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Study name

Shi.2020
Zhao.2020
Xu.2020
Wang.2020
Hu.2020
Guan.2020
Yang.2020
Zhang.2020
Zhou.2020
Wang1.2020
Wang2.2020
Wu.2020
Zheng.2020
Bhatraju.2020
Li2020
Hui.2020
Chen.2020
Liu.2020

Event

rate

0.120
0.110
0.414
0.062
0.148
0.074
0.170
0.121
0.190
0.160
0.101
0.109
0.089
0.580
0.400
0.048
0.085
0.110
0.145

Statistics for each study

Lower
limit
0.085
0.042
0.384
0.038
0.112
0.059
0.144
0.076
0.140
0.125
0.081
0.073
0.051
0.380
0.230
0.012
0.045
0.084
0.104

Upper
limit
0.210
0.257
0.486
0.100
0.189
0.093
0.199
0.186
0.252
0.203
0.163
0.160
0.150
0.756
0.597
0.174
0.155
0.184
0.199

Z-Value

-5.827
-3.979
-3.224
-10.191
-11.209
-20.128
-15.871
-7.652
-7.862
-11.193
-7.739
-9.283
-7.695
0.780
-0.993
-4.089
-8.823
-8.830
-9.077

p-Value

0.000
0.000
0.001
0.000
0.000
0.000
0.000
0.000
0.000
0.000
0.000
0.000
0.000
0.435
0.321
0.000
0.000
0.000
0.000
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Relative
weight
5.37
4.39
6.30
5.74
6.17
6.26
6.32
5.77
6.08
6.19
5.66
5.91
5.57
4.99
5.02
3.39
5.34
5.55

Std

Residual
-0.27
-0.35
1.89
-1.19
0.01
-0.99
0.25
-0.28
0.42
0.15
-0.52
-0.42
-0.68
2.48
1.61
-1.18
-0.73
-0.39

Meta Analysis

Fig. 2 - The prevalence of diabetic patients among COVID-19 patients.
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Figure 2. Forest Plot of the Effect of Diabetes Mellitus Comorbidity
on the Death Risk of COVID-19 Patients



KEY FINDING LIMITATION

1. 14.5% Subjects were diabetic patient

2. This patients have poor ARDS prognosis,
severe symptoms, and the death rate is
higher among covid-19 patients

1.
2.

Unpublished data?
Some of the included studies were case

studies / case series
Bias examined population



RECOMMENDATION

* During the COVID-19 pandemic, tight control of glucose levels and prevention of

diabetes complications might be crucial in patients with DM to keep susceptibility
low and to prevent severe courses of COVID-19

* Pharmacological agents under investigation for the treatment of COVID-19 can
affect glucose metabolism, particularly in patients with diabetes mellitus; therefore,
frequent blood glucose monitoring and personalized adjustment of medications are
required withdrawn in patients at high risk of severe disease

* As COVID-19 lacks definitive treatment so far, patients with DM should follow
general preventive rules strictly and monitor glucose levels more frequently,
engage in physical activity, eat healthy food and control other risk factors
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B Adjusted Unadjusted

Exposure 1 Exposure 2 RR (95% CI)

In-Hospital

0.57 (0.35-0.94)
0.77 (0.58-1.01)

0.54 (0.41-0.71)

Prophylactic AC 0,65 (0.43-0.99)

0.4 (0.27-0.57)

Therapeutic AC 0.67 (0.42-1.07)

. . 1.58 (1.34-1.87)
Prophylactic AC Therapeutic AC 122 (0.94-1.58)
Pre-admission

0.84 (0.49-1.43)
1.25 (0.75-2.05)

025 035 050 071 1.0 25
Exposure 1 RR (E1/E2) Exposure 2

FIGURE 2 Summary of mortality pooled estimates in the current systematic review. AC, anticoagulation; Cl, confidence interval; E1,
exposure 1; E2, exposure 2; RR, risk ratio; SeTE, standard error; TE, total effect

Study TE seTE RR (AC/No AC) RR 95%-Cl Weight

Tang 0.25 0.1461 S 1.28 [0.96;1.70] 22.4%
Ayrebe -0.43 0.1186 = 0.65 [0.51;0.82] 23.0%
Bousquet -0.91 0.3537 ——=%=—— 0.40 [0.20;0.80] 16.5%
Gonzales 0.74 01892 ~ —=— 0.48 [0.33;0.69] 21.4%
Li -1.25 0.3450 «—%—— 0.29 [0.15;0.56] 16.7%

Random effects model e 0.57 [0.35; 0.94] 100.0%
Heterogeneity: I? = 87%, 1% = 0.2650, p < 0.01
0.2

FIGURE 3 Random-effects model for the association between in-hospital AC and mortality. AC, Anticoagulation; Cl, confidence interval;
RR, risk ratio; SeTE, standard error; TE, total effect




KEY FINDING LIMITATION

1. Association between AC and mortality (RR 1. More than half of included studies were of

2.

1/4 0.56, 95% Cl 0.36; 0.92, p 1/4 0.02)

Both therapeutic (Relative risk [RR] 174 0.4,
95% Cl 0.27; 0.57) and prophylactic AC (RR
/4 0.54, 95% Cl 0.41; 0.71) were

associated with lower risk of mortality

. Pre-admission AC was not associated with

mortality (RR 1/4 0.84, 95% Cl 0.49; 1.43, p
> 0.05)

. Prophylactic AC was associated with higher

risk of mortality compared to therapeutic AC
(RR 1/4 1.58, 95% ClI 1.34; 1.87, p <
0.001).

low quality (non randomized and
retrospective)

2. Some studies did not specify the dose of
the use anticoagulant (various
anticoagulant)

3. Some studies were restricted to specific
groups (patients on mechanical ventilation)

4. Small sample size



RECOMMENDATION

* While evidence of COVID-19 associated coagulopathy and thrombosis risk

is rapidly emerging, there is no high quality evidence to guide
antithrombotic treatments

* It is critical for providers and clinicians to stay apprised of emerging
evidence and adjust practices accordingly
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. . Quality assessment
Author (reference RR (95% CI Sample size* $
( ) (95% ClI) p Weight ABCDEFGH I
Dequin, et al.(35) —_— 0.67 [0.38, 1.17] 32 18.4% P0000®O®0O® (RoB)
Fadel, et al.ss) — 0.611[0.38, 0.98] 213 25.2% 000000000 (\N0S)
Jeronimo, et al.(36) -—T— 1.15[0.62, 2.11] 188 16.1% 00000000 (RoB)
Ma, Zheng, Zhan, et al.(53) —_—t 2.90[0.39, 21.53] 82 1.7% 100000000 (NOS)
Majmundar, et al.(54 —_— 0.74 [0.40, 1.35] 205 16.4% 0000000 > ®(NOS)
Salton, et al.(s8) —_— 0.58 [0.33, 1.04] 173 17.8% 00000O®O®O(NOS)
Wang, Jiang, He, et al. (0 : 0.33[0.10, 1.12] 46 4.4% 100000 0® 00 (NOS)
Overall (I-squared = 10.8%, p = 0.347) <> 0.70 [0.54, 0.91] 939 100.0%
T — T T
A 5 1 2 4 Risk of bias (RoB): NOS:
A: Random sequence generation (selection bias) A: Representativeness exp. cohort
. . B: Allocation concealment (selection bias) B: Representativeness non exposed cohort
Favours corticosteroids Favours standard care C: Blindinlg of participants/person:\el (;;erformance bias) C: Ascenainmelr\:t of exposur;(
D: Blinding of outcome assessment (detection bias) D: Outcome interest nog present at start
($) Weights are from random effects analyses E: Incomplete outcome reporting (attrition bias) E: Comparability main
(#) Due to mortality analyses in subsets of patients, the number of participants can be F: Selective reporting (reporting bias) F: Comparability add. factors
lower than the actual included patients per study. G: Other bias G: Assessment of outcome
H: Follow-up long enough
I: Adequacy of follow up
Fig. 3 Effect of corticosteroids on need for mechanical ventilation




Author (reference)

Randomized trials

Angus (34)

Dequin (35)

Horby (23)

Jeronimo (36)

Tomazini (37)

Subtotal (I-squared = 31.2%, p =0.213)

Observational studies (adjusted)
Bani Sadr (39)

Fadel (38)

Fernandez (41)

Keller (73)

Li (47)

Lu (51)

Lu Pm (517)

Majmundar (54)

Nelson (56)

Rodriguez High-dose (57)
Rodriguez Pulse dose (57)

Salton (58)

Wau Critical cases (62)

Wu Severe cases (62)

Subtotal (I-squared = 44.6%, p = 0.036)

Observational studies (unadjusted)
Cao (80)

Ma (52)

Mikulska (55)

Shen (59)

Wang (60)

Wu (61)

Subtotal (I-squared = 0.0%, p =0.774)

Overall (I-squared =51.1%, p = 0.002)

OR (95% Cl)

0.80 (0.49, 1.31)
0.45 (0.20, 1.02)
0.83 (0.74, 0.92)
1.14 (0.76, 1.71)
0.97 (0.72, 1.31)
0.84 (0.69, 0.99)

0.86 (0.47, 1.56)
0.41 (0.22, 0.77)
0.36 (0.14, 0.93)
1.20 (0.68, 2.10)
3.06 (0.12, 76.64)
1.05 (0.15, 7.46)
3.28 (0.99, 10.99)
0.53 (0.22, 1.31)
1.49 (0.62, 3.57)
1.71 (0.97, 3.02)
0.84 (0.38, 1.88)
0.29 (0.12, 0.73)
2.90 (1.17, 7.16)
1.55 (0.83, 2.87)
0.72 (0.46, 0.97)

2.06 (0.70, 6.09)
2.41 (0.12, 48.70)
0.76 (0.33, 1.73)

Sample size# % Weight’

379
149
6425
393
299
7645

257
213
463
1806
110
244
62
205
84
461
78
173
249
1514
5675

102
82
111

40.60 (2.06, 798.00) 325

1.58 (0.13, 18.80)
0.38 (0.20, 0.72)
0.44 (0.20, 0.68)

0.72 (0.57, 0.87)

46
201
867

14187

6.72
6.72
12.31
5.78
8.73
40.27

4.92
9.11
6.96
3.44
0.00
0.17
0.09
4.92
1.00
1.92
3.17
8.54
0.26
1.93
46.46

Quality assessment

Risk of bias
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Risk of bias: NOS:
A: Random sequence generation (selection bias) A: Representativiness of exposed cohort
. . B: Allocation concealment (selection bias) B: Selection of non exposed cohort
Favours corticosteroids Favours standard care C: Blinding of parti el bias)  C: 1t of exposure

D: Blinding of outcome assessment (detection bias) D: Outcome of interest not present at start
E: Incomplete outcome reporting (attrition bias) E: Comparability main

. F: Selective reporting (reporting bias) F: Comparability additional factors

($) Weights are from random effects analyses G: Other bias G: Assessment of outcome

(#) Due to mortality analyses in subsets of patients, the number of H: Follow-up long enough
participants can be lower than the actual included patients per study. I: Adequacy of follow up

Fig. 2 Effect of corticosteroids on mortality




KEY FINDING LIMITATION

1.

A significant reduced mortality in the 1.
corticosteroid group (OR 0.72 (95%ClI
0.57-0.87)

Viral clearance time ranged from 10 to 29 2.
days in the corticosteroid group and from 8

to 24 days in the standard of care group
Fourteen studies reported a positive effect

of corticosteroids on need for and duration

of mechanical ventilation

Most of the included studies were
retrospective studies (increase risk bias and
lower level of evidence)

Large heterogeneity (study population,
type, dose, initiation and duration of steroid
and outcome measures




RECOMMENDATION

* We recommend systemic corticosteroids rather than no systemic
corticosteroids for the treatment of patients with severe and critical COVID-
19 (strong recommendation, based on moderate certainty evidence)

* We suggest not to use corticosteroids in the treatment of patients with non-
severe COVID-19 (conditional recommendation, based on low certainty
evidence)

A potential increase of 3.9% in 28-day mortality among patients with
COVID-19 who are not severely ill
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