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Supplementary Tables

Table S1. Baseline characteristics for all randomized participants (screened deficient)

Characteristic

Vitamin D (N=690)

Placebo (N=668)

Demographic
Age in years — mean = SD
Women — no. (%)
Race/ethnicity
Non-Hispanic white — no. (%)
Black — no. (%)
Nonblack Hispanic — no. (%)
Other —no. (%)
Not available — no. (%)
Facility residence prior to hospitalization — no. (%)
EQ-5D-5L—mean + SD
Clinical
Charlson co-morbidity index — mean + SD
Body mass index, kg/m? — mean + SD
Acute risk factors for mortality — no. (%)"
Pneumonia
Shock
Sepsis
Mechanical ventilation for acute respiratory failure
Aspiration
Lung contusion
Pancreatitis
Smoke inhalation
Medical intensive care unit admission — no. (%)
Iliness severity
Total SOFA —mean £ SD
LIPS —mean + SD
Mechanical ventilation — no. (%)
ARDS —no. (%)
Vasopressor use at baseline — no. (%)
Vitamin D-related
Vitamin D supplement use in past week — no. (%)
Multivitamin use in past week — no. (%)
Estimated average daily vitamin D dose, IU — mean + SD
25-hydroxyvitamin D, ng/mL — mean + SD
Total serum calcium, mg/dL — mean + SD
lonized calcium, mg/dL — mean + SD
Creatinine, mg/dL — mean + SD
eGFR, ml/min/1.73m2 — mean + SD

57.3 £ 15.6 (n=690)
300 (43.5)

375 (54.3)
155 (22.5)
35 (5.1)
19 (2.8)
106 (15.4)
53 (7.7)
0.7 + 0.3 (n=644)

4.1+ 2.9 (n=670)
30.1+10.1 (n=669)

256 (37.1)
237 (34.3)
235 (34.1)
150 (21.7)
42 (6.1)
21(3.0)
20(2.9)
1(0.1)
577 (83.6)

5.5 + 3.6 (n=690)
5.2 +3.0 (n=690)
220 (31.9)

54 (7.8)

215 (31.2)

60 (8.7)
57 (8.3)

3386 + 11317 (n=95)
13.9 + 7.7 (n=661)
8.3+0.9 (n=678)
4.3 +1.3 (n=264)
2.3 £2.4 (n=687)

57.8 +39.1 (n=687)

55.3 £ 16.5 (n=668)
304 (45.5)

354 (53.0)
148 (22.2)
35(5.2)

20 (3.0)

111 (16.6)

48 (7.2)

0.7 +0.3 (n=622)

3.6 2.9 (n=644)
31+11.5 (n=657)

232 (34.7)
227 (34.0)
220 (32.9)
148 (22.2)
39 (5.8)
22(3.3)
23 (3.4)
3(0.4)
569 (85.2)

5.3 +3.7 (n=668)
5.2 +3.0 (n=668)
222 (33.2)

49 (7.3)

211 (31.6)

48 (7.2)
52(7.8)

4278 + 13337 (n=83)
13.5 + 7.9 (n=644)
8.3 + 1.0 (n=649)
4.3 +0.9 (n=259)
2.0 £2.1 (n=667)

60.6 + 37.9 (n=667)

* may have more than one risk factor

Abbreviations: LC/MS/MS, liquid chromatography tandem mass spectrometry; EQ-5D-5L, EuroQol-5 dimension-5 level quality of life
assessment; SOFA, sequential organ failure assessment; LIPS, lung injury prediction score; ARDS, acute respiratory distress
syndrome; eGFR, estimated glomerular filtration rate



Table S2. Study initiation and dosing

Characteristic Confirmed Deficient Screened Deficient (All Randomized)
Vitamin D (N=538) Placebo (N=540) Vitamin D (N=690) Placebo (N=668)
Met inclusion in emergency department — no. (%) 453 (84) 460 (85) 579 (84) 566 (85)
Inclusion to randomization, hrs — mean + SD 6.6+3.4 (n=538) 6.8+3.5 (n=540) 6.7%3.5 (n=690) 6.8%3.5 (n=668)
Randomization to study drug administration, hrs — mean + SD 1.2+1.1 (n=538) 1.14£1.0 (n=540) 1.2+1.1 (n=677) 1.1+£1.0 (n=655)
Study drug administered — no. (%) 532 (99) 532 (99) 677 (98) 655 (98)
Study drug tolerated — no. (%) 521 (98) 524 (99) 662 (98) 644 (98)

Confirmed deficient was the primary analysis population and included all patients who underwent randomization and had vitamin D
deficiency confirmed by liquid chromatography—tandem mass spectrometry.



Table S3. Patient outcomes for all randomized participants (screened deficient)

Characteristic

Vitamin D (N=690)

Placebo (N=668)

P-Value or Diff
(95% Cl)

Primary Endpoint: All-cause, all-location mortality to day 90—no. (%)

Secondary Endpoints
Clinical
All-cause, all-location mortality to day 28 — no. (%)

Hospital mortality to day 90 — no. (%)

Alive and home (prior level of care) at day 90 — no. (%)
Hospital length of stay to day 90, days — mean % SD
Hospital length of stay to day 90, days — mean * SE*

Discharged to other healthcare facility — no. (%)

Healthcare facility length of stay, days — mean + SD

Healthcare facility length of stay, days — mean + SE*

Ventilator-free days to day 28 — mean + SD

EQ-5D-5L (A day 90 minus baseline) — mean + SD

EQ-5D-5L (A day 90 minus baseline) — mean + SE*
Physiological

New (post-randomization) mechanical ventilation — no. (%)

Lowest P/F to day 7 — mean = SD
New ARDS to day 7 — no. (%)
ARDS severity to day 7
Mild — no. (%)
Moderate — no. (%)
Severe — no. (%)
Worst AKI severity to day 7
None — no. (%)
Mild — no. (%)
Moderate — no. (%)
Severe — no. (%)
New RRT to day 7 — no. (%)
Highest creatinine, mg/dl to day 7 — mean * SE'
New vasopressor use to day 7 — no. (%)
Highest cardiovascular SOFA to day 7 — mean * SE*
25-hydroxyvitamin D, ng/mL at day 3 — mean £ SD
<20 —no. (%)
20 to <30 — no. (%)
30to <120 —no. (%)
>120 - no. (%)
IL-6, pg/ml at day 3 — mean = SD
Safety
Serious adverse events — no.

Hypercalcemia to day 14 — no. (%)

Highest total calcium to day 14, mg/dL — mean + SD
Highest ionized calcium to day 14, mg/dL — mean * SD

Kidney stones to day 90 — no. (%)
Falls to day 90 — no. (%)
Fall-related fractures to day 90 — no. (%)

159 (23.3) (n=681)

112 (16.4) (n=681)
115 (16.7) (n=690)
438 (64.7) (n=677)
8.949.0 (n=522)
8.8+0.32 (n=522)
94 (18.0) (n=522)
6.8+19.1 (n=518)
6.1+0.60 (n=518)
21.7+11.1 (n=671)
0.0+0.2 (n=432)
0.0+0.0 (n=432)

49 (10.4) (n=470)
187.8+103.0 (n=155)
22 (4.1) (n=531)
(n=22)

8 (36.4)

9 (40.9)
5(22.7)
(n=615)

350 (56.9)

99 (16.1)

67 (10.9)

99 (16.1)

25 (4.0) (n=620)
2.240.1 (n=666)
56 (12.2) (n=460)
1.4%0.1 (n=671)
49.0£23.9 (n=170)
19 (11.2)

21 (12.4)

129 (75.9)
1(0.6)
19041456 (n=165)

18
19 (2.9) (n=659)
8.940.8 (n=652)
4.7+0.8 (n=190)
1(0.2) (n=652)
46 (7.1) (n=652)
6 (0.9) (n=652)

137 (20.9) (n=656)

89 (13.6) (n=656)
96 (14.4) (n=667)
432 (66.1) (n=654)
10.1+10.7 (n=517)
9.7+0.35 (n=517)
109 (21.0) (n=519)
8.3+20.6 (n=515)
7.8+0.67 (n=515)
22.1+10.5 (n=659)
0.0%0.2 (n=429)
0.0%0.0 (n=429)

38 (8.6) (n=443)

185.7+107.1 (n=170)

23 (4.5) (n=515)

(n=23)
5(21.7)

15 (65.2)
3(13.0)
(n=607)

366 (60.3)

94 (15.5)

62 (10.2)

85 (14.0)

25 (4.1) (n=614)
2.240.1 (n=653)
55 (12.1) (n=454)
1.4%0.1 (n=661)
13.7+7.7 (n=163)
134 (82.2)
25(15.3)
4(2.5)
0(0.0)
25242000 (n=154)

19

12 (1.9) (n=648)
8.8+0.7 (n=637)
4.6£0.7 (n=216)
4(0.6) (n=631)
35 (5.5) (n=631)
4(0.6) (n=631)

0.28

2.9(-0.9, 6.7)
2.3(-1.6,6.1)
-1.4(-6.5, 3.8)
-1.2(-2.4, -0.0)
-0.8 (-1.8, 0.1)
-3.0(-7.8, 1.8)
-1.5 (-4.0, 0.9)
-1.6 (-3.4,0.1)
-0.5(-1.6,0.7)
0.0 (-0.0, 0.0)
0.0 (-0.0, 0.0)

1.8 (-2.0, 5.6)
2.0(-20.9, 25.0)
-0.3(-2.8, 2.1)

14.6 (-11.6, 40.9)
-24.3 (-52.6, 4.0)
9.7 (-12.6, 32.0)

-3.4(-8.9,2.1)
0.6 (-3.5,4.7)
0.7 (-2.8, 4.1)
2.1(-1.9, 6.1)
-0.0(-2.2,2.2)
-0.0 (-0.2, 0.1)
0.1(-4.2,4.3)
-0.0 (-0.2, 0.1)
35.3(31.4,39.2)
-71.0 (-78.6, -63.5)
-3.0(-10.4, 4.4)
73.4 (66.6, 80.3)
0.6 (-0.6, 1.7)
-63 (-446, 378)

0.87
0.22
<0.001
0.26
0.21
0.27
0.75

* Survivor average causal effect



T Controlled for baseline value using repeated measures ANOVA with a treatment by time interaction and shared intercept at
baseline.

Abbreviations: LC/MS/MS, liquid chromatography tandem mass spectrometry; EQ-5D-5L, EuroQol-5 dimension-5 level quality of life
assessment; P/F, Pa02/FiO2; ARDS, acute respiratory distress syndrome; AKI, acute kidney injury; RRT, renal replacement therapy;
SOFA, sequential organ failure assessment; IL-6, interleukin-6



Table S4. Mortality estimates by baseline 25-hydroxyvitamin D level

Baseline 25-hydroxyvitamin D Vitamin D (N=653) Placebo (N=632)

by LC/MS/MS (ng/mL) Mortality (% + SE) Mortality (% = SE) Difference (95% Cl)
5 27.1+33 24.0+3.7 3.1(-5.4,13.2)
10 247425 204+2.4 4.4(-3.6, 10.0)
15 223423 18925 3.4(-3.7,9.7)

20 19.9+2.7 19.4+3.4 0.5(-9.5, 7.4)

25 17.5+3.6 20.8+4.4 -3.3(-11.4, 10.9)
30 16.0+4.9 22.0+5.9 6.0 (-18.4, 11.6)

Estimates and SEs were obtained from the quadratic smoothing spline in each treatment group

Corresponds with estimates displayed in Figure 3



Table S5. Total calcium by study day

Study Day Confirmed Deficient Screened Deficient

Mean % SD (n) Vitamin D Placebo P-value Vitamin D Placebo P-value
Day 1 8.110.9 (483) 8.1+0.8 (487) 0.530 8.210.9 (626) 8.1+0.8 (605) 0.31
Day 2 8.4+0.8 (440)  8.2+0.7(438)  0.005 8.4+0.8 (570)  8.2+0.7 (540) <.001
Day 3 8.5+0.9 (392)  8.3+0.8(411)  0.001 8.5+0.9 (504)  8.3+0.8 (506) <.001
Day 4 8.5+0.9 (340)  8.4+0.7(350)  0.006 8.6+0.9 (440)  8.4+0.7 (434) 0.003
Day 5 8.510.8 (287) 8.410.7 (303) 0.02 8.610.8 (369) 8.410.8 (371) 0.002
Day 6 8.6£0.8 (251)  8.4+0.8 (254)  0.006 8.6£0.8 (327)  8.4%0.7 (318) 0.001
Day 7 8.510.8 (215) 8.410.8 (231) 0.11 8.610.8 (276) 8.410.7 (282) 0.02
Day 8 8.4+1.2(182)  8.3+1.0(203) 0.35 8.5+1.2 (227)  8.4+0.9 (250) 0.23
Day 9 8.6+1.0 (146)  8.3+1.2 (167) 0.03 8.6£1.0 (185)  8.3+1.1(199) 0.03
Day 10 8.6+1.0(126)  8.3+1.0(148) 0.05 8.6£0.9 (158)  8.4+0.9 (179) 0.03
Day 11 8.610.8 (118) 8.241.4 (132) 0.01 8.610.8 (148) 8.2+1.3 (160) 0.008
Day 12 8.5+0.8 (94) 8.4+0.9 (118) 0.21 8.5+0.8 (121) 8.4+0.9 (142) 0.15
Day 13 8.610.9 (82) 8.4+1.0 (98) 0.22 8.6+0.8 (103) 8.4+0.9 (123) 0.15
Day 14 8.5+0.7 (72) 8.4+0.7 (92) 0.51 8.5+0.8 (90) 8.4+0.7 (112) 0.38
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Table S6. lonized calcium by study day

Study Day Confirmed Deficient Screened Deficient

Mean % SD (n) Vitamin D Placebo P-value Vitamin D Placebo P-value
Day 1 4.4+0.8 (96)  4.4+0.7 (122) 0.86 4.4+0.7 (121)  4.4%0.7 (143) 1.00
Day 2 4.4+0.4 (75) 4.5+0.6 (73) 0.24 4.5+0.7 (93) 4.5+0.6 (97) 0.74
Day 3 4.4+0.4 (66) 4.5+0.7 (49) 0.45 4.4+0.4 (80) 4.5+0.6 (63) 0.39
Day 4 4.440.4 (47) 4.6+0.8 (47) 0.40 4.4+0.4 (57) 4.6+0.7 (60) 0.21
Day 5 4.5+0.5 (35) 4.5+0.4 (41) 0.88 4.6+0.5 (46) 4.5+0.4 (48) 0.62
Day 6 4.8+1.0 (29) 4.5+0.5 (26) 0.22 4.740.9 (38) 4.6+0.5 (30) 0.32
Day 7 4.5+0.4 (23) 4.5+0.5 (30) 0.67 4.6+0.5 (30) 4.5+0.4 (34) 0.60
Day 8 4.7+0.8 (19) 4.4+0.4 (30) 0.04 4.8+0.8 (23) 4.4+0.4 (35) 0.01
Day 9 4.7+0.9 (13) 4.610.8 (22) 0.69 4.7+0.7 (18) 4.610.7 (27) 0.56
Day 10 4.6+0.5 (12) 4.7+0.8 (23) 0.64 4.6+0.5 (15) 4.740.7 (27) 0.65
Day 11 4.4+0.5 (11) 4.4+0.4 (17) 0.80 4.5+0.5 (15) 4.5+0.4 (20) 0.86
Day 12 4.4+0.5 (12) 4.6+0.4 (14) 0.26 4.4+0.5(15)  4.6%0.4 (16) 0.16
Day 13 4.4+0.4 (12) 4.6+0.5 (16) 0.48 4.4+0.4 (15)  4.6%0.5 (19) 0.22
Day 14 4.4+0.2 (10) 4.7+0.6 (10) 0.07 4.4+0.3 (13) 4.7+0.6 (13) 0.08
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Table S7. Adverse events

Confirmed Deficient

Confirmed Not Deficient

Screened Deficient

Organ System Type Vitamin D Placebo  Vitamin D Placebo VitaminD  Placebo
Blood and lymphatic disorders Severe 2 0 0 0 2 0
Non-severe 1 0 0 0 1 0
Cardiac disorders Severe 0 2 0 0 0 2
Non-severe 2 6 1 0 3 6
Ear and labyrinth disorders Severe 0 0 0 0 0 0
Non-severe 0 1 0 0 0 1
Endocrine disorders Severe 2 0 0 0 2 0
Non-severe 0 0 0 0 0 0
Gastrointestinal disorders Severe 2 1 1 1 3 2
Non-severe 1 0 0 0 1 0
General disorders and administration Severe 0 1 0 0 0 1
Non-severe 2 2 0 0 2 2
Infections ad infestations Severe 1 0 0 0 1 0
Non-severe 0 1 1 0 1 1
Injury, poisoning, and procedural complications Severe 0 0 0 0 0 0
Non-severe 1 0 0 0 1 0
Investigations Severe 1 0 0 0 1 0
Non-severe 0 0 0 0 0 0
Nervous system disorders Severe 0 0 0 0 0 0
Non-severe 1 1 2 2 3 3
Renal and urinary disorders Severe 1 1 0 0 1 1
Non-severe 2 1 0 0 2 1
Respiratory, thoracic, and mediastinal disorders Severe 0 0 1 0 1 0
Non-severe 2 3 0 0 2 3
Skin and subcutaneous tissue disorders Severe 1 0 0 0 1 0
Non-severe 0 0 0 0 0 0
Vascular disorders Severe 0 0 0 0 0 0
Non-severe 0 2 1 0 1 2
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Supplementary Figures

Figure S1. Flow of participants through trial
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Figure S2. Survival to day 90 by vitamin D or placebo group for all randomized participants (screened deficient)
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Survival (%)

Survival (%)

C) Baseline 25-hydroxyvitamin D 12-19 ng/mL
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Figure S3. Subgroup analysis for all-cause, all-location mortality to day 90 (primary endpoint)

A) Confirmed vitamin D deficient

Subgroup (N) Placebo Vitamin D Difference 95% ClI
Age, years

Age < 60 (N=594) = 0.136 0.171 0034  (-0.024,0.092)

Age = 60 (N=465) —a—] 0.300 0.315 0.016  (-0.068,0.099)
Sex

Male (N=603) |—=— 0.205 0.261 0.056  (-0.011,0.123)

Female (N=456) | | 0.208 0.200 -0.008  (-0.082,0.066)
Race/Ethnicity

Non-Hispanic White (N=558) —=— 0.247 0.251 0.004 (-0.068,0.075)

Black (N=248) ——r 0.158 0.227 0.068  (-0.029,0.166)

Non-Black Hispanic (N=63) e 0.133 0.182 0.048  (-0.131,0.228)

Other (N=26) I - { 0.417 0.214 -0.202  (-0.555,0.150)

Not Available (N=164) = 0.138 0.221 0.083 (-0.035,0.200)
Facility Residence Prior to Randomization

Yes (N=68) [ 0.486 0.303 -0.183  (-0.411,0.045)

No (N=991) = 0.187 0.231 0.044 (-0.0086,0.095)
BMI, kgim2

<20 (N=101) [ — 0.222 0.375 0.153  (-0.023,0.328)

20-24,9 (N=241) —a—q 0.208 0.225 0.018  (-0.087,0.122)

25-29.9 (N=268) - 0.228 0.262 0.034 (-0.069,0.137)

30-34.9 (N=175) e 0.162 0.221 0.059 (-0.058,0.175)

= 35 (N=250) —=— 0.201 0171 -0.030  (-0.127,0.066)

Pre-Hospital Vitamin D Supplementation, IU/day

1-800 (N=21) I { 0.200 0.091 0109  (-0.410,0.191)

> 800 (N=61) e 0.320 0.194 <0126  (-0.349,0.098)
Baseline 250HD Level (1), ng/mL

<12 (N=597 = 0.214 0.256 0.042 (-0.026,0.110)

12-19.9 (N=462) —=— 0.196 0.210 0.014  (-0.060,0.087)
Baseline 250HD Level (2), ng/mL

<10 (N=448 '—}—:I 0.2562 0.270 0.018 (-0.064,0.099)

10-19.9 (N=611) 0.173 0.210 0.037  (-0.026,0.099)
Baseline Renal Function: eGFR, miimin/1.73m2

<15 (N=158) ] 0.297 0.310 0.012 (-0.131,0.156)

16-29 (N=131) | | 0.345 0.329 -0.016  (-0.179,0.147)

30-59 (N=270) ——q 0.199 0.271 0073  (-0.028,0.174)

60-89 (N=233) —e— 0.151 0178 0.027 (-0.069,0.122)

2 90 (N=263) —— 0.156 0.156 -0.001 (-0.088,0.087)
Risk Factor — Sepsis

Yes (N=350) [ 0.213 0.337 0.124  (0.032,0.216)

No (N=709) = 0.203 0.183 -0.020 (-0.079,0.038)
Risk Factor — Pneumonia

Yes (N=380) = 0.184 0.259 0.074 (-0.009,0.157)

No (N=679) b 0.218 0.221 0.003  (-0.059,0.066)
Risk Factor — Shock

Yes (N=383) —=— 0.271 0.246 -0.025 (-0.112,0.063)

No (N=676) = 0.170 0.229 0.060  (-0.000,0.120)
Risk Factor — Mechanical Ventilation

Yes (N=237) = 0.269 0.246 -0.023 (-0.134,0.088)

No (N=822) = 0.188 0.232 0.044  (-0.011,0.100)
Risk Factor — Multiple

Yes (N=299) | ——— 0.252 0.319 0.067  (-0.035,0.169)

No (N=760) = 0.190 0.199 0.009  (-0.047,0.066)
Risk Factor — Infectious vs. Non-Infectious

Infectious (N=633) |—=— 0.199 0.284 0.085 (0.019,0.151)

Non-infectious (N=426) = 0.216 0.157 -0.059  (-0.133,0.014)
LIPS

<4 (N=296) - 0.151 0.187 0.036  (-0.049,0.121)

24 (N=763) = 0228 0255 0027  (-0.034,0.088)
Pre-randomization Mechanical Ventilation Status

Yes (N=345) —=—] 0.286 0.301 0.015  (-0.081,0.111)

No (N=714) e 0.165 0.207 0042  (-0.015,0.099)
Pre-randomization Presence of ARDS

Yes (N=87) e 0.349 0.568 0.219 (0.015,0.424)

No (N=898) = 0.190 0.211 0.020 (-0.032,0.073)
Source of ICU admission

ED (N=896) = 0.216 0.231 0.015  (-0.039,0.070)

Other (N=163) = 0.154 0.259 0.105 (-0.018,0.228)
ICU Destination

MICU (N=893) - 0.219 0.249 0.030  (-0.025,0.086)

Other (N=166) = 0.132 0.167 0.035 (-0.073,0.143)
Modified Intent to Treat

Yes (N=1038) = 0.203 0.230 0.027  (-0.023,0.077)

No (N=21) I { 0.364 0.500 0.136 (-0.284,0.557)

s S e e LB S e e
05 04 03 02 01 0 01 02 03 04 05
<---Vitamin D Better-- --Placebo Better--->
Mortality Difference
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B) All randomized

Subgroup (N) Placebo Vitamin D Difference 95% ClI
Age, years
Age < 60 §N=725 —=— 0.131 0.175 0.044 }~o,ooa,o.097
Age 2 60 (N=612 —=— 0.307 0.298 -0.009 -0.082,0.064,
Male ﬁN =745) [ 0.223 0.254 0.031 }-0‘030.0,092
Female (N=592) = 0.192 0.207 0.015 -0.049,0.079
Race/Ethnicity
Non-Hi:j)anic White (N=718) = 0.243 0.261 0.018 }-0.046.0.081
Black (| F—e— 0.171 0.216 0.044 -0.045,0.134
Non-Black Hispanic (N=69) e 0.118 0.171 0.054 -0.112,0.219
Other (N=38 t | 0.400 0.222 -0.178 -0.466,0.110,
Not Available (N=213) ——i 0.145 84 0.039 -0.061,0.139,
Facility i Prior to R:
Yes (N=101) e 0.500 0.340 -0.160 }-0351 ,0.030,
No (N=1236) [ 0.186 0.225 0.039 -0.006,0.084,
BMI, kg/m2
< 209(/N=123 W 0.263 0.364 0.100 -0.062,0.263)
04 0.201 0.234 0.033 -0.060,0.126
| — 0.255 0.239 -0.016 -0.109,0.077,
30-34.9 (N=223 -y 0.167 0.240 0.073 -0.0: 8
> 35 (N=324) —e— 0.176 0.182 0.005 -0.078,0.089
Pre-HospltaI Vitamin D Supplementation, U/day
00 (N=34 e 0.133 0.053 -0.081 }'0‘280,0.118
> 800 N=118) v 0.231 0.258 0.027 -0.129,0.183
Basellne 250HD Level (1), ng/mL
——y 0.214 0.256 0.042 -0.026,0.110
12 199 N- 62 —e— 0.196 0.210 0.014 -0.060,0.087
20 299 N 186 - 0.195 0.212 0.016 -0.100,0.133
e 0.318 0.167 -0.152 -0.411,0.108
Baseline 250HD Level (2), ng/mL
< N=448 —a— 0.252 0.270 0.018 -0.064,0.099
10-19.9 (N=611 - 0.173 0.210 0.037 -0.026,0.099
20-29.9 (N=186, e 0.195 0.212 0.016 -0.100,0.133
> 30 (N=40) —_— 0.318 0.167 -0.152 -0.411,0.108;
Baselms 250HD Levsl (3) ng/mL
LCM 5 i 0.206 0.235 0.029 }-0.021,0.079
LCMS 2 20 (N= 226) e 0.221 0.205 -0.016 -0.123,0.091
Baseline Renal Function: eGFR, mi/min/1.73m2
<15 (N=214) | a— 0.271 0.288 0.017 -0.103,0.138
15-29 (N= e 0.355 0.309 -0.047 -0.189,0.096
30-59 3. e 0.199 0.285 0.086 -0.005,0.177
60-89 (N=291 m{ 0.164 0.167 0.003 -0.083,0.089
2 90 (N=320) 0.158 0.154 -0.004 -0.083,0.076,
Risk Factor — Sepsis
Yes (N=445) —— 0.214 0.291 0.077 -0.003,0.158,
No (N=892) = 0.206 0.204 -0.002 -0.055,0.051
Risk Factor — Pneumonia
Yes (N=482) = 0.178 0.270 0.092 (0.018,0.165)
No (N=855) - 0.225 0.212 -0.013 (-0.069,0.042)
Risk Factor — Shock
Yes (N=457) —e— 0.257 0.247 -0.010 }-0.090.0,070
No (N=880) - 0.184 0.226 0.042 -0.011,0.095'
Risk Factor — Mechanical Ventilation
Yes (N=294) —e— 0.295 0.270 -0.024 }-0. 127,0.079
No (N=1043) = 0.184 0.223 0.039 -0.010,0.088,
Risk Factor — Multiple
Yes (N=364) —e— 0.253 0.314 0.061 }-0‘031 ,0.154
No (N=973) = 0.193 0.201 0.008 -0.042,0.058
Risk Factor — Infectious vs. Non-Infectious
Infectious (N=812) - 0.196 0.270 0.074 (0.016,0.132)
Non-infectious (N=525) e 0.228 0.176 -0.053 (-0.121,0.016)
LIPS
<4 N=397; —e— 0.167 0.185 0.019 }-0‘056,0.094
= 4 (N=940 = 0.226 0.254 0.028 -0.027,0.082
Py ization Mechanical Ventilation Status
Yes (N=428) —— 0.294 0.310 0.016 }-0.071 ,0.103
No (N=909) = 0.167 0.200 0.033 -0.017,0.083,
Pre-randomization Presence of ARDS
Yes (N=102 e 0.333 0.556 0.222 ( 34,0.410)
No (N=1147) (el 0.190 0.207 0.017 (-0.029,0.063)
SOEUBC?\IO’1I1CZ%)admiSSi°n 0.214 0.229 0.015 0.033,0.063
Other (N=209) l“'—".—| 0180  0.257 0.077 {-oﬁoaa[ohsa
ICU Destination
MICU (N=1128) = 0.224 0.253 0.029 (-0.020,0.079,
Other (N=209) e 0.124 0.134 0.010 (-0.081,0.101
Modified Intent to Treat
Yes (N=1302) | 0.202 0.229 0.027 }-0401 7,0.072
No (N=35) t 1 0.471 0.389 -0.082 -0.409,0.245

05 04 03 02 -01 0 01 02 03 04 05
<---Vitamin D Better--- ---Placebo Better--->
Mortality Difference
Error bars represent 95% confidence intervals. Plasma 25-hydroxyvitamin D concentrations measured by liquid chromatography-
tandem mass spectrometry (LC/MS/MS). Abbreviations: BMI, body mass index; 250HD, 25-hydroxyvitamin D; IU, international
units; eGFR, estimated glomerular filtration rate; LIPS, lung injury prediction score; ARDS, acute respiratory distress syndrome; ICU,
intensive care unit

17





