak verilmelidir.
Kopya/ml’ye dénistirme katsayisi ile cevirebilir. HBV DNA Yuku

NIH gore 100 000 kopya/ml «klinik anlamli» seviyedir. i )
) Kantitasyon sinirlari giderek

<25 - >1081U/ml sinirlarinda lineer analiz, rasyoneldir.

Abbott Reaktime HBV | |
1.00-9.00 log 1U/ml

11U =3.41 copies

Cobas Tagutan HEv| || |

1.07 // 1.73-8.083 log |U/mi
11U = 5.82 copies

Bayer Versant HBV DNA 3.0

2.55-7.25 log IU/mi
11U = 5.60 copies

Cobas Amplicor HBV Monitor v2.0
1.58-4.58 log IU/ml
11U = 5.26 copies

0 1 2 3 4 5 6 7 8 9 10
Diagnosis of Hepatitis B Virus Infectlon Through
Serolog|cal and F\)llrolcwglcal Markers J HBV |Og 1U/ml

Jia-Homg Kao
Expert Rev Gastroenterol Hepatol. 2008;2(4):553-562.




Tedavi takibinde her HBV DNA artisi tedavi basarisizligi degildir.
Viral kinetigin etkisi HBV’de cok belirgindir.

Hasta No: [746004 735631 Bu hastada bakilan testler: ?*Dséerf-k TR
_ HBY ViIRUS YUK (IU/ml) - et —
Adi: A= | J & “eri Yazdr L Kapat
Soyadi-EllREEAR Dogum Tarihi: 10.01.1983
Test Adedi: B Ortalama: 1349 .25 Yeniden Hesapla ‘ Olgek
Standart Sapma: 1442 41 ®
Normal Deger: CY %: 106.90 [v »
ORNEK NO MATERYAL TARIH
58266457 SERUM 07.04.2014 11:14:16 09.04.14 08:57:58
51710752 SERUM 27.06.2013 09:04:24 17.07.13 15:09:41
46181997 SERUM 07.11.2012 10:08:28 14.11.12 08:23:46
40817615 SERUM 28.02.2012 10:13:37 NEGATIF (-) 06.03.12 13:36:26
40588205 SERUM 17.02.2012 10:31:24 NEGATIF (-) 22.02.12 10:14:53
38795754 SERUM 25.11.2011 10:29:56 <30 29.11.11 10:06:40
31216353 SERUM 11.11.2010 14:12:00 7540 22.11.10 11:10:40

27682772 SERUM 12.05.2010 11:20:52 3170 14.05.10 09:54:36



Gogter

Hasta Mo: (108327 328353 Bu hastada bakilan testler: o Gln o H
Adlﬂ |HBVV|RUSYUKU {IU/ml) j . S Kapat
Soyad; Dogum Tarihi:01.07.1937
Test Adedi: 16 UiiEllEnmEs 8298.50 ‘Yeniden Hesapla | Olcak

Standart Sapma: 8570.65 @
Normal Deder: CV %: 103.28 [v »
ORNEK NO MATERYAL TARIH soNU¢ BIRIM
58674520 SERUM 22.04.2014 14:54:44 NEGATIF (-) 02.05.14 11:21:43
56267016 SERUM 17.01.2014 08:51:19 NEGATIpAS 29.01.14 16:18:38
53998507 SERUM 10.10.2013 10:13:12 25.10.13 11:10:50
52117473 SERUM 16.07.2013 09:09:55 NEGATi 18.07.13 13:59:03
47934296 SERUM 22.01.2013 10:42:51 NEGATIF (-) 31.01.13 11:38:15
45842555 SERUM 19.10.2012 10:24:35 NEGATIF(-) 02.11.12 14:04:26
44040519 SERUM 24.07.2012 10:00:36 NEGATIF (-) 27.07.12 12:42:28
42089186 SERUM 25.04.2012 10:16:24 NEGATIF (-) 27.04.12 13:42:56
40145737 SERUM 26.01.2012 10:50:56 NEGATIF(-) 02.02.12 15:31:49
37563087 SERUM 26.09.2011 09:13:49 NEGATIF (-) 29.09.11 09:24:24
33719430 SERUM 16.03.2011 11:52:18 <30 21.03.11 10:12:57
31953608 SERUM 22.12.2010 10:13:06 <20 24.12.10 13:56:26
30250023 SERUM 27.09.2010 09:49:53 <20 01.10.10 10:14:36
28545035 SERUM 24.06.2010 10:08:07 47 28.06.10 15:06:51
2743117% SERUM 29.04.2010 11:24:02 729 03.05.10 10:15:21

24425976 SERUM 01.12.2009 09:52:50 132000 03.12.09 10:08:21



Ham analiz sonucu klinige gonderilmemelidir.

ENFEKSIYON HASTALIKLARI PLERE s s 14 12 14 [GEEETA, FiH -
kior EMEL AZAK KARA Harmorn we Tiimar Beli D - 28 ||-1 141 Gl
arih: 28.04.14 09:39 Hematolojik Tetkikler: ) .

BARKOD |TE5TLEH SONUC NOBMAL DEGEH DUHUM ACIKLAMA
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Rutin laboratuvarlardaki HBsAg sonucu S/Co (sample/cutoff) degerine dayanir.

\




Otomatize HBsAg kantitasyon sistemleri;

Architect QT Elecsys HBsAg Il Quant
(Abbott Laboratories) (Roche Diagnostics)

Aralik (IU/mL) 0.05-250 0.05-130

(serumda)

Dilusyon Manuel 1:999 Manuel > 1:100 - 1:400
Sistemde 1:500 Sistemde 1:100 -1:400

Final aralik (IU/mL) 0.05-250,000 0.05- 52,000

Metod Kemiluminesan mikropartikul | Eektrokemiluminesan
immunoassay

Expert Rev Gastroenterol Hepatol. 2014 Feb 5(2):185-95. doi: 10.1586M 7474124 2014 576362,

Hepatitis B surface antigen quantification in chronic hepatitis B and its clinical utility.
Hadziyannis E', Hadziyannis S.J.




HBV DNA yiikid >2000 IU/mL olan hastalarda
kantitatif HBsAg ROC (receiver operating characteristics) egrisi

ROC Curve
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ORIGINAL ARTICLE
Year: 2012 | Volume : 30 | Issue : 2 | Page : 150-154

Serum hepatitis B surface antigen levels correlate with high serum HBV DNA levels in patients with chronic hepatitis B: A cross-sectional study

E Gupta®, A Kumar?, A Choudhary®, M Kumar?, SK Sarin?



Unresolved issues and unmet needs

(1) Improve knowledge and prognosis of the natural history
and indications for treatment, particularly in HBeAg-posi-
tive immunotolerant patients and HBeAg-negative
patients with serum HBV DNA levels below 20,000 IU/ml.

(2) Assess the role of non-invasive markers (serum and bio-
physical) for the evaluation of the severity of liver disease
and for the follow-up of treated and untreated patients.
Further clarify the role of serum HBsAg levels in the eval-
uation of the natural history, prediction of therapeutic
responses and treatment individualisation.

(4) Assess host genetic and viral markers to determine prog-
nosis and optimise patients’ management.

(5) Assess the impact of early diagnosis and early treatment
intervention.

(6) Assess long-term safety and resistance to the current first-
line NAs (entecavir and tenofovir).

(7) Identify  markers that predict successful NA
discontinuation.

Please cite this article in press as: European Association for the Study of the Liver . EASL Clinical Practice Guidelines: Management of chronic hepatitis B
virus infection. ] Hepatol (2012), http://dx.doi.org/10.1016/3jhep.2012.02.010




Table 2. Geographic distribution of HBV genotypes
and subtypes

Genotype  Subtype Geographic location

@ Al Sub-Saharan Africa
A2 Northern Europe
A3 Western Africa

B B1 Japan
B2-B5 Taiwan, China, Indonesia, Vietnam,
Philippines

B6 Alaska, Northern Canada, Greenland

C C1-C3  Taiwan, China, Japan, Korea, Southeast
Asia
C4 Australia
C5 Philippines, Vietnam
D1-D5  Africa, Europe, Mediterranean basin,
India
Restricted to West Africa

F1-F4  Central and South America
France, Germany, United States
Central America
Laos, Vietnam

S
©
P

Japan

Ural O, Mikr Bult 2013, 47(3);550-55
Sayan M, Hepat Mon 2012,12(2):118-121
Sayan M, Hepat Mon 2010, 10(4):302-305

Genotip

Tim genom sekans uzunluguna goé
(A - H).

Genomdaki farkhlik %8

HBV enfeksiyonunda genotip ve
subgenotipleme

Subgenotip

imdilik 24 t
>imal cn Genomdaki

farklihk %4

Ulkemizde
genotip D
predominant,

D1 en sik
gorulen
subgenotiptir.

Allain J-P, ef al,, Biologicals (2011); doi:10.1016/}.2011.09.014
Zakim and Boyer’s Hepatology (6th Ed.) 2012, P 86-96.
Ma 'Y, efal. Virol J 2011; 8: 315.



Tiirkiye'de HBV genotip/subgenotip dagihimi

Go¢ dalgalan ya da miilteci hareketleri
ilkemizde HBV genotipleme/subgenotiplemeyi zorunlu kilabilir.,

HBV (+) Naif grup Tedavi grubu

(viral breakthrough saptanan)
Hasta n=249 n=150
Genotip D; 248 (%99.6) D; 150 (%100)

H; 1(%0.4)
Subgenotip D1; 220 (%88.8) D1; 129 (%86)

D3; 17 (%6.8) D3; 11 (%7.3)
D2; 10 (%4) D2; 9 (%6)
D4; 1 (%0.4) D4; 1 (%0.6)

*Veriler, Klimik dernegi VHCG ulusal 2012 HBV ilag direnci surveyansindan derlenmistir.

Turkiye’de HBsAg serotip ayw2 baskindir.

Sayan M, Annals of Hepatology 2012, 11(6):849-854



Filogenetik analiz genotiplendirmede altin standarttir.

GENOTYPE B/ adw?

GENOTYPE B/ayw1

GENOTYPE A/ adw?2

® Ourpatient UA20

GENOTYPE G/ adw2

GENOTYPE C/ayw3

GENOTYPE C/adrg+

GENOTYPE C/ adrg-

GENOTYPE E/ ayw4

GENOTYPE D/ ayw2

GENOTYPE D/ ayw3

GENOTYPE F/adw4g-

GENOTYPE H/ adw4

—
0.01

Figure 1. Phylogenetic tree obtained by distance matrixUPGMA comparison (with Kimura-2
correction) after bootstrapping 1000 replicates of sequence segment at amino acid positions
between 80-250 from the reverse transcriptase domain of the polymerase region of hepatitis
B virus (UA20 is our patient, the others are from the gene bank)

Hepat Mon. 2010; 10(4): 302-305
Genotype A2/adw?2 Strain of Hepatitis B Virus in Turkey: A Case Report

Murat Sayan **, Sila Cetin Akhan 2, Mithat Bozdayi **
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Identifier:
Genotype:

Dual Infection:

Subgenotype:

Included RT
domain codons:

Included SHB
protein codons:

Mutations RT
domain:

Mutations SHB
protein:

Escape mutations

SHB protein:

Drug Scored mutations Resistance analysis
Lamivudine, Zeffix® 180M,204V resistant
Adefovir, Hepsera® none susceptible
Entecavir, Baraclude® 202G,204V,180M resistant
Tenofovir DF none susceptible
Telbivudine, Tyzeka®, 204V resistant

Sebivo®

Abant Izzet Baysal, F.K.
D

No indication of dual infection was found (100%
confidence)

D1 (similarity to subgenotype profile = 94.98%)
82 - 226 (similarity to reference = 92.41%)

74 - 218 (similarity to reference = 94.48%)

H124Y, Y135S, L180M, S202G, M204V, F221Y, T222Y,

A223R, V2241, T225L, N226P

T127P, 1195M, L2131, P214T, L215A, L216C, P217Y,

1218P N

1195M (LAM ve LdT ile iliskili potansiyel as1 kagagi mutasyonu)



HBsAg ve antiHBs bir arada pozitif saptanabilmektedir.

* Coklu HBV enfeksiyonu mu?

e AntiHBs yaniti gelisemeyen HBV varyantlari mi var?
e Antiviral tedavinin viral genoma etkisi mi?
e Hatali laboratuvar sonucu mu?

Ornek N'II ANSMA ND: 39 ooy g Fi»/ Onay F1 2 vaz F‘l[I =55l FBlRed F’|—|areket I'|[|B DusyEIEI Ormek F|I Kapa|
A Y| lanc B18 1-Kronik viral
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o _Tarh:15.04.14 09:59 Pos: Hematolojik Tetkikler: -15.04.1410:49 [SCELIK]-R ~
NORMAL DEGER [DURUM)|ACIKLAMA




HBV DNA, analiz edilebilir miktarda olmalidir.

Grnek No: [FTEEEE l—

BARKOD [TESTLER SONUC NORMAL DEGER DURUM ACIKLAMA Cihaz |Alarm

58894026 |ANTI-HDY IGM ONAYSI:
b8d94026 |ANTI HDY TOTAL ONAY S




HBV DNA yuki zayif olmasina ragmen analiz denenebilir.

or: SILA AKHAN
09.04.1410:24

BARKOD |[TESTLER SDNUC NORMAL DEGER|DURUM ACIKLAMA




HBsAg ve antiHBs pozitif hastalarda HBV DNA analiz edilebilir seviyelerde ise
coklu HBV infeksiyonu ve asl kacagi HBsAg varyantlari analiz edilebilir.

drnek No:|EEEEFALS

SNSMA NG 3 Sak|a Fhy™ Onay FEEY Yaz F1[|"' Sil F3|Red” Fi-lareket r|LﬂJ DDS};EIEI DrnekFII Ko

Y |2 g P | [ Q
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ins./vas: Kadin . 81 hbsag+.vatan | Eski sunucl W Zzrisils
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Soru & Cevap



