7-dehydrocholesterol

reductase (DHCR?)

A
1
1
1
1
7-Dehydrocholesterol Skin I
I

Solar UVB radiation --=------- >
Previtamin D Vitamin D ‘synthesis’
Heat----mmeo > indicators
Diet —---—----- > Vitamin D * |
I
(Cholecalciferol) |
v
25-hydroxylase (CYP2R1) ———>
Liver
A
Vitamin D binding Protein (GC) ——>  25-hydroxy vitamin D 1
(major circulating metabolite) :
1-o-hydroxylase (CYP27B1) ——> l 1
Vitamin D ‘metabolism’
GC——>  1,25-dihydroxyvitamin D
Kidnevs indicators
(Calcitriol) |
24-hydroxylase (CYP24A1) ———> |

lo-hydroxy-23-carboxy-24,25,26,27-tetranorvitamin l#
(Calcitroic acid) v

* Vitamin D obtained as D; through sun-induced synthesis; From diet/supplement it can also be obtained as D,.
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ID

ULSAM
HCS

MRC Ely
GENMETS
InCHIANTI
HPFS5-CHD
LURIC
1958BC-WT2
Heaith ABC
AFOS
GOOD
UKBS-CC
1958BC-DIL
NHS-CGEMS
NFBC 1966
Young Finns
PIVUS
SOCCS

FHS

Twins UK
NHS-T2D
Owverall (l-squared = 23.3%, p= 0.163)

t

_*H|+%$H*H++’-FHH*

% per unit
increase in allele
score (95% Cl)

0.06 (-0.00, 0.13)
0.08 (0.02, 0.14)
0.08 (-0.02, 0.18)
0.09 (-0.00, 0.18)
0.10 (0.02, 0.18)
0.13 (0.06, 0.20)
0.13 (0.07, 0.19)
0.14 (0.07, 0.20)
0.14 (0.07, 0.21)
0.14 (-0.01, 0.29)
0.14 (0.05, 0.23)
0.14 (0.08, 0.20)
0.16 (0.10, 0.23)
0.16 (0.05, 0.28)
0.17 (0.11, 0.22)
0.17 (0.10, 0.24)
0.17 (0.09, 0.26)
0.18 (0.06, 0.30)
0.19 (0.13, 0.26)
0.20 (0.10, 0.30)
0.31 (0.17, 0.46)
0.14 (0.12, 0.16)

=]
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A B
% per unit % per unit

Study increase in allele Study increase in allele
D score (95% Cl) D score (95% CI)
NHS-CGEMS —_— -5.40 (-8.73, -2.07) NHS-CGEMS e—o—:— -7.35(-10.89, -3.81)
InCHIANTI -—0—7— -6.10 (-8.82, -1.38) FHS o -6.41(-7.62,-5.20)
HPFS-CHD — 4.75 (-6.71, -2.78) Twins UK —_— -6.40 (-8.95, -3.85)
CaMos —_— 4.70 (-6.46, -2.94) PVUS —+-— 6.22(-8.79,-365)
GENMETS —_— -4.06 (-6.97, -1.16) Young Finns —_— 6.01(-7.73,-4.28)
1958BC —_— -3.85 (-5.03, -2.67) 19588C - 5.99(-7.21,477)
NFBC1966 —_ -3.83 (4.87, -2.78) HPFS-CHO —= -588(8.14,-3.62)
AFOS —_— 379 (7.32. -0.25) INCHIANTI —_— -5.90 (-9.43,-2.37)
FHS —~ -3.69 (4.85, -2.53) :’:;ia : e :fg :';"5‘?3’2';?
NHS-T2D —— 3.62(6.31,-0.92) NFBC1968 r % 530.(658, -4A19)
PIVUS PR -3.28 (-5.67, -0.89) J e

=t LURIC —_— -5.33(-7.69,-2.97)
Health ABC —_— -3.10 (5.13, -1.07) oS : Pt o g
UKBS-CC — -2.91 (4.75, -1.08) Sa56 P 487 (7.06..267)
Young Finns . -2.44 (-4.00, -0.88) NHS-T2D —_— 481 (7.92,-1.71)
HCS - -2.44 (-5.33, 0.45) GENMETS —_—— 4,44 (-757,-131)
ULSAM - -2.43 (4.35, -0.52) Caldos —_— -4.30 (6.26,-2.34)
GOOD —— -2.39 (4.46,-0.33) HCS — -3.92(-6.88,-0.95)
Twins UK —_— -1.80 (4.15, 0.55) UKBS-CC | —— -2.86 (-5.05,-0.67)
S0occs i 0.51(-3.89,4.92) ULSAM | — -2.26 (-4.35,-0.16)
Overall (-squared = 0.0%, p = 0.550) & -3.47 (-3.90, -3.05) Overal (-squared = 18.4%,p=0225) &) -5.38 (-5.84, -4.93)
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LURic: - e —4— Atz Tns UK - 050 (087,167 st
Young Frns — . : NFBC1966 4 055030, 1.40) NHS COEMS
Yoo = 3o E 5 sanrn | e .
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CYP2R1

Study % per effect Study % per effect
D allele (95% CI) D allele (95% CI)
T .
InCHIANTI —— -9.20 (-14.30,-4.10) NHS-CGEMS _— -6.90 (-11.41,-2.39)
HCs — -5.29(-9.39,-1.18) Health ABC —_— -5.53 (-8.30, -2.76)
LURIC — -5.28(-8.33,-2.22) NHS-T2D —_—
GENMETS —_— -4.74 (-8.37,-1.10) PIVUS — g 4,99 (:8.06,
soces A74i(11.35,1.88) HPFS-CHD —_—— -4.80 (-7.54, -2.06)
UKBS-CC e -4.70 (-7.41,-1.99) AFOS 452 (957, 0.52)
CaMos —_— -4.70 (-7.25, -2.15) caliae i 4,00 (635, -165)
HPFS-CHD —_— -4.70 (-7.64,-1.76) T
19588C —— -4.58 (-6.29, -2.88) Y 373 (628
G B 420 (5,96, .2.44) NFBC1966 —_— -3.55 (-4.89,
Twins UK —_— -4.20 (-7.92,-0.48) ULsAN B2NBI408)
Pl - 394 (.63, -1.24) 19588C — -3.16 (-4.65,-167)
NHS-CGEMS _ 340 (8.50, 1.70) FHS L] -3.00 (457, -1.43)
NFBC1966 = 327 (4.64,-191) N e 254(623.1.15)
AFOS =y 3.01(7.94 1.92) Young Finns = -1.81(-3.81,0.19)
Young Finns —_— -2.93 (-4.95,-0.90) GooD 8 -1.00 (-3.62, 1.63)
NHS-T2D —_—— 170 (-5.82, 2.42) INCHIANTI — -0.80 (-5.50, 3.90)
ULSAM . -1.60 (4.19, 1.00) HCs . S -0.13 (-3.73, 3.46)
PIVUS 1.03 (4.19, 2.13) Twins UK | —1— 1.00 (-2.33, 4.33)
Health ABC — -0.35 (-3.40, 2.70) soces | T 446(1.26,10.19)
Overall (l-squared = 10.9%, p = 0.320) 370 (4.29,-3.11) Overall (I-squared = 43.3%, p = 0.024) & -3.12(-3.68, -2.56)
T T T T T T T T T
-10 5 0 5 10 -10 5 4 5 10
GC CYP24A1

Study % per effect Study % per effect
D allele (95% Cl) D allele (95% Cl)
InCHIANTI —_— 11,10 (16,00, 6.20) soccs 6.25(12.22,1.72)
NHS-CGEMS —_— -10.80 (-15.70, -5.90) —— -3.72 (-6.80, -0.65)
LURIC — 10,63 (-13.60, -7.66) NHS-CGEMS -3.70(-8.99,1.59)
FHS —— -9.90 (-11.47, -8.33) NFBC1966 T -3.30 (4.90, -1.70)
Young Finns — 9,81 (12,37, -7.24) KA‘;;'SQEQ“"S . 'g'ga E;gg ‘30'3%5;)
PIVUS —_—— 970 (-13.11, -6.28) e e iy
HPFS-CHD — -6.60 (-12.54, 6.66) FHS - -2.20 (-3.96, -0.44)
U3, T i s ke 1958BC —_— -2.12 (-3.89, -0.36)

1 3 Health ABC — -2.05 (-5.34, 1.24)
Twins UK —— -9.50 (-13.03, -5.97) CaMos - 200 (494 094)
GENMETS —_— 8,67 (-13.31, 4.02) PIVUS .— 182 (5.56, 191)
UKBS-CC —— -8.61(-11.34, -5.88) HPFS-CHD — -1.50 (-4.83, 1.83)
NHS-T2D e 8,60 (-12.72, -4.48) AFOS o 113 (651 4.24)
1958BC —— -8.59 (-10.16, -7.01) GENMETS —_— 111 (5.47,3.25)
Health ABC _— -8.47 (-11.39, -5.55) Twins UK —_—— 0,60 (452, 332)
NFBC1966 — -7.68 (-9.39, -5.96) INCHIANTI 0
CaMos —_— -6.10 (8,65, -3.55) HCs _ ¥
soccs —_— -5.92 (-11.90, 0.06) LURIC — e -0.30 (-3.53,
Hes —_— -5.89 (0.72,-2.05) ULSAM —_ 0.02 (-2.90, 2.95)
GooD .'—4— -5.80 (-8.73, -2.87) NHS-T2D 0.10 (4.41,4.61)
ULSAM | —— 4.23(7.02, -1.4) UKBS-CC —— 2.93 (0.03,5.83)
Overall (I-squared = 33.3%, p = 0.075) -8.45 (-0.06, -7.84) Overall (I-squared =9.0%, p=0.341) <> -1.85 (-2.50,-1.21)
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