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8th day of onset of symptom
Toci was started !! (31st March, 2020)

15th day of onset of symptom
7th day of Toci !!
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15th day of onset of symptom
7th day of Tocilizumab !!

8th day of onset of symptom
Tocilizumab was started !! (31st March, 2020)
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Figure 1: Trial profile − Flow of participants through the RECOVERY trial

ITT=intention to treat. *Number of adult patients recruited at a site activated for the tocilizumab comparison. †The first randomisation comprised
up to 3 factorial elements such that an eligible patient could be entered into between 1 and 3 randomised comparisons, depending on the then
current protocol, the patients suitability for particular treatments, and the availability of the treatment at the site. ‡ 1602/2022 (79%) patients of
those allocated to tocilizumab and 1664/2094 (79%) of those allocated to usual care had a completed follow−up form at time of analysis.

Included in 28 day ITT analysis
n=2022 (100%)

Included in 28 day ITT analysis
n=2094 (100%)

Consent withdrawn
n=3 (0.1%)

Consent withdrawn
n=3 (0.1%)

Allocated tocilizumab
n=2022 (100%)

Received tocilizumab
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Allocated usual care alone
n=2094 (100%)

Received tocilizumab
n=44/1664‡ (2.6%)

Number randomized between
tocilizumab and usual care alone

n=4116 (19%)

Did not proceed to second randomisation
− Potentially eligible but not randomised

− No clinical evidence of progressive COVID 19
− Contraindicated medical history

n=17434 (81%)

First randomisation†
Part A: Dexamethasone (n=542)

Lopinivir−ritonavir (n=557)
Hydroxychloroquine (n=383)
Azithromycin (n=2041)
Colchicine (n=3083)
Usual care (n=8107)

Part B: Convalescent plasma (n=5285)
REGN−COV2 (n=2416)
Usual care (n=6301)

Part C: Aspirin (n=4450)
Usual care (n=4594)

Total recruited*
n=21550
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Tocilizumab 

(n=2022) 
Usual care 
(n=2094) 

Part A allocation   
Usual care 839 (41%) 869 (41%) 
Lopinavir/ritonavir 51 (3%) 64 (3%) 
Dexamethasone 49 (2%) 45 (2%) 
Hydroxychloroquine 37 (2%) 38 (2%) 
Azithromycin 197 (10%) 177 (8%) 

 
Use of systemic corticosteroids^   
Yes 1664 (82%) 1721 (82%) 
No 357 (18%) 367 (18%) 
Unknown 1 (<1%) 6 (<1%) 
Data are mean (SD), n(%), or median (IQR). Information on sex, ethnicity, and SARS-CoV-2 test result were 
recorded on the main randomisation form when patients first entered the study. All other information was recorded 
on the second randomisation form (when patients were randomly assigned to tocilizumab vs. usual care alone). * 
includes 3 pregnant women. † Includes 9 patients not receiving any oxygen and 1859 patients receiving low-flow 
oxygen. ‡ includes patients receiving high-flow nasal oxygen, continuous positive airway pressure, or other non-
invasive ventilation). § Includes patients receiving invasive mechanical ventilation or extra-corporeal membranous 
oxygenation. ¶ Defined as requiring ongoing specialist care. || Defined as estimated glomerular filtration rate <30 
mL/min/1.73m² $ 2631 and 1615 participants were randomised into parts B and C of the first randomisation 
respectively. ^Information on use of corticosteroids was collected from 18 June 2020 onwards following 
announcement of the results of the dexamethasone comparison from the RECOVERY trial. Participants undergoing 
first randomisation prior to this date (and who were not allocated to dexamethasone) are assumed not to be 
receiving systemic corticosteroids. 
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Table 1: Baseline characteristics by randomised allocation 581 

 
Tocilizumab 

(n=2022) 
Usual care 
(n=2094) 

   
Mean (SD) Age, years 63.3 (13.7) 63.9 (13.6) 

t18 to <70 1332 (66%) 1354 (65%) 
t70 to <80 477 (24%) 480 (23%) 
t80 213 (11%) 260 (12%) 

 
Sex   

Male 1335 (66%) 1437 (69%) 
Female* 687 (34%) 657 (31%) 

 
Ethnicity   

White 1356 (67%) 1426 (68%) 
Black, Asian, or Minority Ethnic 341 (17%) 357 (17%) 
Unknown 325 (16%) 311 (15%) 

 
Number of days since symptom onset 9 (7-13) 10 (7-14) 
 
Number of days since hospitalisation 2 (1-5) 2 (1-5) 
 
Oxygen saturation, % 94 (92-96) 94 (91-95) 
 
Respiratory support at second randomisation   

No ventilator support† 935 (46%) 933 (45%) 
Non-invasive ventilation‡ 819 (41%) 867 (41%) 
Invasive mechanical ventilation§ 268 (13%) 294 (14%) 

 
Biochemistry at second randomisation   

Latest C-reactive protein, mg/L 143 (107-203) 144 (106-205) 
Ferritin, ng/mL 947 (497-1599) 944 (507-1533) 
Creatinine, umol/L 77 (62-98) 77 (62-100) 

 
Previous diseases   

Diabetes 569 (28%) 600 (29%) 
Heart disease 435 (22%) 497 (24%) 
Chronic lung disease 473 (23%) 484 (23%) 
Tuberculosis 3 (<1%) 5 (<1%) 
HIV 7 (<1%) 8 (<1%) 
Severe liver disease¶ 14 (<1%) 10 (<1%) 
Severe kidney impairment|| 118 (6%) 99 (5%) 
Any of the above 1100 (54%) 1163 (56%) 

 
SARS-Cov-2 test result   

Positive 1891 (94%) 1967 (94%) 
Negative 68 (3%) 66 (3%) 
Test result not yet known 63 (3%) 61 (3%) 

 
First randomisation$   
Number of days since first randomisation 0 (0-1) 0 (0-1) 
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 584 
Table 2: Effect of allocation to tocilizumab on main study outcomes 585 

 

Treatment allocation 

RR (95% CI) p value 
Tocilizumab 

(n=2022) 
Usual care 
(n=2094) 

     
Primary outcome     
Total: 28-day mortality 596 (29%) 694 (33%) 0.86 (0.77-0.96) 0.0066 
 
Secondary outcomes     
Median time to being discharged alive, days 20 >28   
Discharged alive from hospital within 28 days 1093 (54%) 990 (47%) 1.22 (1.12-1.34) <0.0001 
Receipt of invasive mechanical ventilation or death* 571/1754 (33%) 687/1800 (38%) 0.85 (0.78-0.93) 0.0005 

Invasive mechanical ventilation 215/1754 (12%) 273/1800 (15%) 0.81 (0.68-0.95) 0.01 
Death 471/1754 (27%) 552/1800 (31%) 0.88 (0.79-0.97) 0.01 

 
Subsidiary clinical outcomes     
Receipt of ventilation† 233/935 (25%) 242/933 (26%) 0.96 (0.82-1.12) 0.61 

Non-invasive ventilation 222/935 (24%) 223/933 (24%) 0.99 (0.84-1.17) 0.94 
Invasive mechanical ventilation 45/935 (5%) 63/933 (7%) 0.71 (0.49-1.03) 0.07 

Successful cessation of invasive mechanical ventilation‡ 91/268 (34%) 94/294 (32%) 1.07 (0.80-1.43) 0.64 
Use of haemodialysis or haemofiltration§ 103/2003 (5%) 142/2075 (7%) 0.75 (0.59-0.96) 0.02 
Data are n(%), n/N (%), or median (interquartile range).  RR=rate ratio for the outcomes of 28-day mortality, hospital discharge and 
successful cessation of invasive mechanical ventilation, and risk ratio for other outcomes. * Analyses include only those on no ventilator 
support or non-invasive ventilation at second randomisation. † Analyses include only those on no ventilator support at second 
randomisation. ‡ Analyses restricted to those on invasive mechanical ventilation at second randomisation. § Analyses exclude those on 
haemodialysis or haemofiltration at second randomisation. 
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Figure 2: Effect of allocation to tocilizumab on (a) 28−day mortality and
(b) discharge from hospital alive within 28 days of randomisation
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Figure 4: Tocilizumab vs usual care in patients hospitalised with COVID −
Meta−analysis of mortality in RECOVERY and other trials

Tocilizumab Usual care (O−E)* Var(O−E)
Observed−ExpectedDeaths / Patients randomised (%)

Ratio of death rates, RR (95% CI)

Tocilizumab
better

Tocilizumab
worse

COR−IMUNO TOCI 7/64 (10.9) 8/67 (11.9) −0.3 3.3 0.91 (0.31−2.65)
RCT−TCZ−COVID−19 2/60 (3.3) 1/66 (1.5) 0.6 0.7 2.17 (0.22−21.3)
BACC Bay 9/161 (5.6) (3/82) x2† (3.7) 1.0 2.6 1.51 (0.44−5.13)
COVACTA 58/294 (19.7) (28/144) x2† (19.4) 0.3 15.3 1.02 (0.62−1.68)
EMPACTA 26/249 (10.4) (11/128) x2† (8.6) 1.6 7.5 1.23 (0.60−2.52)
REMAP−CAP 98/353 (27.8) 142/402 (35.3) −14.2 40.8 0.71 (0.52−0.96)
TOCIBRAS 14/65 (21.5) 6/64 (9.4) 3.9 4.3 2.51 (0.97−6.50)
Subtotal: 7 trials 214/1246 (17.2) 241/1307 (18.4) −7.2 74.5 0.91 (0.72−1.14)

RECOVERY 596/2022 (29.5) 694/2094 (33.1) −48.2 316.0 0.86 (0.77−0.96)

All trials 810/3268 (24.8) 935/3401 (27.5) −55.4 390.5
p=0.005

0.87 (0.79−0.96)
Heterogeneity between RECOVERY and previous trials: χ1

2=0.2

† For balance, controls in the 2:1 studies count twice in the control totals and subtotals.

* Log−rank O−E for RECOVERY, O−E from 2x2 tables for the other trials. RR is calculated by taking ln RR to be (O−E)/V with Normal variance 1/V. Subtotals or
totals of (O−E) and of V yield inverse−variance−weighted averages of the ln RR values.
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28 Şubat 2022

15 RKÇ dahil edilmiş

Sadece steroid alanlar dahil edilmiş

• 5339 hasta
• 2117 basit oksijen desteği
• 2505 NIV
• 717 IMV



Bu metaanalize göre basit oksijen 
desteği veya NIV alan hastalarda 
klinik olarak anlamlı bir şekilde 

mortaliteyi azaltmıştır. 



ANAKINRA



September 3, 2021



Effect of anakinra on mortality in patients with COVID-19: a systematic review and patient-level meta-analysis
Lancet Rhemotology. August 9, 2021 





Effect of anakinra on mortality in patients with COVID-19: a systematic review and patient-level meta-analysis
Lancet Rhemotology. August 9, 2021 



Rheumatology (Oxford). 2021 Dec 1;60(12):5527-37





• Çalışmalarda kullanılan dozlar çok farklı
• 3x200
• 7 & 14 gün

• 2x100 (7 gün)

Çalışma sayısı daha az.

Rehberlerde yer bulamadı

Özetle Anakinra

COVID-19’da etkinliğini gösteren az sayıda 
çalışma var



JAK Inhibitörleri









Sorular

Antisitokinler için doğru zaman ne zaman?
CRP ya da diğer belirteçler için bir eşik değer 
olabilir mi?

Önce antisitokinler mi steroid mi ya da aynı anda 
mı?

İlaçların dozları süreleri nedir? 

Anti-sitokinlerin yan etkileri?



17 Temmuz, 2020







• Sağlık bakımı, antiviral tedavi, DVT profilaksisi
açısından benzer protokoller
• 60 gün takip edilmiş
• Yüksek doz steroid daha etkili olmadığı gibi, advers

olaylar daha fazla ve sağ kalıma olumsuz etkisi 
olmuştur.
• 8 mg/gün önerilir.





COVID-19’da Antikoagülan Kullanımı 
Hasta özellikleri Ayaktan Yatan

Servis (Hipoksik)
Süre Yatan

Yoğun Bakım Ünitesi

Gebe Profilaktik
DMAH

Gebe olmayan Önerilmez1 Tedavi Dozu2

DMAH
14 gün veya
taburcu edilene
kadar

Profilaktik3

DMAH

2 -D-dimer normalden yüksek
-Kanama riski yoksa (PLT<50, Hb<8,       

son 30 günde kanama öyküsü, 
kanama diyatezi sorunu)

3 -Servisten yoğun bakım ünitesine    
geçenlerde profilaktik doza 
geçilmeli

-Orta doz ya da tam tedavi dozu 
ÖNERİLMEZ

NIH. 22 Şubat 2022

1 -Taburculuk sonrası profilaktik AKA 
önerilmez.

-MICHELLE çalışması: Düşük doz 
rivaroksaban VTE riski olanlara 
verilsin.



COVID-19’da Aspirin Kullanımı 

JAMA. October 11, 2021



COVID-19’da Aspirin Kullanımı 





COVID-19 case

SpO2 ≥ 90%

Assess risk factors1

If risk factors present;
Inform patients about signs of 

progression
Suggest pulse oxymeter 

measurement at home between 
7-12. days of OoS
No Cortiosteroid

No Antibiotic 
Consider for hospitalization 7 

days after OoS

If there is no risk factor:
Outpatient follow up and give 

information about  signs of 
progression,

Suggest pulse oxymeter 
measurement at home between 

7-12. days of OoS
No Cortiosteroid

No Antibiotic 

SpO2 < 90%

Hospitalization

if there is progression in CT findings,
elevation of CRP, ferritin, IL-6 levels, and

lymphopenia
consider disease progression

Dexamethazon2,3 6 mg/gün
Tocilizumab4 8 mg/kg q12-24
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