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Prevention, and Treatment

Elena Beam - Raymund R. Razonable

e 2012 yilinda CMV = SOT i¢in en onemli enfeksiyon komplikasyonu
olarak tanimlandi

* CMV’nin hem direkt (viremi, hastalik) hem indirekt etkileri
(rejeksiyon, graft disfonksiyonu, firsatci enfeksiyonlar) vurgusu!



CMV yonetiminin
temel klinik cercevesi
cizildi

2013 yilinda yayimlanan ve Raymund Razonable’'in CMV
alanindaki en ¢ok alinti alan klasik derlemelerinden biri

CMV’nin SOT’taki yiikii ilk kez genis kapsaml bir sekilde
tanimlandi

Morbidite ve mortalitenin en dnemli nedeni

VGCVI/gansihovir -> tim profilaksi ve tedavi yaklagiminin
temeli

Foscarnet / Cidofovir - direngli CMV igin “kurtarma”
tedavisi

PCR temelli viremia takibi - standart olma yolunda

Preemptif tedavi - VGCV toksisitesi nedeniyle
yayginlasmakta

Bu yayin, 2013 Uluslararasi Kilavuzu’na (Kotton et al.) giden

bilimsel yolu hazirladi.
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Cytomegalovirus Infections in Solid Organ
Transplantation: A Review
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Introduction

Husman cylnmegalovine (CMV) & a memnber of the gl
kerpesvirinar subfamily under the Merpessiridae lamily (1]
mscovered inthe 1950 |2, 3], CMY s one of the largesi
known human vinscs 4], While mesi infections In immuns
compelenl individuals are bentgn and sell-limiicd, (8 5 an
Impurtani case of morhidity and monality in indteiduals
with undendeveloped or compromised immune funciion, in

Receivrd ke 26, H11
Cnrrespanding Aubbar : Rapmausd B Rasonabie

IJrvision of Idortious |, Dvpartment of Medicne asd S Willam | won Lickg,
Iramspitanit Cemirr, Mayn Climic, 200 First Steort SW Rochesies, Minnescta 5550, LSS

Tk o 0N-5O0-204-2745, Facm: o SO 255 777
|-t rasimahle rrpmnd o

wwwicjoumal.omg,

wchudiing transplant recipienis. in order in redwce the impact of
MV an irassplant oulcomes, there have heen remarkakle of
Inris i improsdng s disgests, provention, amd realmenl
Despite these significant achances In iis diagnosts. and thera

Y. UMV contioes o have a major impac on patiend 2nd 2l

lgrafl survival among solid crgam tmnsplant (507 ) reciplenis
theough a varkety of direct 2nd indirect effecks.
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Management of cytomegalovirus infection
in solid organ transplant recipients:
SET/GESITRA-SEIMC/REIPI
recommendations
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* 2016 — Avrupa CMV kilavuzu: profilaksi ve preemptif tedavi
algoritmalari standardize edildi.

* CMV yonetimi Avrupa’da ilk kez tamamen yapilandirildi.



Modern CMV
yonetiminin resmi

baslangici The Third International Consensus Guidelines on
the Management of Cytomegalovirus in
Solid-organ Transplantation

Molekiiler ve immiin tanida yenilikler ilk kez Carmile N. Kotton, D, Deepali Kumar, MD,2 Angela M. Caliendo, MD, PhD,® Shirsh Huprikar, MD;*
yogun olarak vurgulandi Sunwen Chou, MD,” Lara Danziger-Isakov, MD, MPH,® and Atul Humar, MD”
on behalf of the The Transplantation Society International CMV Consensus Group

Duyarliligi yiuksek PCR sistemleri

Viral ylk kinetigi .
Abstract: Despite recent advances, cytomegalovirus (CMV) infections remain one of the most common complications affecting

CMV-s pesifi kimmun yanit test leri (T hlucre solid organ transplant recipients, conveying higher risks of complications, graft loss, morbidity, and mortality. Research in the field

ol (;U m U) ilk kez gu §| i bir se kilde yer a Idi and development of prior consensus guidelines supported by The Transplantation Society has allowed a more standardized ap-

proach to CY management. An infernational muyltidiecinlinary nanel of expeds was canvenad {o expand and revise evidence and

Bu, 2018 sonrasi donemin temelini expert opinion-based conseng Smunclogy, drug
resistance, and pediatric isg ,, . . - nderstandin
olusturdu. of diagnostic mgshdd& ¥ CMV yonetiminde tiim alanlarda standartlar ain immum?

suppressive agents, and getirildi marizes the
LIl Profilaksi stratejileri

Preemptif tedavi algoritmalari

PCR esik degerleri

Direng yonetimi (UL97 / UL54 mutasyonlari)

imminolojik degerlendirme

Pediatrik transplant

(Transplantation 2018;104

Yeni antiviraller ve immiinosupresyon etkileri



CMV ybnetiminin altin standardi
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Management of cytomegalovirus in adult solid organ transplant patients:
GESITRA-IC-SEIMC, CIBERINFEC, and SET recommendations update

Elisa Ruiz-Arabi®, Julian Torre-Cisneros ™“ ', Victoria Aguilera"', Rodrigo Alonso ",
Marina Berenguer “, Oriol Bestard ', Marta Bodro *“, Sara Cantisan ™, Jordi Carratala ™,
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Maria Dolores Garcia-Cosio”, Sabina Herrera ®, David Iturbe-Fernandez ?, Oscar Len ™",
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* Letermovir profilaksisi ilk kez SOT icin resmi olarak kilavuza entegre edildi
* 2024 giincellemesinin en kritik noktalarindan biri

. CMV-SEJoesifik immunite testleri (T hiicre degerlendirmesi) kilavuzda acikca
Onerilai
* Kisisellestirilmis CMV yonetimi Avrupa kilavuzlarinda resmilesti.



SHave Emall
Your search for Cytomegalovirus Treatment ... retrieved no results. |

Review > Ann Pharmacother. 2024 Nov;58(11):1122-1133. doi: 10.1177/10600280241237534.
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Cytomegalovirus Treatment in Solid Organ
Transplantation: An Update on Current Approaches

Karen L Hardinger 1, Daniel C Brennan 2
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Abstract

Objective: The article reviews the safety and efficacy of treatments for cytomegalovirus (CMV) in solid
organ transplantation.

Data sources: A literature review was conducted in PubMed, MEDLINE, and Clinicaltrials.gov from
database inception through January 2024, using terms CMV, therapy, and solid organ transplantation.

Study selection and data extraction: Clinical trials, meta-analyses, cohort studies, case reports, and
guidelines were included. Letters to the editor, reviews, and commentaries were excluded.

Data synthesis: After abstract screening and full-text review of 728 citations for eligibility, 53 were
included. Valganciclovir and intravenous ganciclovir are drugs of choice for CMV management and,
until recently, the availability of alternative options has been restricted due to toxicity. For instance,

728 makale tarama - 53 dahil

eKlasik antivirallerin sinirlari -
modern tedavilerin yikselisi

el etermovir - profilaksi
Maribavir - tedavi
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REVIEW

Tackling CMYV in Transplant Recipients: Past, Present,
and Future

Tal Schlaeffer-Yosef - Lior Nesher®
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ABSTRACT -Simdi: profilaksi temelli yaklagim (o6zellikle Letermovir)

ae—e v aapnmame  -Gelecek: immun-rehberli kisisellestiriimig CMV yonetimi

capable of maintaining lifelong latency
presents a substantial risk to transplan
recipients, resulting in significant morbidit
and mortality among both hematopoietic ste
cell and solid organ transplantation recipients.
Recent advances have shifted management
from reactive approaches, such as preemptive
therapy, to preventive strategies to reduce active
infections and disease burden. Letermovir, a
selective CMV terminase inhibitor, has emerged
as a critical prophylactic agent in high-risk
transplant populations, significantly lowering
infection rates and improving survival with

() Oy =LY, LTI : L} & L l' = =
innovations in immune monitoring and
antiviral development will likely lead to a more
personalized approach to CMV prevention and
treatment, optimizing care based on patient-
specific risk profiles and immune competence.



CMV 2025 Uluslararasi
Konsensus Kilavuzu

Profilakside yeni donem: LETERMOVIR

D+/R- bobrek naklinde valgansiklovire esdeger
etkinlik

Miyelosupresyon yok

Yuksek risk gruplarinda birinci basamak profilaksi
secenegi

QNAT (CMV DNA) icin yeni standartlar

<0.5 log10 IU/mL degisiklik klinik olarak anlamli degil

Cok dustuk pozitiflik = blip olarak degerlendirilebilir

Sekonder profilaksi icin net algoritma
Refrakter/direncli CMV sonrasi zorunlu

immiin yanit-temelli yénetim

The Fourth International Consensus Guidelines
on the Management of Cytomegalovirus in Solid

Organ Transplantation

Carnille M. Kotton, MD," Deepali Kumar, MD,? Oricl Manuel, MD,® Sunwen Chou, MD,* Randal

T. Hayden, MD,?

Lara Danziger-lsakov, MD, MPH.® Anders Asberg, PhD,” Helio Tedesco-Silva, MD,? and Atul Humar, MD?; on
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INTRODUCTION

We are in the midst of a true modernization of the man-
agement of cytomegalovirus {CMV) infection afrer organ
transplantation. Numerous recent advances are the culmi-
nation of years of basic and translational research followed
by rigorous clinical trials by the transplant community.
CMYV has always been, and remains, one of the most com-
mon opportunistic infections affecting solid organ trans-
plant (SOT) recipienrts. CMV can lead to serious illness in
transplant patients and also impact short- and long-term
allograft function through immunomodulatory down-
stream sequelae. It carries the infamous but befirting ritle
as the “troll of transplantation.” However, recent advances,
covering the spectrum from understanding host-viral
interacrions to optimal prevention and rreatment strate-
gies, have paved the way for an increasingly scientific and

CMV Consensus Group”

evidence-based approach to CMV. A panel of experts on
CMV and SOT recipients convened under the auspices of
The Transplantation Society published international con-
sensus guidelines on CMV management in 2010,! 20132
and 2018.* Topics included diagnostics, immunology, pre-
vention, treatment, resistance, and pediatrics. Given many
recent advances in the field, a fourth meeting of experts
was convened in June 2024 in Montreal, Canada, to
update these guidelines.

As with the last version of the guidelines, the expert panel
rated the gquality of evidence, on which recommendations
are based, by following the Grading of Recommendarions
Assessment, Development, and Evaluation system, which
allows for a systemanic weighting of the strength of recommen-
dation (eg, high, moderate, low, very low) and quality of evi-
dence (eg, strong, weal; Table §1, SDC, hrtp:/links. lww.com/
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Predictive Value of Pretransplant Cytomegalovirus-Specific Cellular
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ABSTRACT

Background. Existing data suggest that cytomegalovirus (CMV)-specific cell-mediated
immunity (CMV-CMI) in solid organ recipients may predict posi-transplant CMV infection, but
the available information is still limited, and needs to be validated for larger patient populations
under certain circumstances. This study aimed to determine whether CMV-CMI could predict
post-transplant CMV infection in liver transplant recipients (LTRs) receiving antiviral prophy-

334 karaciger nakli Fiis (AVP)

Methods. A total of 1769 LTRs at the Inonu University Liver Transplantation Institute were

h a S ta S I n d a retrospectively analyzed. CMV-CMI in a total of 334 patients (> 91% were CMV donor [D] pos-
itive/recipient [R] positive) who received AVP were analyzed using the CMV-Interferon (CMV-

CMV-QF negatif olanlarda Paints were divied o o groups:group 1 (postive: = 171 S1.3%) ad grou 2 (gt
. . P n = 163, 48.8%). Patient variables were analyzed statistically.

CMV enfeksiyonu riskinin 26 U SV

kat arttigini gosterildi
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for the LTRs with negative CMV-CMI.



Gelecegi sekillendirecek: Immiin monitorizasyon

* IFN-y release assays (IGRAs) for CMV

* CMV-spesifik T hucre yanitinin élcilmesi
— profilaksi stiresini bireysellestirmeyi mumbkun kilar.

* Bl Immune reconstitution profiling

e GUclu T hicre yaniti olan hastalarda erken profilaksi sonlandirma
Zayif yaniti olanlarda uzatma

* B Kisiye ozel CMV 6nleme ve tedavi

 CMV yonetimi artik bir “tek boyutlu protokol” degil,
— bireysellestirilmis algoritmalara dogru gidiyor.



“Gelecek dekad: antiviral gelismeleri+ immiun aracili tedaviler =
kisisellestirilmis CMV c¢agl”

Tesekkuir ederim




