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Dear Editor,

We would like to thank Mr. Raeisi-Dehkordi, et al. [1]
for their interest and knowledgeable comments on our
study.

We have followed the PRISMA guidelines according
to the most recent research standards (page 3 of the
article). PICOS was also used in the study design
(amendments are made on page 2). While it is not
compulsory to submit all systematic reviews at
PROSPERO, all the principles mentioned in PROSPERO
were followed. In the corrected version of the paper [2],
we have clarified that no restrictions were placed on the
gender, race, and geographical distribution of the individ-
uals enrolled in the study. However, age restrictions were
places such that the studies carried out in subjects with a
mean age of >17.5 years old were included. Also, the type
of supplementation has been corrected to include all types
of vitamin D supplementation and not just oral vitamin D
supplementation. According to the Cochrane handbook,
including multiple comparisons from one study with
a shared intervention group to the meta-analysis may
lead to bias [3]. However, in many published articles
this method has been used. Therefore, we decided to
use this method based on previous research [4, 5].
According to your suggestion, the stated combination

This reply refers to the comment available at https://doi.org/10.1186/512937-
021-00681-w.
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of supplementary studies [6, 7] were removed from
the final analysis and a new Forrest plot was intro-
duced. However, no changes in the results were
observed (Figs. 2, 3, 4 and 5).
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intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Rand 95% CI IV, Random, 95% CI
2.3.1 Healthy adults
Madar.2016 135 16 136 133 1.4 B9  95% 013 [0.16, 0.42)
Subtotal (95% CI) 136 69 9.5% 0.13[-0.16, 0.42]
Heterogeneity: Not applicable
Test for overall effect Z= 0.88 (P=0.38)
2.3.2 Anemic patients
soroogonda.2015 11.8 15 15 121 15 15  55% -0.19[-0.81,0.52
Toxqui.2015 13.2 0.8 85 132 07 54  B87% 0.00 [-0.38, 0.38]
Toxqui.2015 13 07 55 13 07 54 B87% 0.00 [-0.38, 0.38]
Toxqui.2015 13 0.9 55 132 09 54 B6% -0.22 [-0.60,0.16]
Toxqui.2015 133 0.8 55 13 07 54  B6% 0.40[0.02,0.78]
Subtotal (95% CI) 235 231 401% 0.02[-0.20, 0.24]
Heterogeneity: Tau®= 0.02; Chi*= 5.70, df=4 (P=0.22); = 30%
Test for overall effect: Z=0.20 (P = 0.84)
2.3.3 Chronic kidney disease patients
Panwar. 2018 12 1 20 132 1 20 58% -1.18[-1.85,-0.50] =
Panwar. 2018 12 1.1 20 131 09 20 59% -1.07 F1.74,-0.41] =
Panwar. 2018 12.25 1 20 13.25 1 20 6.0% -0.98 [-1.64,-0.32] e
Subtotal (95% CI) 60 60 17.8% -1.07 [-1.46, -0.69] <
Heterogeneity: Tau®= 0.00; Chi*= 0.17, df= 2 (P = 0.92); F=0%
Test for overall effect: Z=5.46 (P < 0.00001)
2.3.4 Heart failure patients
Ernest2017 137 1.8 85 138 1.9 87  9.4% -0.05[-0.35,0.29)
Subtotal (95% CI) 85 87 9.4% -0.05[-0.35, 0.25]
Heterogeneity: Not applicable
Testfor overall effect: Z=0.35 (P=0.72)
2.3.5 Hypertensive patients
Emest.2016 143 1.3 93 143 1.3 95  95% 0.00 [-0.29, 0.29]
Subtotal (95% CI) 93 95 9.5% 0.00[-0.29, 0.29]
Heterogeneity: Not applicable
Testfor overall effect: Z=0.00 (P =1.00)
2.3.6 Critically ill patients
Smith. 2016 10.25 42 9 6.7 06325 10 38% 1.16[017,2.15] —
Smith. 2016 11.25 4.6433 1" 6.7 06325 10 4.0% 1.29[0.33,2.24] —
Subtotal (95% CI) 20 20 7.8% 1.23[0.54,1.92] E
Heterogeneity: Tau®= 0.00; Chi*= 0.03, df=1 (P = 0.86); F= 0%
Test for overall effect: Z= 3.49 (P = 0.0005)
2.3.7 Athletes
Jastrzehska 2017 156 025 20 156 02 16  60% 0.00 [-0.66, 0.66]
Subtotal (95% CI) 20 16 6.0% 0.00 [-0.66, 0.66]
Heterogeneity: Not applicable
Test for overall effect: Z=0.00 (P =1.00)
Total (95% CI) 649 578 100.0% -0.08 [-0.32, 0.15]

Heterageneity: Tau®= 0.14; Chi*= 48.46, df= 13 (P < 0.00001); = 73%

Test for overall effect Z= 0.69 (P = 0.49)

Test for subaroun differences: Chi*= 42.33, df= 6 (P < 0.00001), F=85.8%

Fig. 2 Forest plot showing results of a meta-analysis on the effects of vitamin D supplementation on hemoglobin. Data were reported as SMDs
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intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.3.1 Healthy adults
Madar.2016 13.5 16 136 133 1.4 69 16.4% 0.13[-0.16, 0.42] T
Subtotal (95% Cl) 136 69 16.4% 0.13[-0.16, 0.42] »
Heterogeneity: Not applicable
Test for overall effect: Z = 0.88 (P = 0.38)
2.3.2 Anemic patients
soroogonda.2015 11.8 1.5 15 121 15 15 8.0% -0.19[-0.91, 0.52] -
Toxqui.2015 13.2 0.8 55 13.2 0.7 54 14.4% 0.00[-0.38, 0.38] T
Subtotal (95% Cl) 70 69 22.5% -0.04 [-0.37, 0.29] ¢
Heterogeneity: Tau? = 0.00; Chi? = 0.22, df = 1 (P = 0.64); I> = 0%
Test for overall effect: Z = 0.25 (P = 0.81)
2.3.3 Chronic kidney disease patients
Panwar. 2018 12.25 1 20 13.25 1 20 8.9% -0.98 [-1.64,-0.32] -
Subtotal (95% Cl) 20 20 89%  -0.98[1.64,-0.32] L 2
Heterogeneity: Not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
2.3.4 Heart failure patients
Ernest.2017 13.7 18 85 138 1.9 87 16.2% -0.05[-0.35, 0.25] T
Subtotal (95% Cl) 85 87 16.2% -0.05 [-0.35, 0.25] L3
Heterogeneity: Not applicable
Test for overall effect: Z = 0.35 (P = 0.72)
2.3.5 Hypertensive patients
Ernest.2016 14.3 1.3 93 143 13 95 16.5% 0.00 [-0.29, 0.29] T
Subtotal (95% CI) 93 95 16.5% 0.00 [-0.29, 0.29] ¢
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
2.3.6 Critically ill patients
Smith. 2016 10.25 4.2 9 6.7 0.6325 10  52% 1.16 [0.17, 2.15] -
Smith. 2016 11.25 4.6433 11 6.7 0.6325 10 5.4% 1.29[0.33, 2.24] -
Subtotal (95% Cl) 20 20 10.6% 1.23[0.54, 1.92] >
Heterogeneity: Tau? = 0.00; Chi* = 0.03, df = 1 (P = 0.86); I> = 0%
Test for overall effect: Z = 3.49 (P = 0.0005)
2.3.7 Athletes
Jastrzebska.2017 156  0.25 20 156 0.2 16 8.9% 0.00 [-0.66, 0.66] 1T
Subtotal (95% Cl) 20 16  8.9% 0.00 [-0.66, 0.66] R 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% Cl) 444 376 100.0% 0.04 [-0.22, 0.30] L]
Heterogeneity: Tau? = 0.09; Chiz = 21.78, df = 8 (P = 0.005); I* = 63% l 2 S 2 j‘

Test for overall effect: Z = 0.30 (P = 0.76)

Test for subgroup differences: Chi? = 21.53, df = 6 (P = 0.001), I>=72.1%

Fig. 3 Forest plot showing results of a meta-analysis on the effects of vitamin D supplementation on ferritin. Data were reported as SMDs with
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MDs with 95% Cls

intervention Control

Study or Subgroup Mean SD_Total Mean SD_Total Weight

Std. Mean Difference

IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% CI

2.4.1 Healthy adults

Smith.2016 262 112 14 37 115 14 7.4%
Walentukiewicz.2018 ~ 117.05 87.51 27 12468 72.11 34 11.6%
Madar.2016 68 855 143 51 578 71 16.6%
Subtotal (95% Cl) 184 119 35.3%
Heterogeneity: Tau? = 0.17; Chi? = 7.56, df = 2 (P = 0.02); I* = 74%

Test for overall effect: Z = 0.58 (P = 0.56)

2.4.2 Anemic patients

soroogonda.2015 923 399 15 1241  96.1 15 7.8%
Toxqui.2015 238 113 55 243 12 54  14.5%
Subtotal (95% Cl) 70 69 22.3%
Heterogeneity: Tau? = 0.00; Chi? = 0.82, df = 1 (P = 0.36); I = 0%

Test for overall effect: Z = 0.72 (P = 0.47)

2.4.3 Chronic kidney disease patients

Miskulin.2015 1,205 1576 122 1,190 166.5 130 17.5%
Panwar. 2018 198.25 73 20 166.25 50.5 20 9.3%
Subtotal (95% Cl) 142 150 26.8%
Heterogeneity: Tau? = 0.02; Chi? = 1.39, df = 1 (P = 0.24); 1> = 28%

Test for overall effect: Z = 1.09 (P = 0.28)

2.4.6 Critically ill patients

Smith. 2016 262 112 14 37 115 14 71%
Subtotal (95% CI) 14 14 71%
Heterogeneity: Not applicable

Test for overall effect: Z = 2.31 (P = 0.02)

2.4.7 Athletes

Jastrzebska.2017 46.34 15.75 20 38.53 1.5 16 8.5%
Subtotal (95% CI) 20 16 8.5%
Heterogeneity: Not applicable

Test for overall effect: Z = 1.87 (P = 0.06)

Total (95% CI) 430 368 100.0%

Heterogeneity: Tau? = 0.08; Chi? = 20.37, df = 8 (P = 0.009); I = 61%
Test for overall effect: Z = 0.21 (P = 0.84)
Test for subgroup differences: Chi? = 10.86, df = 4 (P = 0.03), I> = 63.2%
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Fig. 4 Forest plot showing results of a meta-analysis on the effects of vitamin D supplementation on transferrin saturation. Data were reported as

with 95% Cls

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

Heterogeneity: Tau? = 0.00; Chi? = 1.55, df = 3 (P = 0.67); 1= 0%
Test for overall effect: Z = 2.37 (P = 0.02)

intervention Control
Study or Subgroup _Mean SD_Total Mean SD_Total Weight
Dahlquist. 2017 91.9 70.51 3 1042 84.27 3
hennigar.2016 21 57 7 20 57 75
Madar.2016 206 97 143 187 9.5 71 36.9%
Panwar. 2018 24 6.2 20 22 1.8 20 34.2%
Toxqui.2015 224 9.8 55 19.2 8.9 54  22.2%
Trautveffer.2014 33.6 9.2 20 35 112 20 6.8%
Total (95% CI) 238 165 100.0%

Not estimable
Not estimable
1.90 [-0.82, 4.62]
2.00 [-0.83, 4.83]
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Fig. 5 Forest plot showing results of a meta-analysis on the effects of vitamin D supplementation on iron levels. Data were reported as SMDs




