
SUPPLEMENTAL DIGITAL CONTENT 

Table S1. Patients from the survivor group (n=17). 

 
Age Sex Race Smoker Alcohol Previous Diseases Sepsis Focus 

34 F white no no DB, HT kidney 

36 M white yes yes - others (leptospirosis) 

60 M white yes no 
DB, HT, CRF, 
COPD, CHF 

lungs 

46 M white no yes KD kidney 

66 M white no yes DB lungs 

66 F white no yes KD, DL kidney 

43 M white no no - lungs 

49 M white no yes DB, HT, DL abdominal cavity (pancreatitis) 

47 M black no yes KD, osteomyelitis others 

74 F white yes       - 
HT, KD, HPT, CRF, 

PVI 
others (skin) 

58 M white yes yes DB, PR abdominal cavity 

44 F brown yes yes asthma lungs 

71 F white no no DL others (soft parts) 

61 M brown yes yes DB, HT lungs 

54 M brown yes yes - lungs 

64 M brown no yes 
DB, HT, cirrhosis, 

DL 
abdominal cavity 

50 F brown no yes - lungs 
DB: diabetes; HT: hypertension; CD: cardiovascular diseases; DL: dyslipidemia; COPD: chronic obstructive pulmonary 

disease; KD: kidney disease; CRF: chronic renal failure, CHF: congestive heart failure; HPT: hypothyroidism; PVI: peripheral 

venous insufficiency.  



Table S2. Patients from the death group (n=17). 

 
Age Sex Race Smoker Alcohol Previous Diseases Sepsis focus 

61 F white yes yes DB, HT, CD, DL 
others (soft 

parts) 

55 F brown no yes DB, HT, asthma others 

45 M black no yes HT kidney 

55 F brown - - KD others 

60 M black no yes HT kidney 

68 M white - - 
DB, HT, CD, VD, 

CHF 

abdominal 

cavity 

58 M white yes yes HD kidney 

75 F white no no HT, HPT 
abdominal 

cavity 

66 M white yes yes COPD 
abdominal 

cavity 

73 M white yes yes HT, KD 
abdominal 

cavity 

69 M white no yes DB, CD, DL others 

74 M - no - 
DB, HT, CHF, CRF, 

stroke, HTP 

abdominal 

cavity 

83 M white no no CD, KD lungs 

50 F black yes yes HT others 

87 M - - - HT, KD, CD 
abdominal 

cavity 

49 F white yes no DB, HT lungs 

85 M white no no HT, CD, KD, stroke 
abdominal 

cavity 

DB: diabetes; HT: hypertension; CD: cardiovascular diseases; DL: dyslipidemia; COPD: chronic obstructive pulmonary 

disease; KD: kidney disease; CHF: congestive heart failure; HPT: hypothyroidism, PVI: peripheral venous insufficiency; 

VD: vascular diseases; HD: hepatic diseases; CRF: chronic renal failure; HPT: hypothyroidism.  

 

 

 



Table S3. Sequences of the target genes primers. 

 

Gene Name Forward sequence Reverse sequence 

TLR2 CCCTGGGCAGTCTTGAACAT GGCTTGAACCAGGAAGACGA 

TLR4 CTGCGTGGAGGTGGTTCCTA CTGCGTGGAGGTGGTTCCTA 

NLRP3 GGCAACACTCTCGGAGACAA TGTGACGTGAGGTTGCAGTT 

NF-κB (P105) TTGGGAAGGCCTGAACAAATG AGGTATGGGCCATCTGCTGT 

IL-1β TCGCCAGTGAAATGATGGCT TGGAAGGAGCACTTCATCTGTT 

IL-1α TCGCCAGTGAAATGATGGCT TGGAAGGAGCACTTCATCTGTT 

IL-18 TGCAGTCTACACAGCTTCGG GTTTGTTGCGAGAGGAAGCG 

Caspase 11 GCCCATCACCAACTCCTTCA CGTCCTCCTTGTAGCGTCTG 

Caspase 12 TCCAATGTGAGTGTGCCTGT GTTTTGGTCCACTCCACCGA 

HSP70 TGCTGGTCTTAATTGCTTGCG TGGTTTCTCTTCTAAGCGAGG 

IL-10 AAGACCCAGACATCAAGGCG AATCGATGACAGCGCCGTAG 

HMGB1 CGGACAAGGCCCGTTATGAA CCTCTTGGGTGCATTGGGAT 

TGF-b CCAGCGACTCGCCAGAGTGG GGCCGGTAGTGAACCCGTTGA 

PPARɣ TTCAGAAATGCCTTGCAGTG CCAACAGCTTCTCCTTCTCG 

SR-B1 GTGTGGGTGAGATCATGTGG GTTCCACTTGTCCACGAGGT 

Pro-Casp 1 ACTGCCCAAGTTTGAAGGACA CACTTCCTGCCCACAGACA 

ASC CTCCTCAGTCGGCAGCCAAG CAAGTCCTTGCAGGTCCAGT 

CCL14 CCATTCCCTTCTTCCTCCTC GACGCGGGATCTTGTAGGTA 

CCL22 ATTACGTCCGTTACCGTCTG TAGGCTCTTCATTGGCTCAG 

CXCL10 CCACGTGTTGAGATCATTGGC TTCTTGATGGCCTTCGATTC 

CXCL11 CCTGGGGTAAAAGCAGTGAA TGGGATTTAGGCATCGTTGT 

IL-12p35 GATGGCCCTGTGCCTTAGTA TCAAGGGAGGATTTTTGTGG 

TLR2- toll-like receptor 2; TLR4- toll-like receptor 4; NLRP3- NOD and pyrin domain, containing protein 3; NF-κB - 

nuclear factor kappa B (subunit 1 - P105); IL-interleukin; HSP70-heat shock protein 70; HMGB1 - high mobility group 

box 1; TGF-b- transforming growth factor-beta; PPARɣ - peroxisome proliferator gamma type; SR-B1 - scavenger 

receptor class B type 1; ASC- apoptosis-associated speck-like protein containing a CARD; CCL- chemokine (C-C motif) 

ligand; CXCL- chemokine (C-C motif) ligand. 
 

 



Table S4. Plasma biochemical, hematological, and inflammatory measurements. 

 
 

Phase  
A 

Phase  
B 

Phase  
C 

Phase  
D 

Phase  
E 

Phase 
 F 

Death 
A 

Death 
B 

Control 

CRP (mg/dL) 186.0 ± 
28.3  
**** 

77.4 ± 
15.0  
**** 

12.5 ± 
4.0 

αααα;Ω 

9.8 ±  
2.7  

αααα; 
ΩΩ 

11.2 ± 
5.1  

αααα 

16.0 ± 
11.4 

αααα 

172.0 ± 
22.8 
**** 

130.0 ± 
30.5 
**** 

3.3 ±  
0.9 

Leukocytes 
(cells/mm³) 

20.816± 
2.736  
**** 

13.245 ± 
1.449 

 ** 

7.224 ± 
496 

 ααα; Ω 

6.960 ± 
489 

ααα;ΩΩ; 
£ 

7.129 ± 
540  

ααα; ΩΩ; 
£ 

6.553 ± 
775  

αα; Ω; £ 

18.72 ± 
4.225  

* 

10.39 ± 
1.079 

6.781 ± 
399 

Platelets 
(mm³) 

178.733 ± 
28.794 

368.933± 
47.678  

αα 

283.800± 
24.732 α 

259.063±
18,722 

237.867±
19.003 

223.714±
28.633 

- - 243.471±
11.981 

Lactate 
(mg/dL) 

24.13 ± 
3.59 

9.76 ± 
0.83  
αα 

14.32 ± 
2.02 

16.18 ± 
3.43 

14.76 ± 
1.75 

12.21 ± 
1.68 

32.80 ± 
12.60 

9.30 ± 
1.20 α 

11.85 ± 
0.91 

ALT (U/L) 41.82 ± 
7.85 

49.06 ± 
12.25 

18.06 ± 
2.95  

α; ΩΩ 

21.65 ± 
3.93 

28.59 ± 
7.75 

27.29 ± 
5.20 

45.70 ± 
25.20 

17.70 ± 
3.70 

20.47±  
2.11 

AST (U/L) 67.35 ± 
18.71 

49.12 ± 
7.49 

20.35 ± 
2.58  

αα; ΩΩ 

26.35 ± 
7.37  

αα; ΩΩ 

43.82 ± 
9.24 

24.71 ± 
3.85 

63.60 ± 
35.00 

24.30 ± 
2.60 

21.24 ± 
1.00 

Urea (mg/dL) 99.41 ± 
15.68  
**** 

70.65 ± 
14.89 

45.65 ± 
5.33  

α 

49.50 ± 
8.64 

α 

39.76 ± 
3.73 
αα 

35.14 ± 
2.77  
αα 

64.10 ± 
12.90 

60.10 ± 
11.60 

32.59 ± 
2.28 

Creatinine 
(mg/dL) 

2.98 ±  
0.42  

* 

2.07 ± 
0.47 

1.16 ± 
0.18 

1.39 ± 
0.34 

1.25 ± 
0.25 

0.99 ± 
0.06 

2.30 ± 
0.60 

2.20 ± 
0.90 

0.90 ± 
0.04 

Total 
cholesterol 

(mg/dL) 

150.0 ± 
14.3 

176.3 ± 
16.1 

194.8 ± 
7.9 

200.4 ± 
9.8 

203.9 ± 
11.5 

182.7 ± 
19.1 

136.3 ± 
25.6 

144.9 ± 
20.3 

187.9 ± 
6.5 

Triglycerides 
(mg/dL) 

209.6 ± 
27.5 

226.9 ± 
30.0 

141.3 ± 
15.6 

138.2 ± 
18.4 

152.6 ± 
20.4 

195.9 ± 
52.6 

199.4 ± 
69,3 

184.9 ± 
37.3 

145.1 ± 
19.7 

Glucose 
(mg/dL) 

159.5 ± 
18.4  
** 

109.1 ± 
9.2 

125.4 ± 
21.8 

124.2 ± 
19.8 

117.5 ± 
19.2  
αα 

109.3 ± 
10.4 

138.6 ± 
21.1 

103.1 ± 
11.0 

102.0 ± 
9.2 

CRP: C reactive protein; ALT: alanine aminotransferase; AST: aspartate aminotransferase. Results presented 

as mean ± standard error mean; (*) p ≤0.05 vs. control, (**) p  ≤0.01 vs. control; (***) p ≤0.001; (****) p  

≤0.0001 vs. control; (α) p ≤0.05 vs. phase A, (αα) p ≤0.01 vs. phase A, (ααα) p ≤0.001 vs. phase A, (αααα) p  

≤0.0001 vs. phase A, (Ω) p  ≤0.05 vs. phase B, (ΩΩ) p  ≤0.01 vs. phase B; (£) p  ≤0.05 vs. death group 

 



Table S5. Comparison between patients with sepsis and controls for each follow-up phase of the study patients, São Paulo, 2016-2017. 

 Control Group Phases 

 n = 17  A (n = 17) B (n = 17) C (n = 17) D (n = 17) E (n = 17) F (n = 8) 
 Average (SD) Average (SD) Average (SD) Average (SD) Average (SD) Average (SD) Average (SD) 
 Median (Q1-Q3) Median (Q1-Q3) Median (Q1-Q3) Median (Q1-Q3) Median (Q1-Q3) Median (Q1-Q3) Median (Q1-Q3) 

NLRP3 2.38 (2.42) 977.82 (2377.26) 1095.11 (1729.39) 2167.16 (5124.87) 2295.31 (2793.03) 2989.91 (5492.01) 42.665 (45.74) 
 1.55 (0.41-3.86) 94.94 (2.26-602.11) 250.19 (4.05-1650.72) 111.41 (0.09-2410.49) 1480.11 (213.99-3143.91) 882.62 (91.07-3405.90) 34.13 (2.41-76.40) 
P value¥  0.002 <0.001 0.078 <0.001 <0.001 0.027 
TLR4 1.66 (1.78) 1227.20 (2041.95) 577.57 (870.23) 289.93 (420.59) 492.43 (741.16) 451.62 (645.21) 126.34 (131.48) 

 0.79 (0.41-2.52) 210.93 (0.42-1672.41) 64.38 (10.38-928.35) 55.24 (16.17-596.15) 84.84 (44-84-954.29) 165.83 (13.28-486.24) 87.59 (10.42-241.54) 
P value¥  0.008 <0.001 <0.001 <0.001 <0.001 <0.001 
TLR2 2.54 (2.78) 160.76 (300.72) 111.97 (178.19) 139.46 (242.14) 124.04 (135.33) 121.96 (160.55) 8.22 (7.94) 
 0.50 (0.36-4.23) 42.10 (0.55-165.31) 17.37 (5.60-167.40) 31.51 (14.40-190.65) 53.88 (21.32-285.58) 48.56 (3.45-178.25) 7.24 (0.80-15.94) 

P value¥  0.005 <0.001 <0.001 <0.001 <0.001 0.062 
IL-1a 2.23 (2.49) 1457.89 (3762.91) 2437.11 (4140.61) 10775.47 (20950.02) 6240.80 (10262.63) 4822.31 (5616.28) 6.77 (7.17) 
 1.20 (0.41-3.31) 225.90 (37.72-1160.50) 610.37 (87.88-1958.50) 2351.77 (1237.77-6919.87) 2536.45 (1042.43-7128.19) 2875.34 (563.33-7768.45) 3.94 (0.54-13.95) 
P value¥  0.001 <0.001 <0.001 <0.001 <0.001 0.200 
IL-1b 2.39 (2.82) 7147.11 (14020.01) 7100.30 (11057.90) 21112.27 (57079.68) 15564.90 (24258.74) 10694.00 (18026.80) 14.18 (15.33) 

 1.12 (0.28-3.59) 1125.57 (37.91-5702.73) 2031.65 (150.17-7457.30) 2296.85 (814.88-12164.91) 4373.09 (2477.10-21927.25) 2508.73 (265.63-14825.80) 8.21 (0.80-28.65) 
P value¥  <0.001 <0.001 <0.001 <0.001 <0.001 0.066 
HMGB1 1.95 (1.95) 156.85 (329.76) 181.25 (279.11) 250.54 (321.26) 364.22 (400.04) 236.13 (274.54) 46.08 (41.87) 
 1.53 (0.35-2.95) 63.70 (2.30-187.98) 68.36 (9.47-215.04) 74.21 (36.11-267.70) 155.68 (89.42-450.53) 98.94 (33.93-373.63) 37.51 (7.92-88.93) 

P value¥  0.001 <0.001 <0.001 <0.001 <0.001 <0.001 
CASP11 1.35 (1.20) 38.96 (86.02) 93.09 (149.93) 111.15 (185.09) 267.50 (292.42) 161.77 (186.69) 41.92 (46.53) 
 0.99 (0.56-1.55) 3.13 (0.23-29.26) 12.60 (1.39-88.01) 10.60 (0.47-224.15) 176.75 (30.64-509.52) 61.15 (9.27-296.79) 16.97 (6.23-85.19) 
P value¥  0.175 0.003 0.109 <0.001 <0.001 0.001 

CASP12 1.14 (0.58) 3014.5 (6950.69) 1218.50 (2028.23) 1235.50 (1376.41) 2204.97 (3507.50) 2626.50 (4387.88) 470.11 (409.88) 
 1.19 (0.73-1.46) 1116.45 (79.70-2738.94) 382.26 (163.45-1350.22) 654.01 (147.26-2075.40) 1160.22 (191.76-2102.92) 864.77 (343.03-3600.99) 323.25 (124.44-860.43) 
P value¥  <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 
CASP1 1.17 (0.69) 263.60 (398.86) 438.47 (912.48) 227.02 (319.27) 202.10 (264.51) 151.09 (202.85) 143.38 (161.89) 
 0.93 (0.55-1.63) 23.21 (1.11-570.32) 45.75 (5.31-559.96) 40.77 (2.96-378.86) 59.41 (14.38-357.93) 70.50 (5.54-165.02) 84.07 (6.16-283.97) 

P value¥  0.004 <0.001 <0.001 <0.001 <0.001 <0.001 
ASC 1.90 (2.17) 612.98 (966.44) 360.87 (567.49) 243.80 (355.24) 778.41 (1379.26) 585.01 (771.87) 82.25 (88.22) 
 1.05 (0.43-3.75) 187.90 (4.54-942.80) 55.94 (10.36-518.78) 23.21 (6.20-497.42) 119.00 (14.23-1172.04) 223.24 (18.17-1074.76) 67.01 (3.47-149.32) 
P value¥  0.001 <0.001 <0.001 <0.001 <0.001 0.012 

IL10 1.96 (2.19) 372.73 (983.70) 395.74 (853.37) 318.15 (411.42) 554.93 (614.9) 609.75 (831.62) 8.43 (5.33) 
 1.02 (0.34-2.55) 90.37 (2.43-268.88) 144.54 (12.07-344.66) 125.54 (62.90-458.87) 301.90 (115.76-654.36) 194.81 (11584-938.32) 7.00 (4.00-12.76) 
P value¥  0.001 <0.001 <0.001 <0.001 <0.001 0.001 
IL18 1.16 (0.71) 508.29 (937.67) 564.77 (834.0) 415.44 (503.16) 533.61 (662.38) 465.09 (621.39) 64.22 (67.64) 

 0.89 (0.67-1.65) 135.06 (1.23-530.16) 119.83 (1.91-1102.70) 119.25 (50.77-721.98) 155.61 (96.86-797.77) 68.21 (9.55-982.17) 337.04 (9.47-120.30) 
P value¥  <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 
NFKB 2.79 (4.15) 459.10 (785.54) 1332.86 (3160.65) 2782.48 (4999.70) 1603.99 (2283.22) 867.21 (1673.04) 33.29 (32.13) 
 1.27 (0.49-2.08) 146.93 (16.30-415.48) 108.40 (6.47-971.94) 950.55 (329.38-1619.83) 541.42 (161.48-2189.15) 78.12 (10.22-786.68) 27.52 (3.66-66.19) 

P value¥  0.001 0.001 <0.001 <0.001 <0.001 0.017 
        



(Cont.)        

        
CCL14 1.28 (0.94) 4.39 (5.10) 5.41 (6.47) 4.63 (5.63) 5.58 (7.31) 4.30 (4.51) 1.38 (1.73) 
 1.06 (0.65-1.92) 2.41 (0.93-6.55) 2.55 (0.41-8.87) 2.41 (1.15-4.03) 3.07 (1.10-5.55) 2.67 (0.90-5.15) 0.94 (0.28-1.18) 
P value¥  0.027 0.111 0.046 0.011 0.034 0.563 
CCL22 1.01 (0.12) 0.96 (0.47) 3.06 (9.55) 6.37 (16.77) 2.16 (1.90) 1.85 (1.52) 0.24 (0.10) 

 1.00 (0.94-1.07) 0.95 (0.67-1.23) 1.06 (0.71-1.30) 1.77 (1.08-4.01) 1.42 (0.94-2.69) 1.31 (1.06-2.06) 0.23 (0.20-0.30) 
P value¥  0.440 0.578 0.003 0.078 0.018 <0.001 
TGFb 3.45 (4.99) 295.95 (453.19) 387.62 (628.74) 398.13 (546.29) 623.58 (1042.39) 399.18 (539.31) 95.03 (93.48) 
 1.36 (0.17-4.69) 26.08 (0.07-684.28) 33.96 (3.88-430.29) 55.78 (0.79-704.62) 78.94 (30.33-827.55) 264.61 (37.29-514.03) 76.19 (10.10-178.90) 

P value¥  0.042 0.003 0.024 0.001 <0.001 0.001 
SRB1 1.02 (0.23) 17.76 (41.33) 15.31 (22.94) 22.75 (30.48) 35.80 (57.50) 30.33 (27.67) 8.15 (8.70) 
 0.98 (0.87-1.15) 4.33 (2.00-9.85) 3.70 (2.14-16.25) 3.30 (2.81-46.26) 7.51 (2.56-61.47) 27.79 (4.71-44.09) 4.53 (1.30-13.67) 
P value¥  <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 

PPARγ 1.01 (0.15) 17.72 (30.21) 24.38 (59.32) 12.49 (30.11) 6.04 (5.92) 4.67 (3.29) 1.30 (0.52) 
 0.98 (0.92-1.02) 4.20 (2.46-18.40) 3.35 (2.33-16.93) 5.01 (2.82-6.24) 3.75 (2.93-6.79) 3.05 (2.69-6.20) 1.15 (0.87-1.66) 
P value¥  <0.001 <0.001 <0.001 <0.001 <0.001 0.683 
CXCL10 1.65 (1.55) 2.01 (1.46) 1.82 (1.36) 2.05 (1.41) 2.89 (1.87) 1.99 (1.13) 0.76 (0.48) 

 1.13 (0.45-2.33) 2.03 (0.61-3.41) 1.40 (0.87-2.60) 1.97 (1.07-2.69) 2.57 (1.52-4.22) 1.81 (1.24-2.43) 0.67 (0.36-0.97) 
P value¥  0.466 0.377 0.207 0.044 0.183 0.385 
CXCL11 1.06 (0.41) 2.17 (2.93) 2.06 (2.38) 3.81 (5.34) 3.91 (5.01) 3.53 (4.52) 0.47 (0.21) 
 0.96 (0.91-1.07) 0.82 (0.58-2.15) 0.84 (0.62-2.37) 1.30 (0.82-2.60) 1.08 (0.75-7.00) 1.28 (0.75-4.91) 0.41 (0.34-0.66) 
P value¥¥  0.543 0.672 0.286 0.642 0.408 <0.001 

IL12p35 1.37 (1.15) 170.87 (226.20) 240.98 (309.78) 513.10 (787.53) 380.73 (476.01) 471.70 (470.37) 83.04 (80.88) 
 0.99 (0.57-2.02) 92.45 (18.04-212.64) 92.31 (15.26-373.73) 184.42 (16.72-688.76) 219.16 (66.62-510.18) 331.81 (35.82-733.78) 73.48 (4.13-151.70) 
 P value¥  <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 

Abbreviations: IL-1α (interleukin 1 alpha); IL-1β (interleukin 1 beta); NLRP3 (NOD- LRR- and pyrin domain-containing protein 3), TLR4 (toll like receptor 4), TLR2 (toll like receptor 

2), HMGB1 (high mobility group box 1 protein), CASP11 (caspase 11), CASP12 (caspase 12), CASP1 (caspase 1), ASC (adaptor molecule apoptosis-associated speck-like protein 

containing a CARD), IL-18 (interleukin 18), NFκB (nuclear factor kappa B), CXCL10 (C-X-C motif chemokine ligand 10);  CXCL 11 (C-X-C motif chemokine ligand 11); IL-12p35 

(interleukin 12 p35), PPARγ (peroxisome proliferator activated receptor γ); TGF-β (transforming growth factor-β); SR-B1 (scavenger receptor class B type 1); CCL14 (C-C motif 

chemokine ligand 14; CCL22 (C-C motif chemokine ligand 22). 



Table S6. Analysis of the study patient mortality over time, São Paulo, 2016-2017. 

  Wald chi-square p value 

NLRP3 Deaths 0.134 0.714 
 Survivors 22.929 <0.001 
 Deaths*Survivors 6.098 0.192 
TLR4 Deaths 0.012 0.912 
 Survivors 13.477 0.019 
 Deaths*Survivors 5.911 0.206 
TLR2 Deaths 1.438 0.231 
 Survivors 19.867 0.001 
 Deaths*Survivors 5.979 0.201 
IL-1a Deaths 0.808 0.369 
 Survivors 63.603 <0.001 
 Deaths*Survivors 12.775 0.012 
IL-1b Deaths 0.536 0.464 
 Survivors 22.194 <0.001 
 Deaths*Survivors 2.664 0.616 
HMGB1 Deaths 0.005 0.946 
 Survivors 28.905 <0.001 
 Deaths*Survivors 13.171 0.010 
CASP11 Deaths 0.181 0.671 
 Survivors 21.724 0.001 
 Deaths*Survivors 7.338 0.119 
CASP12 Deaths 1.573 0.210 
 Survivors 14.608 0.012 
 Deaths*Survivors 23.024 <0.001 
CASP1 Deaths 0.825 0.364 
 Survivors 5.054 0.409 
 Deaths*Survivors 9.975 0.041 
ASC Deaths 0.485 0.486 
 Survivors 16.004 0.007 
 Deaths*Survivors 5.215 0.266 
IL10 Deaths 0.303 0.582 
 Survivors 31.871 <0.001 
 Deaths*Survivors 3.668 0.453 
IL18 Deaths 0.122 0.727 
 Survivors 20.725 0.001 
 Deaths*Survivors 5.320 0.256 
NFKB Deaths 0.001 0.997 
 Survivors 16.564 0.005 
 Deaths*Survivors 3.361 0.499 
CCL14 Deaths 0.237 0.626 
 Survivors 9.989 0.076 
 Deaths*Survivors 6.492 0.165 
CCL22 Deaths 1.466 0.226 
 Survivors 112.329 <0.001 
 Deaths*Survivors 7.619 0.107 
TGFb Deaths 0.807 0.369 
 Survivors 19.951 0.001 
 Deaths*Survivors 18.095 0.001 
SRB1 Deaths 0.801 0.371 
 Survivors 22.380 <0.001 
 Deaths*Survivors 10.750 0.030 



PPARγ Deaths 1.919 0.166 
 Survivors 18.092 0.003 
 Deaths*Survivors 6.065 0.194 
CXCL10 Deaths 0.053 0.817 
 Survivors 51.887 <0.001 
 Deaths*Survivors 11.188 0.025 
CXCL11 Deaths 0.961 0.327 
 Survivors 15.830 0.007 
 Deaths*Survivors 7.698 0.103 
IL12p35 Deaths 0.374 0.541 
 Survivors 36.554 <0.001 
 Deaths*Survivors 11.143 0.025 

Abbreviations: IL-1α (interleukin 1 alpha); IL-1β (interleukin 1 beta); NLRP3 (NOD- LRR- and pyrin domain-containing 

protein 3), TLR4 (toll like receptor 4), TLR2 (toll like receptor 2), HMGB1 (high mobility group box 1 protein), CASP11 

(caspase 11), CASP12 (caspase 12), CASP1 (caspase 1), ASC (adaptor molecule apoptosis-associated speck-like protein 
containing a CARD), IL-18 (interleukin 18), NFκB (nuclear factor kappa B), CXCL10 (C-X-C motif chemokine ligand 

10);  CXCL 11 (C-X-C motif chemokine ligand 11); IL-12p35 (interleukin 12 p35), PPARγ (peroxisome proliferator 

activated receptor γ); TGF-β (transforming growth factor-β); SR-B1 (scavenger receptor class B type 1); CCL14 (C-C 

motif chemokine ligand 14; CCL22 (C-C motif chemokine ligand 22). 

 

Table S7. Analysis of the study patient mortality over time, peer comparisons of the study participants, São 

Paulo, 2016-2017. 

 Phase B C D E F 

NLRP3 A 0.999 0.999 0.999 0.261 0.524 
 B  0.999 0.999 0.572 0.144 
 C   0.999 0.999 0.901 
 D    0.999 0.762 
 E     0.067 
TLR4 A 0.804 0.087 0.999 0.999 0.043* 
 B  0.999 0.999 0.999 0.324 
 C   0.999 0.999 0.999 
 D    0.999 0.999 
 E     0.798 
TLR2 A 0.999 0.999 0.999 0.999 0.055 
 B  0.999 0.999 0.426 0.030* 
 C   0.999 0.999 0.008* 
 D    0.999 0.003* 
 E     <0.001* 
IL-1a A 0.999 0.138 0.977 <0.001* 0.543 
 B  0.917 0.999 0.002* 0.024* 
 C   0.999 0.999 0.140 
 D    0.999 0.167 
 E     <0.001* 
IL-1b A 0.999 0.999 0.999 0.999 0.129 
 B  0.999 0.999 0.999 0.105 
 C   0.999 0.999 0.999 
 D    0.999 <0.001* 
 E     0.228 
HMGB1 A 0.999 0.999 0.999 0.999 0.994 
 B  0.999 0.999 0.999 0.288 
 C   0.999 0.999 0.100 
 D    0.999 0.325 
 E     0.213 
CASP11 A 0.940 0.999 0.513 0.402 0.999 
 B  0.999 0.999 0.999 0.999 
 C   0.892 0.999 0.999 



 D    0.999 0.568 
 E     0.641 
CASP12 A 0.880 0.999 0.999 0.999 0.595 
 B  0.999 0.336 0.999 0.999 
 C   0.053 0.999 0.428 
 D    0.999 0.062 
 E     0.667 
CASP1 A 0.999 0.999 0.999 0.999 0.999 
 B  0.999 0.999 0.999 0.999 
 C   0.999 0.999 0.999 
 D    0.999 0.999 
 E     0.999 
ASC A 0.999 0.670 0.999 0.999 0.059 
 B  0.999 0.999 0.999 0.273 
 C   0.999 0.999 0.999 
 D    0.999 0.999 
 E     0.134 
IL10 A 0.999 0.999 0.999 0.999 0.535 
 B  0.999 0.999 0.999 0.181 
 C   0.852 0.999 0.047* 
 D    0.999 0.127 
 E     0.378 
IL18 A 0.999 0.999 0.999 0.999 0.138 
 B  0.999 0.999 0.999 0.156 
 C   0.999 0.999 0.124 
 D    0.999 0.949 
 E     0.849 
NFkB A 0.999 0.076 0.999 0.255 0.053 
 B  0.999 0.999 0.999 0.360 
 C   0.999 0.967 0.032* 
 D    0.999 0.999 
 E     0.083 
CCL14 A 0.999 0.999 0.999 0.999 0.190 
 B  0.961 0.999 0.999 0.249 
 C   0.999 0.999 0.999 
 D    0.999 0.999 
 E     0.989 
CCL22 A 0.999 0.999 0.999 0.004* <0.001* 
 B  0.999 0.999 0.999 0.999 
 C   0.999 0.999 0.999 
 D    0.999 0.225 
 E     <0.001* 
TGFb A 0.999 0.999 0.999 0.999 0.350 
 B  0.999 0.999 0.999 0.477 
 C   0.999 0.999 0.846 
 D    0.999 0.999 
 E     0.003* 
SRB1 A 0.999 0.999 0.999 0.999 0.999 
 B  0.999 0.999 0.291 0.999 
 C   0.999 0.999 0.999 
 D    0.999 0.999 
 E     0.007* 
PPARγ A 0.999 0.999 0.999 0.623 0.026* 
 B  0.999 0.999 0.999 0.499 
 C   0.999 0.999 0.977 
 D    0.999 0.603 
 E     0.001* 
CXCL10 A 0.999 0.999 0.559 0.999 <0.001* 
 B  0.999 0.022* 0.999 0.004* 



 C   0.024* 0.999 0.071 
 D    <0.001* <0.001* 
 E     0.052 
CXCL11 A 0.999 0.999 0.203 0.999 0.038* 
 B  0.999 0.193 0.944 0.013* 
 C   0.999 0.999 0.091 
 D    0.999 0.004* 
 E     0.259 
IL12p35 A 0.999 0.999 0.999 0.180 0.999 
 B  0.999 0.999 0.929 0.429 
 C   0.999 0.999 0.360 
 D    0.999 0.999 
 E     0.010* 

¶ Bonferroni post hoc test to multiple comparisons. * p<0.05.  

Abbreviations: IL-1α (interleukin 1 alpha) and –IL-1β (interleukin 1 beta); NLRP3 (NOD-, LRR- and pyrin domain-

containing protein 3), TLR4 (toll like receptor 4), TLR2 (toll like receptor 2), HMGB1 (high mobility group box 1 protein), 

CASP11 (caspase 11), CASP12 (caspase 12), CASP1 (caspase 1), ASC (adaptor molecule apoptosis-associated speck-like 

protein containing a CARD), IL-18 (interleukin 18), NFκB (nuclear factor kappa B), CXCL10 (C-X-C motif chemokine 
ligand 10);  CXCL 11 (C-X-C motif chemokine ligand 11); IL-12p35 (interleukin 12 p35), PPARγ (peroxisome 

proliferator activated receptor γ); TGF-β (transforming growth factor-β); SR-B1 (scavenger receptor class B type 1); 

CCL14 (C-C motif chemokine ligand 14; CCL22 (C-C motif chemokine ligand 22). 

 

 

 

 

 

 

 

 


	Table S4. Plasma biochemical, hematological, and inflammatory measurements.

