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Ogrenim Hedefleri

Ozel hasta gruplari
— Ulseratif kolit

— Transplant
* hematopoetik kok hiicre transplanti (KiT)
* organ transplanti (bobrek, karaciger)

CMV enfeksiyonu, hastaligl ayirimini yapar
CMV’nin neden oldugu hastalik tiplerini tanimlar
CMV hastaligi acisindan risk gruplarini tanir

Immunosupresif ilaclarin CMV hastaligina
olusturduklari yatkinhgi tanimlar




e Herpesviridae ailesinden cift sarmalli DNA virlsu

* Eriskin yas grubunda seroprevalanslik %40 - %99
(Ataman S 2007)

* Immun kacis mekanizmalar < etkin hlicresel ve
numoral immunite

* Primer enfeksiyon sonrasi hayat boyu latent kalir

— miyeloid soy (monosit/makrofaj), vaskiler endotel, renal
epitel, tukurik bezi, pneumositler, fibroblastlar, noronal
hucreler, diz kas hicreleri

e |atent & litik

Mocarski ES, Shenk T, Pass RF. Cytomegalovirus. In: Knipe
DM, Howley PM, editors. Fields Virology, 5t ed. Ch. 69



Tanimlamalar

« CMV enfeksiyonu & CMV hastaligi

e CMV enfeksiyonu
— seroloji
— viral DNA (viremi, DNAemi), antijenemi
— belirti veya bulguya bakilmaksizin CMV
replikasyonunun saptanmasi

e CMV hastalig

— CMV enfeksiyonu beraberinde iliskilendirilebilecek
belirti ve bulgularin olmasi

— viral sendrom < doku invazyonu yapan hastalik

— latent virlstn reaktivasyonu veya re-enfeksiyon



CMV Hastalig

* Immunkompetan bireylerde nadir

e Immunkompromizasyon yatkinhk saglar

— Konjenital CMV sendromu
— AIDS hastalarinda CMV hastaligi (retinit)

— Transplantasyon hastalarinda CMV hastaligi
 Hematopoetik (allojenik) kdk hiicre transplanti alicilari
* Solid organ transplanti alicilari (bobrek ve karaciger)

— Immunmodulatuar/supressif tedavi alanlar

e Immin aracili inflamatuar hastaliklar
— Ulseratif kolit, romatolojik hastaliklar

* Hematolojik kanser tedavisi alanlar



Ulseratif Kolit

* Inflamatuar bagirsak hastaliginin bir seklidir

 Ulserler ve acik yaralar ile seyreden, kalin
bagirsaklari tutan bir kolittir




iBH’ni1 Taklit Eden Enfeksiyoz Nedenler
(kolit ve/veya ileit yapan enfeksiyonlar)

Bakteri

Shigella sp
EHEC, EIEC
Campylobacter jejuni

Salmonella sp (gastroenterit
ve tifo)

Yersinia enterocolitica
Mycobacterium tuberculosis
Clostridium difficile

Vibrio parahaemolyticus

Chlamydia trachomatis (LGV
serotypes)

Parazit

— Entamoeba histolytica
— Schistosoma sp

— Balantidium coli

— Trichinella

* Virus
— Cytomegalovirus

Proktit etkenleri

— Neisseria gonorrhoeae
— Herpes Simplex Virus
— Chlamydia trachomatis
— Treponema pallidum

— Cytomegalovirus

Guerrant RL, Lima AA. Inflammatory enteritides. In: Mandell,
Douglas, and Bennett’s PPID, 8t ed.



Ulseratif kolit ve CMV

* Immumodulatuar tedavi ile latent CMV
enfeksiyonunun subklinik reaktivasyonu (%52.1)
sikhikla gorultr (Matsuoka K 2007)

— Genelde asemptomatiktir veya hafif gecer
— Kendiliginden sinirlanir
— Ciddi doku hasari cok enderdir

— Immunomodulatuar veya biyolojik tedavi devam
edilse bile geriler

— CMV hastaligi eslik etmedikce immunomodulatuar
tedaviye devam edilebilir
e CMV enfeksiyonlarinin cok azi CMV hastaligina
ilerler
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Cytomegalovirus Is Frequently Reactivated and Disappears
Without Antiviral Agents in Ulcerative Colitis Patients

334 Matsuoka et al.

Table 4. Treatment and Outcome

3CMV Reactivation (+)* PCMV Reactivation (—) ‘CMV IgG ()

(N = 25) (N =23) (N=21) avsh avsc

Therapies

CsA 13 (52.0%) 3(13.0%) 7 (33.3%) P < 0.05 n.s.

FK 506 1(4.0%) 5(21.7%) 0 (0.0%) n.s. n.s.

Amount of PSL during the study’ (mg) 1,289 (489-2,700) 1,265 (45-2.470) 1,594 (43-3.680) n.s. n.s.

Apheresis’ 10 (40.0%) 9 (39.1%) 10 (47.6%) n.s. n.s.

6-MP 11 (44.0%) 10 (43.5%) 9 (42.9%) n.s. n.s.
Outcome

Remission at 8 wk 18 (72.0%) 15 (65.2%) 13 (61.2%) n.s. n.s.

Colectomy 4 (16.0%) 1(4.3%) 4 (19.0%) n.s. n.s.

“Two patients were treated with ganclylovir.

"Values are median (range).

* Apheresis includes granulocytapheresis and leuckocytapheresis.

Remission is defined as a Lichtiger score below 4.

CMYV = cytomegalovirus; CsA = cyclosporine A: n.s. = not significant; PSL = prednisolone: 6-MP = 6-mercaptopurine.
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2). None of the patients showed any evidence of CMV in-
fection on biopsy specimens by H&E staining. These results
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1/17/2015 Definition, epidemiology. and risk factors in inflammatory bowel disease

Montreal classification of severity of ulcerative colitis

Severity Definition
S0 | Clinical Asymptomatic
remission
S1 | Mild UC Passage of four or fewer stools/day (with or without blood), absence of any

systemic illness, and normal inflammatory markers (ESR)

S2 | Moderate | Passage of more than four stools per day but with minimal signs of systemic

uc toxicity
S3 | Severe Passage of at least six bloody stools daily, pulse rate of at least 90 beats per
uc minute, temperature of at least 37.5°C, haemoglobin of less than 10.5 g/dL,

and ESR of at least 30 mm/hour

UC: ulcerative colitis; ESR: erythrocyte sedimentation rate.

Reproduced from: Gut, Satsangi 1, Silverberg MS, Vermere S, Colombel JF. The Montreal
classification of inflammatory bowel disease: controversies, consensus, and implications, 55:749-
53, copyright © 2006, with permission from BMJ Publishing Group Ltd.



Ulseratif kolit ve CMV

« Agir UK alevlenmesinde, IHK ile gdsterilen
CMV prevelansi %10 - %43 (Kim JJ 2010)

e Steroid refrakter UK olgularinda, IHK ile
gosterilen CMV prevelansi %20 - %67 (Rahier
JF 2014)



Kopylov U et a/. Antivirals in CMV-positive ulcerative colitis

Figure 3 Cytomegalovirus demonstrated on a colonic biopsy in a patient
with ulcerative colitis (arrows). A: Hematoxylin eosin staining; B: Immunohis-
tochemistry, adapted from [16].



Kanda CMV-DNA ile Gastrointestinal
Hastalik iliskisi
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Figure 2. Cytomegalovirus (CMV) plasma viral load (DNA) for each patient with suspected CMV gastrointestinal (Gl) tract disease, measured within
15 days of Gl tract biopsy. Solid circles represent patients with detectable CMV DNA; open circles, patients with undetectable CMV DNA, at the lower
limit of detection of the assay in use at the time. Three quantitative polymerase chain reaction assays were used during the study period, with varying
lower limits of detection (600, 300, and 50 copies/mL) represented by dotted lines. Durand CM 2013



Ulseratif Kolit Hastalarinda Barsaktaki CMV vyiikii ile
Immiinosupresif Tedaviye Direnc iliskisi

* Biyopsi materyalinde
viral yaktn >250
kopya/mg olmasi
steroid direncli
hastaligi ongordurur
— olma olasiligi x 4.3,

ROC egrisi altinda
kalan alan 0.85
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Antiviral therapy in cytomegalovirus-positive ulcerative
colitis: A systematic review and meta-analysis

OR (fixed) Kopylov U et al. 2014 WIG
95%CI
n *Calisma sonlanim noktasi
> “kolektomi”
> *Tedavi alan ile almayan
- > arasinda kolektomi oranlari
< - acisindan istatistiksel fark yok
< H

*Meta-analize giren primer

= . calismalarin kalitesi zayif
*Ortak gorus: CMV kolitinde
randomize-kontrollU bir
' ' ' ' ' ' ansiklovir calismasina ihtiya
0.1 0.2 0.5 1 2 5 10 5 calls yag

var
Favours treatment Favours control



Biyolojik Ajanlar ve CMV

Beyond Tumor Necrosis Factor Inhibition: The
Expanding Pipeline of Biologic Therapies for
Inflammatory Diseases and Their Associated
Infectious Sequelae

S. A. Novosad' and K. L. Winthrop??

'Division of Pulmonary/Critical Care Medicine, “Division of Infectious Diseases, and “Department of Public Health and Preventive Medicine, School of
Medicine, Oregon Health and Science University, Portland

Clinical Infectious Diseases Advance Access published April 8, 2014



Immune-Mediated Inflammatory Diseases

Table 1. Biologic Agents, Mechanisms of Action, and Date of US Food and Drug Administration-Approved Indications

Date of First

Anti-TNF Agents Mechanism FDA Approval FDA-Approved Indications
TMNF-e inhibitors
Infliximab (Remicade) Monoclonal antibody against TNF-o 1998 Rheumatoid arthritis, Crohn's disease, ulcerative
colitis, psoriasis, ankylosing spondylitis
Etanercept (Enbrel) Receptor fusion protein 1998 Rheumatoid arthritis, psoriasis, ankylosing
spondylitis, juvenile idiopathic arthritis
Adalimumab (Humira) Monoclonal antibody against TNF-o 2008 Rheumatoid arthritis, Crohn's disease, ulcerative
colitis, psoriasis, ankylosing spondylitis,
juvenile idiopathic arthritis
Certolizumab (Cimzia) Monoclonal antibody against TNF-a 2008 Rheumatoid arthritis, Crohn’s disease, psoriasis,
ankylosing spondylitis
Golimumab (Simponi) Manoclonal antibady against TNF-o 2008 Rheumatoid arthritis, psoriasis, ankylosing
spondylitis, ulcerative colitis
Other agents
Rituximab (Rituxan) Monoclonal antibody against CD20 which is 1997 Lymphoma, rheumatoid arthritis, chronic
found on the surface of B cells lymphocytic leukemia, granulomatosis with
polyangiitis and microscopic polyangiitis
Anakinra (Kineret) IL-1 receptor antagonist 2001 Rheumatoid arthritis
Abatacept (Orencia) CTLA-4 ligand, selective T-cell costimulation 2005 Rheumatoid arthritis
modulator
Ustekinumab (Stelara) Monoclonal antibody against IL-12 and IL-23 2009 Psoriasis
Tocilizumab (Actemra) Monoclonal antibody 1L-6 receptor 2010 Rheumatoid arthritis, juvenile idiopathic arthritis
Eelimumab (Benlysta) Manoclonal antibody against B-cell activating 2011 Systemic lupus erythematosus
factor
Tofacitinib (Xeljanz) Janus kinase inhibitor 2012 Rheumatoid arthritis

Abbreviations: CLTA-4, Cytotoxic T-Lymphocyte Antigen 4; FDA, US Food and Drug Administration; IL, interleukin; TNF, tumor necrosis factar.



Biyolojik Ajanlar ve CMV

Genel olarak bakildiginda anti-TNF tedavi ile
firsatci enfeksiyonlarda hafif artis

—odds oran1 1.21-2.0

IBH’larinda anti-TNF ile firsatci enfeksiyon riski
— RR, 2.05 [95% Cl, 1.10-3.85]

Granulomatoz hastaliklar (tiiberktloz)

CMYV ve EBV reaktivasyonu tartismal

— T ve B hicre fonksiyonlarini baskilayan ajanlarla
risk daha ylksek olabilir



European Crohn's and Colitis Organisation (ECCO)
Prevention, diagnosis and management of opportunistic
infections in inflammatory bowel disease-2014

* Immunomodulatuar tedavi 6ncesi CMV enfeksiyonunu
taramak gerekli degil (EL4).

e Akut steroide direncli kolitte, immunomodulatuar
tedaviyi artirmadan once CMV hastaligi dokuda PCR
veya immunohistokimya ile dislanmalidir (EL3).

* Agir steroide direncli kolitte, immunomodulatuar
tedavi altindayken mukozada CMV saptanirsa antiviral
tedavi baslanmali ve kolit duzelene kadar
immunomodulatuar tedavi kesilmelidir (EL5).

e Sistemik CMV hastaliginda, immunomodulatuar tedavi
kesilmelidir (EL2).



Solid Organ Transplantasyonu




Updated International Consensus Guidelines
on the Management of Cytomegalovirus
1in Solid-Organ Transplantation

Camille N. Kotton,"* Deepali Kumar,> Angela M. Caliendo,” Anders Asberg,”
Sunwen Chou,” Lara Danziger-Isakov,’ and Atul Humar,”
on behalf of The Transplantation Society International CMV Consensus Group

( Transplantation 2013;96: 333-360)



Transplantasyonun 1. Senesinde
Gorulen CMV Hastalig

CMV Hastaligi
Transplant tirt | (%, profilaksi olmadan)
Bobrek 8
Kalp 25
Kalp-akciger 39
Karaciger 29

Singh N, Limaye AP. Infections in Solid-Organ Transplant Recipients. In:
Mandell, Douglas, and Bennett’s PPID, 8t ed. Table 313-3



Verici/alici Serolojik Durumu
SOT

DONOR | RECIPIENT | CMV Hastaligi | Yorum
Verici Alici Riski

Alicinin transplante edilen organla gelen

. virlsle primer CMV enfeksiyonu gecirme
D+ R- Yiksek olasiligi yuksek
Orta/yiiks | ) e o
Alici reaktive veya re-enfekte olur
D+ R+ ek
D R+ Orta Alici reaktive olur

v e Primer CMV enfeksiyonu 6nlenmeli
D- R- Diisiik Y



immunosupresif Tedaviyle
CMV Hastalig Iliskisi

* Cyclophosphamide ve azathioprine
— tek baslarina CMV reaktivasyonuna neden olabilirler
— artik kullanilmiyorlar

e Kortikosteroidler tek baslarina viral reaktivasyona
neden olmazlar ama diger ilaclarla sinerji yaparlar

— kortikosteroid + azathioprine = yiksek CMV reaktivasyonu
insidansi

— kortikosteroidlerin erken azaltilmasi CMV enfeksiyonu
riskini disurayor
e Cyclosporine ve Tacrolimus (calcineurin inhibitors)
— primer immunosupresif ilacg

— tek baslarina CMV enfeksiyonunu/hastaligini arttirmazlar;
steroidle birlikte arttirirlar



immunosupresif Tedaviyle
CMV Hastalig Iliskisi

 Mycophenolate mofetil (Cellcept)
— CMV hastaligi riskini arttirir
* Sirolimus (rapamycin), everolimus (mTOR
inhibitors)
— CMV hastaligi riski géreceli olarak daha disuk
e ORTHOCLONE OKT-3 (muromonab-CD3)

— rejeksiyonu onlemek icin kullantlir
— ciddi CMV hastaligi insidansini arttirir
— CMV hepatiti ve dissemine CMV’ye neden olur



TABLE 311-2 Biologic Preparations Used to

Prevent or Treat Rejection

AGENT

Polyclonal Antibodies

Antithymocyte globulins*
Anti—human thymocyte immune
globulin (rabbit) (Thymoglobulin)
Lymphocyte immune globulin,
antithymocyte (equine) (Atgam)

Monoclonal Antibodies

Anti-CD25 (interleukin-2 receptor)
antibodies’
Basiliximab (Simulect)

Anti-CD20 antibody’
Rituximab (Rituxan)

Anti-CD52 antibody®
Alemtuzumab (Campath)

Other Agents

Anti-B7 fusion protein (co-stimulation
ligand)'

Belatacept (Nulojix)

ADVERSE EFFECTS

Serum sickness, thrombocytopenia,
lymphopenia (can last up to

f ] BRTIRRTSTSIIN]N [ ]

increased risk of CMV, PTLD

Hypersensitivity reactions, infection
risk not significantly increased
Infusion reactions

hepatitis B virus
reactivation
CMV, Pneumocystis jirovecii

- -l L - W W L] L_{ ]

infections, immunosuppression
effects that can last up to 12 mo

Increased rate of Epstein-Barr
virus—associated PTLD




Klinik

* CMV DNAemisi veya pp65 antijenemisi

— profilaksi olmadan transplant sonrasi 4. — 8. haftalar
arasinda

* Rutin veya pre-emptif profilaksi transplant sonrasi
3 — 6 ay suresince veriliyor

* Antiviral profilaksi kesildikten sonra gec
baslangicli CMV hastaligi problem olarak ortaya
cikmaktadir
— transplant sonrasi 4. — 5. aylarda
— fatalite %30



Klinik

CMV sendromu

*CMV’ye bagli en sik hastalik

*akut, sistemik, febril hastalik (monontkleoz benzeri
hastalik)

eates, bitkinlik, artralji, doktnti, myalji

*notropeni, trombositopeni, hepatik transaminazlar A\
*atipik lenfositler, lenfositoz, hepatosplenomegali
*HHV-6 da etken olabilir

*tanimi: >48 saattir stiren ve baska aciklamasi olmayan
ates, kiriklik, ardisik 3 gtin boyunca notrofil sayilarinda
azalma



Klinik
e Spesifik organ tutulumu

— pnomonit, hepatit, kolit, ileit, retinit, pankreatit,
miyokardit, ensefalit, periferal néropati

— transplante organin disfonksiyonu
* rejeksiyon ile karisabilir

* Indirekt etkiler
— greft rejeksiyonu
* D-/R-’'larda rejeksiyon orani diistik
— hizlanmis ateroskleroz

— immunomodulatuar etki ile firsatci fungal/
bakteriyel enfeksiyonlarda A\



Karaciger Transplantasyonu ve CMV

R+

* |k 3 ayda CMV hastalig
— %38 2 %0.8 (GCV profilaksisiyle) (Winston DJ 1995)
— %17 > %4 (oral GCV profilaksisi)

* profilaksi alanlarda CMV sendromu veya hafif hepatit

— %18.9 2 %4.8 (GCV profilaksisi)

 Ge¢c CMV hastaligi
— %4.5 (Limaye AP 2004)
— %3.7 (Avkan-Oguz V 2009 ECCMID)



Karaciger Transplantasyonu ve CMV
D+/R-

* %50 - %70 primer CMV enfeksiyonu
— %44 CMV hastaligi 2 %14.8 (GCV profilaksisiyle)

— Profilaksiye ragmen %17.6’sinda CMV hastaligi
(Freeman RB 2004)

— Preemptif yaklagim: %78 viremi (Atabani SF 2012)

* VGC profilaksisi (Chou S 2007)

— CMV DNAemisi VGC %2.5 GCV %10.4

— 6. ay CMV hastaligi  VGC %12.1 GCV %15.2

— 12. ay CMV hastaligi VGC%17.2 GCV %18.4
 VGC daha az toksik ve CMV-DNAemisini ilk 100

glinde daha ustun baskiliyor ama profilaksi
kesildiginde gec CMV hastaligi ortaya cikabiliyor



Karaciger Transplantasyonu ve

D+/R-

Ge¢ CMV hastaligi

*%26 (Limaye AP 2004)

*12. ayda %18 (doktorlarin tedavi ettigi
(Paya C 2004)

CMV

%30)

*100 gunluk profilaksi ile 1. senede %36.8, 2.

senede %38.7 (Razonable RR 2001)

*risk faktorleri: D+/R- serolojik durum,
profilaksi stiresi (100 gline 200 gun), yu
dizey immunosupresyon, allogreft reje

KISa
ksek

Kslyonu



Bobrek Transplantasyonu

* D+/R-
— profilaksi olmadan %83 primer CMV enfeksiyonu
* %45’inde CMV hastaligi (Lowance D, et al. NEJM, 1999)

— CMV hastaligi VGC ile %23 =2 %8

° R.|.
— CMV hastaligi profilaksi ile %3-%5 (Bal Z 2013)

— Marmara Tip, Bobrek Transplantasyonu
~20 senede ~300 transplantta ~10 CMV hastaligi



Hematopoetik Kok Hiicre Transplantasyonu
(HKHT, KiT)

Bone marrow
transplant

Recipient

Donor bone marrow cells repopulate
recipient bone marrow @ADAM, Inc.



Guidelines for Preventing Infectious Complications
among Hematopoietic Cell Transplantation Recipients:
A Global Perspective

Marcie Tomblyn, Tom Chiller, Hermann Einsele, Ronald Gress, Kent Sepkowitz, Jan Storek,
John R. Wingard, Jo-Anne H. Young, Michael A. Boeckh

Biol Blood Marvow Transplant 15: 1143-1238 (2009) © 2009 American Society for Blood and Marrow Transplantation

bjh guideline

Management of cytomegalovirus infection in haemopoietic
stem cell transplantation

British Journal of Haemam.fﬂgy. 2013, 162, 25-39

Vincent Em-::rjr,l Mark Zuckerman,” Graham Jackson,” Celia Aitken," Husam Osman,’ Anthony Pagliuca,ﬁ Mike Potter,” Karl
Peggs,” and Andrew Clark” on behalf of the British Committee for Standards in Haematology, the British Society of Blood
and Marrow Transplantation and the UK Virology Network



Hematopoetik Kok Hiicre Transplantasyonu
ve CMV

* Otolog HKHT alicilarinda CMV hastaligi ender (Tomblyn M 2009)
e Risk gruplari

— tim vucut irradyasyonu

— T-hlicre deplesyonlu (CD34 seleksiyonu yapilmis) greft

— HKHT oncesi 6 ay icinde alemtuzumab, fludarabin veya 2-
chlorodeoxyadenosine almis olmak

e Allojenik HKHT

— daha agir immuinosupresyon

— graft-versus-host hastaligi (GVHD)

— R+'larin %80’inde CMV reaktivasyonu gorultr

— Profilaksi 6ncesi donemlerde hastalarin %25’inde CMV hastaligi
(pndmoni) 2 %85 fatal

— Etkin DNAemi/antijenemi takibi + profilaksi = erken donem
(£100.giin) CMV hastaligi W <%5



Verici/alici Serolojik Durumu
Allojenik HKHT

DONOR | RECIPIENT | CMV Hastaligi | Yorum
Verici Riski

Alici primer CMV enfeksiyonu (%20-%30)

o gecirebilir, firsatci bakteriyel ve fungal
D+ R- Orta/du§Uk enfeksiyonlar insidansi daha fazla, daha

yliksek genel mortalite

. Alici reaktive veya re-enfekte olur
D+ R+ Orta/VUkSEk Reaktivasyon %24.9 (Acar K 2014)

. Alici reaktive olur ve bunu karsilayacak
D- R+ Yuksek hiicresel immunite vericiden gelmemistir

S Primer CMV enfeksiyonu 6nlenmeli
D- R- Disiik Y
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Young JAH, Weisdorf DJ. Infections in Recipients of Hematopoietic Stem Cell
Transplants. In: Mandell, Douglas, and Bennett’s PPID, 8t ed. Fig. 312-1



Hematopoetik Kok Hiicre Transplantasyonu
ve CMV Hastaligi

* %63 pnomonit, %26 enterit, %5 retinit

* Pnomonit
— allo HKHT nin en dlimcul enfeksiyoz komplikasyonu
— 2 hafta icerisinde hizla gelisir
— ates, kuru Oksurik, dispne = hipoksi
— interstisyel tutulum (nodul de yapabilir)

* Gastroenterit
— anoreksi, bulanti, kusma, ishal

— tani: endoskopik biyopsi ve immunoperoksidaz boyama
— barsak GVHD’sini indukleyebilir



CMV Hastalig

 Mukozit

— 0zefagustan < distal kolona
— mukozal inflamasyon, erozyon

* GVHD gelisiminin induklenmesi
— Graft-versus-leukemia etkisi?

* Immunomodulatuar etki ile diger firsatcl
patojenlerle enfeksiyona yatkinlik



Gec¢ Baslangich CMV Hastalig

* Profilaksi kesildikten sonra (transplant sonrasi >100 gilin)
gorlulen CMV hastalig

e Gec¢ CMV hastaligi (Boeckh M 2003, Hazar V 2006)
— transplant sonrasi 5. - 6. aylarda
— olgularin %12.4 - %18’inde gec CMV hastaligi
— %46 fatalite
— yasayanlarin %38’inde reklrens

* Gansiklovir direncli olma olasiligi artmistir

— profilaksi altinda distik dizey DNAemi veya pp65
antijenemisinin devam

— lenfopeninin sebat etmesi



Gec¢ Baslangich CMV Hastalig

e Risk faktorleri
— cGVHD gorilen allo HKHT
— steroid kullanimi
— duisiik CD4 sayisi (<50/mm?3)
— greft tipi
* D-/R+
* akraba-disi
* haploidentik
e umblikal kord
* T-hucre deplesyonlu

* Immunolojik derlenmenin olmadigi olgularda

— Ozellikle CMV-spesifik T lenfosit yanitinin olusamayisi
— adoptif immunoterapi (Sili U 2003, Leen AM 2006, Sili U 2012)



Aklimizda Kalsin

Ulseratif kolit hastalarinda CMV hastaligi agir ve tedaviye
cevapsiz alevlenmelerde aklimiza gelmelidir

Allojenik hematopoetik kok hiicre veya solid organ
alicilarinda gec CMV hastaligi bir problem olarak karsimiza
ctkmaktadir

Saglik kurumlari CMV hastaligi acisindan risk iceren
uygulamalari belirleyip kendi sartlarina uygun onleyici ve
tedaviye yonelik stratejiler gelistirmelidir

CMV hastaligini 6nlemede en 6nemli etken iyi calisan
hiicresel immun yanittir
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