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Vitamin D,

Vitamin D. S
2 - Circulation

Reference range

<20 ng/ml 20-100 ng/ml

Preferred range
30-60 ng/ml

Deficiency

Intoxication

>150 ng/ml

Calcium Absorption

> ~\ Parathyroid
hormone

Parathyroid glands

ne  Ca?*and HPO,2"

Calcification Ca2"and HPO>
; : Absorption
Blood calcium and phosphorus —

1,25(0H),D —> 24-OHase —> Calcitroic

acid

l

Excreted
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Randomized trial of vitamin D supplementation to prevent seasonal
influenza A in schoolchildren'™

Mitsuyoshi Urashima, Takeaki Segawa, Minoru Okazaki, Mana Kurihara, Yasuyuki Wada, and Hiroyvuki Tda

ABSTRACT

Background: To our knowledge, no rgorously designed clinical
trials have evaluated the relation between vitamin [} and physician-
diagnosed seasonal infloenza.

Ohjective: We investigated the effect of vitamin I supplements on
the incidence of seasonal influenza A in schoolchildren,

Design: From December 2008 through March 2009, we conducted
a randomized, double-bhlind, placebo-controlled trial comparing vi-
tamin [y supplements (1200 [U/) with placebo in schoolchildren.
The primary outcome was the incidence of influenza A, diagnosed
with influenza antigen testing with a nasopharyngeal swab
Specimen.

Results:_Influenza A occurred in 18 of 167 (10.8%) children in the
vitamin [}y group compared with 31 of 167 (18.6%) children in the
placebs group [relative risk (RR), 0.58; 95% CI: (.34, 0.99; P =
0.04]. The reduction in influenza A was more prominent in children
who had not been taking other vitamin D supplements (RR: 0.36;
95% CI: 0,17, 0.79; P = 0L006) and who started nursery school after
age 3 y (RR: 0L.36; 95% CI: 0.17, 0.78; P* = 0.005). In children with
a previous diagnosis of asthma,_asthma attacks as a secondary oul-
come occurmred in 2 children receiving vitamin [3; compared with
12 _children receiving placebo (RR: 0.17; 95% CIL: (.04, 0.73;
P = {HJ'[HJI

Condusion: This study suggests that vitamin Dy supplementation
during the winter may redoce the incidence of influenza A, espe-
cially in specific subgroups of schoolchildren, This trial was regis-
tered at hitps=fcenteruminacjp as UMINOOOOO1373. Am J
Clin Mugr 2000091 :1255-60.
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csi 18 31 150 137

Exposed Unexposed Total

Cases 18 31 49

Noncases 150 137 287

Total 168 168 336

Risk .1071429 .1845238 .1458333
Point estimate [95% Conf. Interval]
Risk difference -.077381 -.1524019 -.00236
Risk ratio .5806452 .3383697 .9963918
Prev. frac. ex. .4193548 .0036082 .6616303

Prev. frac. pop .2096774

chi2 (1) = 4.04 Pr>chi?2 = 0.0445
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ORIGINAL ARTICLE

Improved control of childhood asthma with low-dose,
short-term vitamin D supplementation: a randomized,
double-blind, placebo-controlled trial

H. Tachimoto', H. Mezawa'Z, T. Segawa'>, N. Akiyama'>, H. Ida' & M. Urashima'2

'Department of Pediatrics; *Division of Molecular Fpidemiclogy, Jikei University School of Medicine, Tokyo; *Department of Pediatrics, Fuj
Abstract

Background: In our prior randomized tnal om preventing influcnza, asthma
allacks as a secoondary owicome oocurred less ofien in the vilamin D group than
in ihe placebo group. We ammed io clanfy whelher low-dese, shori-lerm vilamin
D supplementation, in addition 1o standard treatments, improves control of child-
hood asthma.

Methods We condecied a randomized, double-blind, placebo-conirolled inal
companng vilamin D3 supplements (B0 1U/day) with placcho for 2 months in
schoolchildren with asthma. The primary ouwicomes were frequency and sevenity
of asthma judgng from changes in asthma conirol levels defined by the Global
Initiative for Asthma (GINA) by collaborating doctors at 2 and 6 months.
Results Japancse schoolchildren with asthma (n = 89) were randomly assigned 1o
receive vitamin [} (n = 54) or placebo (r = 35). At 2 months, GINA asthma con-
trol was significanily more improved in_the wilamin ) group comparcd with the
placeho gronp (P = 0015) Childhood asihma conirol test (CACT) scores, a sec-
ondary owlcome, were also significantly (F = 0.004) improved in the vilamin [
group compared with the placebo group at 2 months, and differences remained
significant (P = 0.012) at 6 months. The proportion of paticnts with a peak
expiratory flow rale <80% predicied was significanily less in the vilamin D group
(8/54: 15%) than in the placebo group (12/35: 34%) at & months (P = 0.032).
Conclusions: Low-dose, shori-lerm vilamin [} supplementation in addition o
slandard treatment may improve levels of asthma control in schoolchildren.




Cases
Noncases

Risk difference

Risk ratio
Attr. frac. ex.
Attr. frac. pop

Vitamin D

.29090091

Placebo

.122807

Point estimate

.1681021
2.368831
.5778509
.4019832

.2053571

[95% Conf.
.0209026
1.056709
.0536655

Interval]

.3153016
5.310224

.811684

0.0277
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Mitsu -- | would be happy to learn more about your research. It may interest you

to know that | have family ties to Japan -- though I've not been there in

several years. My sister is married to a Japanese man (Yoshimasa) and they have
two daughters (Conatsu and Miyuki). They live in Tokyo. :)

Best wishes,
Carlos

Carlos A. Camargo, MD, DrPH
Director, EMNet Coordinating Center
Massachusetts General Hospital
326 Cambridge St, Suite 410
Boston, MA 02114 USA
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Invitation to collaborate on IPD meta-analysis of vitamin D trials ]
ZE kL4 x urashima@jikeiacjp x
Camargo, Carlos Arturo,Jr.,M.D. <CCAMARGO@partners.org> @ 2013/01/13 - v
To urashima, Adrian |~
X, #mE~- > BAE-  AVE—IEER ROEBCENCT D HE

Dear Mitsu,

Happy New Year! | hope this email finds you well.

The reason | write is to ask if you might be interested in joining a collaborative group working on_an individual patient
data (IPD) meta-analysis of vitamin D trials for the prevention of acute respiratory infections and exacerbations of
Aasthma and COPD,_This initiative is being set up by Adrian Martineau in London (cc’d) and myself.

I've attached a formal invitation letter and an outline of the proposal, and look forward to hearing your thoughts.

Best wishes,
Carlos

Carlos A. Camargo, MD DrPH
Professor of Medicine & Epidemiology
Massachusetts General Hospital
Harvard Medical School

326 Cambridge St, Suite 410

Boston, MA 02114
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Queen Alexandra

President of the London Hospital
1904
Who always took a personal & sympathetic interest in its
work and who in 1900 introduced to England
The Finsen Light Cure for Lupus (2 E4IRE : K E#E%)
and preserved the first lamp to this hospital.

1908
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Vitamin D supplementation to prevent acute respiratory tract
infections: systematic review and meta-analysis of individual

participant data

Adrian R Martineau,'? David A Jolliffe,' Richard L Hooper,! Lauren Greenberg,! John F Aloia,?

Peter Bergman,® Gal Dubnov-Raz,* Susanna Esposito,® Davaasambuu Ganmaa,” Adit A Ginde B
Emma C Goodall,” Cameron C Grant,'® Christopher | Griffiths,’-21 Wim Janssens,' llkka Laaksi, 3
Semira Manaseki-Holland," David Mauger,'® David R Murdoch,'® Rachel Neale,'” Judy R Rees '8
Steve Simpson, )i lwona Stelmach, Geeta Trilok Kumar, 2 Mitsuyoshi Urashima,” Cardos A Camargo Jr3

ABSTRACT

OBJECTIVES

To assess the overall effect of vitamin D
supplementation on risk of acute respiratory tract
infection, and to identify factors modifying this effect.

DESIGN

Systematic review and meta-analysis of individual
participant data (IPD) from randomised controlled
trials,

DATA SOURCES

Medline, Embase, the Cochrane Central Register of
Cantrolled Trials, Web of Science, ClinicalTrials.gov, and
the International Standard Randomised Controlled Trials
Mumber registry from inception to December 2015,

ELIGIBILITY CRITERIA FOR STUDY SELECTION
Randomised, double blind, placebo controlled trials of
supplementation with vitamin D, orvitamin D, of any
duration were eligible for inclusion if they had been
approved by a research ethics committee and if data
on incidence of acute respiratory tract infection were
collected prospectively and prespecified as an efficacy
autcome.

RESULTS

25 eligible randamised contralled trials (total 1131
participants, aged 0 ta 95 years) were identified. IPD
were obtained for 10933 (96.6%) participants. Vitamin
0 supplementation reduced the risk of acute

respiratory tract infection among all participants
(adjusted odds ratio 0.88, 95% confidence interval
00,8110 0.96; P for heterogeneity <0.001). In subgroup
analysis, protective effects were seen in those
receiving daily or weekly vitamin O without additional
bolus doses (adjusted adds ratio 0,81, 0.72 10 0.91)
but not in those receiving one or more bolus doses
(adjusted odds ratio 097, 0.86 to 1.10; P for
interaction=0.05). Among those receiving daily or
weekly vitamin D, protective effects were strongerin
those with baseline 25-hydroxyvitamin [ levels <25
nmol/L (adjusted odds ratio 0.30, 017 to 0.53) than in
those with baseline 25-hydroxyvitamin D levels =25
nmaol/L (adjusted odds ratio 0.75, 0.60 to 0.95; P for
interaction=0.006). Vitamin D did notinfluence the
proportion of participants experiencing at least one
serious adverse event (adjusted odds ratio 0.98, 0.80
1o 1.20, P=0.83). The body of evidence contributing to
these analyses was assessed as being of high quality.

CONCLUSIONS

Vitamin D supplementation was safe and it protected
against acute respiratory tract infection overall.
Patients who were very vitamin D deficient and those
not receiving bolus doses experienced the most
benefit.

SYSTEMATIC REVIEW REGISTRATION
PROSPERC CRDA2014013953.



Case 2

Fig 2 Two step individual participant data meta-analysis: proportion of participants experiencing

Study

Li-Ng 2009

Urashima 2010
Manaseki-Holland 2010
Laaksi 2010

Majak 2011
Trilok-Kumar 2011
Lehouck 2012
Manaseki-Holland 2012
Camargo 2012

Murdoch 2012

Bergman 2012
Marchisio 2013

Rees 2013

Tran 2014

Goodall 2014

Urashima 2014

Grant 2014

Martineau 2015 (ViDiCO)
Martineau 2015 (ViDiAs)
Martineau 2015 (ViDiFlu)
Dubnov-Raz 2015
Denlinger 2016
Tachimoto 2016

Ginde 2016

Simpson 2015

Overall: 1°=53.3%, P=0.001

Proportion with 21 ARTI (%)

Control

33/76 (43.4)
69/167 (41.3)
126/229 (55.0)

54/84 (64.3)

11/24 (45.8)

Intervention

32/81(39.5)
68/167 (40.7)
97/224 (43.3)
39/80 (48.8)
4[24 (16.7)

458/1030 (44.5) 438/1034 (42.4)

29/89 (32.6)

30/86 (34.9)

245/1505 (16.3) 260/1506 (17.3)

53/103 (51.5)
155/161 (96.3)
39/62 (62.9)
38/58 (65.5)
276/360 (76.7)
96/197 (48.7)
80/234 (34.2)
17/99 (17.2)
53/80 (66.3)
75/118 (63.6)
93/125 (74.4)
58/103 (56.3)
10/11 (90.9)

44/141 (31.2)
154/161 (95.7)
26/62 (41.9)
26/58 (44.8)
303/399 (75.9)
185/397 (46.6)
70/258 (27.1)
32/148 (21.6)
94/156 (60.3)
76/122 (62.3)
85/125 (68.0)
83/137 (60.6)
10/14 (71.4)

Adjusted odds ratio

(95% Cl)

93/207 (44.9)  110/201 (54.7) —
5/35 (14.3) 4/54 (7.4) - :
24/52(46.2)  17/55(30.9) — e
14/16 (87.5) 16/18 (88.9) :
-
0.125 0.25 0.5 1 2

Note: Weights are from random effects analysis

©2017 by British Medical Jo

Adrian R Martineau et al. BMJ 2017;356:bm;j.i6583

urnal Publishing Group

at least one acute respiratory tract infection (ARTI).

Weight Adjusted odds ratio

(%)

3.48
5.36
6.12
3.58
1.00
8.69
3.57
8.58
4.36
1.43
2.89
2.84
6.35
6.60
5.94
3.41
4.12
3.98
3.74
4.38
0.28
5.86
1.01
2.44
0.00

(95% Cl)

0.85 (0.44 to 1.64)
0.90 (0.58 to 1.41)
0.60 (0.41 t0 0.88)
0.51 (0.27 t0 0.96)
0.20 (0.05 t0 0.82)
0.92 (0.77 to 1.11)
1.00 (0.53 to 1.90)
1.08 (0.89 to 1.30)
0.38 (0.22 t0 0.65)
0.97 (0.30t0 3.15)
0.42 (0.20 t0 0.89)
0.44 (0.21 t0 0.95)
1.03 (0.72t0 1.49)
0.92 (0.65 to 1.30)
0.66 (0.45 t0 0.98)
1.43 (0.73 t0 2.78)
0.77 (0.43 t0 1.36)
0.87 (0.48t0 1.57)
0.71 (0.38 0 1.31)
1.13 (0.66 to 1.95)
0.23 (0.01 to 3.82)
1.52 (1.02 to 2.28)
0.45 (0.11 to 1.89)
0.44 (0.19 to 1.02)
Excluded

EA32DIEE

4 &8 B

#20%FBH 9
%

[ 100.00 0.80 (0.69 t0 0.93)

4
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Articles

Vitamin D supplementation to prevent asthma @ " e
exacerbations: a systematic review and meta-analysis of
individual participant data

CrossMark

David A Jolliffe, Lauren Greenberg, Richard L Hooper, Christopher ] Griffiths, Carlos A Camargo Jr, Conor P Kerley, Megan E Jensen, David Mauger,
Iwona Stelmach, Mitsuyoshi Urashima, Adrian R Martineau
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0125 025 05 2 4
<+— —>

Favours intervention Favours control

=

VitaminD  VitaminD Placebo  Placebo Adjusted incidence ~ Weight
(N) (events/participant-years (N) (events/participant-years rate ratio (95% Cl) (%)
[event rate]) [event rate])
Castro et al™* 201 24/105-4 (0-23) 207 44/109.0 (0-40) _._._ 0-56 (0-34-0-92) 3289
Martineau et al*2 125 42/117-4 (0:36) 125 51/116-7 (0-44) —f— 0-85 (0-56-1-28) 4839
Jensen et al's 11 9/4-9 (1-84) 11 13/5-3 (2-47) . 0-66 (0-28-1.58) 10-89
Kerley et alt 17 9/5-2 (1.72) 22 13/7-0 (1-86) * 0-49 (0-18-1-38) 7-82
Tachimoto et al* 54 1/26-5(0-04) 35 0/16-8 (0-0) i (Excluded) 0-00
Overall (I*=0-0%, p=0-560) ’ 0-69 (0-52-0-92) 100-00
| |

Figure 2: Two-step individual participant data meta-analysis, event rate for asthma exacerbations requiring treatment with systemic corticosteroids
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Figure 3: Effects of vitamin D supplementation on asthma exacerbation rate
by baseline circulating 25(0H)D concentration categorised by 25 nmol/L
strata
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Vitamin D supplementation to prevent acute respiratory +k@ ®
infections: a systematic review and meta-analysis of
aggregate data from randomised controlled trials

David A Jolliffe, Carlos A Camargo Jr, John D Sluyter, Mary Aglipay, John F Aloia, Davaasambuu Ganmaa, Peter Bergman, Heike A Bischoff-Ferrari,
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Case 2

Number  Proportion of Proportion of Odds ratio (95%Cl) P p value for
of trials participants in the participants in the heterogeneity
intervention group with  control group with
one or more ARIs one or more ARIs
Overall 37 14332/23364 (61-3%) 14217/22 802 (62-3%) 0-92 (0-86-0-99) 35-6% 0-018
Baseline 25(0H)D concentration, nmol/L*
<25-0 20 1395/1879 (74-2%) 1433/1898 (75-5%) 0-81 (0-57-1-15) 44-5% 0-017
25-0-49-9 29 3662/5022 (72-9%) 3569/4874 (73-2%) 1.04 (0-94-1-15) 0-0% 0-49
50-0-74-9 30 1929/3279 (58-8%) 1829/3004 (60-9%) 0-88 (0-76-1-02) 9-3% 0-32
>75-0 26 1072/1742 (61-5%) 1029/1674 (61-5%) 1-00 (0-85-1-18) 0-0% 078
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Number  Proportion of Proportion of Odds ratio (95%Cl) P p value for
of trials participants in the participants in the heterogeneity
intervention group with  control group with
one or more ARls one or more ARIs
Overall 37 14332/23364 (61-3%) 14217/22 802 (62-3%) 0-92 (0-86-0-99) 35-6% 0-018
Dosing frequency
Daily 19 1703/3210 (53-1%) 1672/2952 (56-6%) 078 (0-65-0-94) 53-5% 0-003
Weekly 6 4482/6421 (69-8%) 4447/6335 (70-2%) 0-97 (0-88-1-06) 0-0% 0-48
Once per month to once every 12 8147/13733 (59-3%) 8098/13515 (59-9%) 0-98 (0-93-1-03) 0-0% 0-57

3 months



Case 2

Number  Proportion of Proportion of Odds ratio (95%Cl) P p value for
of trials participants in the participants in the heterogeneity
intervention group with  control group with
one or more ARls one or more ARIs
Overall 37 14332/23364 (61-3%) 14217/22 802 (62-3%) 0-92 (0-86-0-99) 35-6% 0-018
Daily dose equivalent, U+
<400 2 482/1175 (41-0%) 511/1133 (45-1%) 0-65 (0-31-1-37) 86-3% 0-007
400-1000 10 656/1236 (53-1%) 627/1069 (58-7%) 0-70 (0-55-0-89) 31-2% 0-16
1001-2000 16 10593/16 961 (62-5%) 10674/16 898 (63-2%) 0-97 (0-93-1-02) 0-0% 0-51

=2000 7 2291/3462 (66-2%) 2250/3444 (65-3%) 1-05(0-84-1-31) 371% 0-15
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Number  Proportion of Proportion of Odds ratio (95%Cl) P p value for
of trials participants in the participants in the heterogeneity
intervention group with  control group with
one or more ARls one or more ARIs
Overall 37 14332/23364 (61-3%) 14217/22 802 (62-3%) 0-92 (0-86-0-99) 35-6% 0-018
Trial duration, months
<12 29 1977/4887 (40-5%) 1866/4368 (42-7%) 0-82 (072-0-93) 38-1% 0-021
>12 8 12355/18 477 (66-9%) 12351/18 434 (67-0%) 0-99 (0-95-1-04) 0-0% 0-95
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Number  Proportion of Proportion of Odds ratio (95%Cl) P p value for
of trials participants in the participants in the heterogeneity
intervention group with  control group with
one or more ARls one or more ARIs
Overall 37 14332/23364 (61-3%) 14217/22 802 (62-3%) 0-92 (0-86-0-99) 35-6% 0-018
Age, years”
<1-00 5 875/2901 (30-2%) 839/2796 (30-0%) 0-95 (0-82-1-10) 18-7% 0-30
1-00-15-99 15 4297/5994 (71-7%) 4303/5877 (73-2%) 0-71(0-57-0-90) 46-0% 0-027
16-00-64-99 21 3137/4876 (64-3%) 3087/4727 (65-3%) 0-97 (0-93-1-09 11-5% 0-31

)
>65-00 17 6023/9665 (62-3%) 6004/9475 (63-4%) 0-96 (0-90-1-02) 0-0% 073
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Number  Proportion of Proportion of Odds ratio (95%Cl) P p value for
of trials participants in the participants in the heterogeneity
intervention group with  control group with
one or more ARls one or more ARIs
Overall 37 14332/23364 (61-3%) 14217/22 802 (62-3%) 0-92 (0-86-0-99) 35-6% 0-018
Airway disease
Asthma only 4 203/404 (50-2%) 202/391 (51-7%) 073 (0-36-1-49) 71-7% 0-014
Chronic obstructive 2 106/208 (51-0%) 104/207 (50-2%) 1-01 (0-68-1-51) 0-0% 071
pulmonary disease only
Unrestricted 31 14023/22752 (61-6%) 13911/22204 (62-7%) 0-92 (0-86-0-99) 33-0% 0-040
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@) Jama Network:

QUESTION Does vitamin D supplementation improve survival among patients with digestive tract cancer?

CONCLUSION This randomized clinical trial found that vitamin D supplementation did not improve 5-year relapse-free survival
in patients with digestive tract cancer.

POPULATION . INTERVENTION FINDINGS
- Relapse-free survival at 5 years
N’ -~ - " N o
276 Men ‘\\\_417 Patients randomized )
141 Women e \ Vitamin D3 Placebo
251 166
Adults with cancers Vitamin D3 Placebo . CA
of the digestive tract 2000 1U/d (2 capsules per day) (2 capsules per day)
from esophagus to rectum, 77% .1 069%
stages I to 1l >
Mean age: 66 years
LOCATIONS = X~ ) > @ Between-group difference was not significant.
1 ) . . PRIMARY OUTCOME Hazard ratio: 0-76
University hospital (95% Cl, 0.50-1.14; P = .18)
in Japan Relapse-free survival ' '

® AMA

Urashima M, Ohdaira H, Akutsu T, et al. Effect of vitamin D supplementation on relapse-free survival among patients with digestive tract cancers:
the AMATERASU randomized clinical trial [published April 9, 2019]. JAMA. do0i:10.1001/jama.2019.2210
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@ sama Network
QUESTION Does high-dose vitamin D3 supplementation prolong progression-free survival when added to standard chemotherapy
in patients with advanced or metastatic colorectal cancer?

CONCLUSION This randomized clinical trial found a potential role for high-dose vitamin D3 supplementation in the treatment of patients
with advanced or metastatic colorectal cancer that warrant further evaluation in a larger multicenter trial.

POPULATION ' INTERVENTION FINDINGS

N’ Median progression-free survival

79 Men (139 Patients randomized High-dose vitamin D3
60 Women S0y o
o\ 130 months (49 events)
Patients with pathologically 69 70 (95% Cl, 10.1-14.7)
confirmed, unresectable ) L
advanced or metastatic High-dose vitamin D3 Standard-dose ) _
colorectal cancer Loading dose of 8000 1U/d vitamin D Standard-dose vitamin D3
for cycle 1 followed by 4000 IU/d
Median age: 56 years for subsequent cycles 400/ 1udforall cycles 1 1 -0 months (52 events)
(95% Cl, 9.5-14.0)
LOCATIONS PRIMARY OUTCOME
Progression-free survival, defined as the time 1-sided log-rank P = .07

11 Cancer centers
in the United States

from start of protocol treatment to first documented

disease progression or death -
© ANIF

Ng K, Nimeiri HS, McCleary NJ, et al. Effect of high-dose vs standard-dose vitamin D3 supplementation on progression-free survival among patients with advanced
or metastatic colorectal cancer: the SUNSHINE randomized clinical trial [published April 9, 2019]. JAMA. doi:10.1001/jama.2019.2402
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Primary Prevention
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Vitamin D Supplements and Prevention
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Denise D'Agostino, B.S., Georgina Friedenberg, M.P.H., Claire Ridge, M.P.H.,
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N Engl J Med. 2019 Jan 3;380(1):33-44.



Primary Prevention

Table 2. Hazard Ratios and 95% Confidence Intervals for the Primary, Secondary, and Other End Points,
According to Randomized Assignment to Vitamin D or Placebo, in Intention-To-Treat Analyses.*

Vitamin D Group  Placebo Group Hazard Ratio
End Point (N=12,927) (N=12,944) (95% Cl)

no. of participants with event

Cancer
Primary end point: invasive cancer of any type 793 824 0.96 (0.88-1.06)
Breast cancer 124 122 1.02 (0.79-1.31)
Prostate cancer 192 219 0.88 (0.72-1.07)
Colorectal cancer 51 47 1.09 (0.73-1.62)
Death from cancer 154 187 0.83 (0.67-1.02)
Death from any cause 485 493 0.99 (0.87-1.12)
Analyses excluding the first 2 yr of follow-up
Invasive cancer of any type 490 522 0.94 (0.83-1.06)
Death from cancer 112 149 0.75 (0.59-0.96)
Major cardiovascular event 274 296 0.93 (0.79-1.09)
Death from any cause 368 384 0.96 (0.84-1.11)




Figure 2. Vitamin D (Active) and Placebo: Cumulative Incidence Rates of Metastatic and Fatal Cancer

of Any Type
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A

First author, year

RR (95% CI)

0.96 (0.88, 1.06)
1.01 (0.81, 1.25)

Manson, 2018 !_
Scragg, 2018 :
Lappe, 2017 - : 0.70 (0.47, 1.02)
Jorde, 2016 Z > 1.50 (0.69, 3.26)
Baron, 2015 - : 0.77 (0.53, 1.12)
Avenell, 2012 —— 1.07 (0.92, 1.25)
Sanders, 2010 - : 0.70 (0.27, 1.82)
Lappe, 2007 - 0.76 (0.38, 1.55)
Wactawski-Wende, 2006 - 0.98 (0.91, 1.05)
Trivedi, 2003 o 1.09 (0.86, 1.36)
Overall (I-squared = 0.0%, Pheterogeneity = 0-44) 6 0.98 (0.93, 1.03), P=0.42
I : I
0.2 1 2

Total cancer incidence
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B

First author, year RR (95% CI)

Manson, 2018 - 0.83 (0.67, 1.02)

Scragg, 2018 = > 0.99 (0.60, 1.64)

Avenell, 2012 . 0.85 (0.68, 1.06)
Wactawski-Wende, 2006 - 0.89 (0.77, 1.03)

Trivedi, 2003 - 0.86 (0.61, 1.20)

Overall (I-squared = 0.0%, Pheterogeneity = 0-97) <> 0.87 (0.79, 0.96), P =0.005

0.5 1 1.5

Total cancer mortality
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Study

Cancer mortality
Trivedi 2003
Lappe 2007
Prince 2008
Zhu 2008
Sanders 2010
Lehouck 2012
RECORD 2012
Baron 2015
Martineau 2015
Uusi-Risi 2015
ViDA 2017
VITAL 2018

Total (95% CI)

No of events/total
Vitamin D Control
63/1345 72/1341
13/446 17/445
1/151 5/151
2/39 5/40
7/1131 10/1127
0/91 2/92
151/2649 178/2643
8/1130 2/1129
1/122 1/118
0/204 2/205
28/2558 30/2550
154/12927 187/12944

428/22793 511/22785

Test for heterogeneity: x?=8.60, df=11, P=0.66; I’=0%
Test for overall effect: Z=2.77, P=0.006

Risk ratio
(95% CI)

-

’ 3

v

v

Weight
©4

14.1
33
1.0
1.0
20
0.5

34.8

Risk ratio
(95% CI)

0.87(0.63t01.21)
0.76 (0.38 to 1.55)
0.20(0.02 to 1.69)
0.41 (0.08 to 1.99)
0.70(0.27 t0 1.83)
0.20(0.01t0 4.15)
0.85 (0.69 to 1.04)

04 4.00(0.85t018.78)
0.2 0.97(0.06 to 15.29)

0.5
5.9
36.5
100.0

0.20(0.01t0 4.16)
0.93 (0.56 to 1.55)
0.82(0.67 to 1.02)
0.84 (0.74 t0 0.95)
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The effect of vitamin D supplementation on survival in
patients with colorectal cancer: systematic review and
meta-analysis of randomised controlled trials
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https://doi.org/10.1038/s41416-020-01060-8



d Progression-free survival (in CRC patient trials)

Case 3 § ,
Study N Deaths ; Weight HR [95% CI]
SUNSHINE 139 111 L | T6% 0.54 [0.00, 0.90]
AMATERASU 201 MNA | = i 24% 0.69 [0.39, 1.24]
Subtotal 340 _ 0.65 [0.36, 0.94]
| | —
0 0.5 1 125
Hazard ratio
b Progression-free survival (in all trials reporting PFS)
Study N Deaths : Weight HR [95% CI]
VITAL 98 25 = — 12% 0.79 [0.36, 1.75]
SUNSHINE 139 111 C - | 67% 0.54 [0.00, 0.90]
AMATERASLU 201 MNA | - - i 22% 0.69 [0.39, 1.24]
Subtotal 438 — ] 0.67 [0.40, 0.94]
r | 1
0 05 1 125
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