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EPSTEIN-BARR VIRUSU (EBV)

* Epstein-Barr virusu

* Herpesviridae ailesi

* Gama-1 herpesvirus

* Human Herpes Virus 4 (HHV-4)

Envelope protein

Envelope

Viral genome

Nucleocapsid

Viral tegument



TABLE 1 - Taxonomic structure of human viruses belonging to the Herpesviridae Family

Subfamily Genus Species Common name
Alphaherpesvirinae Simplexvirus Human herpesvirus 1 Herpes simplex virus 1
Human herpesvirus 2 Herpes simplex virus 2
Varicellovirus Human herpesvirus 3 Varicella-zostervirus
Betaherpesvirinae Cytomegalovirus Human herpesvirus 5 Cytomegalovirus
Roseolovirus Human herpesvirus 6 -
Human herpesvirus 7 -
Gammaherpesvirinae Lymphocriptovirus Human herpesvirus 4 Epstein-Barr virus
Rhadinovirus Human herpesvirus 8 Kaposi's sarcoma

associated herpesvirus

New Microbiol. 2007;30(3):173-187.



EBV

* Epstein-Barr virusu

* Herpesviridae ailesi

* Gama-1 herpesvirustur

* Human Herpes Virus 4 (HHV-4)

 Cift sarmalli bir DNA virusu

* [kosahedral yapida

Geometride bir ikosahedron, 20 yuzi
olan bir cokyuzluddar.

Adi Antik Yunanca eikoot 'yirmi' ve
ebpa 'koltuk' kelimelerinden
gelmektedir.



EBV

* DuUnya capinda yaygin enfeksiyonlara neden olur

* Yetiskin populasyonun %90°dan fazlasi EBV ile karsilasmistir

* Bunun en 6nemli sebebi kisilerin yasamlari boyunca asemptomatik
dahi olsalar oral sekresyonlarla virtsti yaymaya devam
etmeleridir



Virus orofarenks epiteline
yerlestikten sonra

Kan yoluyla yayilir ve

B hiicrelerini enfekte eder
ve ardindan latent olarak
kalir

Naif B hiicreleri hafiza B
hiicrelerine transforme olur

Ayrica EBV direkt olarak da
hafiza B hiicrelerini enfekte
edebilir
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A model for Epstein—Barr virus (EBV) infection and persistence
Expert Reviews in Molecular Medicine©2004 Cambridge University Press

Vetsika EK. Expert Rev Mol Med. 2004;6(23):1-16.



EBV iliskili hastaliklar

* Primer enfeksiyon sonrasi B

hlcrelerinin proliferasyonu { "
hiicresel immunite ile kontrol / S \
edilmeye calisilir KT }
B cell cell . A
1 1 l Epithelial cell
* Eger T hicre fonksiyonunu ymphobiasidcel @ t_@ o HLLl
etk”eyen blr faktor varsa (AIDS 1 rolifera 1e ce 1 Proliferative cell
vb.) EBV ile enfekte B hiicreleri L T
kontrolstizce cogalir QQ%% ® %
Malignant Natural killer (NK)/T cell Epithelial malignancies
lymphoma lymphoma

* Ve EBV iliskili hastaliklara neden
olabilir
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EBV-miR-BART

EBV tarafindan konak hiicrelerde kodlanan
latent proteinler ve miRNA'lar tek basina veya
kombinasyon halinde hiicre dongustnu cesitli
yollarla yonlendirir

e Telomeraz aktivitesi dt'jzénlenir
(LMP-1)

* Hiperproliferasyon desteklenir
(EBNA-1, LMP-1)

* Apoptoz inhibe edilir (EBNA-3A ve
EBNA-3C)

* Hucre dongisuinde G1 fazindan S
fazina gecis desteklenir

* B hiicrelerinde ve epitel
hiicrelerinde apoptoz inhibe olur

Med Microbiol Immunol 208,573—-583(2019)



EBV-related human tumors and tumor—like lesions

[[ Epithelial lesions ﬂ ‘ Non—epithelial lesions ']

Nasopharyngeal carcinoma Burkitt’ s lymphoma
Thyroid gland cancer
Salivary gland cancer
Gastric carcinoma
Breast cancer
Lung cancer <

Colon cancer 7/
Reanal cancer / o

Hodgkin’ s lymphoma

Non—Hodgkin’ s lymphoma
Angio—immunoblastic

T—cell lymphoma

T/NK cell lymphoma
Nasal T/NK cell lymphoma

Bladder cancer > ,) Leiomyosarcoma
1 1 &
Uterine cervix cancer ‘ . Y ST S W —
\< Oral cavityr > Iai)gcr)lfdhgrgrohferatwe
‘ - X—linked
Squamous cell carcinoma - AlDS—related
= Post—transplant
. . . = Drug—related
Lymphoproliferative disorders . Ago—related

* Drug-related
* Age—-related

Jpn Dent Sci Rev. 2017;53(3):95-1009.



Enfeksiydz Mononukleoz

* Primer enfeksiyon genellikle
seropozitif kisinin oral
sekresyonlariyla direkt temas ile
bulasir

* Bu nedenle «Opucuk hastaligi» da
denilmektedir




Prodrome: Stages of Mononucleosis
Symptoms begin to appear

(can last 3-5 days)

Acute Phase:
Symptoms worsen
(can last 2-6 weeks)

Convalescent Phase:
Recovery period

(can last 3-6 months)




Klinik bulgular

* Ates

* Bogaz agrisi

* Lenfadenopati
 Halsizlik

* Hafif karaciger enzim yuksekligi
* Splenomegali

Main symptoms of

Infectious mononucleosis

Central —————_ l . Visual ‘
- Fatigue 23X \#( - - Photophobia
- Malaise PR /

-

- Loss of appetite

Tonsils
- Headache " / -Reddening
|

Throat - - Swelling
S:)or:ness k T - White patches
- Reddening : oy

Lymph nodes

&4 B - Swelling

Respiratory ———
- Cough % %

£ . Spleen

& ! - Enlargement
Systemic AT A - Abdominal
- Chills L it pain
- Fever o 8 :J’_,
- Aches o= Gastric

S - Nausea

https://www.physio-pedia.com/Epstein-Barr_Virus

olgularin cogunda gorualur



DokUntu

Ozellikle ampisilin kullanimi sonrasi goralir
Diger beta laktamlarla da gorulebilir
Antibiyotik allerjisi degildir

Bu kisiler yasamlarinin geri kalaninda bu antlblyotlklerl
kullanabilirler . .

Kenzaka T, Ueda Y. Skin rash in a patient with
infectious mononucleosis. Case Reports.
2013;2013:bcr2013010236.



* Cocuklarda ve genc eriskinlerde
akut tonsillo-farenjit tablosu 6n
plandadir

* 40 yas sonrasinda ise sistemik
bulgular daha sik géraltr

Clinical features of infectious mononeucleosis in
younger and older age groups

Patients, percent
=35 years =40 years
Lymphadenopathy 94 47
Pharynaitis 84 43
Fever 75 95
Splenomegaly 52 33
Hepatomegaly 12
Rash 10 12
Jaundice =

Data in patients <35 years from Schooley, RT. In: Mandell, GL,
Bennett, JE, Dolin, R (eds), Mandell, Douglas and Bennett's Principles
and Practice of Infectious Disease, 4th ed, Churchill Livingstone, Inc,
New York 1995, p.1364. Data in patients =40 years from Axelrod, P,
Finestone, Al. Am Fam Physician 1990; 42:1599.



[Laboratuvar

e Lokositoz

e Lenfositoz

* Atipik lenfositler (Downey hiicreleri)
>%10

* Notropeni
* Derin degildir
* 4 hafta icinde normale doner

e Karaciger enzim yuksekligi

* Bilirubin yuksekligi



Komplikasyonlar

Otoimmun hemolitik anemi
* %2
e |k 2 hafta

Nonspesiﬁk antikor yan|t|ar| Periferik kanda hemofago.sxcoz

h tology. [ 64113/h h
* RF, ANA, ASMA, kriyoglobulinler... ematology.org/image/ /hemophag

ocytic-lymphohistiocytosis-1?type=upload

Eritroid aplazisi, ciddi granllositopeni, trombositopeni, pansitopeni,
hemofagositik sendrom

Dalak rtptlri

* Daha cok erkeklerde
e Karin agrisi, omuza vuran agri, hemodinamik bulgular...



Komplikasyonlar o T E————T

e Ust solunum yolu obstriiksiyonu ‘

* Tonsillerdeki ya da adenoidlerdeki lenfoid dokunun hipertrofisi
 Epiglottit, farinks ya da uvulanin enflamasyonu ve édemi

* Diger komplikasyonlar

* Hepatit
Miyokardit, perikardit
Pnomoni, plevral eflizyon
Interstisyel nefrit
Genital Ulserler
Vaskaulit

entcase.org/public/uploads/197/
197 preview.jpg



Tani

* Serolojik Testler

* Heterofil antikor testi (Paul Bunnell Test, Monotest-Lateks agliitinasyon testi)

e EBV 6zgil antikorlar (VCA IgM, VCA 1gG, EA 1gG, EBNA IgG)

* Molektler Tani (PCR)
* EBV DNA



Monotest-Lateks aglitinasyon testi

* Duyarlilik %87 ve 6zgulluk %91

* Semptomlarin ilk haftasinda hastalarin %25-50'sinde negatiftir
* EBV enfeksiyonu olan yetiskin hastalarin %10'u negatif kalir

* Pediatrik hastalarin %50 kadar negatiftir

Am Fam Physician. 2023 Jan;107(1):71-78.
Pediatr Infect Dis J. 2003; 22:736—739.
Clin Otolaryngol Allied Sci. 2001; 26(1):3-8.



EBV 6zgul antikorlar ve EBV DNA

- - Heterophile antibodies
----- Anti-VCA IgM [: Symptoms

— Anti-VCA IgG EBV DNA in whole blood
- Anti-EBNA IgG EBV DNA in plasma
......... Anti-EA IgG

—_—
— O SEeeeS @ —— k3

Anti-EBV antibody or EBV DNA levels

B |
A Week Week Week
4-6 6-8 12
Infection Past Infection Reactivation

Lupo J. Viruses. 2023; 15(3):656.



Anti-EBV antibody or EBV DNA levels

InkUbasyon donemi

—_—— Heterophile antibodies
----- Anti-VCA IgM 2 b
— Anti-VCA IgG - EBV DNA in whole blood
o Anti-EBNA IgG ~ « - EBV DNAin plasma
A o Anti-EA 1gG
& \
# \
/ -
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Lupo J. Viruses. 2023; 15(3):656.



Anti-EBV antibody or EBV DNA levels

P rO d ro m a | d O n e m —_—— Heterophile antibodies T Swmot
| Symptoms

----- Anti-VCA IgM

— Anti-VCA IgG ~—— EBV DNA in whole blood
— Anti-EBNA IgG « « -~ EBV DNA in plasma
......... Anti-EA I1gG

pozitiflesir

pozitiflesir \

| 4-6 hafta sonra semptomatik evrede siklikla

pozitif saptanir
Ayni donemde da
pozitiflesir

Time

Past Infection Reactivation

Lupo J. Viruses. 2023; 15(3):656.



VCA-IgM ve VCA-1gG pozitifligi
* Enfeksiyoz mononukleoz tanisinda %97 duyarlilik ve %94 6zgulluk

* Diger herpes virtslerle enfeksiyon varliginda VCA-IgM vyalanci pozitif
olabilir



Semptomatik donem
0 L [ ] sSympntoms

* Plazmada saptanabilir
E * Semptomatik evre sona erdiginde plazmada
3 b e EBV DNA saptanamaz
(@) / \
= R . .
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Lupo J. Viruses. 2023; 15(3):656.



EA-IgG

* Erken (Early) Antijen IgG
* Genellikle semptomlarin ortaya cikmasiyla pozitiflesir
e 8-12 hafta arasinda ise kaybolur

* Bu antikorlar genellikle aktif enfeksiyon déneminde veya viral
reaktivasyon sirasinda saptanabilir



KO nva | e S a n d O n e m - - Heterophile antibodies
| Symptoms

----- Anti-VCA IgM

— Anti-VCA IgG - EBV DNA in whole blood
o Anti-EBNA IgG ~ « - EBV DNAin plasma
......... Anti-EA I1gG

8-12 hafta arasinda

negatiflesir

Ayni donemde pozitiflesir
Bazen ayni anda pozitif saptanabilirler

Anti-EBV antibody or EBV DNA levels

|

Infection Past Infection Reactivation

Lupo J. Viruses. 2023; 15(3):656.



FBNA-IgG
* Epstein Barr NUkleer Antijen 1gG
* Genellikle aktif enfeksiyon tablosu geriledikten sonra pozitiflesir

* Immiin-kompetan kisilerde cok nadiren pozitiflesmeyebilir

* Immiin-diiskin kisilerde negatif/atipik EBV serolojileri gorilebilir



G e g:l rl | m |§ E n fe kS |yO n ——— Heterophile antibodies
| Symptoms

----- Anti-VCA IgM

— Anti-VCA IgG - EBV DNA in whole blood
£ o Anti-EBNA IgG ~ « - EBV DNAin plasma
......... Anti-EA I1gG

ve
yasam boyu pozitif kalir

Saglikl eriskinlerde insidental
saptanabilir*®

\

Reactivation

Infection

* J Clin Microbiol. 2003;41(12):5419-5428. Lupo J. Viruses. 2023; 15(3):656.




OPEN Clinical & Translational Immunology (2016) 5, e81; doi:10.1038/c1i.2016.28 @
= 2016 Australasian Society for (mmunciogy Inc. All nights reserved 2060006816
www.nature.com/ch

gnts

ORIGINAL ARTICLE

Epstein—Barr virus dynamics in asymptomatic
immunocompetent adults: an intensive 6-month study

Kristin H Johnson'*, Chiu-Ho Webb'”, David O Schmclingl. Richard C Brundag& and Henry H Balfour Jre'?
* Asemptomatik ve immun-kompetan 11 eriskin hasta
* 6 aylik sirede tekrarlayan 6rneklerde EBV DNA calisiimis

* Tum hastalarin oral sekresyonlarinda en az 1 6rnekte EBV DNA pozitif
saptanmis

* 1 hastada ise tam kan 6rneginde uzun sureli viremi saptanmis



Kronik /
Reaktive
enfeksiyon

Akut lyilesme Gegirilmis
enfeksiyon |donemi enfeksiyon

Temas yok

VCA-IgM

VCA-IgG

EBNA-IgG




Enfeksiy0oz Monontikleoz Tedavi

* Semptomatik Tedavi

e Yatak 1stirahati

e Steroid

* Hava yolu tikaniklig1

* Karaciger yetmezligi

* Aplastik anemi

e Antiviral Tedavi ???



= cochrane Trusted evidence.
v H b Informed decisions.
; Libra ry Better heaith Cochrane Datibase of Sustentatic Reviews

Figure 3. 'Risk of bias' graph: review authors' judgements about each risk of bias item presented as percentages
across all included studies.

[Intervention Review]

Antiviral agents for infectious mononucleosis (glandular fever) Random sequence generation (selection bias)
Allocation concealment (selection bias)

Muireann De Paor!, Kirsty O'Brien!, Tom Fahey!, Susan M Smith! Blinding of participants and personnel (performance bias)

1HRB Centre for Primary Care Research, Department of General Practice, RCSI Medical School, Dublin 2, Ireland Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Contact address: Muireann De Paor, HRB Centre for Primary Care Research, Department of General Practice, RCS| Medical School, 123

St. Stephens Green, Dublin 2, Ireland. muireanndepaor@rcsile Selective reporting (reporting bias)

x Other bias
Editorial group: Cochrane Acute Respiratory Infections Group.

Publication status and date: New, published in lssue 12, 2016. 50% 25§% 504% 75:% 3 00%5
Citation: De Paor M, O'Brien K, Fahey T, Smith SM. Antiviral agents for infectious mononucleosis (glandular fever). Cochrane Database of : : : . gy ;
Systematic Reviews 2016, Issue 12. Art. No.: CD011487. DOI: 10.1002/1465 1858.C0011487. pub2. [l Low risk of bias [CJunciear risk o bias Il High risk of bias

Copyright @ 2016 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

e 7 calisma, 333 hasta
Asiklovir / valasiklovir / valomasiklovir
Plasebo / ilacsiz

* Bias riski: belirsiz veya cok yuksek

Sonuclar temkinli degerlendirilmeli
Calisma kalitesi: dustk - °




Analysis 1.1. Comparison 1 Antivirals versus placebo/no
treatment, Outcome 1 Time to clinical recovery doctor judgement.

Study or subgroup Antiviral Control Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Random, 95% C1 Random, 95% CI
Andersson 1986 15 8(29) 16 125(7 i 87.84% -4.5[-821,-0.79]
Andersson 1987 28 19(14) 28 24 (23) e 12.16% -5(-14.97,4.97)
|
Total *** a3 4 e 3 100% -4.56(-8.04,-1.08]
Heterogeneity: Tau'=0; Chi*=0.01, df=1(P=0.93); I'=0% |
Test for overal effect: 252.57(P=0.01) . < A‘ ‘ ;
Favours antiviral 50 5 a 25 50 Favours control
Analysis 1.2. Comparison 1 Antivirals versus placebo/no
treatment, Outcome 2 Time to clinical recovery patient judgement.
Study or subgroup Antiviral Control Mean Difference Weight Mean Difference
N Mean(SD) Mean(SD) Random, 95% CI Random, 95% CI
Andersson 1986 15  47.8(312) 16  66.3({39.8) ——r 39.97% -18.5{-44.23,7.23]
Andersson 1987 28 31(38) 28 28 (28) —— 60.03% 3{-14.48,20.48)
Total *** 43 a4 -.’» 100% -5.59(-26.23,15.05)

Heterogeneity: Tau’=105.18; Chi'=1.84, df=1(P=0.18), I'=45.51%

Test for overall effect: 250.53(P=0.6)

Favours antiviral

Favours control



Analysis 1.4. Comparison 1 Antivirals versus placebo/no treatment, Outcome 4 Duration of fever > 37.5 degree C.
Study or subgroup Antiviral Control Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% ClI Random, 95% Cl
Andersson 1986 15 55(2.9) 16 9.8{4.8) .’ 48.04% -4.25|-7,-1.5|
Andersson 1987 28 7(3) 28 6(4) . 51.96% 1/-0.85,2.85|
Total *** 43 4 g 100% -1.52(-6.66,3.62]
Heterogeneity: Tau’=12.35; Chi*=9.62, df=1(P=0); ’=89.61%
Test for overall effect: Z=0.58{P=0.56) ‘

50 25 0 50 Favours control

Favours antiviral

Analysis 1.5. Comparison 1 Antivirals versus placebo/no treatment, Outcome 5 Duration of pharyngitis.

Study or subgroup Antiviral Control Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% Cli Random, 95% Cl
Andersson 1986 15 5(29) 16 5.3(1.5) - 33.87% -0.25(-1.89,1.39)
Andersson 1987 28 7(3) 28 5(4) - 33.41% 2{0.15,3.85|
Simon 2003 15 6(2.4) 15 12 {3.5) - 32.72% -6[-8.14,-3.86|
Total *** 58 59 < 100% -1.38(-5.68,2.92]

Heterogeneity: Tau’=13.5; Chi*=31.79, di=2{P<0.0001); I*=93.71%
Test for overall effect: Z=0.63{P=0.53)

A

Favours antiviral

50 Favours control



Analysis 1.6. Comparison 1 Antivirals versus placebo/no treatment, Outcome 6 Duration of lymphadenopathy.

Study or subgroup Antiviral Control Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI
Andersson 1986 15 60 (50.8) 16 59.8(51.1) f 0.61% 0.25(-35.66,36.16}
Simon 2003 15 11 (3.3) 15 20 (4.5) [+ 99.39% -9(-11.81,-6.19)
Total *** 30 31 ® 100% -8.94[-11.75,-6.14]
Heterogeneity: Tau’=0; Chi*=0.25, df=1(P=0.61); *=0%
Test for overall effect: Z=6.25(P<0.0001)

50 25 0 25 S0 Favours control

Favours antiviral

Analysis 1.7. Comparison 1 Antivirals versus placebo/no treatment, Outcome 7 Duration of splenomegaly.

Study or subgroup Antiviral Control Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% Cl Random, 95% ClI
Andersson 1986 15 17(11.6) 16 16 (9) —— 33.04% 1(-6.33,8.33)
Andersson 1987 28 7(7) 28 10 (12) = 66.96% -3(-8.15,2.15)
Total *** 43 a4 < 100% -1.68(-5.89,2.53)

Heterogeneity: Tau*=0; Chi*=0.77, df=1(P=0.38}); ’=0%
Test for overall effect: Z=0.78(P=0.43)

Favours antiviral

-50

25

50 Favours control



Analysis 1.8. Comparison 1 Antivirals versus placebo/no treatment, Outcome 8 Duration of hepatomegaly.

Study or subgroup Antiviral Control Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% Ci Random, 95% CI
Andersson 1986 15 26 (26) 16 12.51(9) — 39.64% 13.5(-0.38,27.38|
Andersson 1987 28 8(8) 28 9(11) ‘.‘ 60.36% -1[-6.04 4.04|
Total *** 43 44 - — 100% 4.75[-9.15,18.65]

Heterogeneity: Tau’=76.74; Chi*=3.7, df=1{P=0.05); ’=73%
Test for overall effect: Z=0.67{P=0.5)

A F— A

.
o p

Favours antiviral =0 25 22 50 Favours control

Analysis 1.11. Comparison 1 Antivirals versus placebo/no treatment, Outcome 11 Days missing from school / work.

Study or subgroup Antiviral Control Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% Cl Random, 95% CI|
Andersson 1986 15 22 (6.9) 16 25.8(7.8) -.v 50.37% -3.75(-8.92,1.42|
Andersson 1987 28 19 (11) 28 17 (9) - 49.63% 2(-3.26,7.26)
Total *** 43 a4 > 100% -0.9(-6.53,4.74]

Heterogeneity: Tau’=9.44; Chi*=2.33, df=1{P=0.13); ’=57.11%
Test for overall effect: Z=0.31(P=0.76)

Favours antiviral 30 -25 0 25 50 Favours control



e Antiviral kullanimi, viral DNA'nin hizli temizlenmesini sagliyor ancak
tedavi kesildikten sonra yeniden viral yukin yukseldigi gorulmus

* Plasebo gruba gore ilac iliskili yan etkiler daha fazla

* Klinik iyilesme acisindan antiviral tedavinin faydasi tartismali

Enfeksiyoz mononukleoz tablosunda
antiviral tedavinin kanitlanmis bir faydasi yoktur.



Asymptomatic Immune Dysregulation Clonal proliferation

Severe Mosquito bite
T Hydroa
t
ol e s | Vacciniforme-
Hydroa like lymphoma

Vacciniforme

Sevgre ‘ Chronic Active B Cell Systemic
Infectioi’s ~ LPD

- EBV
Monopucleosis

\ T/NKCell |}
Systemic BMLC Infect Dis 21, 17 (2021).
@ i

' Diffuse large B cell
\ EBV driven . Lymphoma

HLH : Hodgkin Lymphoma |

Asymptomatic fectious
BMJ Case Reports CP Infection ononucleosis

2019;12:e232791.

Smooth Muscle
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Gastric carcinoma

Nasopharyngeal
carcinoma
Extra-nodal T/NK

cell ymphoma

Complication in Immunocompetent hosts

f . Complications frequently seen in Primary Immunodeficiency

Burkitt Lymphoma

humanskin.info/hydroa-
vacciniforme/hydroa-vacciniforme-gir

Br J Haematol. 2016 Nov;175(4):559-576.


http://humanskin.info/hydroa-vacciniforme/hydroa-vacciniforme-girl/
http://humanskin.info/hydroa-vacciniforme/hydroa-vacciniforme-girl/

Kronik Aktif EBV Enfeksiyonu/Hastaligl

* EBV ile enfekte T lenfositlerin veya dogal 6ldlrici (natural killer; NK)
hicrelerin klonal cogalmasi sonucu ortaya ¢ikan ve hayati tehdit
edebilen sistemik inflamasyon durumudur

* Enfeksiydz monontikleoz benzeri bir klinige neden olur ancak cok
daha uzun sureli ve persistandir



Kronik Aktif EBV Enfeksiyonu/Hastaligl

* Tani igin EBV-DNA viral yuktunin saptanmasi onemlidir, gercek zamanli
PCR ile tam kanda EBV-DNA duzeyi kantitatif olarak ol¢ular

* Tani EBV-DNA diizeyinin tam kan 6rneginde 210.000 IU/ml olmasi ve
EBV ile enfekte T/NK hiicrelerinin gosterilmesi ile konulur

* Plazma EBV-DNA duzeyi ise hastaligin inaktif fazlarinda negatiflesebilir,
bu nedenle hastalik aktivitesini gbstermede tam kan 6érnegine gore
cok daha basarihidir



Kronik Aktif EBV Enfeksiyonu/Hastaligi

e Sikhkla VCA-IgG ve EA-1gG titreleri oldukca yuksek saptanir

* Ancak saglikh eriskinlerin bir kisminda da bu antikorlarin titreleri
yuksek olabildigi gibi, bazi kronik aktif EBV enfeksiyonu hastalarinda
ise antikor titreleri dusuk olabilir

* Bu nedenle tanida antikor titrelerinin yeri yoktur



Kronik Aktit EBV
enfeksiyonu

ylksek saptanir

Anti-EBV antibody or EBV DNA levels

olabilir

ve
pozitif kalir

- - Heterophile antibodies

----- Anti-VCA IgM
— Anti-VCA IgG

- Anti-EBNA IgG
......... Anti-EA I1gG

titreleri oldukca

Symptoms

= EBV DNA in whole blood

~ « - EBV DNAin plasma

pozitif ya da negatif

yasam boyu

Reactivation

Lupo J. virgses. 2023; 15(3):656.




Kronik Aktif EBV Enfeksiyonu/Hastaligl

* Tedavide spesifik bir yaklasim yoktur
 Antiviral tedavi ve/veya immun-modulator tedavi dusiunilebilir
* Ancak kir sadece kemik iligi transplanti ile saglanmaktadir

* Kronik aktif EBV enfeksiyonunun takip ve tedavisinin hematoloji
uzmani ile koordine yapilmasi gerekir



Asiklovir

* Viral DNA polimeraz enzimine baglanarak viristiin DNA sentezini durdurur
* On planda litik DNA replikasyonu engeller

* Ancak EBV iliskili hastaliklarda asil sorun latent olarak enfekte B
lenfositleridir

e Litik replikasyonun inhibisyonu, B hticrelerinin enfeksiyonunu azaltabilir

* Dolayisiyla latent olarak enfekte olmus B hiicrelerinin proliferasyonunu
engelleyebilir ve akut viral yukt dastrebilir

* Ancak yine de latent virtisin tamamen ortadan kaldirilmasinda etkisizdirler



EBV iliskili malignitel

er EBV tanimlanan ilk
NV onkojenik virtstir

Nasopharyngeal carcinoma
EBV-associated gastric cancer (EBVaGC)

Breast cancer

Hodgkin's lymphoma (HL)
B-lymphoprohferative disease (B-LPD)
Diffuse large B-cell lymphoma (DLBCL)
Burkut's lvmphoma (BL)

Plasma cell proliferative lymphoma (PBL.)
Primary exudative lymphoma (PEL)

International Immunopharmacology Volume 95. June 2021, 107553




EBV iliskili post-transplant lenfoproliferatif hastaliklar
(EBV-PTLH)

* Hem solid organ hem de kemik iligi transplanti sonrasinda gelisebilir

* ECIL kilavuzunda allojenik KIT stirecinde hem alici hem de vericiye EBV-VCA
lgG bakilmasini onerir

* Posttransplant donemde ise yuksek riskli hastalara birinci aydan itibaren
EBV-DNA takibi yapilmasini 6nermektedir

* EBV-DNA takibi en az 4. aya kadar haftada bir olacak sekilde devam
etmelidir

* EBV-DNA pozitif seyreden nakil hastalarinda EBV-PTLH erken tanisi icin
ates, lenfadenopati ve son organ tutulumu acisindan takip onerilir



Tedavi

 EBV-PTLH icin profilaktif, ampirik ve preemptif tedavi rejimleri 6nerilmektedir

* Tedavi secenekleri arasinda

ritiksimab (anti CD20 monoklonal antikor),
* immunsUpresyonun azaltilmasi,

EBV spesifik sitotoksik tedauvi,

dondr lenfosit inflzyonu ve

e kemoterapi rejimleri vardir

e Antiviral tedavinin EBV-PTLH tablosundaki yeri tartismalidir

* Surecin hematoloji/onkoloji uzmani ile izlenmesi gerekir






