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Critical Care 23, Article number: 99 (2019) | Cite this article
24k Accesses | 128 Citations | 170 Altmetric | Metrics

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Perez-Padilla 2009 4 7 8 11 7.4% 0.79[0.38, 1.64]
Diaz 2012 25 136 41 236 103% 1.06 [0.67, 1.66] S
Rios 2011 38 75 47 103 11.8% 1.11[0.82,1.51] =
Moreno 2018 166 604 234 1242 129% 1.46[1.23,1.74] -
Lee 2014 50 264 87 817 11.7% 1.78[1.29, 2.45] —
Viasus 2011 3 37 7 160 3.1% 1.85[0.50, 6.83]
Brun-Buisson 2011 28 83 21 125 9.9% 201 1.23.3.24] -
Jung 2011 54 99 24 120 10.9% 2.73[1.83, 4.07) o
Cao 2016 81 204 11 24 9.0% 3.03[1.70, 5.40] —
Li 2017 232 1055 74 1086 12.4% 323 252,413 -
Total (95% CI) 2564 3984 100.0% 1.75[1.30, 2.36] -
Total events 681 554 . , .

Heterogeneity: Tau®=0.17, Chi*= 5599, df=9 (P < 0.00001), F= 84%

Test for overall effect: Z= 3.71 (P = 0.0002) 0.1 0.2 0.5 L 2 3 10

Favours corticosteroids Favours control
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Use of corticosteroids in influenza-associated acute

respiratory distress syndrome and severe pneumonia:
a systemic review and meta-analysis

Yuqing Zhou, Xiaofang Fu, Xiaoxiao Liu, Chenyang Huang, Guo Tian, Cheng Ding, Jie Wu, Lei Lan &
Shigui Yang

Scientific Reports 10, Article number: 3044 (2020) | Cite this article
4736 Accesses | 156 Citations | 34 Altmetric | Metrics

Ddds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% Cl IV, Random, 95% CI
Unadjusted estimate
Carrillo-Esper 2011 -0.4943 1.0365 1.6% 0.61 [0.08, 4.65)
Rios 2011 01989 0.3058 9.6% 1.22 [0.67, 2.22] -1
Huang 2017 0.2311 06535 356% 1.26 [0.35, 4.54] B
¥i2010 0.2624 05413 4 8% 1.30[0.45, 3.76] B R
Kim 2011 0.5933 0.3544 8.3% 1.81 [0.90, 3.63) T
Sertogullarindan 2011 0.7561 09514 1.9% 2130.33,13.79)
Wiasus 2011 1.0152 0.7872 26% 2,76 [0.59,12.91] =
Linko 2011 15581 15023 08% 4.75(0.25, 90.25]
Kinikar 2012 20943 06134 4.0% 812 [2.44, 27.02)
Chawla 2013 24673 1.0835 1.5% 11.79[1.41, 98.59]
Subtotal (95% CI) 38.8%  1.98[1.23,3.17) <>
Heterogeneity, Taw*= 016, Chi*=1315,df=9(F=016), P= 32%
Test far owerall effect £= 2 83 (P = 0.005)
Adjusted estimate
Liz20n7 0223 0182 13.7% 0.80[0.56,1.14] -
Lee 2015 01133 01846 1356% 1.12[0.78, 1.61] -+
Moreno 2018 02776 01024 164% 1.32[1.08,1.61] il
Cao 2016 0.5933 0.3679 7.9% 1.81([0.88 3.72) T
Brun-Buisson 2011 09517 0.3066 9.6% 2.50[1.42 472 -
Subtotal (95% CI) 61.2% 1.31[0.95, 1.80] ->
Heterogeneity Tau®= 009, Chi*=13.30, df= 4 (P=0.010); F= T0%
Test for overall effect Z=163(F=010)
Total (95% Cl) 100.0%  1.53[1.16, 2.01] L 4
Heterogeneity, Tau®= 0.11; Chi*= 30.06, df= 14 (P = 0.007); F= 53% iu o1 U=1 : 1:l:| wlf

Test for overall effect £= 3.06 (F = 0.002)
Test for subdrouo diferences: Chif= 2.03. df=1{(P=015). F=508%

Favours [CS] Favours [no-CS]
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Yuqing Zhou, Xiaofang Fu, Xiaoxiao Liu, Chenyang Huang, Guo Tian, Cheng Ding, Jie Wu, Lei Lan &
Shigui Yang

Scientific Reports 10, Article number: 3044 (2020) | Cite this article
4736 Accesses | 156 Citations | 34 Altmetric | Metrics

Odds Ratio Odds Ratio
_Study or Subgroup __log{Odds Ratio] SE_Weight IV, Random, 95% Cl IV, Random, 95% CI
Unadjusted estimate
Chawla 2013 24675 1.0825 56% 11.79[1.41,98.41)
Huang 2017 0.2311 06577 106%  1.26[0.35 4.57) ——
Linko 2011 15575 1.4962 34%  4.75(0.25,89.12
%I 2010 0.2657 0.5456 126%  1.30[0.45, 3.80] —t—
Subtotal (95% Cl) 32.3%  2.06[0.81, 5.21] s

Heterogeneity Tau*= 024, Chi*= 4.08, df= 3 (FP=025); F= 26%
Test for overall effect Z=152 (P=013)

Adjusted estimate

Brun-Buissan 2011 09517 03066 17.8% 25891.42 4.7 —

Can 2016 06152 0.3849 16.1% 1.85 [0.87, 3.93] T——

Kim 2011 0.5878 0.4892 13.8% 1.80 [0.59, 4.70] -t

Li 2017 -0.4005 01919 201% 0.67 [0.46, 0.98] -

Subtotal (95% Cl) 67.7%  1.50[0.70, 3.19] .

Heterogeneity. Tau®= 0.48; Chi*=17.29, df= 3 (P = 0.0006), F= 83%

Test for overall effect Z=1.04 (P = 0.30)

Total (95% Cl) 100.0%  1.680.94, 3.01] r.

Heterogeneity: Tau®= 0.41; Chi*= 22.80, di= 7 (P = 0.002); F= 69% ium D1'| 1 I*D n:mi

Test for overall effect: Z=1.74 (P = 0.08)

Test for subaroun diffierences: Chi#= 0.27. df= 1 (P = 0.60). F= 0% Favours [CS] Favours [no-CS]
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Dexamethasone treatment for the acute

respiratory distress syndrome: a multicentre, 100 -

-15-3% (-25-9 to -4-9); p=0-00
randomised controlled trial 5-3% (-25-9t0-4-9);p 47

Jests Villar MD # © d 8 = Carlos Ferrando MD  br ¢, Domingo Martinez MD f Alfonso Ambrés MD &, Tomis
Mufioz MD h,Juan A Soler MD f, Gerardo Aguilar MD €, Francisco Alba MD I Elena Gonzélez-Higueras MDJ, Luis
A Conesa MD f, Carmen Martin-Rodriguez MD 8, Francisco ) Diaz-Dominguez MD k Pablo Serna-Grande MD I,
Rosana Rivas MD ', José Ferreres MD ™, Javier Belda MD €, Lucfa Capilla MD ™ ©, Alec Tallet MD P ... Jestis Villar

Fh

Procedures

Patients assigned to the dexamethasone group received the first dose immediately
after being randomly assigned (no later than 30 h after ARDS onset). Patients in
the dexamethasone group received an intravenous dose of 20 mg once daily from

Probability of survival (%)
Y a
W o
1 L

— Dexamethasone group

day 1 to day 5, which was reduced to 10 mg once daily from day 6 to day 10. We — Oﬂth' group

selected these doses and time of treatment by quadrupling the dose by Meijvis

and colleagues'’ the first 5 days and then doubling the dose used by Meijvis and 0 1 ) 1 ) I |
colleagues'” because patients in our trial were sicker than the patients in the 0 10 20 30 40 SO 60

- Days since randomisation
Number at risk Y3

Dexamethasone 139 128 119 114 112 111 110
Control 138 123 105 98 94 93 88
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Randomised Evaluation of COVID-19 Therapy

A All Participants (N=6425) B Invasive Mechanical Ventilation (N=1007) €2 [SORNAL o MEDICINE o E Q =
100+ 1004 7 X " o
R io, 0. % Cl, 0.51-0. The Good it Why Medics icles of 2 ST s the disgnose? woicie { Medicares New Device
Rate ratio, 083 (95% C1, 0.75-0.93) MR SR RN YR e s R, e
P<0.001 Are Anything but Pers... B+ Streptococeal Pharyngitis Breakthrough or Breakdows
804 * 80
Editor's Note: A preliminary version of this article was published on July 17, 2020, at NEJM.org
g 60 g 60 ORIGINAL ARTICLE
z z s
'-:5 Té Usiial care Dexamethasone in Hospitalized Patients with Covid-19
g 40 g 40+ The RECOVERY Collaborative Group
Usual care
204 204 Dexamethasone = Article  Figures/Media Metrics February 25, 2021
Dexamethasone N Engl ] Med 2021; 384:693.704
] 40 References 769 Citing Articles 8 Comments DOLKI0SGINEIManZ02136
c T T T 1 C T T T 1
0 7 14 21 28 0 7 14 21 28
Days since Randomization Days since Randomization
No. at Risk No. at Risk .
Usual care 4321 3754 3427 3271 3205 Usual care 683 572 481 424 400 Respiratory Support
Dexamethasone 2104 1902 1724 1658 1620 Dexamethasone 324 290 248 232 228 at Randomization Dexamethasone Usual Care Rate Ratio (95% C')
no. of events/total no. (%
C Oxygen Only (N=3883) D No Oxygen Received (N=1535) 2 ; f / (%)
100~ 100 Invasnv.e rr.lechamcal 95/324 (29.3) 283/683 (41.4) ——E— 0.64 (0.51-0.81)
Rate ratio, 0.82 (95% Cl, 0.72-0.94) Rate vatio, 1,19 (9596 C1, 0.92-155) ventilation
ate ratio, 1. ,0.92-1.
Oxygen only 298/1279 (23.3) 682/2604 (26.2) —[T— 0.82 (0.72-0.94)
L 204 No oxygen received 89/501 (17.8) 14571034 (14.0) —_— 1.19 (0.92-1.55)
= = All Patients 482/2104 (22.9) 1110/4321 (25.7) <> 0.83 (0.75-0.93)
X 60 £ 60 P<0.001
£ % Chi-square trend across three categories: 11.6 ; : : ;
£ 5 401 0.50 075  1.00 150  2.00
= s o
Usual care
20 204 Dexamethasone Dexamethasone Usual Care
Dexamethasone Better Better
Usual care
0 T T T 1 0— T T T 1
0 7 14 21 28 0 7 14 21 28
Days since Randomization Days since Randomization
No. at Risk No. at Risk
Usual care 2604 2195 2018 1950 1916 Usual care 1034 987 928 897 889
Dexamethasone 1279 1135 1036 1006 981 Dexamethasone 501 477 440 420 411




Original Investigation | Caring for the Critically Il Patient

September 2, 2020

Association Between Administration of
Systemic Corticosteroids and Mortality
Among Critically Ill Patients With COVID-

19
A Meta-analysis

The WHO Rapid Evidence Appraisal for COVID-19 Therapies (REACT) Working Group

Article Information

JAMA. 2020;324(13):1330-1341. doi:10.1001/jama.2020.17023

ClinicalTrials.gov

Initial dose and
administration

No. of deaths/total
MNo. of patients

Steroids  No steroids

Odds ratio
{95% CI)

Drug and trial identifier
Dexamethasone
DEXA-COVID 19 NCTD4325061
CoDEX NCTD4327401
RECOVERY NCTD4381936

Subgroup fixed effect
Hydrocortisone

CAPE COVID NCT02517489

COVID STEROID NCTD4348305

REMAP-CAP NCTO2735707

Subgroup fixed effect
Methylprednisolone

Steroids-SARI  NCTD4244591
Owerall (fixed effect)

P=_.31 for heterogeneity; I = 15.6%
Owerall {random effects?®)

High: 20 mg/d intravenously
High: 20 mag/d intravenously
Low: & mg/d orally or intravenously

Low: 200 myg/d intravenously
Low: 200 mg/d intravenously
Low: 50 mg every 6 h intravenously

High: 40 mg every 12 h intravenously

27 2/12

69/128 76/128
95/324 283/683
166/459 361/823

1175  20/73
6/15  2/14
26/105 29/92
437195 51/179

13/24 1323
222/678 425/1025

222/678 425/1025

2.00{0.21-18.69)
0.80(0.49-1.31)
0.59(0.44-0.78)
0.64 (0.50-0.82)

0.46 (0.20-1.04)
4.00 (0.65-24.66)
0.71(0.38-1.33)
0.69(0.43-1.12)

0.91(0.29-2.87)
0.66(0.53-0.82)

0.70(0.48-1.01)

0.2

Favors no
steroids

Favors
steroids

Odds ratio (95% CI)
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Weight,

0.92

18.69
27.00
76.60

6.80
1.39
11.75
19.94

3.46
100.0
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NNT: 8-29

Corticosteroids Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
CAPE COVID 11 75 20 73 2.4% 0.46 [0.20, 1.04]
CoDEX BS 151 01 14B 5.7% 0.B1 [0.51, 1.2RB]
COVID STERDQID & 15 2 14 0.2X% 4.00 [0.65, 24.66] >
DEXA-COVID 19 2 7 2 12  0.1% 2.00[0.21, 1K.69] ¢ >
Edalatifard et al. 2 34 12 2B 1.7% Q.08 [0.02, 0.42] ¢
Jamaatl et al 1& 25 15 25 0.8 1.19 [0.3R, 3.72] + >
METCOVID 72 194 76 169 G6.7% 0.96 [0.64, 1.44]
RECOVERY 2020 4K2 2104 1110 4321 79.1% (.86 [0.76, 0.97] ——
REMAP-CAP 26 105 20 02 3.3%  0.71[0.38, 1.33] ¢
Total (95% CI) 2710 4912 100.0% 0.84 [0.76, 0.94] -"'-
Total events 702 1357
Heterogeneity: ChE = 14 55, df = B {P = 0.07); F = 45X ﬂ:5 ﬂ:? : 1:5 il
Test for overall effect: Z = 3.03 (P = 0.002} Favours [experimental] Favours [control]

) N




Biztos!?

Alacsony dozisu szteroid:
100mg hidrokortizon 3x VAGY NNT: 8-29
6mg dexametazon 1x, 10 napig: Biztos!

Egyeb dozisok, egyéb hosszusagu terapiak,
tovabbi szteroid adasa a kesobbi fazisban:

) N
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Vascular endothelial cell

=

CENC.

gp130
*‘*_ ° 0 IL-6, IL-8, MCP-1, PAI-1
infection
g | X X |
SARS-CoV-2 IL-6/sIL-6R ® o0 &
' X X |
® 9%

=) e =)

Vascular leakage I

Cytokine storm
Sepsis
ARDS
Burns
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v s ﬂ L i i IMACES IN CLINIEAL '@ MACES IN CLINICA
i e A w
Interleukin-6 Receptor Antagonists in Critically Ill Patients with Covid-19
The REMAP-CAP investigators
L Atticle  Figures/Media Metrics Feb
n 26 References 1 Citing Article
B
1.0+
.2 Tocilizumab
s o (N=350)
S 08+
S 074
§ gl Control Sarilumab
£ (N=397) (N=45)
a 0.5+
3
a 044
o
2 03 ¢ Tocilizumab Control
= Sarilumab N=350 (N=397)
g 029 (N=45) ( )
S 0.1 T T T T T T T T 1
0.0 00 01 02 03 04 05 06 07 08 09 10
T T T T T i
-10 5 10 15 20 Proportion
EEEEEN SEEEEN
Organ Support-free Days -10123456789101112131415161718192021
Organ Support-free Days
C D
1.0 Pooled
0.9 Interleukin-6
0.8 Receptor
’ Antagonists

Control

popliiel (N=395)

Cumulative Proportion of Patients
o
w
1

Control
Pooled interleukin-6 receptor antagonists (N=397)
0.3 (N=395)
0.2+
- T T T
w 00 01 02
0.0+
| R T T T T
-10 5 10 15 20 EEEEE
Organ Support-free Days -10123

T T T T T T T 1
03 04 05 06 07 08 09 10
Proportion

i EEEEN
4567 89101112131415161718192021

Organ Support-free Days

- Sarilumab = Tocilizumab = Control = Pooled interleukin-6 receptor antagonists
A B
Hazard ratio with pooled interleukin.6 receptor antagonists,
1.61 (95% credible interval, 1.25-2.08)
1.00 1.00+
= =
2 2
g 0.754 D g 0.754
= =
7] n
e -
: 0.504 Hazard ratio with tocilizumab, i 0.50
= 1.59 (95% credible interval, 1.24-2.05) =
| Hazard ratio with sarilumab ?
8 0254 Mana PArL A 23 025
o 1.82 (95% credible interval, 1.22-3.38) e
a a
000 T T T T T 1 000 T T T T T 1
0 15 30 45 60 75 90 0 15 30 45 60 75 90
Days Days
No. at Risk No. at Risk
Sarilumab 48 42 37 31 31 31 31 Pooled 401 342 303 273 261 257 255
Tocilizumab 353 300 266 242 230 226 224 Control 402 323 268 242 231 226 225
Control 402 323 268 242 231 226 225
C D
Hazard ratio with tocilizumab, Hazard ratio with tocilizumab,
1.00 1.42 (95% credible interval, 1.18-1.70) 1.00 1.41 (95% credible interval, 1.18-1.70)
g‘, Hazard ratio with sarilumab, 5:0 Hazard ratio with sarilumab,
g .64 ¥ i i 21-2, o 4 % i i , 1.17-2.4
£ 0.754 1.64 (95% credible interval, 1.21-2.45) £ 0754 1.51 (95% credible interval, 1.17-2.40)
e o=
(=¥ Qe
S g 0501 ‘s £ 050
] Z
EE& = E
= 0.254 L& 0.254
- o
4 2
a a
0.00 T T T T T 1 0.00 T T T T T 1
0 15 30 45 60 75 920 0 15 30 45 60 75 90
Days Days
No. at Risk No. at Risk
Sarilumab 48 18 14 7 7 7 7 Sarilumab 48 26 19 10 10 10 10
Tocilizumab 353 162 125 99 91 90 89 Tocilizumab 353 234 163 118 106 103 101
Control 402 236 184 157 140 134 132 Control 402 297 218 182 159 148 145
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(a) 40 —
RR 0.86 (0.77-0.96)

Log-rank p=0.0066
Usual care

Tociizumab NNT ~ 20

30 —

Mortality, %
N
o
|

0 | | T |
0 7 14 21 28
Time since randomisation (days)

Number at risk
Active 2022 1741 1553 1386 1284

Control 2094 1740 1518 1372 1250
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Experimental Control Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

BACC Bay 5 141 & 164 0.BX 1.56 [0.54, 4.40] ¢
COR-IMMUND-TOCI 7 64 B &7 1.0% 0.91[0.31, 2.66] ¢ ¢
COVALTA S8 204 G 2BF G.6X  1.02 [0.68, 1.53]

COVINTOC 1 81 15 BB 1.9% 0.67[0.29,1.55] ¢

EMPACTA 26 149 22 156 35X 0.71[0.39,1.30] ¢

Lescure et al. W 32 7 B4 15X 1.00[0.48, 2.58] g
RCT-TCZ-COVID-18 2 Gl 1 &6 0.1% 2.24[0.20, 25.37] ¢ 4
RECOVERY 596 2022 694 2094 69.9%X  0.84 [0.74, 0.96] —i—

REMAP-CAP B8 353 142 ad2 13.9%  0.70 [0.52, 0.96] -

TOCIBRAS 14 a5 & &4 0.7% 2.65[0.05, 7.42] g
Total (95% CI) 3691 3473 100.0% 0.85 [0.76, 0.95] -‘-

Total events B51 057

Heterogenelty: Che = 0,77, df = O (P = 0.37); F = BX ﬂ’s ﬂ:? ] 1:5 3

Test for overall effect: Z = 2.58 (P = 0.004) Favours [experimental] Favours [control]
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Biztosan nem!

Hydroxychloroquin
Lopinavir-ritonavir
Azitromicin
Convalescent plazma
Terapias antikoagulacio
y (az ITO-n)

Colchicine
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Prof Martin Landray

Randomizalj, hogy mindenki

' tanulhasson beléle!

Ha nem tudod a valaszt, ne csak ird
a gyogyszereket...




