Risk factors for mortality in adult patients with sickle cell disease:
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Supplementary Table 1: Correlation Coefficients between Explanatory Variables

Variables Age TRV| Crisis WBC| Hb Platelets| Retic HbF Cr LDH |D_dimer|log_probnp| T Bili
Age 1.00 0.28 -0.15 -0.14 | 0.00005 -0.25 -0.2 -0.0062 0.42 -0.047 0.12 0.3 -0.25
TRV 0.28 1.00 -0.065 0.11| -0.29 -0.087 0.25 -0.16 0.35 0.25 0.088 0.39 0.11
Crisis -0.15 -0.065 1.00 0.14| -0.16 0.19 0.13 0.15 -0.15 0.0029 | -0.038 0.038 0.052
WBC -0.14 0.11 0.14 1.00| -0.25 0.41 0.35 -0.14| -0.061 0.19 0.04 0.073 0.26
Hb .00005 -0.29 -0.16 -0.25 1.00 -0.12 -0.48 0.012 0.012 -0.55 -0.25 -0.51 -0.38
Platelets -0.25 -0.087 0.19 0.41| -0.12 1.00 0.28 0.0022 -0.22 0.0087 -0.10 -0.10 0.12
Retic -0.2 0.25 0.13 0.35| -0.48 0.28 1.00 0.11 -0.26 0.47 0.098 0.2 0.55
HbF 0.0062 -0.16 0.15 -0.14| 0.012 0.0022 0.11 1.00 -0.17 -0.082 | -0.027 -0.013 -0.087
Creatinine 0.42 0.35 -0.15 -0.061| 0.012 -0.22 -0.26 -0.17 1.00 -0.013 | -0.097 0.30 -0.28
LDH -0.047 0.25| 0.0029 0.19| -0.55 0.0087 0.47 -0.082( -0.013 1.00 0.45 0.36 0.58
D-dimer 0.12 0.088 -0.038 0.04| -0.25 -0.10 0.098 -0.027| -0.097 0.45 1.00 0.24 0.25
log_probnp 0.3 0.39 0.038 0.073| -0.51 -0.10 0.2 -0.013 0.30 0.36 0.24 1.00 0.079
T Bili -0.25 0.11 0.052 0.26| -0.38 0.12 0.55 -0.087 -0.28 0.58 0.25 0.079 1.00

TRV- Trcuspid regurgitant jet velocity; Crisis — Frequency of acute pain episodes in the previous year; WBC — White blood cell count; Hb — Hemoglobin; Retics — Reticulocyte count; HbF —
Fetal hemoglobin; Cr — creatinine; LDH — lactate dehydrogenase; log_proBNP — Log-transformed NT-proBNP; T Bili — Total bilirubin



Supplementary Figure 1 : History of acute chest syndrome (HR: 1.14; 95% CI: 0.50 — 2.59), total bilirubin (HR: 1.08; 95% CI: 0.93 — 1.25), creatinine (HR:
1.19; 95% CI: 0.94 — 1.51), ferritin (HR: 1.00; 95% CI: 0.99 — 1.01), male sex (HR: 1.47; 95% CI: 0.41 — 5.31), hemoglobin (HR: 0.87; 95% CI: 0.61 — 1.25),

lactate dehydrogenase (HR: 1.00; 95% CI: 1.00 — 1.00), platelet count (HR: 1.00; 95% CI: 1.00 — 1.00), use of hydroxyurea (HR: 0.70; 95% CI: 0.41 —1.22) and
WBC (HR: 1.05; 95% CI: 0.97 — 1.14)



Figure 1A : Meta-Analysis of Acute Chest Syndrome

Author(s) and Year  Study Size

Hazard Ratio
Weight [95% CI]

Gladwin et al. (2014) 605 19.64% 0.67[0.29,1.55]
Elmariah et al. (2014) 354 [ l 68.50% 1.27[0.81,1.99]
UNC Cohort (2015) 161 11.86% 1.50[0.51,4.42]
Overall - Random Effects Model —————— 100.00% 1.14[0.50,2.59]

Estimated Total Heterogeneity, tau = 0.0129
Test for Heterogeneity: Chi-sq(df = 2) = 2.0022, P-Value = 0.3675
Total heterogeneity / Total variability, "2 = 0.11%

Total variability / Sample variability, H*2 = 1.00

[ I [ | [ I
0.22 0.37 0.61 1.00 1.65 2.72

Hazard Ratio

4.48



Figure 1B : Meta-Analysis of Bilirubin

Hazard Ratio

Author(s) and Year Study Size Weight [95% CI]
Gladwin et al. (2014) 591 »—l——« 25.05% 0.97[0.93,1.01]
Elmariah et al. (2014) 410 : - 18.35% 1.01[0.88,1.16]
UNC Cohort (2015) 161 15.06% 1.06[0.88,1.27]
Voskaridou et al. (2009) w HU 131 m 21.99% 1.09[1.00,1.20]
Voskaridou et al. (2009) w/o HU 199 [ = 49:55% 1.31[1.16,1.49]
Overall - Random Effects Model ———_—— 100.00% 1.08[0.93,1.25]
Estimated Total Heterogeneity, tau = 0.1105 :
Test for Heterogeneity: Chi-sq(df = 6) = 23.8326, P-Value < 0.0001
Total heterogeneity / Total variability, 12 = 83.22%
Total variability / Sample variability, H"2 = 5.96 :
| | i | | | |
0.82 0.90 1.00 1.1 1.22 1.35 1.49

Hazard Ratio



Figure 1C : Meta-Analysis of Creatinine (mg/dL)

Hazard Ratio

Author(s) and Year Study Size Weight [95% CI]
Cabrita et al. (2013) 164 - 0.00%.55x10"63[0,1.21x1
Gladwin et al.(2014) 593 I 27.40% 0.99[0.97,1.01]
Mehari et al.(2013) 84 - | 11.96% 1.09[0.71,1.67]
Saraf et al. (2011) 156 F—I—( 24.40% 1.14[1.00,1.30]
Elmariah et al. (2014) 465 - 25.55% 1.39[1.25,1.54]
UNC Cohort (2015) 161 : : 10.68% 1.67[1.04,2.67]
Overall - Random Effects Model ——.——- 100.00% 1.19[0.94,1.51]

Estimated Total Heterogeneity, tau = 0.1934

Test for Heterogeneity: Chi-sq(df = 5) = 49.2137, P-Value < 0.0001
Total heterogeneity / Total variability, I"2 = 89.84%

Total variability / Sampling variability, H*2 = 9.84

[ E [ [ | |
0.74 1.24 2.06 3.45 5.75

Hazard Ratio



Figure 1D : Meta-Analysis of Ferritin

Hazard Ratio

Author(s) and Year Study Size Weight [95% CI]
Gladwin et al. (2014) 549 ® 55.76% 1.00[1.00,1.00]
UNC Cohort (2015) 84 l 44.23% 1.00[1.00,1.00]
Mehari et al. (2013) 83 0.01% 1.26[1.04,1.53]
Overall - Random Effects Model 0 100.00% 1.00[0.99,1.01]
Estimated Total Heterogeneity, tau = 0.0010
Test for Heterogeneity: Chi-sq(df = 2) = 9.3356, P-Value = 0.0094
Total heterogeneity / Total variability, I"2 = 78.58%
Total variability / Sampling variability, H"2 = 4.67
| i | | | | |
0.90 1.00 1.11 1.22 1.35 1.49 1.65

Hazard Ratio



Figure 1E : Meta-Analysis of Gender (Male vs. Female)

Hazard Ratio

Author(s) and Year Study Size Weight [95% CIl]
UNC Cohort (2015} 164 . 30.92% 0.83[0.39,1.79]
Damy et al. (2016) 656 43.62% 1.60[0.93,2.75]
Gladwin et al. (2014) 605 - 25.46% 2.52[1.03,6.19]
Overall - Random E#e_ 100.00% 1.47[0.41,5.31]
Estimated Total Heterogeneity, tau = 0.2483
Test for Heterogeneity: Chi-sq(df = 2) = 3.6227, P-Value = 0.1634
Total heterogeneity / Total variability, I"2 = 44.79% :
Total variability / Sampling variability, H*2 = 1.81 i
| | i T |
0.22 0.47 1.00 212 4.48

Hazard Ratio



Figure 1F : Meta-Analysis of Hemoglobin (g/dL)

Hazard Ratio

Author(s) and Year Study Size Weight [95% CI]
Cabrita et al. (2013) - | 155 0.52% 0.01[0.00, 0.22]
Karacaoglu et al. (2016) 324 - 13.16% 0.62[045, 0.83]
UNC Cohort (2015) 161 — 14.53% 0.72[0.57, 0.90]
Voskaridou et al. (2009) w/o HU 199 — 15.26% 0.74[0.62, 0.89]
Voskaridou et al. (2009) w HU 131 n—-——| 11.68% 0.88[0.60, 1.30]
Gladwin et al. (2014) 588 i—l——i 14.47% 0.90[0.71, 1.13]
Elmariah et al. (2014) w/o HU 362 i 15.94% 1.21[1.06, 1.38]
Elmariah et al. (2014) w HU 168 D 14.39% 1.36[1.07, 1.72]
Damy et al. (2016) - 656 0-06%—38-34 [ 0.00 , 972353.40 ]
Overall - Random Effects Model -—.—- 100.00% 0.87[0.61, 1.25]
Estimated Total Heterogeneity, tau = 0.2979
Test for Heterogeneity: Chi-sq(df = 8) = 51.5603, P-Value <0.0001
Total heterogeneity / Total variability, 1"2 = 84.48%
Total variability / Sampling variability, H"2 = 6.45 :
| | i T 1
0.08 0.29 1.00 3.49 12.18

Hazard Ratio



Figure 1G

: Meta-Analysis of Lactate Dehydrogenase

Hazard Ratio

Author(s) and Year Study Size Weight [95% CI]
Voskaridou (2009) w HU 131 9.10% 1.00[1.00,1.00]
Cabrita et al. (2013) 102 E 13.02% 1.00[1.00,1.00]
UNC Cohort (2015) 158 l 25.95% 1.00[1.00,1.00]
Gladwin et al.(2014) 560 = 25.96% 1.00[1.00,1.00]
Voskaridou (2009) w/o HU 199 » 25.96% 1.00[1.00,1.00]
Overall - Random Effects Model —.—— 100.00% 1.00[1.00,1.00]
Estimated Total Heterogeneity, tau = 0.0004 :
Test for Heterogeneity: Chi-sq(df = 4) = 5.7330, P-Value = 0.2200
Total heterogeneity / Total variability, 1"2 = 30.23%
Total variability / Sampling variability, H*2 = 1.43 :
| | | | i | |
1.00 100 100 1.00 1.00 1.00 1.00

Hazard Ratio



Figure 1H : Meta-Analysis of Platelet Count

Hazard Ratio

Author(s) and Year  Study Size Weight [95% CI]
Gladwin et al.(2014) 587 n—-——a 29.54% 1.00[0.99,1.00]
Cabrita et al. (2013) 164 I—I-—I 27.68% 1.00[0.99,1.00]
Elmariah et al.(2014) (w/o HB50 b i 0.29% 1.00[0.95,1.05]
UNC Cohort (2015) 159 r—I—i 42.49% 1.00[1.00,1.01]
Overall - Random Effects Model ’ 100.00% 1.00[1.00,1.00]

Estimated Total Heterogeneity, tau = 0.0014

Test for Heterogeneity: Chi-sq(df = 3) = 4.0716, P-Value = 0.2538
Total heterogeneity / Total variability, I"2 = 26.32%

Total variability / Sampling variability, H*2 = 1.36

[ I [ | [ I |
0.94 0.96 0.98 1.00 1.02 1.04 1.06

Hazard Ratio



Flgure 11 : Meta-Analysis of 'Use of Hydroxyurea'

Hazard Ratio

Author(s) and Year Study Size Weight [95% CI]

Voskaridou et al. (2009) 33—m— 32.53% 0.43[0.37,049]
UNC Cohort (2015) 164 20.55% 0.59[0.28,1.25]
Elmariah et al. (2014) 386 b = : 28.19% 0.82[0.55,1.22]
Gladwin et al. (2014) 605 b 18173% 1.62[0.70, 3.73]
Overall - Random Effects Model —————— 100.00% 0.70[0.41,1.22]

Estimated Total Heterogeneity, tau = 0.4853

Test for Heterogeneity: Chi-sq(df = 3) = 18.3509, P-Value = 0.0004
Total heterogeneity / Total variability, I"2 = 83.65%

Total variability / Sampling variability, H*2 = 6.12

[ [ I | I [ |
0.22 0.37 0.61 1.00 1.65 272 4.48

Hazard Ratio



Figure 1J : Meta-Analysis of White Blood Cell Count

Hazard Ratio

Author(s) and Year  Study Size Weight [95% CI]
Cabrita et al. (2013) 157 | 7.20% 0.93[0.77,1.13]
Saraf et al. (2011) 306 | 19.08% 0.94[0.87,1.01]
Elmariah et al. (2014) w/o HE51 | = | 23.38% 1.06[1.01,1.11]
Karacaoglu et al. (2016) 324 = ] 23.00% 1.10[1.05,1.16]
UNC Cohort (2015) 161 : . 11.52% 1.11[0.97,1.27]
Gladwin et al. (2014) 588 = 15.81% 1.11[1.01,1.23]
Overall - Random Effects Model ———-———— 100.00% 1.05[0.97,1.14]
Estimated Total Heterogeneity, tau = 0.0572 :
Test for Heterogeneity: Chi-sq(df = 5) = 15.4120, P-Value = 0.0087
Total heterogeneity / Total variability, I"2 = 65.56%
Total variability / Sampling variability, H*2 = 3.08 :
| | | i | | |
0.74 0.82 0.90 1.00 1.11 1.22 1.35

Hazard Ratio



