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SORU
Alt Solunum Yolu Enfeksiyonlari

3 aylik kiz hasta oksiirik ve hirilti yakinmasi ile getiriliyor
Atesi 37.8°C

Solunum sayisi: 60/dk

Wheezing ve sibilan ronkusleri var

En olasi tani nedir?

A. Larenjit

B. Trakeit

C. Bronsit

D. Bronsiyolit
E. Pnomoni
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ALT SOLUNUM YOLU ENFEKSIYONLARI
Bronsiyolit

BRONSIYOLIT BRONSIYOLIT

Oksiiriik

Burun akintisi

Karaciger ve dalagin asagiya itilmesi

Hafif ates Wheezing
Hisilti
Takipne

Ekspiryum uzunlugu

_ Sibilan ronkiisler
Retraksiyon

Siyanoz Krepitan raller

Apne
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ALT SOLUNUM YOLU ENFEKSIYONLARI
Bronsiyolit

BRONSIYOLIT

AKCiGER GRAFIisi

Havalanma artisi

BRONSIYOLIT

Kostalarda dluizlesme
Diyafragma duzlenmesi
KTI azalmasi
Infiltrasyon
Atelektazi
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ALT SOLUNUM YOLU ENFEKSIYONLARI
Bronsiyolit

MANTAR

__ MIKOBAKTERI
ATIPIK Histoplasma

BAKTERI

M. tuberculosis

M. pneumoniae

RSV

Parainfluenza viriis
Influenza viriis
Adenoviriis
Rhinoviriis
Metapnomoviriis
Bocavirlis




ALT SOLUNUM YOLU ENFEKSIYONLARI
Bronsiyolit

BRONSIYOLIT BRONSIYOLIT

Oksijen

Bronkodilatator

Bronkodilatator tedavi
Salbutamol
Adrenalin
Ipatropium
Teofilin

Antiinflamatuvar

Kortikosteroid .
Mukolitik

Hipertonik salin
Antiviral tedavi

Ribavirin (Altta yatan hastaligi olan
ve ciddi hastahikta)




Pediatric Drugs (2024) 26:411-427
https://doi.org/10.1007/s40272-024-00625-x

ORIGINAL RESEARCH ARTICLE q

Check for
updates

CROCuS, a Phase Il Study Evaluating the Antiviral Activity, Clinical
Outcomes, and Safety of Rilematovir in Children Aged > 28 Days

and < 3 Years with Acute Respiratory Tract Infection Due to Respiratory
Syncytial Virus

Fernando Ferrero - Chien-Yu Lin - Johannes Liese - Kleber Luz - Tatyana Stoeva - Agnes Nemeth, et al. [full author
details at the end of the article]

The study was terminated prematurely, as the sponsor made a non-safety-related strategic decision to discontinue rilematovir
development prior to full recruitment of Cohort 2.

Conclusions Data from the combined cohort suggest that rilematovir has a small but favorable antiviral effect of indetermi-
nate clinical relevance compared with placebo, as well as a favorable safety profile. Safe and effective therapeutic options
for RSV in infants and young children remain an unmet need.
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Ziresovir in Hospitalized Infants with RSV Infection Resuirs

A PLAIN LANGUAGE SUMMARY From baseline to day 3, the Wang bronchiolitis clinical score decreased
(improved) significantly more in the ziresovir group than in the placebo
group. The change in the RSV viral load from baseline to day 5 also favored
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Based on the NEJM publication: Ziresovir in Hospitalized Infants with Respiratory Syncytial Virus Infection \
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il WwHO 311 children, 1 to 24 Treatment-Related Adverse Events All components of the Wang bron
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treating RSV infection in infants and and 6.3 months (inten- £ level, rash, and throm-
young children. Additional data are tion-to-treat population) s L -2 33 21 2 1  bocytosis.
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HOW WAS THE TRIAL CONDUCTED? craruAt RSV infection confirmed
by virologic methods LIMITATIONS AND REMAINING QUESTIONS
Infants and children hospitali ith RSV infection ign within 36 hours before . C
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receive ziresovir (10 mg, 20 mg, or 40 mg, depending on body weight) Scoie. which'is boEfally vilidated in'studics o : S . .
or placebo orally every 12 hours for 5 days. The primary efficacy end or placebo oy 2 Etton Y In infants and young children in China
point was the change from baseline to day 3 in lower respiratory tract W b it i d who were hospitalized with RSV infection,
; : ; : ang bronchiolitis clin- . i ; o ; e )
mfectlo‘n—.n.elate.d .SIgns and symptoms, as ass.essec? with the Waimg. ) ical sgc roofiat st 5 at The trial was copducted in China; Fhe findings treatment with ziresovir led to greater
bronchiolitis clinical score (range, 0 to 12, with higher scores indicating may not be applicable to other regions. ) . " )
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AL IDESIEN LINKS: FULL ARTICLE | NEJM QUICK TAKE | EDITORIAL

+* PHASE 3
SPOUREEBLIND FURTHER INFORMATION

* RANDOMIZED Trial registration: ClinicalTrials.gov number, NCT04231968

+ PLACEBO-CONTROLLED Trial funding: Shanghai Ark Biopharmaceutical
et Z024- 33 L L Full citation: Zhao S, Shang Y, Yin Y, et al. Ziresovir in hospitalized infants with respiratory syncytial virus infection. N Engl | Med
164 Participants 80 Participants 2 2024;391:1096-107. DOI: 10.1056/NEJMo0a2313551

For personal use only. Any commercial reuse of NEJM Group content requires permission. Copyright © 2024 Massachusetts Medical Society.
All rights reserved.

1 Copyright © 2024 Massachusetts Medical Society. 2 h The N E‘"‘\‘r E N G L-J"L N D

JOURNAL of MEDICINE



Respiratuvar Sinsitiyal Viras (RSV) Nedir ?

RSV, yenidogan ve slit cocuklarinda bronsiyolit ve pnémoni’nin en yaygin nedenidir’3

RSV, ASYE'nin 6nde gelen nedenlerinden biri olan, yaygin ve bulasici
mevsimsel bir virlistir!-2

Enfekte kisiler tarafindan 6ksiiriik ve hapsirik yoluyla bulasir ve sert yizeylerde
saatlerce yasayabilir3

RO degeri 4 - 5’dir (1.7 ile 8.2 arasinda deg“jigmektedir)7

RSV ile iliskili hastane yatiglarinin cogunlugu, zamaninda dogan ve saglikli
munfuns bebeklerde goriimektedir 8-12

1. Carvajal JJ et al. Front Immuno/2019; 10: 2152 2. Li Y et al. Lancet. 2022 May 28;399(10340):2047-2064. doi: 10.1016/S0140-6736(22)00478-0.2 3. Karron RA. Plotkin’s Vaccies.“éeven#edition chapter 51,
Respiratory Syncytial Virus Vaccines. Elsevier Inc. 2018. 4. Heylen E, et al. Biochem Pharmacol. 2017;127:1-12. 5. Carvajal JJ, et al. Front Immunol. 2019;10:2152. 6. Drajac C, et al. J Immunol Res.

2017;2017:8734504 7. Reis J et al. Infect Dis Mod. 2018;3:23-34. 8. Rha B, et al. Pediatrics. 2020;146(1):e20193611 9.Thwaites R, et al. Eur J Pediatr. 2020;179(5):794-799. 10. Sanchez-Luna M#al. Curr Med
Res Opin. 2016;32(4):693-698. 11. Demont C, et al. BMC Infect Dis. 2021;21(1):730. 12. Barbati F, et al. Vaccines. 2020;8(1):15 13. Meissner HC. N Engl J Med 2016; 374(18): 1793-1794




Respiratuvar Sinsitiyal Viris (RSV) Nedir ?

Yenidogan ve st gocuklarinda alt 2 yasina kadar bebekler ve kiigik

solunum yolu enfeksiyonlarinin en sik cocuklarin neredeyse tamami RSV ile
nedenidir enfekte olmaktadir

RSV oldukga bulasici, mevsimsel viriistdr,

Yenidoganlarda ve st cocuklarinda hastaneye yatis da dahil olmak izere

hastane yatislarinin 6nde gelen nedenidir bebekler i¢in olumsuz sonuglara neden
olabilir

Hem saghkh, hem de yiiksek riskili Uzun etkili tek doz Monoklonal antikorlar

yenidogan ve st ¢cocuklarinda Kisa etkili tekrarlayan Monoklonal antikorlar

RSV artik onlenebilir hale geliyor. Maternal agsilama

der S, et al. Pedlatr Infect Dis J. 2002;21(7):629-632. 2. Carvajal JJ, et al. Front Immunol. 2019;10:2152. 3. Meissner HC. Viral Bronchiolitis in Children. N Engl J Med. 2016 May 5;374(—1'8)?1.793-4.%oi:
6/NEJMc1601509. PMID: 27144864. 4. Glezen WP, et al. Am J Dis Child. 1986;140(6):543-546. 5. Hall CB, Weinberg GA, lwane MK, et al. The burden of respiratory syncytial virus infection in young children. M EnglJ
009;360(6):588-598. 6. Hall CB, et al. Pediatrics. 2013;132(2):e341-e348. 7. Arriola CS, et al. J Pediatric Infect Dis Soc. 2020;9(5):587-595. 8. Rha B, et al. Pedlatrics. 20‘146(1):920193611. 9. Suh* etal. J/nfDis.

26(S2): S154-S163. 10. Gantenberg JR, et al. J /nf Dis. 2022;226(S2): S164-S174. 11. Jones JM, et al. Morb Mortal Wkly Rep. 2023;72:920-925.




Tirkiye

Turkiye’de RSV Epidemiyolojisi

24 aydan kucuk yastaki hastalarda yapilan iki farkli calismaya dayanmaktadir .2

ASYE nedeniyle hastaneye yatirilan

671 hastada' ASYE geciren ve profilaksi almayan

3464 hastada®

0,
RSV prevalansi %379 olarak %16,9 oraninda RSV saptand..
bulundu.
RSV en ¢ok 0-3 aylik bebeklerde

0-3 aylik bebekler bu hastalarin gézlemlendi.

%38,3'inl olusturuyordu.
Ocak-Mart aylan arasinda viris

sirkilasyonunun zirve yaptigi
gozlemlendi.

RSV'nin akut bronsiyolit vakalarnnin
%41'inde ve pndmoni vakalarinin
%34'iinde pozitif oldugu gézlemlendi.

e =

O e
1. Hacimustafaoglu M, Celebi S, Bozdemir SE, et al. RSV frequency in children below 2 years hospitalized for lower respiratory tract infections. Turk J Pediatr 2013; 55: 130-9. 2. Turkish Neonatal Society. The
seasonal variations of respiratory syncytial virus infections in Turkey: a 2-year epidemiological study. Turk J Pediatr 2012; 54: 216-22. 3. Alan S, Erdeve O, Cakir U, et aI&Jtcome of the respiratory sxﬁytial virus

related acute lower respiratory tract infection among hospitalized newborns: a prospective multicenter study. J Matern Fetal Neonatal Med 2016; 29: 2186-93.




Tuarkiye

Turkiye’de RSV Epidemiyolojisi

2016 yihinda 44 yenidogan yogun bakim unitesinde yapilan bir calismaya dayanmaktadir3

Akut ASYE nedeniyle hastaneye yatirilan yenidoganlarda :
RSV prevalansi %19,6 olarak bulundu.

Bu hastalarnn %68,4'lin term bebeklerin olusturdugu
gozlemlendi.

RSV ile iligkili mortalite orani %1,2 olarak bulundu.

‘ »*
1. Hacimustafaoglu M, Celebi S, Bozdemir SE, et al. RSV frequency in children below 2 years hospitalized for lower respiratory tract infections. Turk J Pediatr 2013; 55: 130-9. 2. Turkish Neonatal Society. The
seasonal variations of respiratory syncytial virus infections in Turkey: a 2-year epidemiological study. Turk J Pediatr 2012; 54: 216-22. 3. Alan S, Erdeve O, Cakir U, et al. Qutcome of the respiratory syg;ytlal virus

related acute lower respiratory tract infection among hospitalized newborns: a prospective multicenter study. J Matern Fetal Neonatal Med 2016; 29: 2186-93.




Tarkiye
Turkiye’de RSV Epidemiyolojisi

Bursa Sehir Merkezi'ndeki t¢ buyuk hastanede, bir yil boyunca ASYE nedeniyle hastaneye yatirilan <2
yas cocuklar degerlendiren bir calismaya dayanmaktadir.!

ASYE sebepli hastaneye yatirilan toplam 671 ¢ocuktan 254'lniin
(%37,9) en az bir kez RSV nedeniyle hastaneye yatirildigi gorulda.

<2 yas ¢ocuklarda ASYE, akut bronsiyolit ve pnémoni nedeniyle
hastaneye yatislarin yillik insidanslar sirasiyla 20,5/1000, 11,2/1000 ve
9,3/1000 idi.

<2 yas ¢ocuklarda RSV+ ASYE, akut bronsiyolit ve pndmoni nedeniyle
hastaneye yatislarin yillik insidanslar sirasiyla 7,8/1000, 4,6/1000 ve
3,2/1000 olarak bulundu.

ASYE nedeniyle hastaneye yatirilan tim ¢ocuklarin tcte birinden fazlasi
(%38,3, n=257) 0-3 aylik yas grubundaydi.

Diger yas gruplariyla karsilastinidiginda, RSV pozitifligi bu yas grubunda
akut bronsiyolit (%57), pndmoni (%39,5) ve ayrica ASYE'li toplam
cocuklar (%47,9) icin en yuksekti.

1. Mustafa Hacimustafaoglu et al. RSV frequency in children below 2 years hospitalized for lower respiratory tract infections




Tuarkiye

RSV Ulkemizde Eyliil-Mart Aylarn Arasi Goriilmektedir

Bursa Sehir Merkezi'ndeki ¢ buyuk hastanede, bir yil boyunca
ASYE nedeniyle hastaneye yatirilan <2 yas cocuklar
degerlendiren bir calismaya dayanmaktadir.

Mart

En yuksek RSV pozitiflik oranlar Aralik ve Nisan aylari
Nisan arasinda (%35,0-%49,4) gozlemlendi.

\MM’ RSV, calismanin birinci mevsiminde Ocak ve ikinci
mevsiminde Mart aylarinda zirveye ulasti.

2. Hacimustafaoglu M The Turkish J of Pediatrics 2013; 55: 130-139




Tiirkiye

RSV Ulkemizde Eyliil-Mart Aylarn Arasi Goriilmektedir
flora

KLINIK CALISMA /RESEARCHARTICLE
FLORA 2018;23(4):172-178 « doi: 10.5578/flora.66903

Influenza Benzeri Hastalik Nedeniyle Yatirilan
Hastalarda Respiratuvar Sinsityal Virus Infeksiyonu
Sikhgi ve Mortaliteye Etkisi: Prospektif, Cok Merkezli
Gercek Yasam Verileri

Sevgen TANIR BASARANOGLU', Emre BILGINZ, Mine DURUSU TANRIOVERZ, Tilay BAGCI BOSI3,
Ergin C":Tci‘}’ Erdal jNCE‘}’ Halil OZDEN”R‘}’ Lale OZIS”‘(Z, Necla TULEKS, Metin OZSOY5’ ‘ influenza Benzeri Hastalik Nedeniyle Yatirilan Hastalarda Respiratuvar Sinsityal VirUs infeksiyonu Sikiigi

Ozlem GUZEL TUNCCAN6 C)de OZGENb Ates KARA] Kibra AYKAC[ Alp ay AZAP7 ve Mortaliteye Etkisi: Prospektif, Cok Merkezli Gercek Yasam Verileri
Fazilet AYAN’, Serhat UNAL® ‘

40 |
Tablo 1. RSV pozitif saptanan olgularin 6zellikleri 35 ‘
Bes yas alti Bes yas Ustu ‘ _~ ‘“--,,\
(n=132) (n=13) 30 —

Yogun bakimda yatis, n(%) 13 (9.8) 1(7.6) ge /"'j
Mekanik ventilator ihtiyaci, n(%) 7 (5.3) 3(23) 2 d L .
Hastanede yatis suresi [ortanca (CAA)] 5 (3-6) 11 (6.5-23) ‘:? 20 f}_;,‘-'- —*~-._-‘\
Tiim mortalite, n(%) 1 (0.7) 2(15.3) 15 K
RSV iligkili mortalite, n(%) 1(0.7) 1(7.6) 10 -._.\\‘

5 . ¥

0

Aralk 2016 Ocak 2017 Subat 2017 Mart 2017 Nisan 2017

Sekil 1. Aylara gore respiratuvar sinsityal viriis aktivitesinin takibi.



RSV Tedavisi: Destekleyici Tedavi

Hastaneye yatirilan bebeklerin
destekleyici bakima ihtiyaclar olabilir:
Oksijen destegi, |V sivilar ve mekanik

ventilasyon'#

RSV enfeksiyonu, otitis media ve
pnomoni insidansinda artis ile
iligkilidir ve bazen de uygunsuz
antibiyotik kullanimina yol
acmaktadir. °2

a. Data representative for the second 6 months of life after considering an RSV infection in the first 6 months of life.
References: 1. American Academy of Pediatrics. Respiratory syncytial virus. In: Kimberlin DW, Brady MT, Jackson MA, editors. Red Book: 2018-2021 Report of the Committee on Infectious Diseases. Elk Grove Village: American Academy of Pedlatrlcs 2018;682-92 2. Piedimonte G, Pere

Respiratory syncytial virus infection and bronchiolitis [published correction appears in Pediatr Rev. 2015 Feb;36(2):85]. Pediatr Rev. 2014;35(12):519-530. 3. Ralston SL, Lieberthal AS, Meissner HC, et al; American Academy of Pediatrics. Clinical practice guideline: the diagnosis, management
ref_Val=https://www.cdc. gov/rsv/a&lt/symptoms html. Septemb*

and prevention of bronchiolitis. Pediatrics. 2014;134(5):e1474-e1502. 4. Centers for Disease Control and Prevention. Respiratory Syncytial Virus (RSV): Symptoms and Care. Available at: https://www.cdc.gov/rsv/about/?CDE )
2024. 5. Abreo A, et al. Clin Infect Dis. 2020;71(1):211-214. 6. Piedimonte G, Perez MK. Pediatr Rev. 2014;35(12):519-30. Erratum in: Pediatr Rev. 2015;36(2):85. 7. Driscoll AJ, et al. Vaccine. 2020;38(11):2435-2448. 8. Simoes EAF, et al. J Infect Dis. 2020;221(8):1256-1270.




Anne Sutu Bagisiklama El Yikama




RSV’ye Karsi Bagisiklama: Palivizumab

* Yuksek riskli bebeklerde siddetli RSV hastaligini
onlemek igin gelistiriimis humanize monoklonal
antikordur.?

- Palivizumab, enfeksiyoz bir hastaliga karsi etkili oldugu
gosterilen ilk humanize monoklonal antikordur.?

« RSV mevsimi boyunca ayda bir (genellikle 5 ay
boyunca) IM enjeksiyon yoluyla uygulanir.

1. Synagis® (palivizumab). European Summary of Product Characteristics. Ludwigshafen, Germany: AbbVie Deutschland GmbH & Co.; 2009. 2. Resch B. Product review on the mdﬁo;:‘lonal antibody palivizumab
for prevention of respiratory syncytial virus infection. Hum Vaccin Immunother. 2017;13(9):2138-2149. doi:10.1080/21645515.2017.1337614

» *




RSV’ye Karsi Bagisiklama: Nirsevimab (Beyfortus)

® Nirsevimab, RSV sezonundan once tek bir IM

enjeksiyonu ile RSV hastaligina karsi tum

bebekleri korumak icin tasarlanmistir-4
® Nirsevimab dozu: <5 kg bebeklerde 50 mg
>5 kg bebeklerde 100 mg

1. Domachowske JB, et al. Pediatr Infect Dis J. 2018;37(9):886-892. 2. Griffin MP, et al. N Engl J Med. 2020;383(5):415-425. 3. Hammitt LL, et al.

N Engl J Med. 2022;386(9):837-846. 4. Domachowske J, et al. N Engl/ J Med. 2022;386(9):892-894.




RSV’ye Karsi Bagisiklama: Maternel Immunizasyon ile yenidoganlari

koruma
FDA-217 Agustos 2023

 FDA, dogumdan 6 aya kadar
bebeklerin RSV iligkili ASYE ve
siddetli ASYE'den korunmasi
Icin gebelere uygulanacak ilk asi
olan Abrysvo'yu onayladi.

* 32h 0/7g-36h 6/7g gebelik
doneminde kullanim igin
onaylanmistir.

* |.M., tek doz olarak uygulanir.



Bagigiklama Stratejileri ve Bebekleri RSV'ye Karsi Koruma
Uzerindeki Etkileri

e Gebelik Kisa etkili Uzun etkili
Yenidoganin
sirasinda monoklonal monoklonal
asilanmasi . )
asilama antikorlar antikorlar

"/
%

Tum bebeklerde
koruma saglar

mi ?
Biiyiik Sezonda veya Komorbidite ile Genis bebek
Korunan grup  pepekier sezondan dogan bebekler popuilasyonu
? (6 ay+) hemen Once

dogan bebekler

. Esposito S, et al. Front Immunol. 2022;13:880368; 2. Baraldi E, et al. Hum Vaccin Immunother. 2022;18(4):2079322




INSAN SAGLIGINA KATKI YAPANLAR
Temiz Su, Asi, Antibiyotik...

INSAN SAGLIGINA EN BUYUK KATKI YAPANLAR

<R
>

TEMiz Su

1

ANTIBIYOTIK

3










