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Degisen epidemiyoloji

Salginlar insanlik tarihi kadar eski
o Kara veba — 75-200 milyon 6lim
° Cicek — 56 milyon
o Ispanyol Gribi - 40-50 milyon

O

Justinyen vebasi- 30- 50 milyon
HIV/AIDS- 35 milyon

° Antonine salgini- 15 milyon

3. Veba — 12 milyon

COVID -19 — 7milyon

O

o

o

Olimin zaferini tasvir eden 17.
yuzyl Alman "veba levhasi"

Covid-19’u diger salginlardan ayiran en 6nemli 6zellik sadece az gelismis tilkelerle
gelismekte olan tilkelerde yogunlagsmamasi ve gelismislik diizeyinin 6tesinde biitiin
tilkeleri etkisi altina almasi ve belirsizlik yaratmis olmasidir.




FEradikasyon

o Latince radix “kok” s6zciginun ex+ 6n ekiyle

eradicare “‘koklemek, kokiinu kazimak” fiilinden +

tion ekiyle

Insanlarda tek eradike edilen hastalik; CICEK

The Evolution and s oo o o . : :
Erad cation of ° Belirli bir ajanin neden oldugu dunya ¢apindaki enfeksiyon

Infectious Diseases vakalarinin kalici olarak sifira indirilmesidir

Thomas Aiden Cockburn,
Antropolog

. * Hastaliga neden olan patojenin yok edilmesi

The principles of disease elimination and eradication". Bulletin of the
World Health Organization. 76 Suppl 2 (S82): 22-5.

1998. PMC 2305684 $2. PMID 10063669.
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Fradikasyon icin ne gerekli?

Insan dist bir Hastalik
kaynak ya da cografi olarak
tasiyicl var kisitlanmis
mi? mi1?

Hastalik
kolaylikla
teshis

S
edilebilir mi? ‘ asi var mi :
Eradikayon

Hastalik icin
gelistirilmis
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The WHO has declared the end of pandemic phase
of COVID-19: Way to come back in the normal life

Rapty Sarker® | A.S.M.Roknuzzaman® | Nazmunnahar® | Mohammad Shahriar® |

Md. Jamal Hossain” @ | Md. Rabiul Islam™*
o 5 Mayis 2023'te COVID-19'un kuresel halk o DSO'niin 13 Haziran 2023'te acikladigt gibi,
sagligt acil durumu olarak sona erdi COVID-19 hala éngériilebilir bir stklikta

goriulmemekte, halen gripten en az iki kat daha
olimctl olup, salgin olarak devam etmekte ve
hentz endemik diizeye ulasmamustir.




Coronavirus Cases:

699, 409 797

VVVVVVVVVVV

Deaths:
6,954,508

Recovered:

669,292,761

Turkey

Coronavirus Cases:

17,232,066

Deaths:
102,174

Recovered:

N/A




Figure 1. COVID-19 cases reported by WHO Region, and global deaths by 28-day intervals, as of 19 November 2023

(A); 8 May to 19 November 2023 (B)**
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Coronavirus (COVID-19) Vaccinations

Home > Coronavirus > Vaccinations

70.6% of the world population has received at least one dose of a COVID-19 vaccine.
13.53 billion doses have been administered globally, and 4,341 are now administered each day.

32.9% of people in low-income countries have received at least one dose.

— Our intarnational COVID-19? vaccination dataset is updated cach moming (London time), with data up to the previous day. Last update: 2 days ago D Rou

GUNLUK COVID-19 ASI TABLOSU

18 Aralik 2023, Pazartesi 19:00

2.00Z ASI YAPILMA ORANI

Asilama veya dogal bagisiklik ile;
% 85 . 70  Oliim oranlar tiim gruplarda

1.D0Z ASI YAPILMA ORANI: % 93,38 %0,6-1'den 9%0,06-0,1’e

* Hastanede yatan hastalarda

1.,2. VE 3. DOZ TOPLAMI
%715,1'den %4,9'a azaltmustir.

192.731.0093

o 97.959.796

UYGULANAN

o 53.194.884

UYGULANAN

S 28.236.408

UYGULANAN




Covid 19 biter mi?

Engeller

°Yeni varyantlar

o Mutasyonlar

o Ast etkinliginin azalmast

o Astya erisimde adaletsizlik
o Kaynak kontrolu

o Etkin tedavi ve direncli varyantlar
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S COVID-19 Tanist




Klinik suphe

o Okstiriik

o Ates

o Myaljiler

o Bas agrist

° Dispne

° Bogaz agrisi

o Ishal

o Bulanti- kusma

°© Anosmi

° Rinore, burun tukaniklig

o Usiime titreme

o Bilin¢ bulanikligi konfuzyon

o Gogus agrist




Kimleri test edelim?

Maruziyet sonrast COVID-19 testi icin en uygun

zaman belirsizdir

o Semptomatik
CDC; 5 glin sonra

o Asemptomatik olanlarin
o COVID-19'lu bir bireyle yakin temastan

o Ciddi hastalik riski tastyan bireylerin barindig: toplu yasam tesislerinde

o Ozellikle prevalansin yiiksek oldugu yetlerde (= % 10 PCR +) cerrahi veya aerosol {ireten
prosedurlerden 6nce hastanede yatan hastalarin taranmasi.

o Immiinsiipresif tedavi almadan énce (transplantasyon éncesi dahil)

o Onceki ti¢ ay icinde SARS-CoV-2 infeksiyonu gecirmis olan bireylerde NAAT kacinilmals

Centers for Disease Control and Prevention. COVID-19: Quarantine and Isolation.
https:/ /www.cdc.gov/coronavirus/2019-ncov/your-health/quarantine-isolation.html (Accessed

on January 11, 2022)



COVID-19 Test1

o NAAT tabanli testler;
° Duyarli (>%95) ve spesifik (>%095).
o Spike gen mutasyonu?
COVID-19 teshisinde altin standart olan RT-PCR
Pozitit NAAT sonucu tantyr dogrularken, negatif sonug genellikle taniyr dislar

(@)

(@)

o Stuphe devam ediyorsa 24-48 saat sonra tekrar.

O

Varyant belirleme; klinik karar vermede rutin olarak gerekli degil

Haftalar boyunca tist solunum yolu 6rneklerinde

RNA's1 saptanabilir, ancak mutlaka devam eden . - o
COVID-19 Clinical management: living guidance [Internet]. Geneva: Wotld Health Organization

(WHO). [cited September 17, 2023]. Available from: https://www.who.int/publications/i/
item/WHO-2019-nCoV-clinical-2023.2

bulasiciligt gostermez




COVID-19 Test1

o Antijen testi,
o Ozgiilliik % 99
o Duyarlilik semptomlarin giin/haftasina gore degisken
o Tlk hafta %81 , ikinci hafta %54’lerde
o Hizli sonug, yiksek 6zgillik semptomlarin ilk zamanlarinda tanida avantajlt

° Negatiflik durumunda tekrari

o Nukleoproteini hedef aldigindan spike mutasyonlarindan etkilenmez

COVID-19 Clinical management: living guidance [Internet]. Geneva: World Health Organization
(WHO). [cited September 17, 2023]. Available from: https://www.who.int/publications/i/
item/WHO-2019-nCoV-clinical-2023.2




COVID-19 Test1

o Serolojik test;
o Hastaligin seyrinden ug ila dort hafta sonra basvuran ve NAAT negatif olan
hastalar icin
o Reaktif bir IgG, COVID-19'u distinduriir,
o Negatif sonug; olasiligin azaldigini gosterebilir.

o Serolojik test sonucunun guvenilirligi spesifik teste ve hastaligin stiresine

baglidir

Hansen KE, Caliendo AM, Arias CA, et al. Infectious Diseases Society of America Guidelines
on the Diagnosis of COVID-19: Serologic Testing. Auguest 18, 2020
https://www.idsociety.otrg/ practice-guideline/covid-19-guideline-serology/ (Accessed on
August 19, 2020)




Diger tetkikler

(0]

Tam kan sayimi o Troponin

(0]

Gunlik temel metabolik panel o QQTc uzatan herhangi bir ajana basladiktan sonra en
az bir test tekrari ile birlikte

(0]

Karaciger paneli iki giinde bir (veya yliksekteyse veya

yogun bakim tnitesindeyse her giin) o Elektrokardiyogram
o C-reaktif protein (CRP), prokalsitonin o HbsAg, HCV, HIV
o Laktat dehidrogenaz o Sekonder bakteriyel infeksiyon

o Protrombin zamani (PT)/ tromboplastin zamant o iki set kan kiltirini ve balgam Gram boyamasini ve

(PTT)/fibrinojen/D-dimer kultirina




Radyolojik tetkikler

o PAAG, gerekirse BT (Amerikan Radyolojt Koleji (ACR), COVID-19 taramast veya tanist i¢in
gogus BT'sinin kullanilmamasint ve tedavi icin gerektiginde hastaneye yatirilan hastalar icin
saklanmasini 6nermektedir

° Buzlu cam opaklasmast — yiizde 83

O

Karisik konsolidasyonla buzlu cam opaklasmalart — yuzde 58

O

Bitisik plevral kalinlasma — ytizde 52

O

Interlobiiler septal kalinlasma — yiizde 48

o

Hava bronkogramlari — yiizde 46

° Rutin EKO yok

o Hemodinamik bozulmayla birlikte artan troponin seviyelert veya kardiyomiyopatiyi diistinduren diger kardiyovaskiiler
bulgular varsa




Research Article

Early diagnosis of COVID-19 patients using deep
learning-based deep forest model

Dilbag Singh ©=, Vijay Kumar, Manjit Kaur & Rajani Kumari &%

Pages 365-375 | Received 23 Sep 2020, Accepted 13 Dec 2021, Published online: 06 jJan 2022

Neural Processing Letters (2023) 55:3551-3603

° Yapay zeka ile erken teshis https://doi.org/10.1007/511063-022-11023-0

o Erken donem PCR negatifligi R
ee oo .o X e . . Check foa

o Goruntilemelere Onceden ogretilmis deep updiates

Application of Deep Learning Techniques in Diagnosis

learning modeli ) . S :
of Covid-19 (Coronavirus): A Systematic Review

o Onerilen modelin COVID-19 enfeksiyonunu
%99,4 ’e varan dogrulukla etkili bir sekilde Yogesh H. Bhosale' - K. Sridhar Patnaik’
teshis ettigini gostermektedir.




Last updated June 26, 2023 and posted online at www.idsociety.org/COVID19guidelines.
Please check website for most updated version of these guidelines.

Infectious Diseases Society of America Guidelines on the Treatment and Management of Pa-
tients with COVID-19

Clinical management of COVID-19
Yataﬂ haStaya yakla§1m Living guideline 725 World Health

18 August 2023 ¥ 7 Organization

REVIEW ARTICLE

COVID-19: An Update on Epidemiology,
Prevention and Treatment, September-2023




Yatis endikasyonu

NEFES DARLIGI !

o Hipoksemi (oda havasinda oksijen doygunlugu =< yiizde 94)

o Oksijenasyon veya solunum destegi ihtiyac

Abnormality
Elevations in:
s D-dimer
= CRP
= LDH

= Troponin

= Ferritin
Decrease in:

= Absolute lymphocyte count

Possible threshold

>1000 ng/mL (normal range: <500 ng/mL)
=75 mg/L (normal range: <8.0 mg/L)
>245 units/L (normal range: 110 to 210 units/L)

>2x the upper limit of normal (normal range for troponin T high sensitivity: females 0 to 9 ng/L; males 0 to 14
ng/L)

>500 mcg/L (normal range: females 10 to 200 mcg/L; males 30 to 300 mcg/L)

<800/microlL (normal range for age =21 years: 1000 to 4800/microL)




European Journal of Epidemiology (2023) 38:355-372
https://doi.org/10.1007/510654-023-00973-x

REVIEW M)

Check for
updates

Prognostic models in COVID-19 infection that predict severity:
a systematic review

Chepkoech Buttia’'%2! . Erand Llanaj>3212° . Hamidreza Raeisi-Dehkordi'?* - Lum Kastrati'7?2 - Mojgan Amiri* -
Renald Mecani®?* . Petek Evlul Taneri'® - Seraio Aleiandro Gémez Ochoa’ - Peter Francis Raquindin'2%2¢.

° 353 prognostik model, 314 ¢alisma

o Mortalite tahmin; en 1yl tahmin eden model
o 24 saat ila 90 gun tahmin suresi

° vyas, lenfosit sayist, d-dimer, CRP ve kreatinin dahil olmak tizere basvuru sirasinda edinilen bilgiler

o Ciddiyeti tahmin ; en uzun takip strest 30 giin

o Prokalsitonin, [T + B + NK htcresi| sayimt, I1.-6, CRP, I1.-2, CD4/CD8 T lenfosit’i temel alan bitlesik bir makine
ogrenme modeli en iyi 6ngori performanst




Received: 8 October 2020 Revised: 9 December 2020 Accepted: 16 December 2020
DOI: 10.1002/jmv.26751

JOURNAL OF

RESEARCH ARTICLE MEDICAL viroLoGgY WILEY

Could we predict the prognosis of the COVID-19 disease?

Ceren A. Tahtasakal'® | Ahsen Oncul® | Dilek Yildiz Sevgi® | Emine Celik® |
Murat Ocal?> | Hakki M. Turkkan® | Banu Bayraktar? | Sibel Oba® |
llyas Dokmetas?

o 534 hasta,
o Klinik seyrin ciddi olacagt 6ngorisu; sirastyla

o Baglangic NLR >3,69, CRP>46 mg/L. , troponin I >5.3, LDH >325, d-dimer>574,
ferritin>303, NE>4.99, LE<1.04

o Ciddi kritiklerde de mortalite tahmini;
°o roponin I >7.4, yas>62, SO 2 <89, PCT >0.21, ire>40, CK-MB>2.6




Potential targets of COVID-19 therapies by stage of infection

Asymptomatic/ Mild Moderate Severe Critical
presymptomatic illness illness illness illness
itv: + SARS-CoV-2 test but Mild symptoms 0> saturation 294%, 0> saturation <94%, Respiratory failure,
Stage/ severlty. no symptoms (eg, fever, cough, lower respiratory respiratory rate >30/min; | shock, multi-organ
taste/smell changes); tract disease lung infiltrates >50% dysfunction/failure
no dyspnea

Viral replication

Disease

pathogenesis:
Inflammation

Potential

treatment: Antivirals

Antibody therapy




O2 thtiyact olmayan hastalar

o COVID-19 nedeniyle hastaneye kaldirilan ve ciddi hastalik riski tastyan kisilere
REMDESIVIR 200myg ilk giin, 100 mg /giin 5-10 giin
- IDSA, NIH ve WHO
Bobrek yetmezliginde doz ayart yok

Yan etki; yutma gucligi, basagrisi, bulantt kusma

o Hastaneye bagvuruyu ve mortaliteyi yaklasik %90 oraninda azaltma

Guidelines on the treatment and management of patients with COVID-19 [Internet|. Arlington: Infectious

Diseases Society of America (IDSA). [cited July 18, 2023]. Available from:
https:/ /www.idsociety.org/ practice-guideline/ covid-19-guide

26




Original Investigation | Infectious Diseases
Association of Remdesivir Treatment With Mortality Among Hospitalized Adults
With COVID-19 in the United States

Anand P. Chokkalingam, PhD; Jennifer Hayden, MS; Jason D. Goldman, MD, MPH; Hu Li, MBBS, PhD; Julius Asubonteng, PhD; Essy Mozaffari, PharmD, MPH, MBA;
Christopher Bush, MPH; Jocelyn R. Wang, MS; Amanda Kong, PhD; Anu O. Osinusi, MD, MPH; Robert L. Gottlieb, MD, PhD

° 24.856 remdesivir alan ve 24.856 remdesivir almayan hastaneye vatirilan hastalar

o Retrospektif kohort
o Ortalama yas; 66.8, remdesivir alan grupta ort takip 6 gun, 28 gunlik 6lim 1zlemi

o Remdesivir ile tedavi edilen hastalarda 6liim oranlar1 %17 daha az (HR, 0.83 [95% CI,
0.79-0.87)




The NEW ENGLAND
J() URNAL o« MEDICINE Hastanede kalis suresinde veya

mortalitede bir azalma oldugunu
gOsteremedi

ESTABLISHED IN 1812 FEBRUARY 11, 2021 VOL, 384 NO. &

Repurposed Antiviral Drugs for Covid-19 — Interim WHO
Solidarity Trial Results

WHO Solidarity Trial Consortium®

e -
;l;l?e%t:‘o': SN [§:. SE e_g —— S Remdesivir ve standart bakimi
Voalurme 22, Insue 2, February 2022, Paoges 209-221 kar§11a§t1ran iki bt’lyﬁk RI{(;

Lo

R'é}ndesivir plus standard of care versus -7 giinden fazla semptomatik olan ve
standard of care alone for the treatment of . o - 1L

patients admitted to hospital with COVID- OkSI]en deSteglne 1ht1yag duyan hastalarda
19 (DisCoVeRy): a phase 3, randomised, remdesivir kullanimindan herhangi bir
controlled, open-label trial

klinik fayda gozlenmedi.

Researach

3 Remdesivir for the treatment of patients in hospital with COVID-19 in Canada: a
randomized controlled trial

Karim Ali, Tanweer Azher, Mahin Bagl, Alexandra Binnie, Sergio Borgia, Frangois M. Carrier, Yiorgos Alexandroa Cavayas, Nicolas Chagnon, Matthew P. Cheng, John Conly,
Cecilia Costiniuk, Peter Daley, Nick Daneman, Josh Douglas, Catarina Downey, Erick Duan, Emmanuelle Duceppe, Madeleine Durand, Shane English, George Farjou, Evra
Fara Patricia Fontela Roh Fowler Michael Fralick Anna Geanea .lennifer (3rant | 1ike R Harrisnn Thomas Havev Hollv Hoana | auren F Kellv Ynav Kevnan Knsar Khw




Clinical Microbiology and Infection _

Volume 28, Issue 9, September 2022, Pages 1203-1210

Remdesivir for the treatment of COVID-19:
a systematic review and meta-analysis

Todd C. Lee ' ?2? © &=, Srinivas Murthy %, Olivier Del Corpo °, Julien Senécal %,
Guillaume Butler-Laporte ?, Zahra N. Sohani !, James M. Brophy * ®, Emily G. McDonald #7

Show more ~~

o 10.751 benzersiz hastay! kapsayan (2.473 oksijensiz, 7.266 oksijen destegi
alan) sekiz arastirma

o Oksijene ihtiyac duyanlarda (kritik olmayanlar) %93,8

o Mekanik ventilasyona bagli olanlarda %14,8. Mekanik ventilasyona ihtiya¢c duymadan oksijene
ihtiya¢c duyan hastalarda %77,4 mortalite azaldigi gosterilmis



https://www.sciencedirect.com/science/article/pii/S1198743X22002300#bib18

Dustuk akisli O2 ihtiyact olanlar

Yiuksek doz steroid verelim mi ?

RECOVERY calismast;

MEDEAS calismasi;




Inhaler kortikosteroid

(0]

2490 hafit COVID-19, 3607 katilimcty1 iceren tic RKC

(0]

Hastaneye kabuli veya olimu azaltir (30 giine kadar)

(0]

Muhtemelen 14. Giinde tim baslangic semptomlarinin dizelmesini artirir

(0]

Semptomlarin diizelmesine kadar gegen streyi kisaltabilir (30. Gline kadar)

(0]

Advers olay ve mortalite ?

Griesel M, Wagner C, Mikolajewska A, Stegemann M, Fichtner F, Metzendorf MI, et
al. Inhaled corticosteroids for the treatment of




Dusuk akislt O2 thtiyact olanlar

o Inflamatuar belirtecleri yiiksek olan,

o Deksametazon baslatilmasina ragmen artan oksijen gereksinimleri olan

o 24 saat icinde 6 L./dk veya daha fazla hizli bir artis, 10 I./dk veya daha fazla ihtiyac veya nazal
kantlun 6tesine yikselme

o Hastaneye kaldirildiktan sonraki 96 saat icinde,
o Baricitinib 4 mg /gtin oral, 14 giin
°o Tocilizumab 8mg/kg tek doz




Yuksek akislt O2 ihtiyaci/NIMV olanlar
MV/ECMO

o Duigiik doz deksametazon ( 6mg ve es degetleri)

o +/- Remdesivir 200mg ilk giin, 100 mg /gtin 5-10 gin

° Yogun bakim tnitesine kabul edildikten veya yogun bakim diizeyinde bakim
aldiktan sonra 24 ila 48 saat icinde olan ve hastaneye kaldirildiktan sonraki 96 saat
icinde olanlar icin;

o Baricitinib 4 mg /giin oral, 14 giin
°o Tocilizumab 8mg/kg tek doz

o Deksametazona baricitinib veya tocilizumab eklenmesinin mortaliteyi daha da azalttigini
gostermektedir




Baricitinib in hospitalised patients with COVID-19:
A meta-analysis of randomised controlled trials

Vijairam Selvaraj,*°* Arkadiy Finn,"® Amos Lal,” Mohammad Saud Khan,® Kwame Dapaah-Afriyie,”" and Gerardo P. Carino

“Department of Medicine, Warren Alpert School of Medicine at Brown University, Providence, RI, USA
5The Miriam Hospital, Providence, RI, USA

RCT'ler icin 31 Mart 2022'ye kadar olan 4 calisma, 10815 hasta

(@)

28 gunlik mortalite, MV veya ECMO'ya iletleme, pozitif basin¢h ventilasyon gerektiren solunum
yetmezligine ilerleme, 6lum, hastanede kalis stirest ve taburcu olma stirest

(@)

28 gunlik mortalitenin azalma var %20, ancak IMV veya ECMO'ya ilerlemede istatistiksel olarak

anlamlt bir azalma olmadi

(@)




Contents lists available at ScienceDirect

) Clinical Microbiology and Infection

journal homepage: www.clinicalmicroblologyandinfection.con

Original article
Tocilizumab versus baricitinib in hospitalized patients with severe
COVID-19: an open label, randomized controlled trial

o Siddetli COVID-19 hastast olan 251 hasta arasinda 28. giinde 6liim veya MV
bilesik sonucu acisindan Baricitinib Tocilizumab’a non-inferior

KOMBINE KULLANALIM MI?

RECOVERY Baricitinib calismasinda; 2659 hastada deksametazon, I1.-6 reseptor
blokerleri ve barisitinibin ticli kombinasyonu sagkalimda artis

COVID-19 Clinical management: living guidance [Internet]. Geneva: World Health Organization
(WHO). [cited September 17, 2023]

Guidelines on the treatment and management of patients with COVID-19 [Internet]. Arlington:
Infectious Diseases Society of America (IDSA). [cited July 18, 2023




Alternatif immunomodulatorlerin rolleri sinirhidir

o Infliximab
o Abatacept
o IL.-1 inhibitorleri (anakinra)

o Vilobelimab




No disease,

Fast In intensive
no exposure ost-eéxposure

Early, mild, COVID-19, :
care unit

) Hospitalized
Outpatient P

No oxygen Oxygen
required require
Dexamethasone
Oral antivirals
-Nirmatrelvir/ritonavir Tosilizumab
. -Molnupiravir
Vaccines, Monoclonal olnupirav
monoclonal antibodies Monoclonal antibodies Sarilumab
antibodies -Casirivimab -Bebtelovimab*
-Tixagevimab -Imdevimab* -Sotrovimab Anakinra
-Cilgavimab* -Cas/imdevimab*

-Bamlavimab/etesevimab* Tofasitinib

High-titer convalescent plasma

Barisitinib

Simsek-Yavuz S. COVID-19: An update on epidemiology,
prevention and treatment, September-2023. Infect Dis Clin

* Effective for previous variants of SARS-CoV-2, but not XBB.1 subvariants Microbiol. 2023:3:165-87

and not recommended for the treatment of COVID-19 at the moment.




, September-2023. Infect Dis Clin

imsek-Yavuz S. COVID-19: An update on epidemiology,

revention and treatment

|

icrobiol. 2023;3:165-87

Drug
Targeting the virus

PEp! Mild

w
n

WHO (14)

vere

Critical

IDSA (46)
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COVID-19 nedeniyle hastanede yatan
hastalarda acik bir klinik faydas1 olmadigi
gorilen ajanlar

Diger tedaviler

o Grip mevsiminde grip icin ampirik tedavi o Hidroksiklorokin  © Daklatasvir,
° Secilmis hastalarda bakteriyel pnémoni icin o Kolsisin soff)s.buwr? HCY
ampirik tedavi + Cinko antiviralleri

. L : o Azitromisin
o Vendz tromboembolizmin énlenmesi ve o @ st tromis
degerlendirilmest ) o Interferon beta

o Famotidin o _
o NSAID kullanimi ° lopinavir-ritonavir

o Fluvoksamin

o SSRI

o Nebulize ilaclar

o Kronik ilaglart yonetmek




Ayaktan takip edilecek

hastalara yaklasim




Kimlere tedavi?

o Asilama durumuna veya ciddi hastalik icin diger risk faktorlerine bakilmaksizin 65 yas ve tzeri
yetiskinler

o Astlama durumundan bagimsiz olarak,
o Immunsuprese durumu olan her yastaki yetiskinler.

o Cidd1 hastaliga ilerleme acisindan birden fazla risk faktoriine sahip olan her yastaki yetiskinler

o Risk faktorlerine bakilmaksizin asilanmamis 50 yas ve uzeri yetiskinler.
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Tedavi endikasyonu

o Immumkompetan, hicbir risk faktoriine sahip olmayan saghkli bireyler

o Asemptomatik SARS-CoV-2 enfeksiyonu olan kisiler

o Rebound yasayan kisiler; baslangic semptomlart icin halihazirda COVID-19'a 6zgt
tedavi almis olan COVID-19 hastalari
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Simsek-Yavuz S. COVID-19: An update on epidemiology,
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Microbiol. 2023;3:165-87
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Nirmatrelvit/Ritonavir

I1k olarak Nisan 2022'de DSO
SARS-CoV-2-3CL proteaz aktivitesini bloke
DSO, NIH, IDSA
o Hafif COVID-19'1u astlanmamis ytiksek riskli hastalarda ilk tercih

o

Semptomlarin ilk bes gliniinde

Oral, 2x 300mg

o

o

GFR gore doz ayart

o

Yan etki; bulanik gorme, bas agrist ve donmest

Guidelines on the treatment and management of patients with COVID-19 [Internet].
Arlington: Infectious Diseases Society of America (IDSA). [cited July 18, 2023].




The NEW ENGLAN D
JOURNAL ofs MEDICINE

ESTABLISHED IN 1812 APRIL 14, 2022 VOL. 386 NO. 15

Oral Nirmatrelvir for High-Risk, Nonhospitalized Adults
with Covid-19

nifer Hammond, Ph.D.. Heidi Leister- S.N.. Annie Gardner, M P.H.. M.S.P.T Paula Abreu, Ph.D

Weihang Bao, Ph.D., Wayne Wisemandle, M. A., MarylLynn Baniecki, Ph.D., Victoria M. Hendrick, B.S

o Siddetli hastalik icin en az bir risk faktorune sahip 2246 agllanmamas yetiskin
ayakta tedavi goren hastay1 iceren randomize EPIC-HR

o Semptomlarin baslangicindan sonraki tic ve bes guin icinde nirmatrelvir-ritonavir

o 28 giinde hastaneye kaldirilma veya olum riskini plaseboya kiyasla % 89




JOURNAL ARTICLE

Real-World Effectiveness of Nirmatrelvir/Ritonavir
on Coronavirus Disease 2019-Associated
Hospitalization Prevention: A Population-based
Cohort Study in the Province of Quebec, Canada

Jean-Luc Kaboré, Benoit Laffont, Mamadou Diop, Melanie R Tardif, Alexis F Turgeon,

o 8402 ayaktan tedavi

o Asilama durumundan
bagimsiz
nirmatrelvir/ritonavir tedavisi
hastaneye yatis riskinde %69
oraninda azalma

o Alt grup analizi

e NEW ENGLAND JOURNAL of MEDICINI

ORIGINAL ARTICLE

Nirmatrelvir Use and Severe Covid-19
Outcomes during the Omicron Surge

Ronen Arbel, Ph.D., Yael Wolff Sagy, Ph.D., Moshe Hoshen, Ph.D.,

o Omicron

o Nirmatrelvir alan 65 yas ve
tzert hastalarda Covid-19
nedeniyle hastaneye kaldirilma
ve olim oranlari, almayanlara
gore onemli Olcude daha
diisiikti
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‘Rebound
Nirmatrelvir-ritonavir tedavisinden sonra

(0]

Iyilesme ve testlerin negatifligi sonrast yeniden semptomatik ve test pozitifligi

(@)

Insidans — belirsiz; calismalar yaklasik yiizde 1 ila 2 arasinda

(0]

Nirmatrelvir-ritonavir durdurulduktan sonraki ilk 10 giin icinde

(@)

Semptomlar genellikle hafif, ciddi komplikasyonlar nadir

o

Hem asilanmis hem de asilanmamis hastalarda

Rebound yonetimi

* Antijen testt yaptlmali, tekrar pozitif ¢ikanlara izolasyon stirecini yeniden ID-19) in High-Risk Persons.
Shah A

« Immunsuprese hastalara bes giinliik nirmatrelvir-ritonavir kiirii ile yeniden
tedavi




Alternatif tedaviler

REMDESIVIR

o Nirmatrelvir-ritonavir yoksa o Semptomlarin ilk yedi gintnde

o Remdestvir 1.gtin 200 mg, 2 ve 3. gun  °© Etkinlik, gtivenlik

100 mg o Uygulama zorlugu-IV




e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JANUARY 27, 2022 VOL. 386 NO. 4

Early Remdesivir to Prevent Progression to Severe Covid-19
in Outpatients

torune

o Hastala Covid-19 ilerlemesi ac¢isindan yuksek risk altinda olan, ayaktan plasebo
eEEE hastalarda, 3 gunlik remdesivir kurt kabul edilebilir bir givenlik
profiline sahip ve plaseboya kiyasla hastaneye kaldirilma veya olum

2 el riski %87 daha diisiik

bir nede

a herhangi

o Birincil @

o [kincil son nokta, Covid-19 ile ilgili tibbi miidahalede bulunulan bir ziyaretin veya 28. giine kadar
herhangi bir nedenden kaynaklanan 6lim




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

VV116 versus Nirmatrelvir—Ritonavir for
Oral Treatment of Covid-19

Z. Cao, W. Gao, H. Bao, H. Feng, S. Mei, P. Chen, Yuegiu Gao, Z. Cui, Q. Zhang,

822 katilimct, 771'1 VV116 (384 katilimcer) veya nirmatrelvir-ritonavir (387) katilimet randomize
* Faz3

* llerleme riski tastyan hafif-orta siddette Covid-19'lu yetiskinler arasinda VV116, daha az giivenlik
kaygistyla birlikte, surdurtlebilir klinik iyilesme stresi agisindan nirmatrelvir-ritonavirden daha asagi

desgildi.




Molnupravir

o Nukleozid analogu, replikasyon inhibisyonu

o Nirmatrelvir/ritonavir veya remdesivir'in bulunamamasi durumunda hafif Covid-19
tedavisi icin molnupiravir 6nerilir.

Guidelines on the treatment and management of patients with COVID-19 [Internet]. Arlington:
Infectious Diseases Society of America (IDSA). [cited July 18, 2023

o COVID-19 tanist konulduktan sonra mimkiin olan en kisa stirede ve semptomlarin baslamasindan sonraki
bes giin icinde baslanmali. (2x800mg, 5 gtin )

o Bobrek veya karaciger yetmezligine bagl olarak doz ayarlamasi gerekli degildir.

o Molnupiravir'in kemik ve kikirdak toksisitesi nedeniyle 18 yasindan kiictik hastalarda kullanilmasi
kontrendikedir. Hamilelik ve emzirme déneminde de tavsiye edilmez




Real-world effectiveness of molnupiravir and nirmatrelvir
plus ritonavir against mortality, hospitalisation, and in-
hospital outcomes among community-dwelling, ambulatory
patients with confirmed SARS-CoV-2 infection during the
omicron wave in Hong Kong: an observational study

Carlas K H Wong, hvan CH Au, Kristy T K Lau, Enc H ¥ Law, Benjamin | Cowling, Gabriel M Leung

Molnupiravir plus usual care versus usual care alone as early
treatment for adults with COVID-19 at increased risk of
adverse outcomes (PANORAMIC): an open-label, platform-
adaptive randomised controlled trial

ESTABLISHED IN 1812 FEBRUARY 10, 2022 VOL. 386 NO.6&

Molnupiravir for Oral Treatment of Covid-19
in Nonhospitalized Patients

A. Jayk Bernal, M.M. Gomes da Silva, D.B. Musungaie, E. Kovalchuk, A. Gonzalez, V. Delos Reyes,
A Martin-Ouirds. Y. Caraco. A Williams-Diaz. M.L. Brawn. |. Du. A. Pedlev. C. Assaid. |. Strizki. |.A. Grobler

5383 molnupiravir, 6464 nirmatrelvir-ritonavir
Her ikisinin de erken baslanmasi mortalite ve hastane
ici progresyonu azaltir
Pavloxid ayrica hastaneye yatist da azaltiyor

12.821'i molnupiravir art1 standart bakim, 12.962'si
yalnizca standart bakim ve 628'1 diger tedavi

Molnupiravir, yuksek riskli asilanmis yetiskinler
arasinda COVID-19 ile iliskili hastaneye yatis veya
olum sikligini azaltmadi.

Faz 3, cift kor, randomize, plasebo kontrollu
716'st molnupiravir , 717'si ise plasebo
Molnupiravir ile erken tedavi, risk altindaki,
astlanmamis Covid-19 eriskinlerinde hastaneye
kaldirilma veya olum riskini azaltts




Konvelesan Plazma

19'a 6zgu tedavi icin alternatif bir secenek ( 6zellikle bagisiklik sistemi

/’ Yiksek titreli konvelesan plazma, ayaktan semptomatik hastalar icin COVID-
baskilanmis olanlar)

Tee Dezavantajt: Plazmanin yuksek titreli olarak toplanmasi, taranmasi ve
o dogrulanmasi icin bir surec¢ gerektirir

COVID-19 tanisini takiben miimkun olan en kisa surede uygulanmalidir;
== mumkiin oldugu kadar erken ve en ge¢ semptomlarin baslamasindan sonraki
T sekiz giin icinde uygulanmasini 6nerilmektedir.

Infectious Disease Society of America. IDSA Guidelines on the treatment and management of COVID-19. https://www.idsociety.org/practice-
guideline/covid-19-guideline-treatment-and-management/#Recommendations13-15:Convalescentplasma (Accessed on October 26, 2023)




Clinical Infectious Diseases s S‘ . _
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MAJOR ARTICLE b "II)*\

iy QAS0CULOr

Coronavirus Disease 2019 Convalescent Plasma
Outpatient Therapy to Prevent Outpatient
Hospitalization: A Meta-Analysis of Individual
Participant Data From 5 Randomized Trials

o Ayaktan takip edilen KP verilen
o 5 RCT metanalizi
o CP tedavisi, tim nedenlere bagl hastaneye yatis oranint %30,1, %12,2'den %8,5'e disturdi.

o Erken transfiizyon veya yuksek titrede plazmaya sahip olanlarda en fazla

Convalescent plasma and all-cause
mortality of COVID-19 17.021 hasta, 19 RKC'nin meta-analizinde,
p atients: system atic review Ag1r veya kritik hasta, hastanede yatan, immunkompetan

. skalt kisi yok
and meta-analysis Saglalima etkist yo

Nora Mihalek®?, Dragana Radovanovié'?, Otto Barak'"!, Petar Colovi¢’, Markus Huber* &




Sinirli veya belirsiz fayda saglayan
tedaviler

° Molnupiravir

o Inhale kortikosteroidler
o Monoklonal antikorlar

° Pegile interferon lambda

o Vitamin ve mineraller

Onerilmeyen tedaviler

o Hidroksiklorokin ve azitromisin

° Lopinavir/ritonavir

o Jvermektin

o Fluvoksamin

o Kolsisin

o Steroid

o Antikoagtilasyon/antitrombosit tedavisi

o Metformin




Ozet

‘Learn from yesterday, live for
today, hope for tomorrow’
Albert Etnstein







