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'RECOVERY: DXM 6mg/i x 10j

A All Participants (N=6425)

B Invasive Mechanical Ventilation (N=1007)
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Figure 2. Mortality at 28 Days in All Patients and According to Respiratory Support at Randomization.
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INFLUENCE DE LA SEVERITE




Séverite

Figure 3. Association Between Corticosteroids and 28-Day All-Cause Mortality Within Subgroups Defined
by Patient Characteristics at the Time of Randomization

No. of deaths/total
No. of patients

No steroids

Odds ratio
(95% Cl)

Subgroup Steroids
Invasive mechanical ventilation (IMV)
No (1= 0%) 14/70
Yes (I4=44.1%) 208/608
Oxygen treatment without  298/1279
IMV (RECOVERY)
Taking vasoactive medication
Na (12= 0%) 51/184
Yes (12=10% 76/169
Age,y
<60 (12= 0% 72/338
>60 (12=49.7%) 150/339
Sex
Female (1= 0%) 60/202
Male (12= 14.7%) 162/476
Symptomatic, d
<7 (I1=69.1% 51/130
=7 (12=0%) 139/418

28/74
397/951
682/2604

68/184
74/158

141/482
284/541

106/286
319/739

99/211
293/693

0.41 (0.19-0.88)
0.69 (0.55-0.86)
0.86 (0.73-1.00)

0.55 (0.34-0.88)
1.05 (0.65-1.69)

0.67 (0.48-0.94)
0.69(0.51-0.93)

0.66 (0.43-0.99)
0.66 (0.51-0.84)

0.63 (0.39-1.04)
0.64 (0.49-0.83)
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'SDRA (Covid & Non-Covid)

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 COVID 19
Angus 2020 18 &8 10 439 0.0% 120066, 2.56]
COVID STERQID 2020 2 5 1 & 0.2% 2400320, 19.324]
Deguin 2020 10 Gl 17 9 2.9% 057 (028, 1.14] ——w
DEXA-COVIDLS 2020 2 7 2 12 0.5% 1710321, 9.61]
Horbey 2020 as 224 282 BEHZ  19.1% 071058, 0.86] -
Jeranimo 2020 5B 71l (210l 70 23.6% 0.as [0.82, 1.10] -
Steroids-5AFR] 2020 10 13 9 14 5.4% 1.20[0.723, 1.96] T
Tomazini 2020 a5 151 al 148  19.2% 092 076, 1.11] —=-
Subtotal (95% CI) 632 992 71.0% 0.88 [0.74, 1.03] .l
Total ewvents 262 463

Heterogeneity: Tau? = 0.02; Chi* = 1079, df = 6 (P = 0103, I = 44%
Test for overall effect; Z = L.53 (P =0.11)

1.1.2 Non Covid 19

Annane 2006 449 &5 G2 42 15.8% 0.86 [0.68, 1.08] —=
Liv 2012 2 12 7 14 0.8% 022 [0.08, 1.21]

Meduri 19498 2 16 & g 0.0% 0.20 [0.05, 0.81]

Meduri 2007 15 &3 12 28 2.6% 056 [0.20, 1.02] T
Fezk 20132 0] 18 E: e 0.0% Q.08 [0.00, 1.22]

Steinberg 2006 26 a9 26 a1l 0.0% 1.02 [0.85, 1.62]

Tongyoo 2016 34 a8 40 a9 5.8% 0.86 [0.60, 1.23] —
Yillar 2020 29 134 5o 138 0.0% 0.58 [0.359, 0.85]

Subtotal (95% CI) 258 233 29.0% 0.80 [0.65, 0.99] &
Total events 100 121

Heterogeneity, Tau? = 0.01; Chi* = 3,37, df = 3 (P = 0.34); P = 11%
Test for overall effect: 7 = 2.0%9 (P = 0.04)

Total (95% CI) 890 1225 100.0% 0.85 [0.75, 0.96] &
Total events 362 S84

i . ; i? = = = 2= } } }
Heterogeneity: Tau = 0.01; Chi 1474, df = 10 (P = 0.14); | 32% oo o5 T t -5
Test for overall effect; £ = 2.3 (F = 0.010) Corticosteroids  Control
Test for subgroup differences: Chi® = G046, df = 1 (P = 0.50), P = 0%

Chaudhuri, ICM 2021



'SDRA strict

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.22.2 Non-strict ARDS definition
Angus 2020 18 1] 10 439 2.5% 120066, 2.56] ]
COWID STERQID 2020 2 5 1 & 0.4% 240 [0.20, 19.324]
Deguin 2020 10 &l 17 549 2.4% Q057 [0.28, 1.14] ——f—mm
Horby 2020 as 224 282 BEZ 14 3% 071 (058, 0.86] —-—
Jeranimo 2020 58 71 &0 70016 1% 045 (082, 1.10] -
Steroids-5AR] 2020 10 12 2] 14 5.8% 1.20[0.72, 1.9¢] T
Subtotal (95% CI) 542 BBl 43.5% 0.89 [0.71, 1.12] ‘
Total events 19z 280

Heterogeneity, Tau? = 0.03; Chi® = 11.28, df = 5 (P = 0.05); I = 56%
Test for overall effect; £ = 0.98 (F = 0.23)

1.22.3 Strict ARDS definition

Annane 2006 49 &5 G2 a2 12.7% 0.86 [0.68, 1.08] —r
DEXA-COVID1S 2020 2 7 2 12 0.6% 1.71[0.31, 9.61]

Liv 2012 2 12 7 14 1.0% 022 [0.08, 1.21]

Meduri 1948 2 16 5 b 1.0% 020 [005 0.81]

Meduri 2007 15 &3 12 28 4. 1% 0.5¢ [0.20, 1.02] e
Fezk 2013 0 18 3 G 0.2% 0.08[000, 1.32] +

Steinberg 2006 26 89 26 al 6. 2% 1.02 [D.e5, 1.62] e
Tamazini 2020 BS 151 491 148 14 4% 082 (078, 1.11] =
Tongyoo 2016 24 a8 40 a9 B.5% 0.8¢ [0.60, 1.22] ——
Yillar 2020 29 134 5o 128 s 058 (039 0.85] A—f—
Subtotal (95% CI) 678 639 56.5% 0.77 [0.63, 0.94] E--
Total events 244 2498

Heterogeneity: Tau? = 0.04; Chi* = 15,93, df = 9 (P = 0.07); I = 44%
Test for overall effect: 72 =251 (F = 0.01)

Total (95% CI) 1220 1520 100.0% 0.82 [0.72, 0.95] &
Total events 437 578

i - : i = = = R = } } }
Heterogeneity: Tau = 0.032; Chi 2759, df = 15 (P = 0.02); | 465 oo o3 T £ -5
Test for overall effect; £ = 2.63 (F = 0.007) Corticosteroids Contral
Test for subgroup differences: Chi® = .82, df = 1 (P = 0.37), P = 0%
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PAC

Heterogeneity: = 0%

T
0.01

Corticosteroid Usual care . . . .
Risk ratio Favours corticosteroid | Favours no corticosteroid

Study or subgroup; year Events  Total Events  Total M-H, random, 95% Cl <+ E —
Severe I
Confalonieri et al,, 2005™ 0 23 8 23 0.06 (0.00 to 0.96) + :
El-Ghamrawy et al., 2006™ 3 17 6 17 0.50 (0.15 to 1.68) R
Gang et al., 2016" 3 29 3 29 1.00 (0.22 to 4.55) _—
Marik et al., 1993™ 1 14 3 16 0.38 (0.04 to 3.26) i
Nafae et al., 2013™ 4 60 6 20 0.22 (0.07t0 0.71) —_—
Sabry etal., 2011% 2 40 6 40 0.33 (0.07 to 1.55) —-—L-
Torres et al., 2015% 6 61 9 59 0.64 (0.24 to 1.70) —_—
Subtotal (95% Cl) 244 204 0.43(0.26t0 0.73) -’ i
Total events 19 41 :
Heterogeneity: I'=0% i

]
Less severe )
Blum et al., 2015™ 16 392 13 393 1.23 (0.60 to 2.53) —
Fernandez-Serrano et al., 2011 3 23 1 22 0.96 (0.06 to 14.37) E
McHardy et al., 19727 3 40 9 86 0.72 (0.20 to 2.51) ———
Meijvis et al,, 2011 9 151 11 153 0.83 (0.35 to 1.94) gt —
Snijders et al., 2010* 6 104 6 109 1.05 (0.35 to 3.15) —-—
Wagner et al., 1956 1 52 1 61 1.17 (0.08 to 18.30) ;
Subtotal (95% Cl) 762 824 1.00 (0.64 to 1.56) »
Total events 36 41 '
Heterogeneity: = 0% :
Total 95% CI 1006 1028 0.70 (0.50 to 0.98) ‘}
Total events 55 82 :

‘

1

0.1 10 100

Risk ratio
M-H, random, 95% Cl

Ye, CMAJ, 2020



‘ Grippe

Odds ratio Favours corticosteroid . Favours no corticosteroid
Study or subgroup; year Log (odds ratio) SE IV, random, 95% Cl -+ i b
Brun-Buisson et al., 2011* 0.9517 0.3066 2.59(1.42t04.72) § ——
Caoetal, 2016% 0.5933 0.3679 1.81(0.88t03.72) "i'—"'—
Delaney et al., 2016" 0.6152 0.2561 1.85(1.12 to 3.06) e
Kimet al., 2011% 0.7885 0.3872 2.20(1.03 to 4.70) e
Leeet al,, 2015% 0.5481 0.2128 1.73(1.14 to 2.63) f——
Lietal,2017%7 -0.223 0.182 0.80(0.56 to 1.14) _.._:..
Liem et al., 2009% 1.4134 0.6543 4.11 (1.14 to 14.82) !
Linko et al., 2011% 1.1939 0.9628 3.30(0.50t0 21.78) }
Moreno et al., 2018 0.2776 01024  132(1.08to161) -
Sheu et al., 2017* 0.5935 0.2803 1.81(1.05t03.14) E—x—
Xietal, 2010% 1.3002 0.6685 3.67 (0.99 to 13.60) :
Total (95% Cl) 1.70 (1.31 to 2.21) R
Heterogeneity: IF= 58% T : T
0.01 0.1 1 10 100
0dds ratio
IV, random, 95% Cl

Ye, CMAJ, 2020
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‘ FEquivalence des corticoides

5 mg prednisone (Cortancyl®) =
20 mg hydrocortisone
5 mg prednisolone (Solupred®)
4 mg triamcinolone (Kénacort®)
4 mg méthylprednisolone (Solumédrol®)
0.75 mg dexaméthasone (Soludécadron®)
0.75 mg bétaméthasone (Célestene®)




Efficacité

Figure 2. Association Between Corticosteroids and 28-Day All-Cause Mortality in Each Trial, Overall, and According to Corticosteroid Drug

No. of deaths/total

ClinicalTrials.gov Initial dose and 0. of patients Odds ratio Favors | Favors no Weight,
Drug and trial identifier administration Steroids Mo steroids {95% Cl) steroids steroids %
Dexamethasone |

DEXA-COVID 19 NCT04325061 High: 20 mg/d intravenously 2/7 2/12 2.00(0.21-18.69) | 0.92

CoDEX NCT04327401 High: 20 mg/d intravenously 69/128 76/128 0.80(0.49-1.31) ——.— 18.69

RECOVERY NCT04381936 Low: 6 mg/d orally or intravenously =~ 95/324 283/683 0.59(0.44-0.78) t 57.00

Subgroup fixed effect 166/459 361/823 0.64 (0.50-0.82) . 76.60
Hydrocartisone .

CAPE COVID NCT02517489 Low: 200 ma/d intravenously 11/75  20/73 0.46 (0.20-1.04) ; 6.80

COVID STEROID NCT04348305 Low: 200 ma/d intravenously 6/15 2/14 4.00(0.65-24.66) i 1.39

REMAP-CAP NCT02735707 Low: 50 mg every 6 h intravenously ~ 26/105 29/92 0.71(0.38-1.33) '- 11.75

Subgroup fixed effect 43/195 51/179 0.69(0.43-1.12) *ﬁ- 19.94
Methylprednisolone !

Steroids-SARI NCT04244591 High: 40 mg every 12 hintravenously 13/24  13/23 0.91(0.29-2.87) E I 3.46
Overall (fixed effect) 222/678 425/1025 0.66 (0.53-0.82) - 100.0
P=.31 for heterogeneity; 12 =15.6% i
Overall (random effects?®) 222/678 425/1025 0.70(0.48-1.01) f=:’_I::_‘::—-

0.2 1 4
Odds ratio (95% CI)
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‘ Tolérance

Figure 4. Association Between Corticosteroids and Serious Adverse Events in Each Trial

No. of events/total

ClinicalTrials.gov Initial dose and No. of patients Odds ratio Favors | Favors no

Drug and trial identifier administration Steroids No steroids (95% ClI) steroids | steroids
Dexamethasone

DEXA-COVID 19 NCT04325061 High: 20 mg/d intravenously 3/7 11/12 0.07 (0.01-0.86) ==

CoDEX NCT04327401 High: 20 mg/d intravenously 7/128 15/128 0.44(0.17-1.11) | ] :
Hydrocortisone

CAPE COVID NCT02517489 Low: 200 mg/d intravenously 28/75 30/73 0.85(0.44-1.65) —.—

COVID STEROID NCT04348305 Low: 200 mg/d intravenously 1/15 0/14 3.00(0.11-79.91) : : -

REMAP-CAP NCT02735707 Low: 50 mg every 6 h intravenously 2/105 1/92 1.77(0.16-19.81) &
Methylprednisolone :

Steroids-SARI NCT04244591 High: 40 mg every 12 h intravenously 23/24 23123 0.33(0.01-8.61) = =

0.05 0.1 1

Odds ratio (95% CI)

WHO REACT JAMA 2020



DXM 6 vs 12 mg (Covid)

Time to death curves censored at 90 d

50+
. 40+
c;:, 6 mg of dexamethasone
.E
- 30
E 12 mg of dexamethasone
- L
= 20- r
=]
n
E=]
2
~ 10
Hazard ratio, 0.83 (99% Cl, 0.63-1.10); P=.09
0__J T T T T T T T T 1
0 10 20 30 40 50 60 70 80 90
) Time since randomization, d
No. at risk
12 mg of dexamethasone
497 430 384 357 344 342 337 334 333 333
6 mg of dexamethasone
485 416 365 322 314 305 301 300 299 298

COVID STEROID 2 JAMA 2021



'DXM 6 vs 12 mg (Covid)

100.0% 0.0% 100.0% 0.0%
90.0% A = 10.0% 90.0% o F10.0%
80.0% o F20.0% 80.0% - F20.0%
70.0% o = 30.0% 70.0% o = 30.0%

< 60.0% 4 ~40.0% v o= 60.0% F40.0% o
4 3z W z
% 50.0%1 ~50.0% 2 % 50.0% o ~50.0% ©
—_ \J vV
O 40.0% 4 L60.0% = T 40.0%4 L60.0% =
30.0% 1 - 70.0% 30.0% A 70.0%
20.0% 1 - 80.0% 20.0% A F80.0%
10.0% 1 - 90.0% 10.0% o F90.0%
0.0% - 100.0% 0.0% 100.0%
075 082 090 100 110 122 135 -5.00 -2.50 0.00 250 5.00
Favours 6 mg Favours 12 mg Favours 6 mg Favours 12 mg
Fig. 1 Days alive without life support at day 28. Full posterior probability distributions for the effect of thie treatment on the primary outcome
(days alive without life support at day 28; primary analysis using weakly informative priors). Left plot displays the relative difference (Incidence rate
ratlo, IRR), while the right plot displays the absolute difference (mean difference, MD) In days, These results are adjusted for all stratification variables
and calculated as average treatment effects, as outlined in the methods section. An IRR > 1 or MD > 0 favours 12 mg dexamethasone; an IRR< 1 or
MD <0 favours 6 mg dexamethasone. The upper subplots display the cumulative posterior distributions, corresponding to the probabilities of effect
sizes (X-axis) < the values on the left Y-axis and > the values on the right Y-axis. The lower subplots display the entire posterior distributions, with
the bold, vertical line indicating the median value (used as the point estimate) and the area highlighted in red indicating the percentile-based 95%
credible interval. The vertical black lines represents exactly no difference, and the area highlighted in blue in the absolute effects plots represent
effect sizes smaller than the pre-defined minimally clinically important difference of 1 day in either direction [10].
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SDRA (COVID & NON-COVID)

MOLECULE & DOSE




Molécule

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.13.1 Hydrocortisone
Angus 2020 18 45 10 45 3.5% 1.20 [0.66, 2.586] S
Annane 2006 49 g5 62 92 12.7% 0.86 [0.68, 1.08] =
COVID STEEDID 2020 2 & 1 & 0.4% 2.40[0.30, 19.324]
Dequin 2020 10 6l 17 54 3.4% 057 [0.28, 1.14] —
Liu 2012 2 12 7 14 1.0% 022 [0.08, 1.21] —— 7
Tongyoo 2016 24 98 40 99 B.5% 0.86 [0.60, 1.23] —r
Subtotal (95% CI) 329 319 295%  0.85 [0.69, 1.04] &
Total ewents 115 1327

Hetarngeneity: Tau® = 0.01; Chi’ = 552, df = 5 (P = 0.326); ! = 9%
Test for overall effect; 2 = 1.55 (P = 0.12)

1.13.2 Methyprednisolone

leranimao 2020 58 il 60 700 16.1% 0.95 [0.82, 1.10] -
Meduri 1558 2 l& 5 = Lok 020 [0.05, 0.8]1]

Meduri 2007 15 &3 12 28 4. 1% 056 [0.30, 1LO3] =
Rezk 2013 0 138 3 9 0.2% 0.08 [0.00, 1.32] +

Steinberg 2006 26 84 26 9l 5.3% 1.02 [0.65, 1.62] o
Steroids-SAR] 2020 10 1z 9 14 SoER l2a[0.73, 1.98] T
Subtotal (95% CI) 270 220 33.5% 0.83 [0.59, 1.16] L3
Total ewents 111 115

Heterogeneity, Tau® = 0.08; Chi* = 1155, df = 5 (P = 0.04); I = 57%
Test for overall effect; 2 = 1.05 (P = 0.28)

1.13.3 Dexamethasone

DECA-COVIDL1S 2020 2 7 2 12 0.6% L71[021, 2.61]

Horbry 2020 a5 3224 283 6B2  14.3%  0.71[0.58 0.8¢] e
Tomazini 2020 85 151 91 148 14.4% 092 [0.76 1.11] e
Villar 2020 29 129 50 138 7.7%  05B8([0.329 0.85] ——
Subtotal (95% CI) 621 981 37.0% 0.76 [0.60, 0.96] L3
Total events 211 426

Heterngeneity Tau® = 0.03; Chi’ = 6.84, of = 2 (P = 0.08); I’ = 56%
Test for owerall effect: 2 = 2.20 {F = 0.02)

Total (95% CI) 1220 1520 100.0% 0.82 [0.72, 0.95] &
Total ewents 437 678

i B L Chit = = - S = } } }
Heterogeneity. Tau % 0.03; Chi 2759, df = 15 (P = 0.02); | 465 oS 03 1 £ =0
Test for overall effect; 2 = 2.65 (F = 0.007) Corticostaroids Control
Test for subgroup differences: Chi® = 0.49, of = 2 (P = 0.78), I = 0%

Chaudhuri, ICM 2021



' Délai d’initiation

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.14.1 Early steroid initiation
Angus 2020 15 &8 10 449 2.5% 1.20 [0.66, 2.56] i
Annane 2006 44 B85 B2 G2 12.7% 0BG 068, 1.08] —=
COYID STERQID 2020 2 5 1 [ 0.4% 240 [0.20, 19.24]
Diequin 2020 10 &1 17 54 3 4% 057 (028, 1.14] —
DEXA-COVID 1S 2020 2 7 2 12 0,63 1.71[0.21, 9.61]
Horbey 2020 45 324 283 BE3 14.3% 071 (058, 086] —-
leronima 2020 58 71 &0 o 16 1% Q.35 [0.82, 1.10] e
Liu 2012 2 12 7 14 1.0% 0323 (008, 1.21]
Meaduri 2007 15 G2 12 28 4. 1% .56 [0.20, 1.02] =
Fezk 2013 0 15 3 g 0.2% 008 [000, 1.32] +
Steroids-SAR] 2020 10 12 k2] 14 5.8% 1.20[0.72, 1.96] T T
Tomazini 2020 85 151 91 148 14.4% 092 [0.76, 1.11] —-r
Tangyon 2016 34 98 40 99 85% 0.86[060, 1.23] —
YWillar 2020 29 1249 o 128 7.7 058 [0.29 0.85] —
Subtotal (95% CI) 1115 1421 92.7% 0.83 [0.72, 0.95] ’
Total events 409 647

Heterogeneity: Tau? = 0.02; Chi* = 22,85, df = 13 (P = 0.04); I* = 43%
Test for overall effect; £ = 2.71 (F = 0.007)

1.14.2 Late steroid initiation

Meduri 1958 2 16 5 g L0%  0.20[0.05, 0.81]

Steinberg 2006 26 g9 26 3l 63% 102085 162] e
Subtotal (95% CI) 105 99 7.3%  0.52[0.11, 2.51] =P
Total events 28 21

Heterogeneity, Tauw? = 1.05; Chi* = 469, df = 1 (P = 0.03); | = 79%
Test for overall effect: 7 = 0.81 (P = 0.42]

Total (95% CI) 1220 1520 100.0% 0.82 [0.72, 0.95] &
Total ewvents 437 578

; T _ ki = = = 2= } f
Heterogeneity: Tau = 0.032; Chi 27549, df = 15 (P = 0.02); | 465 oos 013 T : =5
Test for overall effect; £ = 2.63 (F = 0.007) Corticosteroids  Control
Test for subgroup differences: Chi® = 033, df = 1 (P = 0.57), P = 0%

Chaudhuri, ICM 2021



‘ Dose

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.16.1 Low dose corticosteroid (less than 88 mg/d of methylprednisolone)
Angus 2020 15 &8 10 449 2.5% 1.20 [0.66, 2.56] i
Annane 2006 44 B85 B2 G2 12.7% 0BG 068, 1.08] —=
COYID STERQID 2020 2 5 1 [ 0.4% 240 [0.20, 19.24]
Diequin 2020 10 &1 17 54 3 4% 057 (028, 1.14] —
Horky 2020 a5 224 2BZ  BEHE 14.2% 071058 0.86] -
leranimo 2020 5 71 &0 0 16 1% 045 (082, 1.10] -
Liu 2012 2 12 7 14 1.0% .22 008, 1.21]
Meduri 2007 15 B3 12 28 4. 1% 056 (030, 1.03] =l
Fezk 2012 0 18 2 ] 0.2% 008 [0.00, 1.32] +
Steroids-SAR] 2020 10 13 4 14 5.8k 120073, 1.96] T
Tongwoo 2016 24 ag 40 a9 8.55% .86 060, 1.22] —
Subtotal (95% CI) 818 1123  70.0% 0.83 [0.71, 0.98] .
Total events 293 504

Heterogeneity, Tau? = 0.02; Chi* = 17.87, df = 10 (P = 0.08]; I? = 44%
Test for overall effect: 7 = 2.15% (P = 0.03)

1.16.2 High dose corticosteroid (more than 88 mg/d of methyprednisolone)

DEXA-COVID 1S 2020 2 7 2 12 0.65% L7102, 9.61]

Meduri 1948 2 16 5 g 1.0% 020 (005, 0.81]

Steinberg 2006 26 89 26 al 6. 2% 1.02 [D.e5, 1.62] —
Tomazini 2020 55 151 41 148 14.4% .82 [0.78, 1.11] -
Yillar 2020 29 124 50 128 s 0.58[0.29, 0.85] —E
Subtotal (95% CI) 402 397 30.0% 0.78 [0.54, 1.11] e
Total events 144 174

Heterogeneity, Tauw? = 0.08; Chi* = 972, df = 4 (P = 0.05); |* = 59%
Test for owverall effect: 72 = 1.38(F = 0.17)

Total (95% CI) 1220 1520 100.0% 0.82 [0.72, 0.95] &
Total ewvents 437 578

; T _ ki = = = 2= } f
Heterogeneity: Tau = 0.032; Chi 27549, df = 15 (P = 0.02); | 465 oos 013 T : =5
Test for overall effect; £ = 2.63 (F = 0.007) Corticosteroids  Control
Test for subgroup differences: Chi® = 0,12, df = 1 (P = (.73, P = 0%

Chaudhuri, ICM 2021



Dose

Bubble plot
o
e o
3
0“7
- 5——% @,
- © O 0
o
o
8 o)
C\I.I ]
(o]
'."I) ) o
I I 1 I | 1
20 40 60 80 100 120
mpdose
95% Cl * Studies

Linear prediction

Weights: Random-effects

Chaudhuri, ICM 2021



SDRA (COVID & NON-COVID)

DUREE




'SDRA (Covid & Non-Covid)

| Corticosteroids Control Risk Ratio Risk Ratio
| Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
1.15.1 7 days or less of corticosteroid therapy
Annane 2006 49 85 62 92 13.2% 0.86 [0.68, 1.08] =
COVID STEROID 2020 2 5 1 6 0.5% 2.40[0.30, 19.34]
Jeranimo 2020 58 71 60 70 16.8% 0.95 [0.82, 1.10] -
Liu 2012 2 12 Fi 14 1.0% 0.33 [0.08, 1.31]
Steroids-SARI 2020 10 13 9 14 5.9% 1.20[0.73, 1.96] ]
Tongyoo 2016 34 98 40 99 8.8% 0.86 [0.60, 1.23] -1
Subtotal (95% CI) 284 295 46.1% 0.93 [0.83, 1.04] &
Total events 155 179

| Heterogeneity: Tau® = 0.00; Chi* = 4.76, df = 5 (P = 0.45); I’ = 0%
| Test for overall effect: Z = 1.33 (P = 0.18)

| 1.15.2 Greater than 7 days of corticosteroid therapy

Dequin 2020 10 61 17 59 3.5% 0.57[0.28, 1.14] —
DEXA-COVID19 2020 2 7 2 12 0.7% 1.71[0.31, 9.61]
Horby 2020 95 324 283 683 14.9% 0.71[0.58, 0.86] -
Meduri 1998 2 16 5 8 1.0% 0.20 [0.05, 0.81]
Meduri 2007 15 63 12 28 4.2% (.56 [0.30, 1.03] ——]
Rezk 2013 0 18 3 9 0.2% 0.08 [0.00, 1.32] +
Steinberg 2006 26 89 26 91 6.5% 1.02 [0.65, 1.62] —
Tomazini 2020 85 151 91 148 14.9% 0.92 [0.76, 1.11] o
Villar 2020 29 139 50 138 8.0% 0.58 [0.39, 0.85] —_—
Subtotal (95% CI) 868 1176 53.9% 0.72 [0.57, 0.90] <>

| Total events 264 489

| Heterogeneity: Tau® = 0.04: Chi? = 16.25, df = 8 (P = 0.04); I’ = 51%
| Test for overall effect: Z = 2.92 (P = 0.003)

| Total (95% CI) 1152 1471 100.0% 0.81 [0.70, 0.94]
Total events 419 668
Heterogeneity: Tau® = 0.03; Chi* = 26.10, df = 14 (P = 0.03); I* = 46% 0:05 0:2
Test for overall effect: Z = 2.88 (P = 0.004) ' Coﬁicosteroids Control
Test for subgroup differences: Chi’ = 4.03, df = 1 (P = 0.04), I = 75.2%

L Fig. 3 Effect of corticosteroids on mortality. Studies subdivided by duration of corticosteroid therapy

*®

w4

20

Chaudhuri, ICM 2021



SDRA (COVID & NON-COVID)

TOLERANCE




'SDRA (Covid & Non-Covid)

Rates of neuromuscular weakness.

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
Mecuri 2007 4 63 1 28 2.2% 1.781[0.21, 15.20] '
Steinberg 2 00& 27 Fgi] 45 91  &7.8% 084 [0.61, 1.18]
Total (95% CI) 152 119 100.0% 0.85 [0.62, 1.18]
Tatal ewents 41 46

Heterogeneity: Tau® = 0.00; Chi® = 0.47, df = 1 (P = 0.49; 7 = 0% }

= } T
Test for overall effect: £ = 0.97 (P = 0.33) 0813 Co?'iizcostemidiPlacebo 5 28

Rates of gastrointestinal bleeding

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
Annane 2006 S B85 2 92 26.2% 2. 71 [0.54, 12.58] —)
COVID 5STEROID 2020 Q 5 0 [ Mot estimatle
Meduri 1998 Q 16 1 g8 loex 018 [0.01, 3.51] +
Steroids-SAR] 2020 1 12 o] 14 10.5% 221 [0 14, 72.55]
Tongyon 2016 2 ag 4 99 42.7% 0.76 [0.17, 2.30] —

Total (95% CI) 217 219 100.0% 1.20 [0.43, 3.34]
Total events e 7

R 2 R - B s o S I } }
Heterogeneity, Tau® = 0.08; Chi* = 2.21, df = 3 (P = 0.36); |I° = 6% o1 ol T o 100

Corticosteroid Placebo

Test for overall effect; 2 = 0.24 (P = 0.73)

Rates of hyperglycemia.

Corticosteroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M=-H, Random, 95% CI
Meduri 1998 5 1e 4 g 1.0% 063 [0.23, 1.71] +
Meduri 2007 45 G2 18 28 .65 1.11[0.81, 1.52] —
Steroids-5AR 2020 1 12 1 14 0.1% 1.08 [0.07, 15.50] 4 +
Tomazini 2020 47 151 42 148 T4% 1.10 [0.77, 1.55] s
Taongyoo 2016 Fa 48 &7 9% 34.6% 1.1a[l.01, 1.41] ——
Willar 2020 105 125 47 138 46.7H 1.07 [0.53, 1.24] ——
Total (95% CI) 480 435 100.0% 1.11 [1.01, 1.23] -
Tatal ewents 282 2239
Heterogeneity, Tau® = 0.00; Chi® = 2,16, df = 5 (P = 0.83); 17 = 0% =t ot T e

P

Test for owerall effect: 2 = 2.14 (P = 0.02)

Corticostercid Placebo .
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'MTP (250-500 mg x 3j puis 50 mg x 14}
vs DXM (6 mg x 7-10)
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Fig 2. Recovery time according to the treatment received: Dexamethasone vs. methylprednisolone.
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‘ Au total

= Quelle molécule ?
o Volontiers DXM

= Quelle dose ?
o Volontiers 6 mg/j

= Quelle durée ?
o Volontiers 10 j




