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Exp (B) 95% Cl Exp (B) p-val

Central line insertion 2.688 1.24-5.825 0.012
Chronic Foley catheter requirement 15.793 1.975-126.314 0.009
Carbapenems exposure in the past 14 days 0.472 0.243-0.917 0.027

CRKP, carbapenem-resistant Klebsiella pneumoniac; CRAB, carbapenem-resistant Acinetobacter baumanii; CRPA. carbapenem-resistant Pseudomonas aeruginosa.
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Univariate analysis Multivariate analysis

Exp (B) 95% ClI Exp (B) Exp (B) 95% Cl Exp (B)
Admission to an ICU 0.035 0.015-0.079 <0.001 0.034 0.012-0.091 <0.001
Duration of hospitalization in the ICU < 3 days, n (%) = 0.106 0.040-0.282 <0.001
Co-infection with CRAB/CRPA I 0417 0.227-0.763 0.005 I 0.141 0.024-0.841 0.032
Appropriate treatments within 3 days 7.047 3.561-13.946 <0.001 7.928 2.627-20.271 <0.001
Mechanical ventilation 0.203 0.102-0.404 <0.001
Central line insertion 0.147 0.055-0.394 <0.001
‘WBC 0.939 0.895-0.984 0.009
NEUT 0923 0.877-0.972 0.002
PT 0.806 0.696-0.932 0.004
A 1101 1.03-1.176 0.005
CRP 0.994 0.989-0.998 0.004
Blood glucose 0.801 0.682-0.942 0.007
NLR 0.933 0.902-0.964 <0.001 0.968 0.935-1.001 0.036

CRKP, carbapenem-resistant Klebsiella pneumoniae; ICU, intensive care unit; CRAB, carbapenem-resistant Acinetobacter baumanii; CRPA. carbapenem-resistant Pseudomonas aeruginosa;
WBC, white blood cell; NEUT, neutrophil; PT, prothrombin time; A, albumin; CRP, C-reactive protein; NLR, neutrophil-to-lymphocyte count ratio.
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Exp (B) 95% Cl Exp (B) p-value

Co-infection with CRAB/CRPA 6.415 1.526-26.978 0.011

NLR 1.204 1.071-1.353 0.002

CRKP, carbapenem-resistant Klebsiella pneumoniae; CRAB, carbapenem-resistant Acinetobacter baumanii; CRPA, carbapenem-resistant Pseudomonas aeruginosa; NLR, neutrophil-to-
lymphocyte count ratio.
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Death in hospital = Surviving in

N=73 hospital
N =117

Demographic

Age 6275 + 17.22 67.03 + 16.80 60.09+ 17.01 0.007
Male, n (%) 136 (71.58) 51 (69.86) 85 (72.65) 0679
Admission to an ICU, n (%) 84 (44.21) 63 (86.30) 21 (17.95) <0.001
Duration of hospitalization in the ICU < 3 days, n (%) 53 (27.89%) 5 (6.85%) 48 (41.03%) <0.001
Total hospital stay, days (median, IQR) 50.00 (28.00, 80.00) 34.00 (20.00, 58.00) 57.00 (33.00, 87.00) <0.001
Surgery, n (%) 76 (40.00) 23 (31.51) 53 (45.30) 0.059

Baseline disease

Diabetes 30 (15.79) 13 (17.81) 17 (14.53) 0.547
Hypertension 39 (20.51) 14(19.18) 25(21.37) 0.854
Heart disease 15 (7.89) 12 (16.44) 3 (2.56) 0.001
Neurologic disease 55 (28.95) 15(20.55) 40(34.19) 0.049
Chronic nephritis 9 (4.74) 5(6.85) 4(3.42) 0.309
Immunosuppression 10 (5.26) 5(6.85) 5(4.27) 0.511
Pulmonary disease 29 (15.26) 16(21.92) 13(11.11) 0.061
Malignancy 33(17.37) 12(16.44) 21(17.95) 0.846

Antimicrobial therapy
Carbapenems exposure in past 2 weeks 97 (51.05) 39 (53.42) 58 (49.57) 0.605
Appropriate treatments within 3 days 131 (68.95) 32 (43.84) 99 (84.62) <0.001

Infection situation

Co-infection, n (%) 100 (52.63) 48 (65.75) 52 (44.44) 0.004
Pneumonia 126 (66.32) 52(71.23) 74 (63.25) 0.274
Sepsis 29 (15.26) 14 (19.17) 15 (12.82) 0.300
Urinary tract infection 12 (6.32) 1(1.37) 12 (6.32) 0.018
Abdominal infection 18 (9.47) 18 (9.47) 18 (9.47) 0.355
Intracranial infection 2(1.05) 0(0) 2(1.71) 0.524
Skin and soft tissue infection 3(1.58) 0(0) 3(2.56) 0.286

Use of medical device

Mechanical ventilation, n (%) 113 (59.47) 59 (80.82) 54 (46.15) <0.001
Central line insertion, 1 (%) 146 (76.84) 68 (93.15) 78 (66.67) <0.001
Chronic Foley catheter requirement, 7 (%) 174 (91.58) 69 (94.52) 105 (89.74) 0249

Laboratory variables from blood

WBC (10°/L) 12.15 + 648 15.26 + 6.93 10.23 £ 5.38 <0.001
NEUT (10°/L) 10.01 £ 6.15 13.11 £ 675 8.10 + 4.87 <0.001
LY (10°/1) 115 +1.29 118 £ 1.94 1.13 £ 0.65 0.82
PLT (10/L) 23299+ 135.59 224.89+ 154.68 238.02% 122.71 0.52
PT (s) 14.25 + 3.65 15.11 £ 5.30 13.72 £ 1.90 0.036
A (g/L) » 3221 +£4.79 31.29 + 4.40 32.78 £ 495 0.038
TP (g/L) 61.95 + 8.41 62.14 + 8.20 61.84 + 8.57 0.812
Cr (umol/L) 80.59 + 122.78 99.77 £ 129.95 68.79 £ 117.16 0.092
CRP (mg/L) 8233 +83.77 107.28 + 99.88 65.33 £ 66.10 0.005
PCT (ng/mL) 12.99 + 36.18 1643 + 45.32 10.75 + 28.74 0.312
Blood glucose (mmol/L) 7.38 £3.63 9.64 + 5.26 6.36 + 1.91 0.008
TC (mmol/L) 371 £1.19 341 +£1.28 3.88 £ 1.12 0.045
TG (mmol/L) 1.63 + 1.06 173 + 1.30 1.57 £ 091 0.463
NLR 15.88 +22.23 26.74 + 32.27 9.25 £7.01 <0.001

ICU, intensive care unit; WBC, white blood cell; NEUT, neutrophil; LY, lymphocyte count; PLT, platelet; PT, prothrombin time; A, albumin; TP, total protein; Cr, creatinine; CRP, C-reactive
protein; PCT, procalcitonin; TC, total cholesterol; TG, triglyceride; NLR, neutrophil-to-lymphocyte count ratio; CRKP, carbapenem-resistant Klebsiella pneumoniae.
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nfection, N =99 p-val

Therapeutic processes before infection

Admission to an ICU, n (%) 44 (48.35) 40 (40.40) 0.307
Duration of hospitalization in the ICU < 3 days, n (%) 15 (16.48%) 38 (38.39%) 0.001
Surgery, n (%) 36 (39.56) 40 (40.40) 0.534
Mechanical ventilation, n (%) 64 (70.33) 49 (49.50) 0.003
Central line insertion, n (%) 79 (79.80) 67 (67.68) 0.002
Chronic Foley catheter requirement, n (%) 90 (98.90) 84 (84.85) <0.001

Infection situation

Pneumonia, 1 (%) 70 (76.92) 56 (56.57) 0.004
Sepsis, 1 (%) 9(9.89) 20 (20.20) 0.068
Urinary tract infection, (%) 2(2.20) 10 (10.10) 0035
Abdominal infection, n (%) 7(7.69) 11 (11.11) 0466
Intracranial infection, n (%) 0(0) 2(2.02) 0.498
Skin and soft tissue infection, n (%) 3(3.30) 0(0) 0.108

Antimicrobial exposure in the past 14 days

Carbapenems, n (%) 71 (78.02) 42 (42.42) <0.001
Meropenem 58 32

0.483
Imipenem 13 10
Monotherapy* 9 4 0.612
Beta-lactam/beta-lactamase inhibitor, n (%) 57 (62.64) 88 (88.89) <0.001
Tigecycline, n (%) 5(5.49) 6 (6.06) 0.558
Fluoroquinolones, n (%) 10 (10.99) 10 (10.10) 0.514
Sulfamethoxazole, n (%) 6 (6.59) 7 (7.07) 0.564

Aminoglycosides, n (%) 8(8.79) 9 (9.09) 0.583
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Respiratory pathogen prevalence in inpatients
China 2019-2023
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2019.12-2020.11 2020.12-2021.11 2021.12-2022.11 2022.12-2023.12
Year

Positive proportion (%)

2022.12-2023.12

2019.12-2020.11 n(%)  2020.12-2021.11n(%)  2021.12-2022.11 n(%)  2022.12-2023.12 n(%) P
n=1980 n=1266 n=1108 n=4652
InfA 350(17.7) 5(0.4) 24(2.2) 757(16.3) 0.006
InfAHIN1 6(0.3) 0(0.0) 0(0.0) 120(2.6) <0.001
H3 171(8.6) 0(0.0) 23(2.1) 574(12.3) <0.001
InfB 18(0.9) 4(0.3) 87(7.9) 27(0.6) 0.765
HADV 63(3.2) 41.1) 31(2.8) 111(2.4) 0.418
Boca 11(0.6) 4(0.3) 3(0.3) 30(0.6) 0.412
HRV 152177 84(6.6) 45(4.1) 237(5.1) <0.001
HPIV 9(0.5) 5(1.2) 18(1.6) 123(2.6) <0.001
HCOV 25(1.3) 6(1.3) 6(0.5) 61(1.3) 0.884
HRSV 80(4.0) 7(1.3) 12(1.1) 134(2.9) 0.161
HMPV 40(2.0) 41.1) 13(1.2) 185(4.0) <0.001
MP 54Q2.7) 9(0.7) 25(2.3) 353(7.6) <0.001
Ch 3(0.2) 1(0.1) 3(0.3) 2(0.0) 0.234
Total 982 (49.6) 183(14.5) 290(26.2) 2714(58.3) <0.001
m 2019.12-2020.11
2020.12-2021.11
50 2021.12-2022.11
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Screening patients infected with CRKP from 1t January, 2023 to 31t
December, 2023

Excluded patients who without evidence

of infection

y

197 patients were enrolled with their clinical characteristics

4 patients without any antibiotic therapy,

3 patients lacked follow-up information

¥

190 patients were enrolled and divided into surviving and decease groups

Univariate and multivariate analysis by

logistic regression

v

Exploring the independent risk factors for mortality of CRKP infection
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InfA

InfAHINI

H3

InfB

HADV

Boca

HRV

HPIV

HCOV

HRSV.

HMPV

MP

Ch

Total

Gender
Male n (%)

n=4801 n=4178
591 (123) 545 (13.0)
84(17) 42(10)
381 (7.9) 387 (93)
62(13) 74(18)
121 25) 98 (2.4)
28 (06) 20(05)
290 (6.0) 228 (55)
83(17) 82 (2.0)
57(12) 51(12)
125 (26) 118 (28)
120 (25) 132 (32)
221 (46) 220 (53)
5001) 4(01)
2168 (45.2) 2001 (47.9)

Female n (%)

0.360

0.004

0.042

0.069

0.632

0.563

0277

0423

0.923

0.558

0.073

0171

1.000

0119

0-4y n (%)
56

143 (18.9)
2(03)
94 (124)
10(1.3)
43(57)
31(4.1)
102 (13.5)
70(93)
14 (1.8)
144 (19.0)
84 (11.1)
33 (4.4)
2003)

772 (102.1)

5-18y n (%)

205 (173)
17 (14)
144 (122)
24(20)
81(638)
2(02)
131 (11.1)
3227)
16 (1.4)
40 (34)
72 (36)
316 (267)
1(0.1)

1081 (91.4)

Age n (%)
19-49y n (%) 50-64y n (%) = 65-74yn (%) 75-84yn (%)
n=1250 n=1760 n=1836 n=1320
(M: ) (M:F=1.0) (M:F=13) (M:F=12)
165 (132) 207 (11.8) 21 (120) 122(92)
19.(15) 38 (22) 27(15) 15 (L1)
11 89) 127 (72) 149 (8.1) 90 (63)
56 (45) 18 (10) 14(08) 5(0.4)
20 (16) 2312 27(15) 18 (14)
3(02) 302 5(03) 3002
63 (50) 75 (43) 57 (3.1) 53(40)
4003) 18 (10) 20 (L) 10 08)
12(10) 11(06) 19.(10) 23.07)
5(04) 9(05) 15 (08) 17.(13)
16 (13) 31018) 26 (1.4) 15 (L1)
52(42) 24(14) 14.(0.8) 201
302) 0(00) 302 0(0.0)
529 (123) 583 (33.1) 597 (32.5) 373 (283)

>85y n (%)
874

73 (83)
8(0.9)
53 (6.1)
9(1.0)
8(09)
1(0.1)
37 (42)
11(13)
13.(15)
13 (15)
8(0.9)
0(0.0)
0(0.0)

234 (26.8)

<0.001

0802

<0001

<0.001

<0001

<0.001

<0.001

<0001

0853

<0001

<0.001

<0001

0.080

<0.001





OPS/images/back-cover.jpg
Frontiers in
Cellular and Infection Microbiology

Investigates how microorganisms interact with
their hosts

Explores bacteria, fungi, parasites, viruses,
rions and all microbial
well as the microbiota and its effect

endosymt
pathogen:
on health and o

Discover the latest
Research Topics

= ltar and Infection
biology

005 Lau






OPS/images/fcimb.2024.1496176/table5.jpg
HR (95% CI)

Subgroups LPV/r vs. control DRV/r vs. control

Demographics

Men (N=209) 0.45 (0.15-1.35) 0.71 (0.50-1.01)
Age >50 years 0.54 (0.14-1.66) 0.78 (0.28-2.09)
(N=223)

Comorbidities

Obesity

Yes (N=120) 0.55 (0.06-5.13) 0.89 (0.28-2.74)
No (N=297) 0.35 (0.09-1.35) 0.93 (0.28-3.07)
Diabetes

Yes (N=76) 0.93 (0.16-5.16) 2.10 (0.61-7.21)
No (N=341) 0.23 (0.06-0.96) | 0.61 (0.20-1.84)

p=0.044

Arterial hypertension

Yes (N=164) 1.02 (0.26-3.89) 1.30 (0.42-4.05)
No (N=253) 0.07 (0.0086-0.67) 0.56 (0.17-1.88)
P=0.021

Patient status

Degree of COVID-19 severity on chest CT scan

Grade<25% (N=265) NA (1) NA (2)
Grade>25% 0.35 (0.12-1.03) 0.63 (0.27-1.48)
(N=152) p=0.05

Impaired glucose metabolism (>110 mg/dl)
Yes (N=208) 0.42 (0.12-1.51) 1.28 (0.48-3.39)

No (N=263) 0.18 (0.02-1.6) NA (1)

Low SaO2 (<90%)

Yes (N=45) 0.47 (0.11-1.97) 0.58 (0.16-2.02)
No (N=372) 0.29 (0.05-1.54) 1.49 (0.45-4.91)

High CRP (10 mg/dl)

Yes (N=243) 0.29 (0.07-1.14) 1.15 (0.44-2.80)
P=0.07

No (N=174) NA NA

Therapies

Use of oxygen

Yes (N=137) 0.65 (0.16-2.59) 1.14 (0.40-3.03)
No (N=280) 0.18 (0.03-1.12) 0.62 (0.13-2.85)
p=0.05

Use of dexamethasone

Yes (N=228) 0.73 (0.22-2.39) 1.16 (0.44-3.04)
No (N=189) NA NA

| Use of LMWH
Yes (N=330) 7 0.61 (0.18-2.00) 1.41 (0.54-3.69)
No (N=87) NA NA

A subgroup analysis was conducted to reveal the main risk factors in mortality according to
protease inhibitor use. Hazard ratios are shown with 95% CIs. Values showed NA (not
applicable) meaning the inability to calculate values due to low number of patients. CRP, C-
reactive protein; LMWH, Low molecular weight heparin; Sa02, arterial oxygen saturation.
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Unadjusted = Adjusted Unadjusted Adjusted

P value P value P value P value
Age (mean, SD) 50.5 £ 16.9 802 % 153 0.98 ns 52558 045 ns
Male sex 75 (54%) 62 (45%) 0.06 ns 72 (52%) 0.36 ns
No (%)
Smoking history 14 (10.1%) 21 (15.8%) 0.1 ns 31 (22.3%) 044 ns

Disease severity on chest CT No (%)

Grade <25% 101 (73%) 95 (68%) 0.18 ns 69 (49%) <0.01

Grade 25-50% 29 (21%) 37 (26%) 0.16 62 (45%) <0.01

Grade >50% 9 (6%) 7 (5%) 035 8 (5.7%) 045

Hospital-onset COVID-19 4 (2.9%) 8 (5.8%) 0.11 ns 2 (1.5%) 02 ns

Coexisting conditions No (%)

Diabetes 30 (21.6%) 15 (10.8%) 0.007 ns 31 (22.3%) 0.44 ns
Arterial hypertension 50 (35.6%) 52 (37.4%) 0.4 ns 62 (44.6%) 0.07 ns
Chronic kidney disease 5 (3.6%) 1 (0.7%) 0.05 ns 6 (4.3%) 0.38 ns
Obesity 35 (25.2%) 18 (13%) 0.004 0.116 67 (48.2%) <0.001 0.01
Asthma 4 (2.8%) 8 (5.7%) 0.12 099 13 (9.5%) 0.01 0.39
Other cardiovascular comorbidities =~ 20 (14.4%) 16 (11.5%) 023 ns 21 (15.1%) 043 ns
Other pulmonary conditions 6 (4.3%) 8 (5.7%) 029 Ns 11 (7.9%) 0.1 ns
Neurological disorders 3 (2.1%) 8 (5.7%) 0.06 Ns 10 (7.2%) 0.02 0.78
Symptoms

Asymptomatic 18 (13%) 4 (2.8%) 0.001 0.029 6 (4.31%) 0.005 0.19
Asthenia 47 (33.8%) 53 (38.1%) 022 Ns 54 (38.8%) 0.19 ns
Fever 55 (39.5%) 67 (48.2%) 0.07 Ns 84 (60.4%) <0.001 0.01
Sweats 10 (7.2%) 24 (17.3%) 0.005 0.145 15 (10.8%) 0.14 ns
Fatigue 69 (49.6%) 73 (52.5%) 031 Ns 63 (45.3%) 0.23 ns
Dyspnea 35 (25.1%) 27 (19.4%) 0.12 Ns 55 (39.5%) 0.005 0.19
Dry cough 66 (47.5%) 77 (55.4%) 0.09 Ns 86 (61.8%) 0.008 0.31
Productive cough 9 (6.5%) 16 (11.5%) 0.07 Ns 17 (12.2%) 0.05 ns
Chills 17 (12.2%) 31 (22.3%) 0.01 0.3 43 (30.9%) <0.001 0.003
Headache 33 (23.7%) 57 (41%) 0.001 0.03 50 (35.9%) 0.01 0.39
Diarrhoea 10 (7.2%) 16 (11.5%) 0.1 Ns 24 (17.3%) 0.005 ns
Nausea 7 (5%) 19 (13.7%) 0.007 0.2 22 (15.8%) 0.001 0.04
Vomiting 7 (5%) 12 (8.6%) 0.11 Ns 18 (12.9%) 0.01 0.4
Altered general condition 73 (52.5%) 73 (52.5%) 0.5 Ns 108 (77.7%) <0.001 0.003
Loss of appetite 15 (10.8%) 29 (20.1%) 0.01 029 9 (6.5%) 0.1 ns
Ageusia 15 (10.8%) 13 (9.3%) 0.34 Ns 24 (17.3%) 0.06 ns
Dysphagia 19 (13.7%) 27 (19.4%) 0.09 Ns 26 (18.7%) 0.12 ns
Myalgia 23 (16.5%) 35 (25.2%) 0.03 0.87 56 (40.3%) <0.001 0.004

Data are expressed as number (percentage).





OPS/images/fcimb.2024.1496176/table2.jpg
Control LPV/r p (vs. control) DRV/r

$a02 (admission) 952 +44 95457 0.86 94.6 £ 34 0.99
Low $a02 at admission (<90%) 12 (8.6%) 13 (9.4%) 0.4 20 (14%) 0.07
$a02 (discharge) 954 + 6.2 95.7 + 5.7 0.92 94.8 £ 63 0.81
Blood pressure admission (systole, mmHg) 129.31 + 18.79 128.48 + 17.52 0.92 130.82 + 19.54 0.77
Blood pressure admission (diastole, mmHg) 80.34 + 12.35 80.52 +10.23 0.99 82.76 + 1247 0.2

Heart rate admission 84.86 + 14.13 85.06 + 14.55 0.99 87.46 + 15.54 0.31
Body temperature admission (°C) 36.21 £2.85 36.57 £ 0.71 021 36.51 £ 0.65 033
Blood pressure discharge (systole, mmHg) 124.63 + 15.63 12543 + 16.13 091 126.39 + 18.79 0.66
Blood pressure discharge(diastole, mmHg) 78.58 £ 11.0 78.51 + 10.56 0.99 80.01 + 1222 0.54
Heart rate discharge 79.52 +£12.32 81.32 £ 13.78 0.51 80.67 + 14.60 0.76
Body temperature discharge (°C) 36.32 + 046 36.27 + 046 0.97 36.31 + 036 0.99
Na (mmol/l) 135.88 +3.95 136.98 + 3.07 0.047 136.68 + 4.16 0.14
K (mmol/l) 4.26 £ 0.63 4.12 £ 051 0.12 4.34 + 0.65 0.71
CRP (mg/ml) 393 +£59.2 37.5 £ 585 0.8 63.7 + 88.6 <0.01
Glycaemia (admission) 136.9 +79.8 136.7 + 73.6 0.99 1459 + 73 0.55
Impaired glucose >110 mg/dl 54 (39%) 67 (48%) 0.065 87 (62.6%) <0.01
High glucose >125 mg/dl 41 (29.5%) 48 (34.5%) 0.18 87 (62.6%) <001
Fibrinogen 443 + 1.48 452 +1.78 0.96 507 + 4.2 0.14
GOT (U/ml) 27.98 + 19.89 40.50 + 71.31 0.76 59.61 + 238.26 0.52
GPT (U/ml) 35.88 + 36.65 68.84 +192.92 0.07 54.74 + 66.17 041
Oxygen therapy 33 (23.7%) 30 (21.6%) 033 74 (53.2%) <0.01
Ceftriaxone 34 (24.5) 24 (17.3%) 0.06 55 (39.6%) <0.01
Azithromycin 56 (40.3%) 58 (41.7%) 0.4 68 (48.9%) 0.07
Dexamethasone 58 (41.7%) 59 (42.4%) 0.45 116 (83.4%) <001
LMWH 84 (60.4%) 110 (79.1%) <0.01 136 (97.8%) <0.01

Data are expressed as number (percentage) or meant standard deviation (SD). CRP, C-reactive protein; GOT, glutamate oxaloacetate transaminase; GPT, glutamate pyruvate transaminase;
LMWH, Low molecular weight heparin; Sa02, arterial oxygen saturation.
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LPV/r  Difference

N=139
Days spent 8.09 £ 6.0 1063 £ 55 | -2.54 (-4.24
in hospital to -0.83)
Time to clinical 7.9+59 10.6 + 5.4 -2.69 (-4.41
improvement to -0.97)
(average days
+SD)
In- 10 (7.2%) 5 (3.6%)
hospital mortality
Time to death 10.1 £6.7 138 £ 84 -3.7 (-13.68

to 6.27

Univariate analysis - 0.39 -
(HR, 95% CI) (0.19-0.99)

Data is expressed as mean + SD. CI, confidence interval; HR, hazard ratio.
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HR Cl 95% p value
Age 1.04 1.00-1.07 0.02
Male sex 3.63 1.23-10.68 0.02
LPV/r 0.25 0.09-0.66 <0.01
DRV/r 2.60 1.37-4.92 <0.01
Obesity 1.49 0.65-3.43 0.34
Diabetes 2.49 1.05-5.58 0.03
Low Sa02 (<90%) 523 245-11.17 <0.001
High glucose >125 mg/dl 3.68 1.23-10.91 0.01
Gradel lesion (<25%) 0.12 0.02-0.53 0.005
Grade3 lesion (>50%) 2.67 1.12-6.39 0.03
Dexamethasone 1.69 0.55-5.18 0.36
Oxygen therapy 1.37 0.57-3.31 0.47

Cox proportional hazard model was used to determine the relationship of clinical factors and
in-hospital mortality in the treated and control groups (n=417). Hazard ratios are shown with
95% Cls. All COVID-19 hospitalised patients underwent a chest CT scan and the extension of
lung lesions was graded as mild (<25%, Grade 1), moderate (25-50%, Grade 2) or severe

(>50%, Grade 3).
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N = 28 (%)

Elevated ESR 26 (92.9%)
Anemia 25 (89.3%)
Leukopenia 2 (7.14%)
Thrombocytopenia 4 (14.3%)
Thrombocytosis 7 (25%)
Leukocytosis 7 (25%)
Elevated ALT 11 (39.3%)
Elevated AST 12 (42.9%)
Elevated creatinine 7 (25%)
Positive T-SPOT.TB results 23 (82.1%)
Decreased CD4 cells 16/22
TB reads by plasma mNGS > 2 15 (53.6%)
TB reads by plasma mNGS > 3 12 (42.9%)
Positive TB by plasma mNGS 19 (67.9%)
AFB smears taken 18
Positive AFB smears 8
BAL done 5
Positive BAL results 2
Xpert® MTB/RIF taken 14
Positive Xpert® MTB/RIF 6
Positive biopsy result 4

ESR, erythrocyte sedimentation rate; ALT, alanine aminotransferase; AST, aspartate
aminotransferase; TB, tuberculosis; mNGS, metagenomic next-generation sequencing; AFB,
acid-fast bacilli; BAL, bronchoalveolar lavage.
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Characteristics [median (IQR) or n (%)] HIV Positve (1! HIV Negative (18)
Age (years) 4850 (28.50-61.50) 59.00 (40.25-72.25) 0.861
Elders (age>=60 years) 3 (30%) 10 (55.6%) 0.206
Male, n (%) 7 (70%) 10 (55.6%) 0206
WBC 6.38 (5.80-9.85) 6.46 (5.37-13.90) 0205
HB 93.00 (74.25-110.50) 85.00 (74.00-108.75) 0.886
PLT 257.00 (162.75-308.50) 203.00(124.25-326.25) v 0714
CRP 48.41(34.15-80.69) 75.43 (42.47-121.73) 0.968
ESR 68.50 (57.00-101.00) 53.00 (27.50-96.50) 0.896
PCT 0.51 (0.12-0.80) 0.75 (0.43-2.88) 0.003
ALT 31,60 (19.60-57.10) 2410 (13.88-64.25) 0.769
AST 30.35 (26.58-52.60) 4150 (26.05-61.98) 0.967
CD4 23.5(9.75-64.00) 218(121.00-408.00) 0.012
Military 2 (20%) 14 (82.3%) 0.018
TB mNGS sensitivity 8 (80.0%) 11 (44.4%) 0.050
Postive T-SPOT.TB results 9 (90.0%) 14 (82.3%) 0.080
TB reads by mNGS | 3.00 (0.75-9.75) 100 (0-9.25) 0.012

DTB; disseminated tuberculosis; HIV, human immunodeficiency; IQR, interquartile range; WBC, white blood cell; HB, hemoglobin; PLT, platelets; CRP, C-reactive protein; ESR, erythrocyte
sedimentation rate; PCT, procalcitonin; ALT, alanine aminotransferase; AST, aspartate aminotransferase; mNGS, metagenomic next-generation sequencing; TB, tuberculosis.
The bold values mean statistically significant values.
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Malignant tumor (n=8)

20 non-DTB cases

>| Pneumoconiosis (n=4)

Other causes (n=4)
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Reference standard: confirmed DTB.
Sensitivity = 82.1%
Specificity =80.0%

PPV =85.2%
NPV=76.2%
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Characteristics [median (IQR) or n (%)] n (%)

Age (years) 55 (38.75-64.75)
Elders (age > 60 years) 13 (46.4%)
Male, n (%) 17 (60.7%)
Comorbidities
HIV positive 10 (35.7%)
Chronic liver disease 2 (7.14%)
Diabetes 4 (14.3%)
Immunosuppression 4 (14.3%)
CKD 1 (3.6%)
Pneumoconiosis 4 (14.3%)
pregnancy 1 (3.6%)
Anorexia 1 (3.6%)
Symptoms
Fever 24 (85.7%)
Cough 10 (35.7%)
Weight loss 23 (82.1%)
Night sweats 14 (50%)
Fatigue 20 (71.4%)
Hepatosplenomegaly 16 (57.1%)
TB type
Miliary 16 (57.1%)
Lymphadenitis 6 (21.4%)
CNS 7 2 (7.14%)
Skeletal 2 (7.14%)
Gastrointestinal 6 (21.4%)
Pleural or Peritoneal 4 (14.3%)
Urogenital 1 (3.6%)
Hepatosplenic 2 (7.14%)

IQR, interquartile range; HIV, human immunodeficiency; CKD, chronic kidney disease; CNS,
central nervous system.
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Test Results LFA

Positive =~ Negative

CLIA Positive 271 (99.63%) 4 (1.12%) 275
Negative 1 (0.37%) 352 (98.88%) 353

Total ‘ 272 356 628
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Sample Age Gender Clinical diagnosis Sample type LFA result LIA result (S/CO)
1 48 Male Cryptococcosis Serum Positive(+) 0.076(-)
2 22 Male Cryptococcal meningitis | CSF Negative(-) 3.424(+)
3 57 Female NP* Serum Positive(+) 0.598(-)
4 40 Male Cryptococcosis Serum Positive(+) 1.236(-)
5 25 Female Cryptococcosis Serum Positive(+) 0.021(-)

“NP, not provided.
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Positive Negative Positive Negative

Mean age (year) 50.35 4921 51.81 49.04 52.09

‘ Gender
Male 279 (64.29%) 168 (68.85%) 111 (58.42%) 171 (69.80%) 108 (57.14%)
Female 155 (35.71%) 76 (31.15%) 79 (4158%) 74 (30.20%) 81 (42.86%)

‘ Clinical diagnosis

Cryptococcosis 211 (48.62%) 204 (83.61%) 7 (3.68%) 200 (81.63%) 13 (6.88%)
Cryptococcal meningitis 41 (0.92%) 40 (16.39%) 4 (2.11%) 45 (18.37%) 0(0)
Non-cryptococcal infections 182 (43.94%) 0 (0) 179 (94.21%) 0(0) 176 (93.12%)

Total 434 244 190 245 189
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Sample Age Gender Clinical diagnosis Sample type CrAg titer (LFA) S/CO (CLIA)
1 57 Female Cryptococcal meningitis Serum 1:10 (+) 3.365 (+)
2 48 Male Cryptococcosis Serum 12 (+) 0.144 (-)

3 47 Male Cryptococcal meningitis Serum 1:80 (+) 8.766 (+)
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Characteristics [median (IQR) or n (%)] NGS positive (19) mNGS negative (9 )

Age (years) 55.00(46.00-60.00) 59.00(34.50-71.50) 0.908
Elders (age>=60 years) 8 (42.1%) 5 (55.5%) 0.739
Male, n (%) 14(73.7%) 3(33.3%) 0.039
WBC 6.75(4.36-12.41) 6.61(6.15-14.06) 0.555
HB 91.00(70.00-104.00) 86.00(75.50-110.50) 0.751
PLT 201.00(150.00-279.00) 303(154.50-463.50) 0.957
CRP 56.88(44.22-56.88) 44.09(18.8-131.91) 0.686
ESR 60.00(35.25-84.75) 88.00(37.5-100.00) 0.872
PCT 0.67(0.44-2.27) 0.63(0.12-2.05) 0.021
ALT 27.60(20.60-64.00) 22.60(9.70-51.00) 0.832
AST 33.30(26.80-64.00) 32.10(21.70-57.30) 0.422
cr 69.50(53.00-91.50) 66.00(47.00-93.40) 0.973
Hepatosplenomegaly 11 (57.9%) 5 (55.6%) 0.491
Positive T-SPOT.TB results 15(78.9%) 8(88.9%) 0.220
CD4 71.00(17.75-160.25) 147.00(37-354.00) 0.010
Military 10 (52.6%) 6(66.6%) 0.491
HIV positive 8(42.1%) 2 (222%) 0.009

DTB, disseminated tuberculosis; TB, tuberculosis; mNGS, metagenomic next-generation sequencing; IQR, interquartile range; WBC, white blood cell; HB, hemoglobin; PLT, platelets; CRP, C-
reactive protein; ESR, erythrocyte sedimentation rate; PCT, procalcitonin; ALT, alanine aminotransferase; AST, aspartate aminotransferase; Cr, creatinine; HIV, human immunodeficiency.
The bold values mean statistically significant values.





