Febril n6tropeni:
Antiviral profilaksi ve tedavi

Dr. Rabin SABA
Ozel Medstar Antalya

EKMUD 28.05.2022



*Notropenik hastalarda gelisen infeksiyonlar daha
cok bakteriyel ve fungal

=Konagin hucresel immun fonksiyonlarindaki
vetersizlikler ve epidemi donemlerinde viral
infeksiyonlar 6n plana cikmaktadirlar.
=" Herpes grubu (HSV, CMV, VZV, EBV, HHV-6),
= Solunum yolu viruslari (covid19, parainfluenza virus,

influenza virus, RSV, human metapneumovirus (hMPV),
adenoviruslar)

= polyomavirus BK



HSV

"HSV seropositif hastalarda HSV
reaktivasyonu

v’ Akut [6semi nedeniyle indiksiyon tedavisi
alan %61-66

v'Allojeneik kok hicre nakli yapilan
hastalarda ise %80 oraninda gorulmektedir

= Styczynski J et al .Bone Marrow Transplantation (2009) 43, 757-70



Kanser hastalarinda da Viral infeksiyonlar
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Kemoterapi alan hastalarda asiklovir
profilaksisi HSV hastaligini onltiyor mu?

Prophylaxis Placebo/ no treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.2 antiCMV prophylaxis
Boeckh 1996: GCV 4 442 38 114 241% 0.38(0.22- 0.659) =
Boeckh 20145: VGC 1] 95 0 a9 Mot estimahle
Marty 2019: brincidofovir 4 303 3 148  58% 0.66(0.15-2.89) TR 7 IR
Winston 2008:maribavir 1 27 2 28  25% 0.52(0.05-5.39) —— e o
Subtotal (95% CI) 537 380 32.4% 0.41 (0.24-0.67) &

Total events 19 43
Heterogeneity: Tau®*= 0.00; Chi*=0.52, df=2 (p=0.77); F=0%
Test for overall effect: Z= 3.48 (p= 0.0005)

1.3.4 antiHSV propi@apyright © 2019 European Society of Clinical Microbiology and Infectious Diseases |

Engelhard 1988: AOZ onditions! 15 12 14
Gluckman 1983: ACY 0 20 13 19
Hann 1983: ACV 0 10 5 10
Klein 2011: VAC 3 23 5 26
Prentice 1994: ACY 7105 35 103
Saral 1981: ACV 0 10 7 10
Shepp 1985: ACY 4 14 ] 13
Shepp 1987: ACY 0 25 13 26
Wade 1984 ACV 3 24 17 25
Subtotal (95% CI) 246 246
Total events 21 116
Heterogeneity: Tau*=0.16; Chi*=11.01, df=8 {p= 0.20); F= 27%
Test for overall effect: Z= 5.46 (p < 0.00001)

Total (95% CI) 783 626

Total events 40 159
Heterogeneity: Tau®= 0.08; Chi*=13.43, df=11 (p=0.27); F=18%
Testfor overall effect: Z= 6.34 (p < 0.00001)

Testfor subaroup differences: Chi*= 210, df=1 (p=0.15), F=52.4%
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Kemoterapi alan hastalarda asiklovir
profilaksisi sagkalim Uzerine etkili mi ?

Prophylaxis Placebo! no treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.2 antiCMV prophylaxis
Boeckh 1996 GCV 15 112 18 114 7.9% 0.85 (0.45-1.60) T
Boeckh 2015: VGC B 95 ] 89  26% 0.94 (0.31-2.80) e
Chemaly 2014: letermovir 1 34 1 33 04% 0.97 (0.06-14.88)
Goodrich 1993:GCY 4 33 B 3 2.3% 0.63(0.20-2.01) =
Marty 2011: maribavir 30 451 19 223 10.4% 0.78 (0.45-1.36) T
Marty 2017: letermovir 32 325 27 170 13.8% 0.62 (0.38-1.00) ]
Marty 2019: brincidofovir 23 304 8 149  52% 1.41 (0.65-3.08) e =
Pineiro 1987: GCY 1 12 0 15  0.3% 3.69(0.16-83.27)
Winston 1993: GCV 35 65 33 65 29.2% 1.06 (0.76-1.47)
Winston 2008:maribavir 4 28 B 28 24% 0.67 (0.21-2.11) %
Subtotal (95% CI) 1458 917 74.5% 0.89 (0.72-1.09)
Total events 151 124

Heterogeneity: Tau*= 0.00; Chi*=6.35, df=9 (p=0.70); F= 0%
Test for overall effect: Z=1.12 (p=0.26)

1.1.5 antiHSV prophylaxis

Boeckh 2006: ACY B 38 13 39 43% 0.47(0.20-1.12) =&
Engelhard 1988: ACY 5 18 4 14  26% 1.17 (0.39-3.49) R
Prentice 1994: ACY 26 105 38 103 18.0% 0.67 (0.44-1.02) i

Saral 1981: ACY 0 10 0 10 Not estimable

Wade 1984: ACY 2 24 1 25 0.6% 2.08(0.20-21.50)

Subtotal (95% CI) 192 191  25.5% 0.69 (0.48-0.98) s

Total events 39 56

Heterogeneity: Tau*= 0.00; Chi*= 250, df=3 {(p=0.48);, F= 0%
Test for averall effect: Z=2.09 (p = 0.04)

Total (95% ClI) 1650 1108 100.0% 0.83 (0.70-0.99) L3
Total events 180 180

i 2 X i s s SR + } t }
Heterogeneity: Tau*= 0.00; Chi*=10.37, df=13 (p = 0.66), F=0% 001 0 10 100

Test for overall effect. Z=2.02 (p=0.04)

; : Favours prophylaxis  Favoursplacebol no treat
Test for subgroup differences: Chi*=1.53, df=1(p=0.22), F=34.5%

Clinical Microbiology and Infection 2020 26189-198DOI: (10.1016/j.cmi.2019.09.003)



PREVENTION OF HSV DISEASE:
HSV SEROPOSITIVE PATIENTS
* HSV seropositive patients undergoing allogeneic HSCT

for acute leukemia should receive antiviral drug
prophylaxis (Al).

* HSV seropositive patients treated for acute leukemia by

chemotherapy alone should be considered for antiviral
drug prophylaxis (Blll).

* Intravenous or oral acyclovir (Al), or oral valaciclovir

(BIIl) should be given prophylactically for 3-5 weeks after
start of chemotherapy or after HSCT, and for longer
periods of time in children treated for acute leukemia.




Clinical Practice Guideline for the Use of
Antimicrobial Agents in Neutropenic Patients
with Cancer: 2010 Update by the Infectious
Diseases Society of America

= HSV-seropositive patients undergoing allogeneic HSCT or leukemia
induction therapy should receive acyclovir antiviral prophylaxis (A-l).



HSV- VSV profilaksi

= Asiklovir

=250 mg/m2 IV veya 5 mg/kg 12 saatte bir IV veya 2 x 400-
800 mg/giin PO (VSV icin daha yiksek doz ve siire 6-12

ay)
=Valasiklovir 2 x 500 mg/giin
=Profilaksi hastanin mukozitleri diizelene ve

notrofilleri yikselene kadar devam etmelidir. (VSV
icin daha yuksek doz ve stire 6-12 ay)

=Sik tekrarlayan hastalarda veya GVHH olanlarda 1
vila kadar uzatilabilir



CLINICAL AND LABORATORY OBSERVATIONS

HSV-1 Viremia as a Potential Cause of Febrile Neutropenia
in an Immunocompromised Child

Dirk Holzinger, MD,* Joachim Kiihn, MD,T Karoline Ehlert, MD,} and Andreas H. Groll, MD}

Summary: Although the standard of care in febrile neutropenic
patients includes the initiation of empirical antibacterial and
antifungal therapy, many patients do not respond and need further
diagnostic work up and treatment. Here, we report on an
immunosuppressed neutropenic patient with a prolonged episode
of fever unresponsive to empirical antibacterial therapy. Herpes
polymerase chain reaction revealed systemic reactivation of herpes
simplex virus type | (HSV-1) infection and treatment with acyclovir
was associated with the prompt resolution of signs and symptoms
of infection. Screening for HSV in persistently febrile neutropenic
patients may discover HSV reactivation that can be treated
successfully by acyclovir administration.

Key Words: febrile neutropenia, herpes simplex viremia, immuno-
suppression, fever

(J Pediatr Hematol Oncol 2010;32:¢19-¢21)

after allogeneic blood stem cell transplantation are parti-
cularly vulnerable to cytomegalovirus, Epstein-Barr virus,
and adenovirus infections.!®!?2 However, immunosup-
pressed children also are at risk of respiratory infections
caused by respiratory syncytial, parainfluenza. and influ-
enza viruses, 13

CASE REPORT
The patient was a 4-year-old White boy with very severe
aplastic anemia (absolute neutrophil count < 200 neutrophils/pL)
who had received several courses of glucocorticosteroids for
suspected immune thrombocytopenia at the referring institution
before diagnosis. After appropriate confirmation of the diagnosis
through laboratory studies and observation, he was started on




HSV- tedavi

IDSA-2010

= Febril ndtropenik hastalarda herpes grubu virasler igin
ampirik tedavi endikasyonu yoktur.
= Ampirik tedavi? Sadece vesikuler lezyon? Oral mukozit??
= Tani: Seroloji?? Antigen saptama (IFA), PZR ?

= Tedavi aktif HSV veya VZV lezyonu olan tim hastalara
verilmelidir.



HSV-tedavi

"Mukokutanoz herpes lezyonlarinda tedavide

asiklovir (250 mg/m2 IV veya 5 mg/kg 8 saatte bir
IV veya 5 x 200 mg/glin PO veya 5 x 400 mg/giin

PO) veya valasiklovir (2-3 x 1000 mg/gtin) 10 giin
sureyle verilmelidir.

"Herpese bagli pndmoni, hepatit, menenijit veya
ensefalit olgularinda asiklovir 500 mg/m?2 IV veya
10mg/kg 8 saatte bir IV 14-21 giin uygulanmalidir



HSV- asiklovir direnci

"Hematolojik maligniteli hastalarda asiklovir direncli
olgular artmakta
= Genel populasyonda <%1
" Immunsuprese %3.5-14
= Asiklovir kullanimui ile iliskili

" Maksimum dozda asiklovir verilmesine ragmen
yanit alinamayan olgularda direnc testleri gindeme
gelmeli

= Fenotipik genotipik
= timidin kinaz (TK) expressed by HSV (UL23) veyaVZV
(ORF36) veya viral DNA polimeraz



Asiklovir direncli olgularda

= Sistemik tedavi gerekiyorsa

= foskarnet ( 60 mg/kg 12 saatte bir IV veya 40 mg/kg 8 saatte bir IV
veya
= sidofovir (5 mg/kg 2 hafta haftada bir, sonra 2 haftada bir )

= Sadece kutan6z lezyonu var ve sistemik tedavi gerekmiyor
ise

= topikal %5’lik trifluridin oftalmik solusyon trifluridin oftalmik solusyon
8 saatte bir (T.F.T THILO %1 5 ML DAMLA)veya

= topical %0,3 veya %1’lik sidofovir gel glinde bir kez uygulanabilir

¢ &

|



=\VVZV infeksiyonlarinda

v asiklovir 500 mg/m? veya 10 mg/kg 8 saatte bir
IV

v"Uygun olgularda veya devam tedavilerinde
asiklovir 5 x 800 mg/giin veya

v'valasiklovir 3 x 1000 mg/gtin PO verilebilir



Korunma

= Varisella veya yaygin zoster infeksiyonu olan kanser hastalarina solunum
izolasyonu

= Kanser hastalarinin yakinlari eger seronegatif ise varisella asisi
= Ancak asiya bagh dokinti ortaya cikar ise bulasici oldugu unutulmamalhdir.

= Seronegatif hastalara sucicegi ile temas ederler ise pasif immunizasyon
amacli olarak VZV hiperimmunglobulini veya bulanamiyor ise IVIG
uygulanmahdir

= Pasif immunizasyon uygulanamayan seronegatif hastalara asiklovir profilaksisi
baslanmalidir. Seropozitif olgularda ise bu tartismalidir.

= Seronegatif olgulara temas sonrasi 21 guine, pasif immunizasyon
uygulananlara ise temas sonrasi bulastirici olabileceklerinden 28 gline
kadar solunum izolasyonu



HSCT ve CMV epidemiyolojisi

Allogeneik nakil

v'CMV infeksiyonu %80

v'CMV hastaligi %20-30
dan <%?2

* Antiviral tedavi
* Preemptive yaklasim

Otolog nakil

v CMV infeksiyonu %30-50

v'CMV hastaligi <% 1
 Altta yatan hastalik
* Kullandigi ilaglar



Allogeneik Nakil CMV Risk Faktorler;

= K6k hiicre kaynagi
= Kordon kani > Kemik iligi > Kok hticre
= Nakil tipi
= Haploidentik> Tam uyumlu akraba disi>? Akraba
= Alici/verici serolojik durumu
= CMV infeksiyonu

= Kullanilan profilaksi veya preemptif yaklasim
= Asiklovir ve valasikovir normal doz> yliksek doz
= Monitorizasyon sikhgi

= Kullanilan hazirlama rejimi
= Miyeloablatif> nonmiyeloablatif

= Akut veya kronik GVHD varlgi

= Derecesi
= immunsupresif ajanlar
= Steroid>------- < sirolimus (dahaiyi)!!!

= Daha onceki kemoterapiler
= Alemtuzumab, fludarabin son 6 ayda



Allogeneik nakil Alici /Verici
Serolojik Durum

DONOR | RECIPIENT | CMV Hastaligi | Yorum
Riski

Alici primer CMV enfeksiyonu (%20-%30)

e ue gecirebilir, firsat¢i bakteriyel ve fungal
D+ R- Orta/ dl.l§l..lk enfeksiyonlar insidansi daha fazla, daha

yiksek genel mortalite

Alici reaktive veya re-enfekte olur

D+ R+  Orta/yiiksek ¢\ iacvon %24.9 (Acar K 2014)

. Alici reaktive olur ve bunu kargilayacak
D- R+ Yiiksek o reaCne OTE HE DURT talsTayacat
hiicresel immunite vericiden gelmemistir

D- R- Dﬁ§ﬁk Primer CMV enfeksiyonu dnlenmeli



Time-Dependent Cumulative Incidence of

CMV Reactivation After Allogeneic HCT
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Gec CMV infeksiyonlariicin risk faktorleri

=>100 gun

= Monitorizasyon suresi

= K6k hicre kaynagi

= Nakil tipi

= Kullanilan immunsupresif tedaviler



Profilaksi

= Asiklovir/valasiklovir
= Herpes ve varisella profilaksisi 1 yil
= Doz 3x400/ 2x500
= Yiksek doz viremiyi azaltabilir, sag kalim Gzerine etkiler ama . Yiksek risk grubunda
kullanimi?
= Asiklovir 3x500 mg/mg veya 3x2 gr valasiklovir
= Preemptive tedavi ile
= Bone Marrow Transplant. 1997;19(2):129.
. Gaknsli<klovir/valgansiklovir— Ozel gruplarda érnek kordon kani. Miyelosupresif ve
toksi

= Letermovir
= pULS56 viral terminaz subunitini inhibe eder. insanda yok.
= CMV hastaligl veya ampirik baslama %37.5 vs 60.6

* Tim nedenlere bagli mortalite %10.2 vs 15.9
= N EnglJ Med. 2014 May;370(19):1781-9.

= Maribavir
= Fazll basarih faz 111 ?



Preemptiv yaklasim

= Cut-off degeri nedir

= Risk siniflamasi? Patients received pre-emptive therapy for a plasma viral load 2100 copies/mL if receiving 21 mg/kg of prednisone or anti-T
cell therapies, for a plasma viral load of =500 copies/mL, or if a >5-fold viral load increase from baseline was detected.

= Gansiklovir 2x5 mg/kg
= Valgansiklovir 2x900 mg (GVHS yok ise) SUT??
= Tedavi sliresi en az 2 hafta. Negatif gelirse kesilir.Azaliyorsa idame .

= Hem gansiklovir hem de valgansiklovir ile myelostpresyon énemli bir yan
etkidir ve yaklasik %30 oraninda bulunur

= UL97 ve UL54 genleri diren¢ mekanizmalarindan sorumludur.

= Foscarnet 3x60 mg/kg

= nefrotoksisite, elektrolit bozukluklari gibi yan etkileri nedeni ile birinci
basamak tedavide yer bulamamistir.

= Cidofovir 5 mg /kg probenesid veya 1.5 mg/kg

= Adoptif CMV’ye etkili T hicre tedavisi
= Profilaktik
= Tedavi edici



Solunum yolu virus infeksiyonlari

*|mmunsupresif hastada SYVI siktir, mortal
seyredebilir

= Notropenik hastada solunum semptomlari var ise
respiratuvar virtsler yoniinden (influenza, parainfluenza,
adenovirus, RSV ve hMPVi human corona virus)
arastirilmalidir

*|mmunsupresif (6zellikle ndtropenik) hastalarda
klasik bulgularinin (ates, miyalji, halsizlik)
olmayabilecegi unutulmamalidir.



Solunum yolu virus infeksiyonlari

= HHT yapilan hastalarda ilk 100 gunde
= RSV %5
= PIV %7
= influenza %2

= USYE’dan ASYE gelismesi
= %18-44

= Mortalite
= Pndmoniden sonra 30 gun icinde %25-45

1-Nichols WG et al Biol Blood Marrow Transplant 2001;7:11s-15s
2-Whimbey E et al CID 1996;22:778-782
3-Nichols WG et al Blood 2001;98:573-578



Kanser Hastalarinda Covid

= Hematolojik malignite, Ac malignite ve metastatik hastalarda agir
seyretme ve mortalite daha fazla %5-61 (ortalama %26) Normal
populilasyonda %2-3

= Kuderer NM, Choueiri TK, Shah DP, et al. Clinical impact of COVID-19 on patients with
cancer (CCC19): a cohort study. Lancet 2020

= Rithrich MM, Giessen-Jung C, Borgmann S, et al. COVID-19 in cancer patients: clinical
characteristics and outcome-an analysis of the LEOSS registry. Ann Hematol 2020



Notropenik Ates ve SARS-CoV-2: Cok Merkezli Teos Calismasi

Sonuclari
Dilsah Baskol Elik et al Ekmud sunum

= 170 olgu (58 kadin, yas 59+£15,5)
= Ortalama hastanede kalis stresi 16
= Notropeniden iyilesme icin ortalama stre 5,6+4,1 glin

= Toplam 160 olgu (%94,1) favipiravir, 20 olgu (%12,5) plazma, 22 olgu (%12,9) IV
immiunoglobulin aldi. Elli yedi olguda 60 bakteriyel ve 43 mantar koenfeksiyonu
vardi.

= Olgularin 57’sinde; 34’t kandan, 23’0 idrardan ve 14’G balgam/derin trakeal
aspirat kultdrlerinden olmak tzere etken mikroorganizma izole edildi. En sik
etiyolojik ajanlar E. coli (n=16) Candida spp. (n=12) ve E. faecalis (n=7) idi.

= Sirasiyla 81 ve 44 olguda takip sirasinda ek oksijen ve mekanik ventilasyon
gerekti.

= Tedavi sonu, 30. ve 90. giin sagkalim oranlari sirasiyla %64,1 (n=109), %55,2
(n=94) ve %47,6



Omicron Variant of SARS-CoV-2, an epidemiologic assessment of pediatric
oncology patients in the Bronx

Total Age range § History of ] Vaccination No Antiviral | Steroids J COVID-1

(Male/Female) J (years) Bacteremia J Status Treatment | Therapy associated
(U/P/F/B) respiraton

support

10 (7/3) 2-22 3 8/0/2/0 5 5 0 0

3(211) 12- 22 0 2/0/1/0 2 1 0 0

1 (1/0) 13 0 1/0/0/0 1 0 0 0

2 (2/0) 12-18 0 1/01/0 1 1 0 0

Authorea. March 22, 2022.



Covid 19 koruma onlemleri




COVID-19: Asi tipleri: 8 tane

= Nukleik asit asilari:
= mRNA / DNA

= Virds asilari:
= Zayiflatilmis virlis (atenle) / Inaktive viris

= Viral vektor asilari:
= Cogalan / Cogalmiyan
= |V-Subdinit asilar (Protein-bazh asilar / Rekombinant asilar):
Rekombinant asi teknolojisi

= Protein subiniti (Rekombinant Spike protein)
= Virts-benzeri partikil (Rekombinant virlis RNA’si icermiyen zarf proteini)



Etkinlik
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Asl ne zaman yapilmali?

= Ktden 2 hafta dnce veya 3 ay sonra

OIOISI®

=" En az 2 glin, bittikten 3 ay sonra tekrar

= Kt sirasinda 3 ay sonra tekrar



Primer asilama- Rapel Doz?

Biontech-moderna ve johnson
=>65y

= 18-65y riskli grup

= 18-65y sik temas

Synovac

= Tum grup



Table 4. Summary of ECIL-2021 recommendations on the treatment of SARS-CoV-2 ifection and COVID-19 in haematology patients

Pre-gxposire
prophylaxis

(OVD-19signs Mo
o ymptorns?

Treatment longracting antiSARS:
CoV-2 Mabs (AZD7442)
in non-mmunised
patients a risk for
severe COVID-19

Post-expostre prophylas

AntiS MAbs in patients at
high rik for COVID-19
progression (not vaccinated,
Vaccine non{esponders or
rot expected to respond to

Mild COVID-19 Moderate COVID-19
MId or moderate, no Yes, clinical or raciological evidence of
dyspnoea, o nead for LRTD, 0, saturation s90%, but
COVID- 1-tlated hospitaised and receiving 0,
admisslon
AntkS MAbs Remdesivir
0 U/lor CVP if seroneqative’
Highete CVP° Dexamethasone
o
Ionrhaled Abl I worsening despite dexamethasone
» and present severe COVID-1%-elated
gﬂrd L0 inflanmation”. add the 2nd
Y immunosuppressant antHL4
g:remdewr (toclizumaby saiilumab)
Ritoravie/nimatrelvir e .
Colchicine (inthe absence ot i
m eobetk ki bonctnbAdci
Dexamethasone not
indlcated

Severe COVID-19

Yes, respiratory falure

0, saturation <90% and/or R > 30/
i, but some studles considered
severe 1f 0, saturation <94% or
<%

I severe COVID-19 related
inflnation present’,

add the 2nd immunosuppressant;
AnthL6 {tocilzumab, sarilumab)
0

antHLT (anekinra)

il

JAKinhibitor (baracitiibtofacnib)

Critical COVID-19

ARDS, sepsis, septic shock, MV
(invasive or non-nvasive) or
vasopressor therapy

C1if seronedgative in NIV, no
data In MIV)

Dexamethasone

Remdesivir not indicated

If COVID-1Htelated inflammation
present’, add the Jnd
ImmuRUppressant,

Anti416 (toclizumab, sarflumab)

Anti-5 MAbs monoclonal antibodies against spike protein of SARS-CoV2, Cf casirivimabyimdevimab, CVP convelescent plasta, LATD lower respiratory tract cisease, MV mechanical ventlation: MV invasive, NV

non-invasive, AR respiratory rate,

Sotromivab



Association of Convalescent Plasma Therapy With Survival in
Patients

With Hematologic Cancers and COVID-19

"966 hast (mean [SD] age, 65 [15] years; 539
[55.8%] male)

=143 konvelasan plasma vs 823 kontrol

=30 gunlik mortalite 0.37-0.97.
=YB 338 hasta,

"Mekanik ventilator gerektiren 227 hastada
benzer

JAMA Oncol. 2021;7(8):1167-1175



Recommendations for the management of COVID-19 in
patients with haematological malignancies or haematopoietic
cell transplantation, from the 2021 European Conference on
Infections in Leukaemia (ECIL 9)

In observational studies and case reports/series in immunocompromised

patients, including those with HM, a statistically significant benefit of CVP
on clinical recovery and 30-day mortality was reported (13.3% vs. 24.8%,
also after propensity score matching) Based on these data, and the
reported safety of CVP treatment if anti-S MAbs are not available, high
titre CVP might be of benefit in seronegative immunocompromised



Covid-19 notropenik hastada GCSF kullanimi?

= The Effect of Neutropenia and Filgrastim (G-CSF) onCancer Patients
With Coronavirus Disease 2019 (COVID-19) Infection
= Clinical Infectious Diseases® 2021;XX(XX):0-0

" |n the setting of active COVID-19 infection, outpatient receipt of G-
CSF led to an increased number of hospitalizationshazard ratio [HR]:
3.54, 95% confidence interval [CI]: 1.25-10.0, P value: .017).

= G-CSF administration was associated with increased need for high
levels of oxygen supplementation and death (HR: 3.56, 95% Cl: 1.19-
10.2, Pvalue: .024).

= This effect was predominantly seen in patients that exhibited a high
response to G-CSF based on their ANC increasepost-G-CSF
administration (HR: 7.78, 95% Cl: 2.05-27.9, P value: .004).



Influenza korunma

=" BUtlin kanser hastalari ve yakinlari her yil influenza asisi
olmalidir
= canli influenza asisi kontrendikedir, inaktive asi kullanilmalidir.

= Asi kemoterapi siklistiindan mumktinse en az 2 hafta énce veya 7 glin
sonra uygulanmalidir

= Kok hicre nakli yapilan kisilerde nakilden 6 ay sonra asilamalarda iyi
yanit alinmaktadir. Salgin donemi 3. aydan itibaren

=" Notropenik hasta influenza ile temas ederse temas sonrasi
hasta asili bile olsa oseltamivir profilaksisi

= Influenza salgini dénemlerinde hastane ici bulasi engellemek
icin infeksiyon kontrol 6nlemleri



Infuenza profilaksi

= Temas sonrasi profilaksi
= Asisiz kontrendike olanlat
= 48 saat icinde
= Son temastan 7 gln sonra



Influenza tedavi

=USYE’nun ASYE ddnlismesini engelliyor
=Viral atilimi azaltiyor
"Erken baslanan tedavi daha faydali

=|DSA 2010

Eger epidemiyolojik olarak influenza
distntliyor ise oseltamivir veya zanamivir
sonuclar cikana kadar ampirik olarak verilmelidir




How I treat influenza in patients with hematologic malignancies

Corey Casper, = Janat Englund ® and Michasl Boeckh2

Blood. 2010;115:1331-1342

Tedavi Ek Oneri

Asemptomatik Nérominidaz
inhibitorleri verilebilir

USYE N6rominidaz
inhibitorleri oral/inhal

ASYE (solunum | Oseltemavir(yiiksek | IVIG diisiin
yetmezligi yok) | d02)/ 1V peramivir

ASYE (solunum |1V tedavi IVIG
yetmezligi var) /kombinasyon




Doz ve sure

= NOorominidaz inhibitorleri
= Oseltamivir /Zanamivir
= Peramivir |V

" Endonukleaz inhibitori
= Baloxavir 40-80 kg 40 mg 80>80 mg tek doz. Agir olgu immunsupresif harig¢

= Bagisiklik sistemi normal kisilerde 2x 75 mg vs 2x 150 mg oseltamivir.
Fark yok
= Sure 5 gun
" [mmunsuprese??
= Emilim
= Yiksek viral yuk
= Maksimum doz geregi
= Viral atilim uzun
= USYE’nunun ASYE olusmasi ort. 7 giin



IVIG dayanaklari

= Kontrollu calisma yok

= Donorlerin 1/3’Unde noétralizan ab

= Bu hastalarda Ig G2 alt sinifi eksikligi

= Kritik hastalarda ve solunum yetmezligi probleminde veriyorlar



RSV

= USYE’nun ASYE gelisme orani
= Losemi icin kemoterapi-HHT yapilanlarda %50
= Mortalite %20-60

= USYE’nun ASYE gelismesini dnlemek
= Aerolize ribavirin (20 mg/ml 12-18 saat 3-7 glin)
= Pozitif basingli oda, ¢evreye zarar?
= Oral ribavirin (15-60 mg/kg)
= Orta dlizey immunsupresyonu olanlarda
= Tx hastalarinda kismi basari

= Monoklonal ab (palimizumab)(15 mg/kg)
= SOT yapilan merkezlerin %49’u profilakside kullaniyor

" PnOmoni tedavisi



6.2.20. Palivizumab Kullanim Ilkeleri (SYNAGIS) ;

(1) Palivizumab etken maddesini tasiyan preparatin; cocuk kardiyoloji, neonatoloji
(yenidogan), cocuk alerjisi, cocuk enfeksiyon hastaliklari, cocuk gogiis hastaliklari uzman
hekimlerinden biri tarafindan diizenlenen 1 yil sireli uzman hekim raporuna dayanilarak bu
uzman hekimler veya cocuk saghgi ve hastaliklari uzman hekimlerince asagida belirtilen
kosullarda kullanilabilir.

(2) Yiiksek RSV riski taslyan cocuk hastalarda respiratuar sinsisyal viriisiin (RSV) neden oldugu
ciddi alt solunum yolu hastaliginin énlenmesinde;

a) RSV sezonu baslangicindan dnceki son 6 ay icinde kronik akciger hastaligi (KAH) icin
medikal tedavi (ek oksijen, bronkodilatator,ditiretik veya kortikosteroid) gereksinimi olan 2
yasin altindaki cocuklarda

b) 28 nci gebelik haftasinda veya daha erken dogmus olan, RSV sezonu baslangicinda 1 yastan
kiiclk olan KAH tanili veya tanisiz tim bebeklerde

c) 29-32 gebelik haftasinda dogmus olan, RSV sezonu baslangicinda 6 ayliktan kiiciik olan KAH
tanili veya tanisiz tim bebeklerde

d) RSV sezonu baslangicinda 1 yasindan kiiglik; siyanotik dogustan kalp hastaligi, konjestif
kalp yetmezligi tedavisi gerektiren asiyanotik dogustan kalp hastaligi olan bebekler, Opere
edildigi halde rezidii hemodinamik bozukluk nedeniyle konjestif kalp yetersizligi tedavisi
almaya devam eden bebekler, Gnemli pulmoner hipertansiyonlu bebekler (Sistemik basincin
%50'sinden fazlasi) ve Hemodinamik bozukluk nedeniyle tedavi almasi gereken
kardiyomiyopatili bebeklerde kullanilir.

(3) Palivizumab Ekim-Mart aylari arasinda kabul edilen RSV sezonu boyunca 1 ay aralarla bir
hasta icin en fazla 5 doz ve maksimum 2 yasa kadar uygulanmalidir.



= Parainfluenza
= %53 co-infeksiyon (%24 aspergillus)
= Aerolize, oral,IV ribavirin ??7?
= Adenovirus
= %5-47
= sidofovir veya ribavirin???



Human Metapneumovirus

= Kis aylarina

" HHT %2.7-7.2

= Persistan vakalar mevcut

= NAT tanida yardimci

= Hayvan calismalarive invitro ribavirin etkili
= Olgu sunumlari ribavirin ve IVIG



Solunum yolu virusleri ile co-infeksiyonlar

*influenza iliskili invaziv pulmoner aspergiloz
=Covid iliskili invaziv pulmoner aspergilloz



Hepatit B

" HBs ag +lere ve/veya, anti HBc t + lere (yiksek >%10 —orta
risk %1-10) sitotoksik kt varliginda

= Rituximab vb

= 10-20 mg prednisolon >1 ay

= Antrasiklin

=" TNF alfa blokerleri

= Tirozin kinaz inhibitorleri

= [ntegrin ihibitorleri

= tenofovir veya entekavir (LAMIVUDIN?) son kt den 12 ay
sonraya kadar



Table 4. HEV reactivation risk rates by medication groups

HBV reactivation risk rate Medication group Medication
High (=10%) Medications causing B-cell suppression Rituximab
Ofatumurmab
Anthracycline derivatives Doxorubicin

Medium (1%-10%)

Low (<1%)

Corticosteroids

TNF-a inhibitors

Other cytokine inhibitors and
integrin inhibitors

Tyrosine kinase inhibitors

Anthracycline derivatives

Corticosteroids

Corticosteroids

Conventional immunosuppression

Intra-articular corticosteroids

Corticosteroids

Corticosteroids

Epirubicin (HBsAg-positive/anti-HBc-positive)

=4 weeks, HBsAg-positive/anti-HBc-positive,
moderate/high dose (10-20 mg/>20 mg)

Infliximab
Etanercept
Adalimumab
Certolizumahb

Abatacept

Ustekinumab
Matalizumab
Vedolizumab

Imatinib
Nilotinib
Doxorubicin

Epirubicin (HBsAg-negative/anti-HBc-positive)

=4 weeks, HBsAg-positive/anti-HBc-positive, low
dose (<10 mg)

=4 weeks, HBsAg-negative/anti-HBc-positive,
moderate/high dose (10-20 mg/>20 mg)

Azathioprine
6-mercaptopurine
Methotrexate

=1 week

=4 weeks, HBsAg-negative/anti-HBc-positive, low
dose (<10 mg)

Turk J Gastroenterol 2018; 29: 259-89

Aygen et al. Immunosuppressive therapy & HBV reactivation risk




Ozet -1

=|nduksiyon veya reindiiksiyon tedavisi alan veya
otolog veya allojenik kdk htcre nakli uygulanan tim
HSV seropositif hastalara profilaksi

=Febril notropenik hastalarda herpes grubu virisler
icin ampirik tedavi endikasyonu yoktur.

=Tedavi aktif HSV veya VZV lezyonu olan tim
hastalara verilmelidir.



Ozet-2

"Notropenik hastada solunum semptomlari var ise
respiratuvar virusler yoninden (influenza,
parainfluenza, adenovirus, RSV ve hMPV)
arastirilmalidir

=Notropenik hastalarda klasik bulgularinin
olmayabilecegi unutulmamalidir.

=*|nfluenza diistnuliyor ise sonuclar cikana kadar
ampirik tedavi



Ozet-3

=Butldn kanser hastalari corona asisi olmalidir.

=Bltlun kanser hastalari ve yakinlari her yil influenza
asisi olmalidir

=salgini donemlerinde hastane ici bulasi engellemek
icin infeksiyon kontrol onlemleri

=Notropenik hasta+ covid GCSF kullanimi?






