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Olgu

* Nakil 53. glinde ates ve ciltte lezyon artisi nedeniyle yatirildi.

Piperasilin/tazobaktam baslandi.
Steroid yanitsiz cilt GVHH; Ruksolitinib (2X10 mg) tedaviye eklendi.

Cilt bulgularinda gerileme ve azalan kimerizm nedeniyle IS dozu azaltild.

Hasta taburcu edildi.

* +71. gunde vicutta yaygin deskuamasyon, eritem ve 9-10 kez olan ishal yatirildi.
* IVIG 1 gr/kg/glin (3 glin), prednol 60 mg/glin eklendi.

* Ruksolitinib’e devam edildi.

* +73. glinde prednol dozu 120 mg cikildi.

* +79. gunde ates nedeniyle meropenem ve teikoplanin baslanildi.




Olgu

* Yapilan rektoskopi: Kolonda yer yer tabani hiperemik yuvarlak sekilli mm
boyutta zimba deligine benzer iilsere alanlar (CMV koliti? Amip koliti?)

Gaitada E. histolyica antikor (IHA) negatif saptandi.
Kolon mukoza CMV PZR: 2038103 IU/mL pozitif saptandi.

Serum CMV PZR: 1620 IU/mL olarak goruldd.
Tedaviye gansiklovir 2x5 mg/kg iv eklendi.

* Antibiyotik tedavisinin 10. gintnde atesi tekrar yukseldi.

e Solunum yolu virls paneli, HRCT ve abdomen BT gorualdu.




Sag akciger alt lobda subplevral konsolidasyon alani, ayrica sol
akcigerde alt lobda fokal subplevral konsolidasyon alani mevcuttur.




Sol kolon duvari diffiz hafif belirgin, ince barsak anslarinda diffliz
duvar kalinhk artisi, bulgular GVHD dustndiurmektedir.




Olgu

* Adenovirus pozitifligi saptandi.
* Ates yuksekliginin devam etmesi lUzerine tedaviye kolistin eklendi.
 Kolon biyopsisi GVHH, IHC boyamada az sayida hiicrede CMV (+)
 Siddetli GIS+Cilt GVHH nedeniyle Alfal antitripsinaz baslanildi.

* Gansiklovir, meropenem, kolistin altinda ates, genel durum
bozuklugu, hipotansiyon yogun bakima devredildi.

e Kardiyak arrest sonrasi exitus kabul edildi.
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FLAMSA

NAKIL ENGRAFMAN CiLT GVHH BARSAK GVHH

Hazirlik rejimi ile beraber: Asiklovir 2x800 mg tab + Flukonazol 1x400 mg tab

Notropenik déneminde Levofloksasin 1x500 mg tab

Cilt GVHD 1mg/kg giin steroid: Posakonazol tablet profilaksisine gecildi.

TMP-SMX forte tab 1x1 her giin doz azalinca 3 gtin/hafta




HM hastalarda infeksiyonlarin dnlenmesi

Vaccination
Screening for infection

eAllo-KHK yapilan hastalarda
enfeksiyon riski, immun
reaktivasyon ve GVHH ile
artar.

eProfilaksi, yasam kalitesi ve
sag kalim Uzerinde belirleyici
olabilir.

Sekil 1 HM hastalarinda enfeksiyonlarla miicadele i¢in kullanilan metodolojileri isvigre peyniri modeli kullanarak gostermektedir. Transpl Infect Dis. 2024;26:e14283



e ﬁg{;ﬁg:k Prevention and Treatment of Cancer-Related Infections

- R ensive NCCN Guidelines Version 3.2024
N

Duisiik * Cogu solid timor kemoterapisi » Bakteriyel-fungal gerek yok
* Beklenen notropeni suresi <7gun * Viral; HSV seropozitifliginde

dusinulebilir
ﬁ)rta/ = ' ' \ \ v’ Bakteriyel- notropeni boyunca

dusun (fluorokinolon)
» Eslik eden konak faktorleri

v _ v Fungal —no6tropeni boyunca duistin
K,_OAH’DM' ster0|.d kull.an|m| Vb_' ofarabin) v' Viral-n6tropeni boyunca veya daha
» Daha énceden fungal infeksiyon gecirme Uzun ddisin
» Cevresel faktorler (insaat, havalandirmanin iyi v PIP propfilaksisi diisiin

yapilamadigi 2-3 kisilik odalar gibi) varlig| > . } .
hastanin risk grubunu degistirebilir. Bakteriyel- ndtropeni boyunca

iyon, dusun (fluorokinolon)
;mwmmﬁw—/ v" Fungal —nétropeni boyunca distin
* Refrakter/relaps AML v’ Viral-nétropeni boyunca veya daha

e AKIT ve orta-ciddi GVHD uzun disiin

e AMI gibhi tedavi edilen MDS v’ PIP propfilaksisi diistin
0 notrofil/mcL
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Notropent, < Saat Icinde <



QUALITY OF EVIDENCE

High risk patients
(expected duration of neutropenia > 7 days)

Acute Leukemia and Auto-HSCT
Antibacterial prophylaxis with fluoroquinolones showed to be effective in reducing (quality of
evidence I) :
*Mortality
*Febrile episodes
*Bacterial infections and bacteremias
a a *Gram-negative infections and bacteremias
F I u o ro q u l n o l o n e P ro p h y I a x ' S *Gram-positive infections but not bacteremias

*The use of empirical antibiotics
Allo-HSCT

l n n e u t ro pe n lc p atl e n t S Because the expected duration of neutropenia is more than seven days also in allo HSCT patients,

this group is considered at high risk.
- _ Data on cfficacy of quinolone prophylaxis are available only for bone marrow transplanted but
For the working group Giampaolo Bucaneve not for allo HSCT patients.

Sept. 30th / Oct. 1st 2005 Juan-les-Pins - France ﬂ:'"'"
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‘{J Fluoroquinolone Prophylaxis

v' ECIL 2007 yilinda 7 giinden uzun nétropeni beklenen yiksek riskli hastalar icin florokinolon (FQ) profilaksisi dnermistir.
v" FQ'larin yaygin kullanimi direng artisi endisesini dile getirmis ve profilaksi etkinligi Gzerinde olumsuz bir etki yaratabilir.

v" FQ kullanimi ile ESBL ureten Enterobacteriaceae'nin ortaya cikisi arasinda bir iliski bildirilmistir.
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Fluoroquinolone prophylaxis in -
haematological cancer patients with
neutropenia: ECIL critical appraisal of

previous guidelines

Malgorzata Mikulska **, Diana Averbuch '#, Frederic Tissot ',
Catherine Cordonnier ¢, Murat Akova ¢, Thierry Calandra’,
Marcello Ceppi ¥, Paolo Bruzzi®, Claudio Viscoli * on behalf of the
European Conference on Infections in Leukemia (ECIL), a joint
venture of the European Group for Blood and Marrow
Transplantation (EBMT), the European Organization for Research
and Treatment of Cancer (EORTC), the International
Immunocompromised Host Society (ICHS) and the European
Leukemia Net (ELN)
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«» ECIL 1 tavsiyelerinin gegerliligini arastirmak icin; 10 yil sonra FQ profilaksisinin
mortalite ve enfeksiyonlara etkinligi ile antibakteriyel direng tzerindeki etkisi

yeniden degerlendirilmistir.

L)

L)

+» 2006-2014 yillari arasinda yayimlanan 2 RKC ve 12 gozlemsel ¢calisma

% KDi oranlarini azaltabilecegi ancak genel mortalite lizerine etkisinin olmadig1 gérilmds.

+» Toksisite ve yerel ekosistemdeki degisiklikler goz 6niine alindiginda, FQ profilaksisinin
faydalari her merkezin kendi kosullarina gore degerlendirilmelidir.

Dusuk-orta diizeyde direng varsa kullanilabilir, lokal epidemiyolojik veriler




Nakil strecinde rehberlerin antibiyotik profilaksi
Onerileri

1. Florokinolon Profilaksisi
v’ Levofloksasin profilaksisi, FN ve KDi azaltmada etkil;
v’ FQ profilaksisinin sag kalim avantaji saglamadig, yan etki ve
florokinolon direncine katkida bulundugu belirtiimektedir.
v’ Eger Gr (-) bakterilerde FQ direnci >%20'yi asiyorsa, profilaksi
etkinligi azalr.

2. Clostridioides difficile Profilaksisi
v" AGIHO, rutin icinde C. difficile profilaksisini ©hermemektedir.

Alman Hematoloji ve Tibbi Onkoloji Dernegi'nin (DGHO) Bulasic1 Hastaliklar Calisma Grubu (AGIHO)

Lancet Reg Health Eur. 2025 Jan 31;51:101214



BAKTERIYEL INFEKSIYONLARIN ONLENMES]

Table 3. Prevention of Bacterial Infections

Pathogen

Bacterial
prophylaxis

Indications

All Autologous and Allegeneic transplant recipients

starting D+1

Patients to be started on levofloxacin as prophylaxis

post-transplant for the following indications:

1. Acute GvHD with Gl invalvement
2. Pancytopenia 2/2 graft failure

First choice
Adult:
Levofloxacin 500 mg POJIV daily

Pediatric
< 5 years:
Levofloxacin 10 mg/kg PO/IV BID
(max: 375 mg/dose}
2 5 years:
Levofloxacin 10 mg/kg PO/IV daily
[max: 500 mg/dose)
alternative for FQ Allergy/Intolerance;
Adult:
Cefpodoxime 200 mg PO BID
Pediatric:
Cefpodoxime 5 mg/kg PO BID
(max: 200 mg/dose)

Duration
Pre-engraftment prophylaxis, continue until:

1. Fever and Neutropenia (i.e., broader antimicrobial such as cefepime, etc.)

2. Engraftment*

Gl GvHD: Continue until normal PO intake

Pancytopenia: Until count recavery

Encapsulated
organisms

Immunoglobulin
Supplementation

Recipients with chranic GvHD, 5/p splenectomy,

functionally asplenic, or sickle cell disease

g < 400 mg/dL

Adults;
Penicillin VK 500 mg PO BID
Pediatric:
2 10 years:
Penicillin VK 500 mg PO BID
3-10 years:
Penidillin VK 250 mg PO BID
< 3 years
Penicillin VK 125 mg PO BID

Alternative [Penicillin all t
Adults:

Azithromycin 250 mg PO daily
O
TMP-5MX 1 D5 PO daily
Peds:
Azithromycin 5 mgfkg PO daily (max:
250 mg)
OR
TMP-SMX 2.5 mg TMP/kg BID, 2 days
per week
(max: 160 mg TMP/dose)

IVIG 0.4 g/kg/dose based on ideal body wt

1. Off Immunosuppression for 1 month and asymptomatic
2. Hold while on levofloxacin

Lifelong if:
1. 5/p splenectomy
2. extensive cGvHD

Maniter monthly until 1gG > 400 for 2 menths

* Absolute neutrophil count = 1000/mm? for 3 consecutive days




JASTCT"

Management of herpesvirus reactivations in patients with solid
tumours and hematologic malignancies: update of the Guidelines
of the Infectious Diseases Working Party (AGIHO) of the German
Society for Hematology and Medical Oncology (DGHO) on herpes
simplex virus type 1, herpes simplex virus type 2, and varicella zoster

virus

Annals of Hematology (2022) 101:491-511



HM ve HKHN olan HSV sero(+) hastada profilaksisi
Hastagrubu | ilag_ | Dozuygulama _|ProfilaksiSiresi

AML induksiyon  Valasiklovir po Valasiklovir 2x 500mg  Kemoterapi ilk gtint baslanir,
ishal/mukozit: Asiklovir iv Asiklovir 2x 5 mg/kg 3-5 hafta sonra kesilir.

Allo-HKHN alici Valasiklovir po Valasiklovir 2x500mg HSCT hazirhginin ilk ginu
(Preengrafman)  ishal/mukozit: Asiklovir iv Asiklovir 2x5mg/kg baslanir, 3-5 hafta sonra
kesilir.

Notropeni ve/veya.mukoszit)

Allo- HK- alasildanines alaaildan Qo Notropeni ve/veya mukozit
(Poste : : (GVHD icin IS tedavi verildigi
GVHD) Asiklovir 2x400 mg veya 4x400mg po sirece devam edilir.)
Otolog-HKHN Valasiklovir po Valasiklovir 2X500mg Notropeni ve mukozit
ishal/mukozit : Asiklovir iv Asiklovir 2x5 mg/kg diizelmesi, Nakil 6ncesi sik
HSV reaktivasyonda uzun
verilir.

Annals of Hematology (2022) 101:491-511



VZV seropozitif HKHN hastalarinda profilaksi

%20-30 oraninda Zoster

Nakil sonrasi en az 1 yil

Nakil sonrasi 3-6 ay GVHD+IS daha da uzun

Oral asiklovir 2x800 mg veya valasiklovir 2x500 mg



Ankara Etlik Sehir Hastanesi Hematoloji Klinigi vZv- H5V Profilaksi Yaklasime
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Asiklovir:  Aklovir / Asiviral 2x400 mg/giin (AKIT sonras! Asiklovir dozu 24800 mg verilebilr. |

Valsiklovir: Valtrex 2x500 mg/giin

Agent Typical Dosing Based on Indication® Spectrum | Comments/Cautions
+ Prophylaxis®: HSV (400-800 mg PO BID); V2V in allogeneic HCT recipients (400~
800mg PO BID)1 + Hydration o avoid crystal
v | Post-VZY expostire prophylaxis: 800 mg PO 5 times daily HSV nephropathy with high dose
oY + Treatment: Significant mucocutaneaus HSV (5 mg/kg IV every 8 h for 7-10 d); V2V + Dosing based on ideal body
single dermatomal VZV (800 mg PO 5 times daily or 10 mg/kg IV every & h for 7-10 weight
d); disseminated HSV or VZV including viral encephalitis (10 mglkg IV every 8 h)?
Valacvelovit | Prophylaxis®: HSV or VZV {500 mg PO BID ) preferred over cral acyclovir for V2V |HSV + CMV in allogeneic HCT recipients
y + Treatment: HSV or VZV (1 g PO TID)? preferred over oral acyclovir for HSV or V2V |VZV (2gmPOQID/*

Risk Durumu Sine
i ~AKIT sonres) en ez Lyl sine il
Alojensik KIT Yiilzak Fizk warilr.
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HKHN alicilarinda CMV riski

.

HCT Days 0-29

- General risk factors for CMV
__infection and end-organ disease

— CMV-seropositive recipient

— Advanced age

— Type of transplant (MUD,
haploidentical transplant, CBT)

— Conditioning regimen
(fludarabine, alemtuzumab,
TBI)
Presentation
— CMV infection

— CMV end-organ disease s rare
in first 30 days

Days 30-100

* General risk factors for CMV
infection and end-organ disease

Prior risk factors +

— Presence of GVHD

— Delay of T-cell recovery

* Presentation
— CMV infection is common in
high-risk recipients

— CMV pneumonia, although
rare, is the most common
end-organ disease

>100 days

* General risk factors for CMV
infection and end-organ disease

— Steroid use

— Delay of T-cell recovery

— Non-myeloablative
conditioning

— CMV reactivation before day
100
* Presentation
— CMV infection
— CMV pneumonia
— CMV Gl disease
— CMV CNS disease-retinitis

* Ariza-Heredia EJ, Nesher L, Chemaly RF. Cytomegalovirus diseases after hematopoietic

stem cell transplantation: a mini-review. Cancer Lett. 2014 Jan 1;342(1):1-8.




MNCCMN CLINICAL PRACTICE GUIDELINES IN ONCOLOGY

C I\/I V Prevention and Treatment of Cancer-Related Infections,
Version 3.2024

PREVENTION OF CYTOMEGALOVIRUS (CMV) REACTIVATION OR DISEASE

OVERALL INFECTION DISEASE/THERAPY SURVEILLANCE PERIOD'
RISK IN PATIENTS EXAMPLES
WITH CANCER?

Consider
letermovir™

as primary
prophylaxis for
allogeneic HCT
recipients who are
CMV seropositive

PREEMPTIVE
THERAPY®P.ar

For
prophylaxis

* Typically for at least
3 to 6 months after
transplant in CMV IgG
seropositive cases

* GVHD requiring therapy

Allogeneic HCT
recipients*

Valganciclovir (PO)
or

Ganciclovir (IV)

or

Weekly

guanutattve reactivatic
CMV viral load | ___|

by polymerase

chain reaction

PCR) testing

High risk
for CMV

For
preemptioy

Foscarnet (IV)

Alemtuzumab —jFor a minimum of 2 months after alemtuzumal




CMV ' 10t EUROPEAN CONFERENCE o INFECTIONS " - EUKAEMIA

* Allojenik nakil 6cesi 2 kere seroloji (Allu):
* Hastalik tani ani ve herhangi bir kan Grint almadan 6nce

* Nakil oncesi CMV-PZR (Allu)

 CMV serolojisi bilinmeyen hastaya CMV profilaksisi verilmelidir (Bll)

* Yapilan calismalarda ‘yalanci pozitiflik’ ve ‘yalanci negatiflik’

* ABD anti-CMV profilaksi maliyeti 2.3 milyon dolar



CMV 100 EUROPEAN CONFERENCE o INFECTIONS " ' EUKAEMIA

* Allo-KHN ve Anti-CD20 kullanlar yuksek riskli

* Allojenik nakilde: Alici sero(+) veya sero(-)/Don6r sero(+) ise risk
Alici ve Donor sero(-) CMV glvenli kan Gridnd kullan

» Haftalik /haftada 2 kez CMV PZR (engraftman 100.gin)

* Uyumsuz, umbikal kord kani, haploidentik nakil, steroid kulllanimi,
GVHD ve daha dnce CMV DNAemi atagi >3 ay (200 giin ) takip

* Letermovir profilaksisinde de CMV-PZR izlemi énerilmektedir.



CMYV onleme stratejileri

* ECIL-7 2017: CMV komplikasyonlarini dnlemek icin
*PET
* Letermovir ile primer profilaksi

)

* ECIL-10 2024: CMV sero(+) Allo-KHN alicilarinda letermovir onerir (Al).

e ASTCT 2021: Allo-KHN CMV sero(+) letermovir 100 gline kadar.
* Bazi merkezler ylksek riskli hastalari hedef alir.



CMV viral yuk ?? l 10° EUROPEAN CONFERENCE o INFECTIONS »  EUKAEMIA |

* CMV hastaligint 6nlemede PET etkilidir.
* PET baslanmasi icin CMV DNA yukiande anlamli degisiklik (0,5 log, )




CMV viral yuk 77

o Bl -
* PET icin belirlenmis bir deger yok o~ )
* Tedavi icin sinir deger ?? ol o

* Kilavuzlarda farkli degerler e E.r
* Hastaya gore bireysellestirilmesi  ¢~- C' - & b'\a

L



CMV l 101 EUROPEAN CONFERENCE o INFECTIONS »  EUKAEMIA

* CMV sero(+) allo-HKHN icin letermovir profilaksi kullanilamiyorsa:
*CMV'nin izlenmesi ve PET kullanimi 6nerilir (Al).
*Profilaktik valasiklovir kullanilabilir (Cl).

*Profilakside valgansiklovir, gansiklovir, IVIG veya foskarnet
genellikle 6nerilmemektedir (DlI).

* Letermovir kullaniminda blipler olabilir ila¢ kesilmesi gerekmez.



UNIVERSITY OF MICHIGAN
MEDICAL SCHOOL

MICHIGAN MEDICINE

Figure 1: CMV Viremia detected in patient undergoing preemptive monitoring

CMV Viremia

v v
Viremia >3000
Viremia < n mptomati
Valcangicovir (Valcyte):
No treatment Adult: 900 mg PO BID
Repeat CMV PCR weekly Pediatric: 15-18 mg/kg PO BID

OR

Ganciclovir 5 mg/kg IV q12h
OR

Foscarnet 90 mg/kg IVq12h

Treat for min of 7 to 10 days
and HOLD LETERMOVIR”

l
v -
Viremia n in

continue induction dosing

Maintenance dosing* for 3 weeks
and continue weekly monitoring. ® Doubling of 2 consecutive CMV PCRs drawn at least 7

Restart Letermovir if indicated. days apart, consider sending UL54 and UL97 resistance
panel (and ID consult)
® If no decrease at 21 days or end organ disease,
consider change to foscarnet and obtain resistance
panel.

* Maintenance dosing- Valganddovir 900 mg PO daily, Ganciclovir 5 mg/kg IV q24h, Foscarnet 90 mg/kg IV daily
Acyclovir should be held if patient is on ganciclovir, valganciclovir, foscarnet, or full dose cidofovir but should continue if patient is on Letermovir

A Letermovir should be stopped after 2 separate CMV reactivations (PCR >3000) requiring treatment. In patients on letermovir who do not develop GvHD,
letermovir should be stopped at day +100.




HBV profilaksi

» AKHN,HBV reaktivasyonu icin bagimsiz bir risk faktor
» AKHN olan hastalarda HBV reaktivasyonu riskini artirabilen faktor;
v Miyeloablatif rejim
v' GVHH profilaksi stratejisi (ATG veya kalsindrin inhibitorleri)
v' GVHH tedavisi icin yuksek doz steroid
v Kronik GVHH ilaglari (ruksolitinib, ibrutinib, monoklonal antikorlar)
v AKHN takiben uzun sireli bagisiklik rekonstriksiyon

Tum hastalarin nakil 6ncesi tarama zorunludur.
v  HBsAg
v Anti-HBs
v Anti-HBc IgG
v HBV DNA (gereken durumlarda)



HBV profilaksi

v GVHH, uzun sureli IS ve yeni tedaviler (ibrutinib, ruxolitinib vb.) reaktivasyon
riskini artirabilir.

v’ Tedavi suresi kesin olmamakla birlikte, IS kesilmesinden sonra 6-12 ay daha
devam edilmesi dnerilmektedir.

v' HBsAg (+) /HBsAg (-), anti-HBc (+) hastalarda HBV DNA (-)

> Profilaksi:

* Tenofovir disoproksil fumarat (TDF)
» Tenofovir alafenamid (TAF)
* Entekavir (ETV)

*Baslama: Nakilden once, IS sliresince ve sonrasinda en az 12 ay devam
*HBV DNA ile takip: Her 1-3 ayda bir



HBV profilaksi

Table 3. Current recommendations for HBsAg-positive and AntiHBc-positive patients receiving allo-H5CT.

ESCMID, 2017

ASCO, 2015 [16] EASL, 2017 [18] [571 AASLD, 2018 [19] ASCO, 2020 [58] APASL, 2021 [59]
HBsAg, antiHBe i‘ﬁfﬂi HBsAg, HBsAg, antiHBs, HBsAg, antiHBs,
Screen Classified as antiHBc antiHBs, HBsAg, antiHBc la“f_l?'f’; a;&j“‘:hj
high risk Classified as antiHBc Classifiedas  Classified as high
& high risk high risk risk
Prophylaxis for . . .
H AR potie Proplyloxisfor | Prophylaxsfor | Sart ol prophiai for
and high-risk S8 BTpOstuve, py ot HBsAg-positive
Strate HBsAg-negative Prophvlaxis positive, Prophylaxis or HBsAg-positive ond
BY Pre BEE ! Py Prophylaxis for preemptive for and HBsAg- .
emptive for h . ; HBsAg-negative/
. resolved HBW HBsAg-negative,/ negative,/ . .
low-risk infection antiHBc-positive  antiHBc-positive antiHBc-positive
HBsAg-negative
ETV, LAM for
.. HBsAg-positive
Antiviral ETV or TDE ETV, TDF, LAM for ETV, TDF, ETV, TDF, ETV, TDF,
drugs or TAF resolved HBV or TAF or TAF or TAF
infection
At least 1 year
18 ths afte for Continued at least Minimum 6 months after
Treatment Up to 12 months mf:}jn i_na ’ HBsAg-positive 12 months after 12 months after completion of
duration after cessation of S EEGSE ) LAM for at least  completion of im- anticancer Immunosuppres-
therapy osup 18 months for munosuppressive therapy sive
pression resolved HBW therapy completion therapy
infection

Abbreviations: 3TC, lamivudine; AASLD, American Association for the Study of Liver Diseases; APASL, Asian-Pacific Association for
the study of the liver, ASCO, American Society of Clinical Oncology; EASL, European Association for the Study of the Liver; ESCMID,
European Society of Clinical Microbiology and Infectious Diseases, ETV, entecavir; HSCT, hematopoietic stem cell transplantation; TAF,

tenofovir alafenamide; TDFE, tenofovir dis

oxil fumarate.




HCV icin dneriler

Screening for HBV,
HCV, and HIV prior
to induction of
immunosuppressive
therapy (IST) or
chemotherapy

MANAGEMENT OF HEPATITIS B VIRUS (HBV),S HEPATITIS C VIRUS (HCV),! AND HUMAN IMMUNODEFICIENCY VIRUS (HIV)Y

HBVY
positive

HCV
antibody
positive

HIV
positive

‘

REACTIVATION OR DISEASE

THERAPY CONSIDERATIONS ANTIVIRAL THERAPY SURVEILLANCE"

Consult with an expert in
hepatitis treatment to determine

Antivirals®W:.* At least 6-12 months
5:2?::5“8 ntiviral prophylaxis/ |____ |, Entecavir ——|following conclusion
* Tenofovir of treatmentY

* Consider delayed transplant

« Consider concomitant or

sequential anti-HCV and Monitor alanine
Viral load cancer therapy Refer to HCV aminotransferase (ALT) and
positive « Consult infectious guidelines! HCV RNA monthly or as

disease (ID)/hepatology clinically indicated

expert
Viral load _ No treatment recommended
negative

Monitor HIV viral load

Consult ID/HIV expert to monitoring during therapy as
adjust dosing and regimens | ——» Antiretroviral therapy -—— clinically indicated See NCCN
in context of cancer therapy Guidelines for Cancer in People

with HIV?




ECIL-10 Antifungal Profilaksi Onerileri (2024)

Hasta Grubu / Durum

AML / MDS (remisyon indiiksiyon)

Yuksek riskli MDS (Azasitidin)

MPN, ALL (standart risk), HL, KLL,
NHL, MM

Allojenik KIT
Otolog KIT

CAR-T Hicre Tedavisi — Yuksek riskli

CAR-T Hiicre Tedavisi— DUsuk riskli

Onerilen Profilaksi

Isavuconazol, mikafungin,
kaspofungin

Posakonazol
Profilaksi onerilmez

Isavuconazol (post-engraftman)
Profilaksi 6nerilmez

Anti-kif (mold) profilaksisi

Anti-maya (yeast) profilaksisi

Not / Derecelendirme

B-1l — Randomize olmayan
calismalara dayali

ilk 4 kiir boyunca énerilir.

MM + bispesifik antikor alanlarda
da dnerilmez.

B-1l — Yeni eklenen ajan

B-1l

Onerilebilir.



l 10" EUROPEAN CONFERENCE o» INFECTIONS in ' EUKAEMIA

Recommendations in alloHSCT recipients: pre-engraftment

Pre-engraftment risk of mould

Antifungal agent infection

low high
Fluconazole 400 mg q24h D-111
Posaconazole tablet 300 mg q24h following a loading dose of 300 mg gq12h onday 1
or oral solution 200 mg q8h B-11 B-II
Itraconazole oral solution 2.5mg/kg q12h B-l
Voriconazole 200mg q12h B-l
Micafungin 50 mg q24h -
Caspofungin and anidulafungin no data no data
Liposomal amphotericin B C-ll
Aerosolized liposomal amphotericin B (10 mg twice weekly)
associated with Fluconazole 400 mg g24h c-ll
Isavuconazole 200 mg g24h following a loading dose of 200 mg q8hondaysland 2 ® no data no data

2 gnly when combined with a mould-directed diagnostic approach (biomarker and/or CT scan-based)

0=z pnazole can be =d 35 second-line mould 3ctive prophvlaxis in case of intolerance o posaconazole J voricopazole or OTc prolonestion (B-11]

Pre-engraftment risk of mould infection defined as in Girmenia et al, BEMT 2014: high risk includes active leukaemia, cord blood transplantation and unrelated donor. Haple-identical HSCT
sing post-transplantation cyclophosphamide should be considered at low risk [B-11).

Centres l::ﬁering allogeneic HSCT should know their own incidence and epidemiclogy of IFD and be aware that construction works may alter environmental exposure

In case of prior fungal infection, secondary prophylaxis should be tailored according to the previous documentation {ref Puerta Alcalde, Blood 2020)




10" EUROPEAN CONFERENCE o» INFECTIONS in EUKAEMIA

Recommendations in alloHSCT recipients: post-engraftment

Antifungal agent Steroids-treated acute GVHD

Posaconazole tablet 300 mg q24h following a loading dose of 300 mg ql2honday 1
or oral selution 200 mg g&h

Itraconazole oral solution 2.5mg/kg q12h
Voriconazole 200mg g12h

Micafungin 50 mg q24h

Caspofungin and anidulafungin

Liposomal amphotericin B

Aerosolized liposomal amphotericin B (10 mg twice weekly)

associated with Fluconazole 400 mg q24h
Isavuconazole 200 mg q24h following a loading dose of 200 mg g8hondays1land 2 © no data
Fluconazole 400 mg g24h D-l

2 Mo difference with placebo was seen in patients with chronic GVHD

bt is recommended to monitor serum drug concentration

. ¢ |savuconazole can be used as second-line mould active prophylaxis, in case of intolerance to posaconazole / voriconazole, or QTc
prolongation [B-II)
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doi:10.1093/jac/dkw157 Advance Access publication 12 May 2016 Chemother(lpy

ECIL guidelines for preventing Pneumocystis jirovecii pneumonia
in patients with haematological malignancies and stem
cell transplant recipients

Table 1. ECIL guidelines in haematology patients at risk of Pneumocystis pneurnonia: indication and duration of prophylaxis

Adults Children
Indication for
prophylaxis disease/condition duration of prophylaxis disease/condition duration of prophylaxis
Main (A) ALL seotioe chisecdsocos ol cocictonanes | from induction to end of maintenance
allogeneic HSCT from engraftment to =6 months and as Jallogeneic HSCT from engraftment to =6 months and as
long as immunosuppression is ongoing long as immunosuppression is ongoing
alemtuzumab =0 o dreer cormprenon or geannent. alemtuzumab
fludarabinef/cyclophosphamide/ =6 months after completion of SCID, WAS, X-linked agammaglobulinaemia, life-long or until restoration of
rituximab treatment HLA I combined immunodeficiency underlying defect
steroids (=20 mg/day prednisone for steroids (0.4 mg/kg or 16 mg/day for
& weeks) =1 month)
Optional (B)  Lymphoma treated with R-CHOP14 or AML duration of chemotherapy
escalated BEACOPP
nucleoside analogues (fludarabine, solid tumours duration of chemotherapy

cladribine, mycophenolate mofetil)
radiotherapy for brain tumours/
metastasis+ high-dose steroids

HLA, hurman leucocyte antigen; SCID, severe combined immunodeficiency; WAS, Wiskott - Aldrich syndrome.
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ECIL guidelines for preventing Pneumocystis jirovecii pneumonia
in patients with haematological malignancies and stem
cell transplant recipients

> Ik secenek ilac

*Trimetoprim-silfametoksazol (TMP-SMX)
* Eriskinler: Haftada 2—-3 kez - A-ll diizeyinde oneri
* Uygulama siiresi: Risk sliresince devam edilmeli

> Alternatif ilaclar (TMP-SMX tolere edilemiyorsa)
ePentamidin (inhaler/i.v.)
e Atovakon
eDapson




AKHN sonrasi bagirsak kGVHH ve CMV koliti

J Bagirsak GVHH:
* AKHN sonrasi 90. gliinde gorulen kronik ishal, karin agrisi ve kilo kaybi tipik
» Kolonoskopi ve biyopsi ile tani dogrulanmistir.
* kGVHH’de, bagirsak tutulumu, daha uzun sureli IS ve mukozal bariyer bitiinlik bozulma

d CMV Koliti:
* Ishal ve mukozal tlserasyonlar sadece GVHH'ye baglanamaz.
* Biyopsi ile CMV pozitifligi taniyi netlestirir.
* CMV koliti siklikla GVHH ile birlikte veya onu taklit eden sekilde seyredebilir.

J GVHH ve CMV Koliti Etkilesimi:
*CMV, bagirsak mukozasina zarar verir, bagisiklik yanitinin diizenlenmesini de bozar.
*GVHH’ye bagl IS (steroid + CNi) CMV reaktivasyonunu kolaylastirir.
*Bu iki patoloji, birbirinin hem nedeni hem sonucu olabilir.



Olgumuzun mesajlari

d GVHH ve CMV koliti klinik olarak birbirini taklit etmektedir
 Farkli IS stratejilerinin infeksiyon riski lizerindeki etkileri

d CMV tedavisinde ndtropeni gelisimi ve ajansal denge yonetimi
(ganciclovir € foscarnet)

d Profilaksi strelerinin, GVHH aktivitesiyle dinamik olarak belirlenmesi gerektigi

A Infeksiyon riski yiiksek hastada “6nleyici yerine erken tani ve pre-emptif tedavi”
yaklasiminin sinirlari




* Kemoprofilaksi, AKHN sonrasi donemde mortaliteyi azaltan anahtar bir
uygulamadir.

* Donemsel riskler ve hastaya 6zgu faktorlere gore bireysellestirilimelidir.

e Guncel kilavuzlar: ECIL, IDSA, ASTCT, CDC referans alinmalidir.

* Preemptif stratejiler toksisiteyi azaltirken etkili bir korunma saglar.
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