IESAICXTTBHENY I VDERFIERSIIES
a2 9 DN

Supplemental Vitamin D and Incident Fractures in Midlife and Older Adults
N Engl J Med 2022; 387 : 299 - 309,

hEPRER HERAR
N =
ERK : 18 &

BZ =2l &KX

“"’

JHospitalist
Network Journal club



~ 83 B DWRIHKIC T~

(Om 3t 150cm 48kg BMIZ21.3

EAEED MBS CHRITSNIZ. BEiRRE

23S IMEDH

RSB ITDERFEITELS. RIREDT TUXY FEFEBLTH)
BRERE DEXES | YAM80%/—1.0SD (& ERE)

<A FEISOECHER

-

B525-E FOFIYEY=VDEE 35 ng/mL
EXEEh D E

2 Ao

P BIOFHORHESZIVDEMSUTHREF L&D

M =5 rsssEnse.

BITDFHIC

BBDTIH?

AN



wa BBERETEENZNNTIL
T3DCLREH. REIERAIZLZENATT




Clinical question

TRAICXITDES I VDREIRSIC
BT Z P I DMRIEHDIDICD DD ?

4 N

?
<



O‘F.‘*’!\’f

EBMODS5DDR5wv T

RIRBIC DUV TDIE

. Step1 Db 403

TacAVDBIEZR

v (e

:

[BERODHLFIBIISER
[BEROBEN\DBEINZFESY

YE”’QK

¥




.O‘:B.C*’!\’.—‘

EBMODS5DDR5wv T

BB cAVDBIEZEIVL

RIRBIC DUV TDIE

Step1/H0H4053

:

[BERODHLFIBIISER
[BEROBEN\DBEINZFESY

Yé”’yx

¥




BB DPICO

RN £ 4 SVANS) R g
| EYIVDHREZEARNIRT D
C EYVDHEAIZNARULZL
O BIFORENFHTEDN




O‘F.‘*’I\’f

EBMODS5DDR5wv T

ArE(C DU T

. Step1 Db 403

BB VDR ZTEIE

=E:

[BERODHLFIBIISER
[BEROBEN\DBEINZFESY

Yjé_:”’yx

¥




A oA VaRNTHIC

BMBRIEDOFHEEENA FS1Y

PRIV E=IL DIV EIUZ—=I

W« ERsofitids (B)

HEMAET - B35 EooBtsbi62 (B)
FEHERTIT - RS E0@NHS (B)
ARG - S oA (0)

2015FER

BAD2015F DA RS0 Y

LTV =l giRaSmng 25
’“"]‘l‘.”’}ii LRSS S (A
f'fj LN Eg] iﬂ'h*ﬁl ~4 (A)
FEHEMER n*f'l T3 coMEHHS (B)
AR - PBS 2 & oS kv (0

(i“—“\‘;\ Vitamin D, Calcium, or Combined

Supplementation for the Primary

U.S. Preventive Services
TASK FORCE

Prevention of Fractures in Community-
Dwelling Adults: Preventive Medication --
Postmenopausal women

Grade: D (Not Recommended)

USPSTFTCI&
BP0, &EFEHIC
E5 I YVDIFHE UL EFeE)

Specific Recommendations:

The USPSTF recommends against daily
supplementation with 400 U or less of vitamin D and
1000 mg or less of calcium for the primary prevention
of fractures in community-dwelling, postmenopausal

women.
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trial research group. The trial was :Jlgnpmved by the
institutional review board of Partners HealthCare—
Brigham and Women's Hospital, and the trial
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Table 1. Characteristics of the Participants at Baseline, According to Randomized Assignment to Vitamin D or Placebo.”

Characteristic
Female sex — no. (%)
Age —yr
Race or ethnic group — no.ftotal no. (%)t
Non-Hispanic White
Black
Non-Black Hispanic
Asian or Pacific Islander
American Indian or Alaskan Native
Other or unknown
Body-mass indexi
Diabetes — no.ftotal no. (%)
Parental history of hip fracture — no./total no. (%)
Rheumatoid arthritis — no_ftotal no. (%)
History of fragility fracture — no_/tortal no. (3%6)

Unintentional fall in the past year — no_ftotal no. (%)

Current use of osteoporosis medication — ne.ftotal no. (%)§

Current smoker — no.ftotal no. (%)

Current use of supplemental vitamin D — no. (%)9
Current use of glucocorticoids — no.ftotal no. (%6)
Servings of milk per day

Baseline 25-hydroxyvitamin D level — ng/mll

Baseline calcium level — mg/dl¥*

Total
(N=25,871)

13,085 (50.6)
671471

18,046/25,304 (71.3)
5,106/25,304 (20.2)
1,013/25,304 (4.0)

388/25,304 (1.5)

228/25,304 (0.9)

523/25,304 (21)
281457

3,537/25,324 (13.7)
3.704/23,979 (15.4)
1,118/25,512 (4.4)
2,578/25,023 (10.3)
6,921/25,715 (26.9)
1,240/25,690 (4.3)
1,835/25 488 (72)

11,030 (42.6)
461725427 (1.8)
0712091
30.710.0
9.00<161

Vitamin D Group
(N=12,927)

6,547 (50.6)
67170

9,013/12,647 (71.3)
2,553/12,647 (20.2)
516/12,647 (41)
188/12,647 (1.5)
118/12,647 (0.9)
259/12,647 (2.0)
281157
1,804/12,900 (14.0)
1,809/11,970 (15.1)
556/12,749 (4.4)
1,287/12,513 (10.3)
3,521/12,348 (27.4)
609/12,835 [4.7)
921/12,732 (7.2)
5,497 (42.5)
239/12,705 (1.9)
0711089
30.710.0
9.00+1.61

+ 3
haAa

Placebo Group
(N=12,944)

6,538 (50.5)
671271

9,033/12,657 (71.4)
2,553/12,657 (20.2)
497/12,657 (3.9)
200/12,657 (1.6)
110/12,657 (0.9)
264/12,657 (21)
281458
1,733/12,924 (13.4)
1,895/12,009 (15.8)
562/12,763 (4.4)
1,291/12,510 (10.3)
3.400/12,867 (26.4)
631/12,855 (4.9)
914/12,756 (7.2)
5,533 (42.7)
222012.722 (17)
0.72:0.92
30.7+10.0
9.0021.61
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401,605 Participants were screened for eligibility (no history
of cancer [except nonmelanoma skin cancer], cardio-
vascular disease, M|, stroke, TIA, angina pectoris,
or coronary revascularization [CABG or PCI))

39,430 Entered placebo run-in phase

13,559 Were excluded because they declined
to participate, were not adherent to trial
regimen (took <23 of the trial pills during
the run-in), or became ineligible (had new
cancer [except nonmelanoma skin cancer],
M1, stroke, TIA, angina pectoris, CABG,
PCI, hypercalcemia, cirrhosis, sarcoidosis,
or other serious illness during the run-in)

\

25,871 Underwent randomization

L

12,927 Were assigned to receive vitamin D 12,944 Were assigned to receive placebo

1033 Had died at the end
of the intervention period

2 [N
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The primary aim was to assess the main effects
of vitamin D supplementation as compared with
placebo on first incident total, nonvertebral, and
hip fractures in intention-to-treat analyses; sec-

ITTEMDMTHON TS

Power for Ancillary Study: Power calculations for analysis of time-to-event outcomes in
the entire cohort, namely fractures, falls, and frailty, are based on assumptions made for
the parent grant, including a 2x2 factorial trial of 20,000 women and men. Power for

) L/"j' ﬂ/ ‘g -|— é n (/ \ 5 Z)\ bone loss outcomes assessed within the CTSC sub-cohort is based on measurements

taken at baseline and at the year 2 follow-up among the 700 participants. For the CT5C
sub-cohort we have conducted power calculations allowing for 15% and 20% drop out,
or sample sizes of 595 and 560.

B T)VS A AITTAEDO T TILEN S, REEZ=R15-20%

G

FI2IFEOBANS60ADIRE T DEE A CGGHESNTLD



Outcome (HEEE

Table 2. Hazard Ratios for the Primary, Secondary, and Exploratory End Points, According to Randomized Assignment to Vitamin D or Placebo, in Intention-to-Treat Analyses.*

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

no. of participants with event

Primary end points: confirmed incident fractures

Total 769 782 0.98 (0.89-1.08)
Monvertebral m 744 0.57 (0.87-1.07)
Hip 57 56 1.01 (0.70-1.47)

Secondary end points: confirmed incident fractures excluding toe, finger, skull, periprosthetic, and
pathologic fractures

Total 678 685 0.99 (0.85-1.10)
Monvertebral 630 649 0.97 (0.37-1.08)
Hip 54 52 1.03 (0.70-1.52)
Exploratory end points: confirmed incident fractures excluding periprosthetic and pathologic
fractures
Major osteoporotic fractures: hip, wrist, humerus, or clinical spine fractures 276 278 0.99 (0.83-1.17)
Pelvic 32 29 1.08 (0.64-1.80)
Wrist 1 132 0.89 (0.651.15)

ESIVDE: &1 (69 H/12927 A

TS mEr BT 182 /12,944 A

c TET R 0.98, 95%CI|,0.89-1.08; P=0.70
FIEMEAR BT R O.97. 95%Cl, 0.87-1.07.P=0.50
» AREBEONENETT HR 1.01, 95%Cl, O.70-1.47.P=0.96
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Outcome (HEER

Tabe 3. Hazard Ratics for Total Fractures with Vitamin D as Compared with Placeba, According 1o Subgroup.

No. of Parciparts Vitamin D Geoup Placebo Groap Hazard Ratia (35% CI)
Subgroup N-12.927) N-12344)
ge
«hedian of 657y 1285 82 5 058 [0.84-11%)
Median of 657y 1302 @7 -7 0.57 (0.86-110)
12786 65 0 1.0 90-1.28) 7\\ \\ | D
13.08% 504 512 0.94 [0.83-1.06) ) -
-] B35 099 (083-171) ¢
53 @ 0.9 0.52-130)
4*% 51 0.90 {0.61-1.1
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