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Sars-Cov2
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Figure 2 Pathophysiology of COVID-19. CXCL-10, C-X-C motif chemo-



lyilesme ve éliime yol acan immun cevaptir!ll

Edinilmis immun cevap!?!
= Timely innate/adaptive responses

Low virus titer ! = Quick type 1 IFN response
** . . . s o « o
gﬁﬁg | > | Normalimmune | __, = Activation of efficient antiviral
2 response response (clearance by

macrophages)

= Activation of Th1 cells and B-cells
for production of neutralizing
antibodies

SARS-CoV-2

\Low ~

. CD4
Activation© o Oytokines: [T TG
@ ---c- > 5200 IL-6/IL-10/TNF/ T-cell

<:> 8%8 CSF/RANTES...

O N\ G Neutrophil

Kazanilmis immun cevap'?!
= Delayed/limited type 1 IFN
ial cell death

-------»

Lung injury/septic
shock/organ failure/

coagulopathy



Disseminated intravascular coagulation (DIC) or thrombotic microangiopathy
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Covid-19 endotel duvarinda yar

INFLAMASYON

e e KOAGULASYON bozuklugu ile

KLINIK TABLOYU OLUSTURUR.
Sepsis /
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Figure 1. Management of COVID-19 patients according to the clinical presentation.




PRESEMPTOMAITIK-

ASEMPTOMATIK ‘ SEMPTOMATIK
AKCIGER TUTULUMU

AKCIGER DISI TUTULUM

Akcizer tomografisinde tutulum -
Kalp T
Bobrek

Cilt Plevral,perikardiyal,pu Davranmak zordur.

ner arter Amaen zoru da inganin
Diigiindidii gibi davranmagidir!’

Covid-19 hasta ile temas eden:
-1.5 METREDEN DAHA YAKIN VE 15 DK FAZLA KA%
ORTAMDA BIRLIKTE BULUNMAK Asemptomatik
Presmptomatik bulgular

‘Du#unmek kdlagduf.
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1420 kiside: hafif ve orta klinik gos’reren“Avr.upQ Symptom, 1 % =
toplumunda Semptomlarin ortalama suresi(n = 264):
11.5 % 5.7 giin Headache 70.3

Kulak bogaz burun sikayeti genclerde; ates, istahsizlik Loss of smell 70.2
ishal yash hastalarda(P < .01) Nasal obstruction 67.8

aybl bas ClngSI burun tikanikligl bogaz agrisi Asthenia 63.3
s erkeklerde (P < OO]) Cough 63.2

Myalgia 62.5
Rhinorrhea 60.1
Taste dysfunction 54.2
Sore throat 52.9
Fever (> 38°C) 45.4

KLINIK BULGULAR YAS ve CINSE GORE
DEGISEBILIR
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ASEMPTOMATIK

Covid-19 klinik




Over 76% of COVID-19 patients in Karnataka are asymptomatic - The Hindu




Asymptomatic, pre-symptomatic, symptomatic:
what is the difference?
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Fever PCR Positivity
HR: 5.83 (95% Cl: 3.86-8.80; P < .0001) HR: 3.17 (95% Cl: 2.29-4.37; P < .0001)

— Non-ICU — ICU

100 | 1001




INFEKSIYONDAN
SEMPTOMLARA

Estimated Incubation Period Distribution(!]

0.257

Ortalama 5.2 gun Wuhan g 020
ay=Y )

Z 0.15-
2

. Li. NEJM. 2020;382:1199. 2. Lauer. Ann Intern Med. 2020;172:577.



Presemtomatik donemde virusun bulasi; aktif olmayan olgularda %12-28
Aktif olgularda presemptomatik donemde bulas %35-60

[] Symptomatic | Presymptomatic
i val Into Estimated Attribution of Serial Interval Into
Transmission (With Active Case Finding)
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Sta‘g'e |
(Early Infection)

Stage |l Stage Il

(Pulmonary Phase) (Hyperinflammation Phase)
! A 1B

......

, Benefit

Clinical
symptoms

Clinical
SIgns

Mild constitutional symptoms
Fever > 99 6°F
Dry cough

Lympnopenia

"~ demonstrated

Shortness of breath without ARDS
(IIA) and with hypoxia (11B) SIRS/shock
(P20, /Fi0, < 300 mm Hg) Cardiac failure Benefit unclear

Abnormal chest imaging Elevated inflammatory markers
Transaminitis (CRP, LDH, IL-6, D-dimer, ferritin)
Low-normal procalcitonin Troponin, NT-proBNP elevation
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Table 1 Clinical spectrum of COVID-19 disease’ ***'

Severity of
disease Presentation

Asymptomatic No clinical symptoms
Positive nasal swab test

Normal chest X-ray

Mild illness Fever, sore throat, dry cough, malaise and body aches or

Nausea, vomiting, abdominal pain, loose stools

Moderate
illness

Symptoms of pneumonia (persistent fever and cough)
without hypoxemia
Significant lesions on high-resolution CT chest

Severe illness

Critical state

Pneumonia with hypoxemia (SpO, < 92%)

WiV AYERRNE V'V WY

Acute respiratory distress syndrome, along with shock,
coagulation defects, encephalopathy, heart failure and
acute kidney injury

ParasHetR: Pastrad Med J 2020;0:1-9. doi:10.1136/postgradmedj-2020-138577
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Toplam 16.221 hastada ortalama semptom siiresi
basvurduklarinda 4 giin (IQR: 1-8)
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En sik gorulen bilateral periferal buzlu cam géronumu-
konsolidasyon

Semptomlarin baslamasindan 6-11 gun icindel'-3l
1014 olguda akciger CT %97 sensitivite, %25 spesifitel4

Baslangi¢ta PCR + olgularin %60-93 oraninda akciger CT

pozitif olabilir.
Ground-glass

opacities 29-Yr-Old Man Presenting With Fever for 6 Days!*]
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 buzlu cam,

« plevraya parelel,

« Vaskuler kalinlasma
 Ince retikiler

* Halo belirtisi
 Hava bronkogrami

covid g

Fig. 1. The different GGO mansfestations in COVID-19 pneumonia patient

A: single, pure GGO. B: Pleural parallel swn. € Vascular thickening sien. D: Fine reticulatson. E: Halo sign. F: Alr bronchogram.



| AmM Acap DermATOL Freeman et al 1125
Vorume 83. Numsir 4

31 ULKEDEN YAPILAN 171 hastada DERMATOLOJIK TUTULUM
Severity

PR — -

of COVID-19*

Pernio Vesicular/ Urticariall Macular Erythema/ Morbilliform Retiform purpura

» Feet (84%) and hands » Trunk and extremities * Extremilies and butlocks

(32%) * Pruritus in 61-74% * Often asymptomatic (73%)
* Pain/burning (71%) » Typically after other COVID-19 symptoms (19%) « After other COVID

and pruritus (36%) » Fever (65-74%), cough (52-66%), -19 symptoms (91%)
* After other COVID- sore throat (39-50%), shoriness of breath (28-45%) * Fever (64%), cough

19 symptoms (49%) » 22-45% hospilalized across groups (73%), and shortness of
» Fever (35%), cough breath (73%)

(35%);19% asymptomatic * 100% hospitalized 22
» 16% hospitalized » 82% with ARDS

*Severity calculated based on percentage of patients hospitalized for COVID-19

NN .



Investigation
Basic blood work

Molecular testing via
RT-PCR

Chest X-ray

HRCT chest

Serology/antibody
testing

Remarks

>

|
>
>
>

Decreased WBC count as well as lymphopenia
Increased levels of AST and ALT, LDH and CRP
Increased D-dimer

Increased PT/INR

Techniques employed are RT-PCR and rRT-PCR
which amplify viral genetic material obtained via
nasal swab

Poor sensitivity

Repeat testing required for verification of viral
clearance

No significant findings early in the disease

P Bilateral patchy opacities in advanced disease

Multifocal bilateral ‘ground or ground-glass’ areas
associated with consolidation areas with patchy
distribution

‘Reverse halo’ sign

Cavitation, calcification and lymphadenopathy
High sensitivity for COVID-19 diagnosis

Further research still required for a proper/sensi-
tive antibody test




All Patients Nonsevere Disease Severe Disease

Radiographic or Lab Finding

(N = 1099) (n = 926) (n=173)
Abnormalities on chest radiograph,* n/N (%) 162/274 (59.1) 116/214 (54.2) 46/60 (76.7)
Abnormalities on chest CT,* n/N (%) 840/975 (86.2) 682/808 (84.4) 158/167 (94.6)
Median white cell count per mm?3 (IQR) 4700 (3500-6000) 4900 (3800-6000) 3700 (3000-6200)
Median lymphocyte count per mm?3 (IQR) 1000 (700-1300) 1000 (800-1400) 800 (600-1000)
Median platelet count x 1000 per mm? (IQR) 168 (132-207) 172 (139-212) 137.5 (99-179.5) V
C-reactive protein = 10 mg/L, n/N (%) 481/793 (60.7) 371/658 (56.4) 110/135 (81.5)
D-dimer > 0.5 mg/L, n/N (%) 260/560 (46.4) 195/451 (43.2) 65/109 (59.6)
Lactate dehydrogenase > 250 U/L, n/N (%) 277/675 (41.0) 205/551 (37.2) 72/124 (58.1)
AST > 40 U/L, n/N (%) 168/757 (22.2) 112/615 (18.2) 56/142 (39.4)

ALT > 40 U/L, n/N (%) 158/741 (21.3) 120/606 (19.8) 38/135 (28.1)



Survivors (n = 137)

Fever

Cough

Dyspnea

ICU admission
Systematic corticosteroid

SARS-CoV-2 RNA positive

Fever

Cough

Dyspnea

ICU admission

Invasive ventilation
Systematic corticosteroid
SARS-CoV-2 RNA positive

Median days after onset




: NOROLOJIK
CILT = 1= Headaches = Ageusia
= Petechaie = Urticaria 5 ] = Dizziness = Myalgia
* Livedo reticularis " Vesicles » Encephalopathy = Anosmia
= Erythematousrash = Pernio-like lesions =  Guillain-Barré »  Stroke

KALP
= Takotsubo cardiomyopathy = Cardiogenic shock

* Mpyocardial injury/myocarditis ® Myocardial ischemia
= Cardiac arrhythmias = Acute cor pulmonale

e Thromboembolism

' = Deep vein thrombosis

®*  Pulmonary embolism

= Catheter-related thrombosis

HEPATIK

ENDOKRIN * Elevated ALT/AST
[ Hyperglycemia . Elevated bilirubin
= Diabetic ketoacidosis ' 3 | /L

BOBREK
=  Acute kidney injury
=  Proteinuria

= Hematuria

Gastrointestinal
= Diarrhea =  Abdominal pain
= Nausea/vomiting ® Anorexia




178 temas eden hasta Nisanda degerlendirilmis- :
S . . — Asymptomatic cases (n = 37)
Wanzhou District, China, by April 10, 2020 - \‘ —— Symptomatic cases (n = 37)

37/178 (20%) ilk 14 glinde asemptomatik ve
sonra hastanede goz ontne alinmis

37 cins, yas, hastanede kalis sureleri
isolasyondan sonra degerlendirilmis.

Asemptomatik olgular
semptomatiklerden daha vzun sure
virusu bulunduruyorlar

Virusun ¢cogalmasi ve infeksiyonu
tam bilinmiyor




Akut safhada COVID-19 IgG diizeyi 8 hafta.sonra hastaneden taburcu
edilen hastalar

O Asymptomatic O Asymptomatic

10 © Symptomatic O Symptomatic
p- 005 P 06 p=002,
T’ 1 1 1 1
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Acute COVID-19 Phase|Post COVID-19 Follow-up
|

Fatigue|

Dyspnea

Joint pain

. . Chest pain

Ayaktan iyillesen 143 olgu s
Anosmia

Hastaliktan 60 gun sonra hayat Tt

<alitesi degerlendiriimis: Rhinitis
Red eyes

Dysgeusia
Headache

~ --lllllllllll




Hastaligin devresine gore viral yukiun bulundugu numuneler

Hastalardan elde edilen numunelerde PCR ile viral yUk degerlendirlmesi sonucu
Beijing laboratuvarlannda dogrulanmis COVID-19 (N = 76)

=

Numune tipi ve virus yuki
= P <.001 . :
P < .001 o ® Early and progressive stages
= * Nasal swabs o P <.001 - 15
< P=.02 . F ¢ Throat swabs -“5’_ . £ ® Recovery stage’ (n = 49)
2 . : ~ Sputum 9 © Clinical cure* (n = 5)
®
S

00000000



Tanida haftalara gore kullanilan testler

Semptc Basladiktan sonra Nasopharyngeal swab PCR

Detection unlikely PCR — Likely positive PCR — Likely negative Virus isolation from

: : respiratory tract
Antibody detection P Y

s Bronchoalveolar lavage/
sputum PCR

Stool PCR
lgM antibody
lgG antibody

/
7
J
/]
I

1

/]
1
I

Sethuraman. JAMA. 20206;323:2245. Reproduced with permission from JAMA. 2020. doi:10.1001/jama.2020.8259.
Copyright©(2020) American Medical Association. All rights reserved.



Wuhan kentinde asemptomatik veya hafif(mild) covid-19 olgularinda akut
enfeksiyon veya erken lyilesme doneminde (8 haftalik izlem) anfikor

dinamizmi)

Symptomatic (n = 37)




Qkut atesli veya oksuiriik yada su semptomlarinin e veya

olmasi veya > 3 fazla semptom genel halsizlik,

basagrisi, myalji, bogaz agrisi, ishal bulanti kusma Ciddi akut solunum sistemi hastalarinda
mental degisiklisin arkasindan bu ana (ates > 38°C ve Oksurik 10 giinden fazla

semptomlarin gorilmesi surlyorsa ve hastaneye yatma 6ykusu

varsa
Epidemiolojik kriterler olan semptomlarin
baslangi¢ suiresi 14 giin veya
Herhangi bir 9 :
ASEMPTOMATIK olup epidemiyolojik

glamiyor ve SARS-CoV-2




Akut ates 6ksirik ve bunu takiben > 3 semptomun
olmasi: genel halsizlik, zayiflama,

glucsuzlik,yorgunluk, bas agrisimyalji, bogaz agrisi, veya
nezle, dispne,istahsizlik,bulanti, kusma,ishal, mental 3
durumda degisme

Son zamanlarda tat ve koku almada
kayip ve izah edilemeyen diger

hedenler

*En az bir kiside > 1 NAAT-ile dogrulanmis veya > 2 PCR pozitif

kisinin olmasi.
"Tipik olarak bulanik opasite, periferal ve alt loplari tutan bilateral
buzlu cam gorinumd, plevral kalinlasma, USG de konsolide alanlar.
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Thrombosis




Platelet aktivasyonu
ve Viral RNA
DNA nin koagulasyon
mekanizmasina etkisi
Thrombin-fibrin

Vaskuler endotelitis

Endothelial dysfunction
Degisen kan akimi




ULKELERE GORE OLUM HIZI

Yapilan test sayisi Observed Case-Fatality Rates (December 11, 2020)!

Demografik yapl Mexico

Iran

9.2%

Saglik sistemi United Ki"gﬂiﬂ
. Ind i
Bilinmeyen " Spain

Colombia

faktorler Argentina

South Africa
Brazil
Hungary
Romania
France
Poland

Down from 6.7% in April

TURKIYE %1.6






