
SUPPLEMENTARY INFORMATION

1. SUPPLEMENTARY RESULTS

1.1 CLINICAL IMPROVIMENT

The data indicate that the initial clinical score of the participants who used the FNC was 4.42 ± 0.50 and for those in the control group it was 4.50 ± 0.50, with no significant difference in the clinical score at which the participants entered the treatment (p=0.298) (Supplementary Figure 1).

1.2 TIME TO IMPROVEMENT OF SYMPTOMS
The time of improvement of the symptoms evaluated during the study was measured through the number of days that the participants remained with the symptom. The characteristic symptoms of patients infected with the SARS-CoV-2 virus were evaluated (Table 1 and Supplementary Table 2). It was not possible to identify statistical differences in the time to improvement of arctic all symptoms between the two groups, FNC and placebo, of participants. These results corroborate the previously published FNC pilot study treating COVID-19, where Ren and colleagues2 also showed no difference in symptoms and laboratory test results during screening between the FNC group and the control group. However, it was possible to observe significant differences in the time of improvement of fever (p<0.01) and Chill (p=0.08) symptoms. The chill feeling in the initial stages of a fever could be explained by the vasoconstriction and consequent fall in the skin temperature3, thus, chill and fever are correlated. Since fever attenuation was observed in the FNC group, this may be a consequence of the decline in the infection4, which in turn is related to a possible reduction of the patient viral load.
In the analysis of curing time, it was observed that the AZVUDINE group had a shorter cure time/absence of viral RNA (6.5 days, p = 0.028) in relation to the PLACEBO group (8 days). There was a significant reduction in the length of hospital stay for the AZVUDINE group, reducing the time of exposure to the virus action and the possibility of greater sequelae. 09 participants took more than 14 days for the 1st negative conversion.
In the analysis of curing time, it was observed that the AZVUDINE group had a shorter cure time/absence of viral RNA (6.5 days, p = 0.028) in relation to the PLACEBO group (8 days). There was a significant reduction in the length of hospital stay for the AZVUDINE group, reducing the time of exposure to the virus action and the possibility of greater sequelae. 09 participants took more than 14 days for the 1st negative conversion.

1.3 TIME AND PROPORTION OF LUNG IMAGING IMPROVEMENT 

It was not possible to observe significant differences regarding the improvement of lung images during the treatment days (Table 1 and Supplementary Table 3). All participants started the study with a clinical picture of 25 to 50% of pulmonary involvement, however, despite the clinical improvement that was observed, the improvement of the lung occurred slowly, so it was possibly not possible to observe a difference in relation to this parameter due to the short treatment period (14 days) and clinical follow-up D28 and D60.

Table 1: Demographic and baseline characteristics of participants. 
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Supplementary Figure 1: scores of the study related to clinical picture. Table 4: WHO Clinical Progression Scale (Jun 2020)
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Supplementary Figure 2: Proportion of the initial and final clinical score of all subjects in the FNC group and the placebo group. The p value represents the significant difference between groups by the Wilcoxon test (Left bar: FNC; Right bar: PLACEBO).

Supplementary Table 02: Time for improvement of symptoms.
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Supplementary Table 3: Time to improve lung image enhancement.
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Supplementary Table 4: Viral load and CTs values during the treatment days.
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Supplementary Figure 3: CTs (A) and viral load (B) analysis measured by RT-PCR of all participants in the FNC group and the placebo group. Data are median (SD). (Red line: FNC; Blue line: PLACEBO).
In this study, the FNC group showed a more accentuated increase in TCs/day, however without showing significant differences in relation to the control group (Supplementary Table 4; Supplementary Figure 3A). It was not possible to observe significant differences between the 2 groups on any of the treatment days. Since it was not possible to notice differences in the results of CTs, the same occurred for the viral load of the participants analyzed by the RT-PCR technique (Table 2, Supplementary Table 4, Figure 3A). Although it was not possible to observe differences between the groups, it is notable that there is a trend towards a more pronounced reduction in viral load in the group treated with FNC (Table 2, Supplementary Table 4, Figure 3A).
[bookmark: _Hlk117515561]Supplementary Table 5: Comorbidities
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There was the presence of comorbidities among the participants, among them the most common were: arterial hypertension and obesity, Type 2 Diabetes and alcohol consumption.

Supplementary Table 6: Demonstration of values for other variables during the days of study.
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Time for improvement of diarrhea, myalgia, fatigue, malaise, cough and headache [Period: until D15, D21 and D28, approximately 14-30 days]
Analysis method: Student's t test/Mann-Whitney test




Supplementary Table 7: Analysis of urinary phosphorus excretion in 24 hours.
Despite the clinical improvement, the data were not significant. As for Headache, there were 8 cases in this study that were reported in adverse events.

There was also no significant change in urinary phosphorus as reported in adverse events of special interest.
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Supplementary Table 8: Demonstration of serum cholinesterase values during the study days.
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Serum cholinesterase is decreased in hepatic parenchymal diseases (viral hepatitis, cirrhosis), congestive heart failure, abscesses, neoplasms, malnutrition, acute infections, anemia, myocardial infarction and dermatomyositis. It may be increased in obese patients, in diabetics and in nephrotic syndrome. We observed that the values evaluated were not significant and that the participants did not have other debilitating conditions.




Supplementary Table 9: Demonstration of inflammatory marker values during the study days.
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IMMUNOLOGICAL MARKERS
There was a reduction of leukocytes and neutrophils, within the normal range, but significant on D1 and compatible with an initial stage of infection. Procalcitonin that has good sensitivity and specificity for the diagnosis of secondary bacterial infections in patients with viral disease and was not significant at D1, which meets the protocol's inclusion criteria, becoming significant at D7, for 102 participants, reducing up to D15 (high) and D28 (accompaniment).

Supplementary Table 10: Demonstration of white series values and immunological markers during the study days
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Supplementary Table 11: Demonstration of immunological marker values during the study days.
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There was a significant increase in lymphocytes at D13, for 51 participants, but within the normal range.
There was significance of CD8 on D11 (elimination of infectious cells) for 63 participants.
There was CD4 significance at D28 (specific for opportunistic infections) for 128 participants, which may explain post-covid symptoms.

Supplementary Table 12: Demonstration of lung imaging values during the study days
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Time and proportion of lung imaging improvement during treatment (Ground-glass opacity pattern, mosaic paving, alveolar consolidation, reticular pattern/septal thickening, inverted halo opacity, pleural/pericardial effusion, fibrosis and/or lymphadenomegaly) [Period: up to D15, D21 and D28, approximately 14-30 days]
Analysis method: Student's t test/Mann-Whitney test/Pearson's chi-square test

There was no significance in lung computed tomography imaging, since the assessment time during treatment is aimed at the perception of disease progression. A short time of 14 days of treatment is not enough for an improvement to happen, since the organism is dynamic and a decompensation causes defense mechanisms and unwanted responses.





Supplementary Table 13: Demonstration of respiratory symptoms values during the study days
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Time of improvement and proportion of respiratory symptoms and signs during treatment (lung rales, cough, sputum, sore throat); [Period: up to D15, D21 and D28, approximately 14-30 days]
Analysis method: Student's t test/Mann-Whitney test/Pearson's chi-square test

Although there was an improvement in respiratory symptoms leading participants to hospital discharge, this improvement was not observed in the statistical analysis.

Supplementary Table 14: Demonstration of O2 saturation values during the study days.
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Time for normalization of O2 saturation (above 95%); [Period: up to D15, D21 and D28, approximately 14-30 days]
Analysis method: Student's t test/Mann-Whitney test

Although there was an improvement in O2 saturation, this was not observed in the statistical analysis. We can see an improvement in O2 saturation in the 2 groups from D2 onwards.


Supplementary Table 15: Demonstration of O2 saturation values during the study days
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Time for normalization of respiratory rate to levels ≤ 24rpm, in ambient air; [Period: up to D15, D21 and D28, approximately 14-30 days]
Analysis method: Student's t test/Mann-Whitney test
The improvement in respiratory rate was not significant and ventilatory support makes this parameter questionable.





Supplementary Table 16: Demonstration of the distribution of participants in the type of ventilatory support during the study days.
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This data shows the number of participants who entered the study in room air, nasal catheter and reservoir mask, with significance between groups, in D1. It also shows that the number of these participants who moved to room air practically doubled in D2 in the AZVUDINE group. The predominance of recovery to room air continued until D6, which coincides with the time when viral load decreases with AZVUDINE on D3, D5 and D7. Also, the number of participants using a catheter or reservoir mask from D2 onwards is lower in the AZVUDINE group than in the PLACEBO group.
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Frequency of supplemental oxygenation or non-invasive ventilation; [Period: up to D15, D21 and D28, approximately 14-30 days]
Analysis method: Student's t test/Mann-Whitney test/Pearson's chi-square test.

Supplementary Table 17: Demonstration of O2 consumption during ventilatory support on the study days.
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Although there was no significance, the O2 consumption of the AZVUDINE group was lower than the PLACEBO group.
Note that in D11 the O2 consumption increased due to the worsening of participant R41 in the AZVUDINE group, as well as in D14 there was a worsening of R161 in the PLACEBO group. Both were transferred to ICU care.

Supplementary Table 18: Demonstration of the use of mechanical ventilation during the study days.
[image: Tabela

Descrição gerada automaticamente]

Frequency of invasive mechanical ventilation or extracorporeal membrane oxygenation (ECMO); [Period: up to D15, D21 and D28, approximately 14-30 days]
Analysis method: Student's t test/Mann-Whitney test

There was no significance between the groups in the use of mechanical ventilation, although there was a predominance of worsened conditions in the Placebo group. Another factor is the worsening without clinical, which justifies entry into the study and worsening afterwards.
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TREATMENTS

Variables Total FNC, N = 143" Placebo, N = 138! p-value?
COUGH (N° Days) 3.3+£3.5(2.0) 3.2£36(2.0) 3.5+3.4(3.0) 0.305
MYALGIA (N° Days) 1.71 £ 2.89 (0.0) 159 +3.0 (0.0) 1.83+2.8(0.0) 0.259
LOSS OF SMELL (N° Days) 1.7 £3.3(0.0) 1.6 £3.4 (0.0) 1.8+3.1(0.0) 0.347
LOSS OF TASTE (N° Days) 1.6 £3.2(0.0) 1.6 £3.3 (0.0) 1.7+£3.1(0.0) 0.479
DIARRHEA (N° Days) 0.15+0.61(0.0) 0.16 £ 0.70(0.0) 0.13 £ 0.50(0.0) 0.981
DIZZINESS (N° Days) 0.20 + 0.98(0.0) 0.19 + 1.09(0.0) 0.20 + 0.86(0.0) 0.531
FEVER (N° Days) 0.25 + 0.61(0.0) 0.13 +0.50 (0.0) 0.38 + 0.68(0.0) <0.01
CHILL (N° Days) 0.48 + 1.47(0.0) 0.21 + 0.64(0.0) 0.76 + 1.95(0.0) 0.08
SORE THROAT (N° Days) 0.93 +2.03(0.0) 0.74 +1.65(0.0) 1.132.34(0.0) 0.195
CORYZA (N° Days) 0.41£1.0 (0.0) 0.35 +0.91(0.0) 0.48 + 1.09(0.0) 0.392
DYSPNEA (N° Days) 0.91 +1.94(0.0) 0.86 + 1.80(0.0) 0.95 £ 2.07(0.0) 0.671
TACHYPNEA (N° Days) 0.31+1.08(0.0) 0.32 +1.31(0.0) 0.31+0.78(0.0) 0.262
NAUSEA (N° Days) 0.07 +0.31(0.0) 0.03 + 0.18(0.0) 0.10 + 0.40(0.0) 0.174
ADOBMINAL PAIN (N° Days) 0.05  0.26(0.0) 0.04 +0.21(0.0) 0.06 + 0.32(0.0) 0.764
"Median (IQR)

2Wilcoxon rank sum test




image5.png
TREATMENTS.

Varabies o NG N= 1437 Placebo, N = 138" pvaive”
COUGH (W Days) 332350 32:3620) 3523430 0305
MYALGIA (" Days) 1712289 (00) 159230(0.0) 183228 (00) 0259
LOSS OF SMELL (N Days) 17233(00) 16+34(00) 1823.1(00) o037
LOSS OF TASTE (" Days) 16+32(00) 16433 (00) 17231(00) 0419
DIARRHEA (N Days) 015206100) 016+070(0.0) 0132050000 os8t
DIZZINESS (W Days) 020:09800) 019210500 020208600) o053t
FEVER (V" Days) 025:06100) 0134050 (00 038206800) <001
CHILL (N Days) 048214700) 021406400) 0762 19500) 008
'SORE THROAT (N Days) 083420300) 0741 16500) 113223400) 0195
CORYZA (N Days) 041+10(00) 035£09100) 048+ 1.0900) 0302
DYSPNEA (" Days) 091+19400) 086+ 18%00) 095220700) ot
TACHYPNEA (N° Days) 031+10800) 032213100) 031207800) 0282
NAUSEA (¥ Days) 007203100) 003+01800) 010£040000) ora
ADOBMINAL PAIN (N Days) 005402600) 004£02100) 0062032000 o764
TMedian (QR)

FWicoxon rank sum test




image6.png
BOX

Variables N Total FNC, N=91' Placebo, N = 88" v aﬁ; o2
Chest computed tomography (D1) 152 30 (1-50) 30 (1-50) 30 (10 - 50) 0.530
Chest computed tomography TC(D3) 161 30 (10 - 50) 30 (9 - 50) 30 (10 - 50) 0.483
Chest computed tomography TC(D7) 114 30 (20 - 50) 30 (20 - 50) 32 (20 - 50) 0.602
Chest computed tomography TC(D11) 64 30 (15 - 50) 25 (8 - 50) 30 (20 - 50) 0.297
Chest computed tomography TC(D15) 163 15 (1-35) 20 (1-35) 5(1-35) 0.512
Chest computed tomography TC(D28) 133 1(1-10) 1(1-10) 1(1-3) 0.935

Median (IQR)

2Wilcoxon rank sum test
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FNC

PLACEBO

Variables N Total' N =01t N =88’ p-value?
Viral Load(D1) 178 10,179 (318 - 11,564) 10,080 (533 - 11,752) 10,199 (546 - 11,434) 0.635
Viral Load (D3) 172 103 (0 - 10,209) 101 (0 - 10,219) 970 (2 - 10,199) 0.346
Viral Load (D5) 166 10 (0-1,031) 0 (0-1,004) 10 (0 - 9,828) 0.331
Viral Load (D7) 129 10 (0-1,018) 5(0-1,010) 10 (0 - 1,026) 0.672
Viral Load (D9) 97 0(0-101) 0(0-78) 10 (0 - 102) 0.120
Viral Load (D11) 72 0(0-98) 0(0-102) 0(0-0) 0.069
Viral Load (D13) 50 0(0-0) 0(0-0) 0(0-0) 0.655
CTs(D1) 178 24.8 (21.2-28.2) 24.7 (20.7 - 28.1) 24.8 (21.5 - 27.8) 0.686
CTs(D3) 172 28.3 (24.5-31.0) 28.8 (24.6 - 31.0) 27.9 (24.5 - 30.9) 0.209
CTs(D5) 166 30.2 (26.2-31.0) 31.0 (27.0-31.0) 30.1 (25.5 - 31.0) 0.334
CTs(D7) 129 30.20 (26.70 - 31.00) 30.70 (26.80 - 31.00) 30.10 (26.95 - 31.00) 0.685
CTs(D9) 97 31.00 (28.80 - 31.00) 31.00 (29.30 - 31.00) 30.40 (28.60 - 31.00) 0.119
CTs(D11) 72 31.00 (29.45 - 31.00) 31.00 (28.45 - 31.00) 31.00 (31.00 - 31.00) 0.062
CTs(D13) 50 31.00 (31.00 - 31.00) 31.00 (31.00 - 31.00) 31.00 (31.00 - 31.00) 0.655
"Median (IQR)

2Wilcoxon rank sum test
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AZVUDINE

PLACEBO WITHDRAWAL

VARIABLES N' Total N =91 N =88 N=1 Value-p?
Arterial hypertension 180 76 (42%) 37 (41%) 39 (44%) 0 (0%) 0.799
Obesity 180 45(25%) 21(23%) 24 (27%) 0 (0%) 0.704
Type 2 diabetes 180 30 (17%) 12 (13%) 18 (20%) 0 (0%) 0.360
Alcoholic 180 31(17%) 11 (12%) 19 (22%) 1(100%) 0.033
Bronchitis 180 10 (5.6%) 3 (3.3%) 6 (6.8%) 1(100%) 0.026
Cardiac arrhythmia 180 7 (3.9%) 2(2.2%) 5 (5.7%) 0 (0%) 0.301
Asthma 180 5(2.8%) 3(3.3%) 2 (2.3%) 0 (0%) >0.999
Type 1 diabetes 180 4 (22%) 3 (3.3%) 1(1.1%) 0 (0%) 0.629
Smoker 180 3(1.7%) 1(1.1%) 2 (2.3%) 0 (0%) 0.623
Osteoporosis 180 2(11%) 1(1.1%) 1(1.1%) 0 (0%) >0.999
Angina 180 1(0.6%)  0(0%) 1(1.1%) 0 (0%) 0.494
Cardiopathy (Stent) 180 1(0.6%) 1(1.1%) 0 (0%) 0 (0%) >0.999
Biliary Calculation 180 1(0.6%) 1(1.1%) 0 (0%) 0 (0%) >0.999
Kidney Calculus 180 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Hepatic steatosis 180 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Bariatric 180 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Stroke 180 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Vaccine 180 6(3.3%) 3(3.2%) 3(3.4%) 0(0%)

Cardiac revascularization 180 0 (0%) 0 (0%) 0 (0%) 0 (0%)

n (%),2 Fisher's exact test
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VARIABLES

Total'

AZVUDINE
N =911

PLACEBO
N = 88!

p-value?

Diarrhea

(Qty.days)

179

0.15 £ 0.61(0.0)

0.16 + 0.70(0.0)

0.13 £ 0.50(0.0)

0.981

Myalgia
(Qty.days)

179

171£2.89
(0.0)

159%3.0(0.0)

183%238(0.0)

0.259

Taste loss

(Qty.days)

179

16£32(0.0)

16£33(0.0)

17£31(0.0)

0.479

Dizziness

(Qty.days)

179

0.20 + 0.98(0.0)

0.19 + 1.09(0.0)

0.20  0.86(0.0)

0.531

Nausea

(Qty.days)

179

0.07 £ 0.31(0.0)

0.03 £ 0.18(0.0)

0.10 £ 0.40(0.0)

0.174

Vomit

(Qty.days)

179

0.05 + 0.26(0.0)

0.04 £ 0.21(0.0)

0.06 + 0.32(0.0)

0.764

Abdominal pain

(Qty.days)

179

0.09 * 0.50(0.0)

0.13 £ 0.65(0.0)

0.05  0.26(0.0)

0.488

Gait disability
(Qty.days)

179

0.08 + 0.47(0.0)

0.05 £ 0.27(0.0)

0.10£ 0.1 (0.0)

0.770

TMedian (IQR) / 2Mann-Whitney test
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VARIABLES N Total! AZVUDINE PLACEBO

N =911 N = 88" p-value?
Phosphorus U24h (D1) 149 0(0-723) 28 (0- 702) 0(0-802) 0.361
Phosphorus U-24h (D15) 55 3.40 (3.00-3.70) 3.20 (2.88-3.73) 3.50(3.20-3.70)  0.263
Median (IQR)

2 Mann-Whitney test; Wilcoxon rank sum exact test
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VARIABLES N Total' AZNVS S,I]':‘ E PhAfggo p-value?

Cholinesterase 100 0(0-11,999) 0(0-12,790) 0(0-11,438) 0.071
(D1)

Cholinesterase 166 12,748 (11,351 - 14,275) 12,748 (11,386 - 14,373) 12,744 (11,272-13.911)  0.710
(D15)

Cholinesterase 55 13,397 (2,962 - 14,728) 13,827 (10,532 - 14,803) 12,045 (0 - 14,645) 0.469
(D28)

Median (IQR)
2 Mann-Whitney test; Wilcoxon rank sum exact test
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AZVUDINE

PLACEBO

VARIABLES N Total' N=g11 N = 88! p-value?
US PCR (D1) 75 §@-12) 8(@-13) 7(-12) 0446
US PCR (D7) 109 15(13-20) T6(13-20) T4(12-20) 0371
US PCR (D15) 159 110(0.00-200) _ 120(000-255) __ 110(0.00-2.00) 049
US PCR (D28) 118 025(000-142)  110(000-160)  000(000-130) 0066
Interleukin-6 (1) 168 8(@-27) 8(@-21) 0 @-31) 0165
Interleukin-6 (D7) 106 6(-11) 1(2-12) 6(3-10) 0709
Interleukin-6 (D15) 146 1(Z-9) 1(Z-9) 1(2-8) 0715
Interleukin 6 (D28) 1286 260 (2.00-390) _ 260(200-405) _ 260(200-380) 0747
CPK-MB(DT 78 066(023-134)  064(026-139)  070(023-124) 0814
CPK-MB(DT; 109 045(016-090)  045(016-086)  048(016-092) 0691
CPK-MB(D15) 656 039(018-091)  046(016-096)  029(0.16-080) 0097
CPK-MB(D28) 105 067(016-118)  066(009-135)  056(016-105) 0976
Troponin I (D1) 179 010(010-012) __010(010-017) __010(010-040) 0192
Troponin I (D7) 107 010(010-015)  010(010-015)  010(010-014) 0594
Troponin I (D15) 155 010(010-010) _ 010(010-014) __ 010(0.10-010) 0086
Troponin | (028) 106 010(010-018)  010(010-022)  010(010-013) 0413
Serum Lactate (D1) 172 13.6(100-160) 139 (10.1-186) 133(99-173) 0471
Serum Lactate (D3) 174 17 (12-22) 17 (13-21) 16 (12-22) 05624
Serum Lactate (D5) 140 20 (14-24 21 (15-25) 16 (14-23) 0162
Serum Lactate (D7) 109 16 (1222, 16 (12-25) 15 (13-21) 0300
Serum Lactate (D9) 79 15 (1219, 16 (12-17) 15 (12-19) 0976
Serum Lactate (D11) 63 133 (109-166) _ 125(10.1-158)  165(116-168) 0231
Serum Lactate (D13) 36 14 (12-18) 14 (12-20) 13 (11-16) 0,669
Serum Lactate (D15) 164 16 (12-21 16 (12-21) 15 (12-21) 0692
Serum Lactate (D28) 50 91 (0.0-12.4) 707(0.0-124) 76(00-124) 0594
TAP (D15) 70 T14(107-121)  1156(107-122)  112(107-120) 0499
TAP (D28) 130 1140 (1063-1207) 1130 (10.80-12.05) 1150 (11.00-12.07) 0540
T 01) 179 170(00-16.0) 160 (0.0 -18.0) 170 0.0-18.0) 0327
T (D15) 70 17 (0-19) 18 (0-20) 17 (0-19) 0293
rinogen (D1) 79500 (397 - 660 522 (412 - 666) 499 (383 - 634) 0509
Fibrinogen (D15) 70 0(0-414) 0(0-368) 0(0-418) 0433
VHS (D1) 74 50 (35 - 80 55 (40- 80) 6 (37-64) 0.047
VHS (D7) 109 40 (25-56) 38 (25-55) 42(25-59) 0.964
VHS (D15) 158 76 (3464 12 (32-60) 52 (35-65) 0235
VHS (D28) 106 20 (15-25) 20 (12-25) 18 (15 -25) 0.753





image19.png
Platelets (D0) s 252,000 259,000 240,000

baseline 193,500 - 305.400) (202,500 - 310,400) (179,750 -293,000)  0.093

Platelets (D1) g 273,000 279,000 265,500 0.154
(215,000 - 337,500) (227,000 - 351,000) (210,500 - 327,000

Platelets (D3) 78 319,500 330,000 309,000 0169
(253,000 - 404,500) (272,500 - 406.500) _ (247.500 - 398,000

Platelets (D5) 65 372,000 390,000 359,000 0473
(310,000 - 467,000) (320,000 - 481,500) (299,000 - 450,000

Platelets (D7) 33 372,000 382,500 364,000 0148
(311,000 - 471,000) (333,000 - 485.000) (296,000 - 450,500

Platelets (D9) % 359,500 332,000 362,000 0856
(277,250 - 440,000) (280,000 - 451,000) (271,000 - 436,000

Platelets (D11) 75 316,000 334,500 309,000 0,400
(244,000 - 402,500) (259,750 - 400.250) (239,500 - 404,500

Platelets (D13) 51 288,000 296,000 287,000 0190
(241,000 - 356.700) (247,000 - 390.000) (230,000 - 327,250

Platelets (D15) 69 329,000 357,500 310,000 0023
(263,000 - 417,000) (283,000 - 461,000) (250,000 - 396,000

Platelets (D28) 30 272,000 284,000 260,150 0434

(231,850 - 330,000

(232,750 - 331,250,

(221250 - 323,750,

TWedian (1K)

2Mann-Whitney test; Wilcoxon rank sum exact test




image20.png
AZVUDINE PLACEBO

VARIABLES N Total! it N85t p-value?
Neutrophiis (D0) 73 5135 5522
cells/mm3 baseline (3,678 -7,.285) (3615-7,074) (@10-7624) 0292
Neutrophiis (D7) 79 6699 6075 6.951 0.024
cells/mm3 (4618 -8,752 (4488-8331)  (5.469-10,090)
Neutrophiis (D3) 78 5143 5010 395 0780
cells/mm3 (6222-10.488)  (6.470-10168) (5914 -11,698)
Neutrophiis (D5) 65 9559 9245 9,906 0537
cells/mm3 (7.380-12,052)  (6703-12.079)  (7,938-11,808)
Neutrophiis (D7) 33 7425 7043 7.480 0248
cells/mm3 (5.795-9.768 (6.818-9.324)  (5768-10,016)
Neutrophiis (D9) E 6342 6208 6525 0793
cells/mm3 (4912-8.114 (4,900 - 8,374) (4,970-7979)
Neutrophiis (D11) 75 5540 5825 5540 0540
cells/mm3 (4,010-7530 (3.841-7522) (4.323-17530)
Neutrophiis (D13) 5 4740 4,620 4,858 0688
cells/mm3 (3.834-6314 (4.240 - 6,468) (3,526 -6,016)
Neutrophiis (D15) 69 6,083 6289 5848 (4560~ 0736
cells/mm3 (4,560 -8,927 (4,588 - 8,801) 9,072)
Neutrophiis (D28) 30 3533 3558 3528 (2476- 0782
cells/mm3 (2,516 - 4,882 (2.725-4,503) 5.079)
Neutrophiis (D0)% 79 75 7
(67-84) (64-83) 80 (69 - 86) 0037
79 2 (76-67) 1 (76.- 86) 83(76-8) 0190
78 82(77-87) §2(75-87) 82(76-87) 0545
65 82(77-86) §2(75-86) 3 (76-85) 0335
33 72(66-62) 72(65-82) 71 (66-83) 0928
9% 71 (65-79) 72 (64-50) 71 (65-79) 0763
79 70 (65-77) 70 (66-79) 71 (64-74) 0411
51 70 (60-76) T4 (67-17) 65 (60-74) 0053
69 72 (64-80) 74 (65 - 80) 71 (64-80) 0571
Neutrophiis (D28)% 30 55 (52-64) 55 (51-61) 59 (54-66) 0114

Nedian (1QR)
2 Mann-Whitney test: Wilcoxon rank sum exact test




image21.png
VARIABLES N Totalt ALVUDINE PLAcEso povalue?

Teukocytes (00) 179 7100 7400 5%
(5400-8.9%5)  (5400-8900)  (5.600-9.225)

Teukocytes OT) 179 3100 7.700 3500 7085
(6450-10.750)  (6.100-10300)  (6.950 - 11.900)

Teukocytes (03) 178 10,300 10,220 10,600 7458
(1825°12975)  (7.850-12750)  (7.900 13650)

Teukocytes (0F) 165 17,800 17,400 12,100 745
(9200°14.400)  (8740-14525)  10.400 -14,400)

Teukooytes 07) 133 70,200 10,000 70,600 087
(8300°12600)  (7.925-11975) (9,000 12.900)

Teukocytes 09) 98 9200 5400 5700 761
(450°11075)  (7,000-11400)  (7.400-11.000)

Teukocytes OTT) 78 5360 5,000 5400 25T
(6600-10.150)  (5,850-10100) (6,750 - 10.450)

Teukocytes OT3) 57 7400 5900 7600 775
(5800-8850)  (6.000-8900)  (5575-8.750)

Teukocytes (DT5) 169 5400 5,600 3400 7907
(6800-11500)  (6875-11300) (6800 - 11.700)

Teukocytes (028) 130 5240 5300 5150 758

(4,800 -7.800)

(5,350 -7,575)

(4,615 -7,800)

Median (1QR)

2Mann-Whitney test; Wilcoxon rank sum exact test




image22.png
AZVUDINE PLACEBO

VARIABLES N Total! rereh Nega! p-value?
Procalcitonin (D1) 66 010(005-015) 010 (005-015) 009 (005-014) _ 0666
Procalcitonin (D7) 02  006(003-010) 007(003-013) 005(002-010) _ 0.028
Procalcitonin (D15) 05 009(003-012) 010(003-014) 007(003-011) _ 0249
Procalcitonin (D26) 125  004(002-010) 003(002-010) 005(002-010) 0661

TWedian (1G]
2 Mann-Whitney test: Wilcoxon rank sum exact test




image23.png
VARIABLES N Totalt ALVUONE PLAcERo povaluet
Tynphoclies (00] 179 1,150 (836 1678] 723 @64 - 1711] 7,000 (764 - 1,569) __0.030
Tynphocites (D1) 179994 (694 - 1.421) 990 (666 - 1.425) 1.004 (118-1.414) 0826
Tynphocites (03) 176 1.120 (850-1,447] 7,133 (003 -1,444] 1,120 (792-1:508) 0690
Tynphocites (D5) 165 1.260 (862-1.720) 1224 (780-1.662) 1351 (906-1.827) 0273
Lynphoctes (D7) 133 1,820 (1.230- 2,626 T.613 (1.006-2.406)  1.645 (1.240-2.668) 0,617
Lynphocites (D9) 98 1.504 (1.151-2.104) 1.536 (1.076-2.106)  1.404 (1.216-2.100) 0.687
Tynphochtes (D11) 79 1.500 (1092~ 1.906) 1,374 (908 -1,905) 1512 (1252~ 1.578) 0179
Tynphochtes (D13) 511404 (1145 1.688) 1302 (388 1.744) 1569 (1286 1.699) _0.031
Lynphocites (D15) 169 1.495 (1.120-2.000) T.414 (1.101-2.047)  1.648 (1.126-1.087) 0.580
Lynphocites (D26) 130 1.074 (1.605-2.386) 2.031 (1.702-2.569) _ 1.933 (1.674-2.324) 0225
CD301) 72 670 (432-970) 596 (413 - 1.068) 668 (456-905) 0.635
TD303) 5716 (522 1.005) 747 (579 1.050) 52488058 0127
TD305) 0 794 (50 1,147) 788 (537 1.140) 559 (555 1.167) 0310
TD307) 705 1,285 (795 1.796) 7178 (A= 1.712) 7398 (645-1,860) 0396
TD309) 75 121 E08-1552) 7274 (779-1,558) 7202 G04-1,53%) 0435
CO3OTT) 5 1.091 (788-1.351) 522 (702 -1.307) 7,199 G30-1478) 0073
CO315) 766 1,110 (800-1.468) 7,052 (798 -1.439) 7132 @02 1507 0791
TD3(028) 28 1,486 (1,164 1.797) 7605 (1236-1.820) 14T (1.102-1.700) 0103
DIDT) 72 378 (2356 626) 136 (268 -687) 2250589 0430
CDID3) 775 15 (312-570) 75 (346 -650) 3712975690059
CDID5) a0 55 (346 - 705) 75 (325 691) 55 (366720 0345
DO 705 861 (514 -1216) 538 (578 - 1.175) 2 (511 127d) 0680
TDID9) 75 701 572-579) 552 (576 -1.005) 708 (621525 0452
COIDTT & 687 (527-530) 53 (461659 707 (561-1.000) 0268
COIDTS) 766 702 (498 -547) 585 (512950 721 @78 -58) 0950
CDD78) 25 853 (626 1.078) 525 (677 -1.136) 522 (581 1.008) 0078
CDEOT) 72 206 (140-326) 730 (122-33) 205 (156-305) 0755
CDE03) 75 750 (163 359) 245 (170-376) 23156 34) 069
CDE05) 0 253 (162-402) 263 (156-395) 379200401 0368
TDEO7) 709 362 (356-513) 337 @20-555) T2Eed-d0) 0%
CDB09) 75 363 (244596 357 (2065 601) 2291585 04%
CoBOTT & 361 (222-516) 278 (153469 O B13516) 0036
COBOT5) 766 395 (341 -518) 399 (340 499) T ]
08028 28 53 (359 71) 513 @28 -712) 5 (0TI 0485

TWedian (1G]

2 ann-Whitney test: Wilcoxon rank sum exact fest




image24.png
VARIABLES Totalt AZNV ngE Ph"fg;jo p-value?
CT lung image (D1) 30 (1-50) 30(1-50) 30 (10-50) 0530
CTlungimage (D3) 30 (10-50) 30 (9-50) _ 30(10-50) 0483
CT lung image (D4) 60 (60-60) 60 (60-60) _NA (NA-NA)

CT lung image (D7) 30(20-50) _ 30(20-50) _ 32 (20-50) 0602
CT lung image (D11) _ 30(15-50) _ 25(8-50) 30 (20-50) 0297
CT lung image (D13) 75 (75-75) NA(NA-NA) 75 (75-75)
CTlungimage (D15) _ 15(1-35) _ 20(1-35) _ 5(1-35) 0512
CT lung image (D28) __1(1-10) 1(1-10) 1(1-3) 0935

"Median (IQR); n (%)

2Mann-Whitney test; Pearson's Chi-squared test; Fisher's exact test; Wilcoxon rank

'sum exact test




image25.png
VARIABLES N Totalt ALVUDNE PLACERO  pvalue?
Cough 79 33EISE0) 32:36@0)  35:34(30) 0305
(@ty.days)

Smellloss 79 A753300) 163400  TBIIAE0) 037
(Qy.days;

Throatpain 179 093120300) 074116500 115123400) 0195
(Qty days

Coyza 79 04TE10(00) 03509100 04510300) 0392
(Qty days

Dyspnea 79 08TZ10400) 086 180000) 095120700 0671
(Qy days,

Tachypnela 179 0312708000) 03213100) 03107600) 0262
(Qty.days

Wedian (1QR) / 2Mann-Whilney fest




image26.png
AZVUDINE PLACEBO

VARIABLES Total' e Nego! p-value?
07 saturation(D1) 95.00 (94.00-9700) 9500 (94.00-96.00) 9500 (93.75-97.00) 0255
02 saturation (D2) 95.00 (94.00-9700) 9500 (94.00-97.00) 9500 (94.00-97.00) 0952
07 saturation (D3) 9600 (9500-9700) 96,00 (95.00-97.00) 96,00 (34.25-97.00) 0652
07 saturation (D4) 96.00 (9500 -9700) 96,00 (95.00-95.00) 9600 (95.00-67.00) 0122
02 saturation (D5) 96.00 (95.00-96.00) 96,50 (95.00- 95.00) 9600 (95.00-98.00) 0757
07 saturation (D6) 9700 (9500-96.00) _ 97.00 (95.00-95.00) _97.00 (95.00-96.00) 0416
02 saturation (D7) 9700 (96.00-96.00) _ 97.00 (96.00-95.00) _97.00 (95.00-96.00) 0567
07 saturation (D8) 5700 (96.00-96.00) _ 97.00 (96.00-95.00) _97.00 (36.00-96.00) 0349
02 saturation (D9) 9700 (9575-96.00) _ 97.00(95.75-98.00) _ 97.00(95.75-98.00) 0562
07 saturation (D10) __97.00 (36.00-9600) 9700 (9500 -96.00) _ 97.00 (96.00-96.00) 0286
07 saturation (D11) __97.00 (95.00-96.00) 9700 (396.00-97.75) _ 97.00 (95.00-96.00) 0,608
07 saturation (D12) __97.00 (94.75-9600) 9700 (94.00-96.00) _ 97.00 (95.00-96.00) 0.957
02 saturation (D13) __97.00 (95.00-96.00) 9750 (9500 - 96.00) _ 97.00 (96.00-96.00) 0634
07 saturation (D14) __97.00 (36.00-96.00) 9700 (37.00-96.00) _ 97.00 (95.00-96.00) 0424

“Median (1QR): n (%) 7 2Mann-Whitney test




image27.png
VARIABLES Total' ALYUONE P povalue?
Respiratory rate (DT) __20.00 (20.00-22.00) _30.00 (20,00 -22.00) 70,00 (20.00 -22.00) 0723
Respiratory rate (D2) ___20.00 (6,50 -20.00) _20.00 (18.50-20.00) 20,00 (16.75-2025) 0746
Respiratory rae (D3) ___20.00 (16.00-20.00) _20.00 (16.00-20.00) 20,00 (16.00-20.00) 0950
Tory rate (04) 2000 (18.00- 20.00) 2000 (19.00-20.00) _20.00 (16.00-20.00) 0621
Tory rate (05) 2000 (18.00- 20.00) _20.00 (16.00-20.00) __20.00 (16.00-20.00) 0881
Tory rate (D5) 2000 (18.00- 20.00) _20.00 (16.00-20.00) __20.00 (6.00-20.00) 0267
Tory rate (07) 2000 (18.00- 20.00) 2000 (16.00-20.00) _20.00 (16.00-2000) 05671
Tory rate (D) 2000 (18.00- 20.00) _20.00 (16.00-20.00) 19,50 (16.00-20.00) 0167
Respiratory rafe (D3) _20.00 (16.00-20.00) _20.00 (16.00-20.00) 20,00 (18.00-20.00) 0977
Respiratory rate (D10) __20.00 (16.00-20.00) _20.00 (16.00-20.00) 20,00 (17.75-20.00) __0.569
Respiratory rate (DT7) __20.00 (16.00-20.00) _20.00 (16.00-20.00) 20,00 (16.60-20.00) 0695
Respiratory rae (DT2) _20.00 (16.00-20.00) _20.00 (16.00-20.00) 20,00 (16.00-20.00) 0924
Respiratory e (D13) __20.00 (16.00-20.00) _20.00 (16.00-20.00) 20,00 (16.00-20.00) __0.7971
Respiratory rate (D14) __20.00 (16,50 20.00) _20.00 (16.00-20.00) 20,00 (16.00-20.00) __0.962

Wedian (1QR). 1 (%) / “Mann-Whitney test
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AZVUDINE PLACEBO
VARIABLES Total! e Ne gt p-value?
Type 02 Saturation (D7) 0018
AMBIENT AIR 96 (54%) 52 (58%) 44 (50%)
NAZAL CATHETER 68 (38%) 36 (40%) 32 (36%)
RESERVOIR MASK 14(7.9%) 2Q22% 12 (14%)
Type 02 Saturation (D2) 0146
AMBIENT AIR 18 (66%) 65 (71%) 53 (60%)
NAZAL CATHETER 42(23%) 20 (22%) 22 (25%)
RESERVOIR MASK 19 (11%) 6(66%) 3 (15%)
Type 02 Saturation (D3) 0745
AMBIENT AIR 133 (76%) 70 (78%) 63 (73%)
NAZAL CATHETER 29 (16%) 13 (14%) 16 (19%)
RESERVOIR MASK 14 (8.0%) 7(1.8%) 7(31%)

Tifedian (1QR); n (%) / Fishers exact fest;
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AZVUDINE

PLACEBO

VARIABLES Total' rireh N et p-value?
Type 02 Saturation (D4) 0355
AMBIENT AIR 144 (83%) 76 (85%) 68 (81%)
NAZAL CATHETER 19 (11%) 7(7.9%) 12 (14%)
RESERVOIR MASK 10 (5.8%) 6 (67%) 4(48%)
Type 02 Saturation (D5) 0649
AMBIENT AIR 152 (89%) 80 (91%) 72 (87%)
NAZAL CATHETER 13 (7.6%) 6(6.8%) 7 (8.4%)
RESERVOIR MASK 6 (35%) 2(23%) 4(48%)
Type 02 Saturation (D6) 0477
AMBIENT AIR 127 (88%) 66 (89%) 61 (86%)
NAZAL CATHETER 1(7.6%) 6(81%) 5(7.0%)
RESERVOIR MASK 7(4.8%) 227%) 5(7.0%)
Type 02 Saturation (D7) 0787
AMBIENT AIR 122 (92%) 61(94%) 61(90%)
NAZAL CATHETER 7(53%) 3(46%) 4(5.9%)
RESERVOIR MASK 4(3.0%) 1(1.5%) 3(.4%)
Type 02 Saturation (D8) 0896
AMBIENT AIR 96 (89%) 49 (91%) 47 (87%)
NAZAL CATHETER 6(5.6%) 3(56%) 3(56%)
RESERVOIR MASK 6(56% 2(37%) 4(7.4%)
Type 02 Saturation (D9) 0715
AMBIENT AIR 95 (91%) 48 (92%) 47 (90%)
NAZAL CATHETER 8(7.7%) 3(5.8%) 5(9.6%)
RESERVOIR MASK 1(1.0% 1(1.9%) 0.(0%)
Type 02 Saturation (D10) >0999
AMBIENT AIR 74 (91%) 34 (92%) 40 (91%)
NAZAL CATHETER 5(62%) 2(54%) 3(6.8%)
RESERVOIR MASK 2(25%) 1(27%) 1(23%)
Type 02 Saturation (D11) 05811
AMBIENT AIR 70 (92%) 32 (94%) 38 (90%)
NAZAL CATHETER 4(53%) 1(2.9%) 3(71%)
RESERVOIR MASK 2(26%) 1(29%) 1(24%)
Type 02 Saturation (D12) >0999
AMBIENT AIR 57 (95%) 24 (96%) 33 (94%)
NAZAL CATHETER 3(50% 1(4.0%) 2(57%)
Type 02 Saturation (D13) >0999
AMBIENT AIR 53 (93%) 21 (95%) 32 (91%)
NAZAL CATHETER 3(53%) 1(4.5%) 2(57%)
RESERVOIR MASK 1(18% 0(0%) 1(29%)
Type 02 Saturation (D14) >0999
AMBIENT AIR 37 (97%) 17 (100%) 20 (95%)
RESERVOIR MASK 1(26% 0(0%) 1(4.8%)

THedian (1QR); 1 (%) / FFisher’s exact fest.




image30.png
VARIABLES Total' ALLUDME PLACERO p-value?
O2{Umin)(DT) 400 (3.00-6.00] __400(3.00-500] 400 (3.00-600] 0374
02(Umin)(D2) 50(3.0-60) 50(32-60) 50(3.0-70) 0825
02(Umin)(D3) 10(0-70) 10(35-55) 50(3.0-65) 0749
02(Lmin)(D4) 10(20-60) 30(20-60) 50(30-72) 0358
02(Limin)(D5) 400 (4.00-6.50) .00 (4.00-5.25) 400 (4.00-7.50] __0.630
02(Uimin)(DS) 400 (3.00-6.75) __3.50(3.00-5.25) _450(225-7.75) __0.693
02(Umin)(D7) 50(3.0-80) 35(8-68) 50(40-80) 0633
02(Limin)(D8) 550 (3.60-6.00] 200 (2.00-5.00 __6.00 (5:00-6.00] 0,619
02(Uimin)(DS) 400 (3.00-6.00) _3.00(2.00-6.75] 500 (3.00-6.00) 0535
02(Lmin)(D10] 0(15-65) 50(35-10.0) 0(1.0-58) 041
02(Umin)(D11) __45(25-72) 10.0 (75-125 30(20-50) 0240
02(Uimin)(DT2) 300 (3.00-4.00) _3.00 (3.00-3.00] 400 (3.50-4.50) 50999
02(Uimin)(D13) 350 (250-450) _3.00(3.00-3.00) _4.00(250-5.00) 50999

02(Umin)(D14)

13 (13-13)

NA (NA-NA)

13 (13-13)

Median (1QR); 1 (%) / “Mann-Whitney test




image31.png
VARIABLES Total! ALYUDIE  PLACERO povalue?
Wechancal VentTaton( VN T00%) 0[0%) 00%)
Wechanical Ventlaton(D2)V/N T(0%) T(0%) T(0%)
Wechanical Venfiafion(D3)V/N T0.6%) T(LT%) T(0%) 0599
Wechanical Ventlation(D4)Y/N 0 (0%) 0(0%) 7(0%)
Wechanical Ventlation(D5)V/N T(0%) T(0%) T(0%)
Wechanical Ventlation(D8)V/N T(0%) 7(0%) T(0%)
Wechanical Ventlation(D7)V/N T0.7%) T(15%) 7(0%) [EEH
Wechanical Ventlation(D8)V/N 0 0%) 00%) T(0%)
Wechanical Ventlation(D3)V/N T(0%) GA) 7(0%)
Wechanical Ventlation(B10)/N T(0%) T(0%) T(0%)
Wechanfcal VentTation(®TT)YIN T(0%) 7(0%) T(0%)
Wechanical Ventlation(DT2)YIN T(0%) GA) 7(0%)
Wechanical Ventlation(B13)VIN T(0%) T(0%) T(0%)
Wechanfcal Ventlation(DT4)IN T(0%) T0%) T(0%)

TWedian (1QR). 1 (%) / Mann-Whitney fest




image1.png
TREATMENTS

Variables N Total’ FNC, N =91 Placebo, N = 88 p-value?
Age 179 48 (41-58) 48 (42-61) 48 (40 - 55) 0.135
Ethnicity 179 0.417
White 99 (55%) 48 (53%) 51 (58%)

Black 29 (16%) 18 (20%) 11 (12%)

Brown 51 (28%) 25 (27%) 26 (30%)

Gender 179 0.075
F 75 (42%) 44 (48%) 31 (35%)

M 104 (58%) 47 (52%) 57 (65%)

"Median (IQR); n (%)
2Wilcoxon rank sum test; Pearson's Chi-squared test




image2.png
CLINICAL PICTURE DESCRIPTION SCORE

Uninfected Non-infected: no viral RNA detection. 0
‘Asymptomatic; viral RNA detected 1

Outpatient: mild ‘Symptomatic; does not require

illness assistance 2
‘Symptomatic; needs assistance. 3

Hospitalized: no oxygen therapy”
Hospitalized

Hospitalized: oxygen support by mask
moderate ilness
or nasal catheter.

Hospitalized: oxygen support by NIV
or high flow.

Intubation and mechanical
ventilation, pO2/FiO2 150 or 7

SpO2/Fi02 10200
Hospitalized

_ Mechanical ventiation pO2/Fi02
serious iiness

<150 (SpO2/Fi02 <200) or 8
vasopressors

Mechanical ventiation pO2/Fi02

<150 and vasopressors, dialysis or 9
ECMO.

Death Death 10
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FINAL SCORE

Box 1 Box 2

mo =1




