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Supplemental Vitamin D and Incident Fractures in Midlife and Older Adults.
N Engl J Med. 2022 Jul 28;387(4):299-309. doi: 10.1056/NEJMo0a2202106. PMID: 35939577

M #R[10]

Race or ethnic group — no.total no. (%)
Non-Hispanic White
Black
Non-Black Hispanic
Asian or Pacific Islander
American Indian or Alaskan Native
Other or unknown
Body-mass index}
Diabetes — no. [total no. (%)
Parental history of hip fracture — no./total no. (%)
Rheumatoid arthritis — no. /total no. (%)
History of fragility fracture — no./total no. (%)
Unintentional fall in the past year — no./total no. (%)

Current use of osteoporosis medication — no. /total
no. (%)§

Current smoker — no./total no. (%)

Current use of supplemental vitamin D — no. (%)9§
Current use of glucocorticoids — no. /total no. (%)
Servings of milk per day

Baseline 25-hydroxyvitamin D level — ng/mi|

Baseline calcium level — mg/dl**

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 (2.1)

281157

3,537/25.824 (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 (4.8)

1,835/25,488 (7.2)
11,030 (42.6)
461/25,427 (1.8)
0.71:0.91
30.7+10.0
9.00+1.61

9,013/12,647 (71.3)
2,553/12,647 (20.2)
516/12,647 (4.1)
188/12,647 (1.5)
118/12,647 (0.9)
259/12,647 (2.0)
28.115.7
1,804/12,900 (14.0)
1,809/11,970 (15.1)
556/12,749 (4.4)
1,287/12,513 (10.3)
3,521/12,848 (27.4)
609/12,835 (4.7)

921/12,732 (7.2)
5,497 (42.5)
239/12,705 (1.9)
0.7120.89
30.7£10.0
9.00+1.61

Plus-minus values are means +SD. Percentages may not total 100 because of rounding.

Table 1. Ch of the Partici at Baseline, According to Randomized Assignment to Vitamin D or Placebo.*

Total Vitamin D Group Placebo Group
Characteristic (N=25,871) (N=12,927) (N=12,944)
Female sex— no. (%) 13,085 (50.6) 6,547 (50.6) 6,538 (50.5)
Age —yr 67.1£7.1 67.1£7.0 67.1£7.1

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 (2.1)
28.145.8
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)
222/12,722 (L.7)
0.72+0.92
30.7410.0
9.00+1.61
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Figure 2 (facing page). Cumulative Incident Fractures
in the Vitamin D and Placebo Groups.

The median follow-up was 5.3 years. Analyses were con-
ducted with the use of Cox regression models that were

controlled for age, sex, race or ethnic group, and n-3

fatty acid randomization group (intention-to-treat analy-
ses). The insets show the same data on an enlarged y axis.

No. at Risk
Placebo
Vitamin D

Cumulative Incidence (%)

Hazard ratio, 0.97 (95% CI, 0.37-1.07)

Placebo .~

~=*"" Vitamin D

12,927
12,944

12,743
12,749

[~
-
-

Years since Randomization

12,595
12,579

12,468
12,425

12,256
12,225

=

9867
9820

o

300
784

C  Hip Fractures

-t N e

Race and ethnic group were reported by the participants.

A total of 30.1% of the participants had a normal body-mass index (18.5 to «25), 40.19% were overweight (25 to <30), and 28.9% were
obese (=30).

Osteoporosis medications included alendronate (Fosamax), raloxifene (Evista), risedronate (Actonel), zoled (Reclast), d nab
(Prolia), teriparatide injection (Forteo), salmon calcitonin (Miacalcin or Fortical), and other osteoporosis medications not listed above.
The mean 25-hyd D level at baseline was 34.9 ng per milliliter for participants taking vitamin D supplements (total, <800 IU
per day) and 27.4 ng per milliliter for participants not taking vitamin D supplements.

Data were available for 16,757 participants.

** Data were available for 15,884 participants.

Cumulative Incidence (%)

No. at Risk
Placebo
Yitamin D

0.3

0.2

0.14

0.0

Hazard ratio, 1.01 (95% CI, 0.70-1.47)
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Placebo
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12929

=
[
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Years since Randomization

12,907
12,921

12,898
12,915

12,776
12,773

[

10,383
10,378

o
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343
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The effect of monthly vitamin D supplementation on fractures: a tertiary outcome from the population-based, double-
blind, randomised, placebo-controlled D-Health trial. Waterhouse M, Ebeling PR, McLeod DSA et al.
Lancet Diabetes Endocrinol. 2023 May;11(5):324-332. doi: 10.1016/S2213-8587(23)00063-3. Epub 2023 Mar 31.PMID: 37011645
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DOFHIIE R (X, FEMEEBIT. TEBHEREU ST (REEH. FE. L% WAIER, BME) . BLUORBEBEI BT E LTz, EE
T—RDREWSIE (989% [4.6%]) ) HFBRAL. FTEAR/SZ X R /7$T%%“w%ﬁm\’c/\4f— KLt (HR) # & M95%fE
BEXEEHE Lo ZNABIEA—XbZUT » 22—V —7 v FERKRAEREREET (ACTRN12613000743763) (IC&EfZRSNT
B HENAIL2020F28 12T L 7=,

BR 2014$2ﬁ 148 H 52015F6 B17H DRI, 21,315 ADSMEAEE L1, SEIODHT TIE. 20,326 A\DSME (£ %
2 ~DEf10,154 A [50. 0%] . 7T ERE10,172 N [50.0%] ) EEHT-, 20,326 A\DSNED S 59,295 N (45.7%) H KT,
TG ENG1369.35 (IBX¥{RZE5.5) TH o7, TRIES1FE (UM EFS.1~5.1) OBIFFHABF IS, E4 I »DEETIE568A
(5.6%) . 77 REETIZ603A (5.9%) M1EIUALEDEIFTHREERL -, 2EREITY X7 1CIFFEH 7 < (HR0.94 [95% CI
0.84-1.06])) . 7 VX LML —T L BEOMEERIIBEETIZ AL >7- (p=0.14) ., LA L. ﬁ%?ﬁ@HRLiEE&TﬁHFﬁ@%ﬁD
EEHITRADT RAERNR SNz, IEMEETT. TEBHREEET. L UOKREEBITOSENADHRIZ. Z4Z10.96
(95% €1 0.85-1.08) . 1.00 (0.85-1.18) . H L V'1.11 (0.86-1.45) TH > 7=,

IR ChoniERIZ. 4 IV DOBIEOKRERENEINY A 72502V RBESEEMITE2HDOTIERAL -7, K
Bt 70 X MERIEBITEHORERAZETIEIREUNHIH. COMBREBPREICT 27-0I21F S R DHEH
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Figure 2: Cumulative probability of total fractures according to randomisation group and time since

randomisation

Curves estimated with Kaplan-Meier methods. The number of participants censored by 1, 2, 3, 4, and 5 years were
as follows: 1 year, n=81 (vitamin D n=34; placebo n=47); 2 years, n=183 (vitamin D n=86; placebo n=97); 3 years,
n=343 (vitamin D n=172; placebo n=171); 4 years, n=530 (vitamin D n=257; placebo n=273); 5 years, n=2536
(vitamin D n=1188; placebo n=1168).

BT IIRS L

RCTZ®M 2 (2) xt#k[10-b]

Vitamin O better Placebo better

Vitamin D Placebo Hazard ratio Pintwraction
(95% Cl)
Age 027
<70 years 248/5282 (4-7%) 246/5306 (4-6%) o 1-02 (0-85-1-21)
270 years 320/4872 (6:6%) 35714866 (7:3%) —_— 0-89 (0.77-1.04)
Sex 0098
Men 243/5513 (4-4%) 286/5518 (5-2%) o 0-85 (0-71-1-01)
Women 325/4641 (7-0%) 317/4654 (6-8%) = 1-03 (0-88-1:20)
BMI 096
<25 kg/m’ 191/3126 (6:1%) 195/3023 (6-5%) = 0-94 (0-77-1-15)
225 kg/m* 372/6984 (5:3%) 404/7099 (5:7%) & 094 (0-82-1.08)
Predicted 25(0H)D concentration 064
<50 nmol/L 157/2430 (6:5%) 163/2502 (6-5%) 099 (0-79-1-23)
250 nmol/L 411(7724 (5:3%) 440/7670 (57%) —————— 093 (0-81-1:06)
All participants 568/10154 (5-6%)  603/10172 (5-9%) _— 0.94 (0-84-1-06)
0!7 0!8 0!9 10 1-'1 1-'2 1-'3
+— —>

Figure 4: Effect of vitamin D supplementation on total fractures for all participants and by selected baseline characteristics
Data are n/N (%). The outcome was first fracture following randomisation. Estimates from flexible parametric survival models. Hazard ratios compare vitamin D with
placebo. All models included randomisation group, age, sex, and state of residence at baseline. Models producing estimates by levels of age, sex, BMI, and predicted
25(0H)D concentration, included the characteristic of interest and an interaction between randomisation group and the characteristic of interest. p value for
interaction is from a likelihood ratio test comparing models with and without the interaction term.
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Effects of 1o-Hydroxyvitamin D; on Lumbar Bone Mineral Density
and Vertebral Fractures in Patients with Postmenopausal Osteoporosis

H, Orimo,a‘ M. Shéraki,’ Y, Hayashi,> T. Hoshino,* T. Onaya,® 8. Miyazaki,® H. Kurosawa,” T. Nokamura,!
N. Ogawa

lao-t FAF I EX I D3[1a(OH)D3] DERE., BIHER, BLUOBRFNOEEZ _B 187 741X
BRENER CEHm L 7=,

PR BERED BARALZ N804 (FHY+IZERE 71.0+7.3) %. 1FEMIngN1a(OH)D3%2 FEAHE ST 5
BHEIE T 7R RE5ET HEICEEAICENY ﬁHf:_o DEFICHANLVTLYTY X N (GTEzHIL>T L
3oomg/H) ##&x5 L7, ZEITxILF—XRBRICAEETHE LB (L2~L4) BEE (BMD) 4.
1a(OH)D3# 58 T0.65%3EM L 7' 7 L RTS8 TL14% B Lz (P=0.037) . KEEBEEHLT—X=AD
BEEIMAR TERERFOoNAD > 1D, RKEFEEEIF1a(OH)D X 58 TL.20%EML. 77K
"5 T2.37% B L7- (P=0.055) ,

XM Tld. 1a(OH)D g 528 T26l. 77 RIRGE CTTHISH T BREEB AR o, DA DR
SHRIISIEA (277/10008EFF) LY EFREIED -7 (75/10008FFE, P=0.029) ,

1a(OH)D & 58 C1fliCm AL > 7 LMfE (12.1mg/100 ml) A& o7 AFEHLEER, CDBEOM
BHILY T MEIZRCICEEHFEE CET L, WITNOBEEICEWTHIME /L T FZVEICEERZIL
ROONEA 2Tz, BEMTIIRT ALY T LEMEDEERIBIIARO oD, R FoFx> 7ol >~
FHEICERBZIIRO oNBah 57z, BEER, BHETILHVRIT7 7 X—EFEDOMEL NILIL
-26 %26 (mU/mD)EEICED L7z (P=0.003) , INodfERIE. 1a(OH)D JAEABHREBHEBREICE VT,
FAGEERLCBRBEEZHITL. SORIHEARBIRZTFHIZ2DICHENTHS I a2 L TWD,
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Effects of 1o-Hydroxyvitamin D, on Lumbar Bone Mineral Density
and Vertebral Fractures in Patients with Postmenopausal Osteoporosis

H. Orimo,’ M. Shirals,’ Y, Hayashi,® 'T. Hoshino,* T. Onaya,” 8. Miyazaki,® H. Kurysawa,” T. Nokamura,”

— N Noowab
Encollment
1a{OH)Ds Conmral
38 42
£0 Withdeavwal
1(OE)Dy Contrel
4 2
Analyais-1 6
(0D Conmel
34 40
74 Excluded b
la(@mNA Coatmil
1 3
DXA or X-ray onalysla I R
1a{0OH)D4 Cynpl
0 36
a6

DXA (L24) DXA (Femiwr) Froeture rate
| Excmdeac | | Excluded | Excluded®
- 1{OH] D1 | Conlrol 1a({OH)Dy | Coarol 1a{0IDDy | _Centrol
4 | 2 14 18 5 8 |
6 32 I ]
Analygig-2 |_ Analysls.3 Analysls-4
1c(OH)Dz | Control 10{OH)Dy | Coatrol \(OH)Dy | Control
25 34 16 18 25 28
i &0 34 53

(80-53) /80%x100=27/80%100=34%



— G s
Table 1. Boseline charncteristics of analyses IV 7 jJ ) | |~ L1k

Analysis-1 (74)

EElER (3)

Annlysis-4 (53)

Deota are moan + SD, with the number of subjects in parentheses

4 p < 0.1, by unpuired f-1est dgainst the control group

1a(OF)Dy Control 1e(OH)D;s Control
[ Age (years) 709 =70 iﬁ} 720 =73 (40) 1% (25) 71.7
Weight (kg 414 =7.1 (34) 48.9 =9.0 (40) 47.4 (25) 50.0
Height (cm) 148.2 *£357 (34) 147.8 =69 (40) 147.9 (25) 148.6
Body mass index
(ke/m?) 21,6 =30 () 227 =42 (40) 21.7 (25 23.1
Agﬁ AL monopallse
{yeary) 48.0 =39 (34) 474 =352 (40 47.9 (25)
Years since
menopanse 28 =89 (34 240 x92 (40) 2.6 2 (25)
o_of childran 28 =18 (34) 33 1.7 (40) 7__035)
No. of vertcbral
cturas 2;-14 x 3-39 (% ﬂl]fl = E*? Egi 239 (29 P =0.335
25(0OH)D (ug/ml) 2 =00 ( A =0, 9.8 (20)| A IFBE
1,25(0H),D (pg/ml) 49.5 £ 16,6 (26) 437 =180 Gl) 154 (20) %ﬁ% g\l 5(15 i
RONI=]N
DPX (BMD (g/em?)) FHrH
L2-L4 0.820 % 0,189 (24) 0.803 = 0,146 (33) 0.201 21)| B4R A 5 0.157 525)
Femoral neck 0.66]1 = (.095 (14) 0.675 = 0.108 (16) £ 0002 (1)) oy ey 0,113 (10)
Trochunter 0.591 = 0.106 (14) 0,588 = 0.119 (16) 0.107 (13) D0 = 0,122 (D)
Ward's Triangle 0.514 + 0,109 (14) 0.521 = 0,095 (16) ~ 0,105 (13)| X IREEA 0.096 (10)
QDI}-HJ%(BMD nWInb
(&
{r:g,m 0.739 = 0.136 (1) 0.705 = 0,138 (6) = L:o 0.018 (2)
Femoral neck 0.5G3 & 0.088 (4) 0.619 = 0,115 (6) FEHD 0.097 (2)
Trochanter 0.472 + 0,066 (4) 0.487 £ 0.113 (G} AL L 0.108 (2)
Wurd's Trinngle 0,343 = 0.108 (4) 0.404 % 0.075 (6) 0.070 (2)




PIVTZ7HANSF—=IL1EHAR (4) HER (B

x3. PL7Z7HILY F‘—Jvif-c;t7°§—lz,-1-:
HHEITE (/1000 \F ) -A=

O *ﬁ;g RYFE/1000A%
st P 503 BB 000 oaticot
Tk b 25 124 %239 2(2) —

7’5tk 28 JRO x 246 8(7) 277

a Date are gi¢an = SD
b Denotey sbatisticul significance between groups (P = 0.029) by o

Poisson model

il

EROMBEBITY 77 RETIEITL7 7 ALY F—ILEBDIHMETH-T-D T, BED
TIV77HIV F—=VEOBIRZISED3IHE LT, vy XLkzkoHs e, v XLl
0.35 (95%Cl: 0.08,1.48), p=0.143THEETHL &K 3,
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la-e FAFEXIUD3ICEKS Effects of 2 Years’ Treatment of Osteoporosis with

=1 N I, s 1a-Hydroxy Vitamin D3 on Euiocrine Journat 199, 43 2), 211-220
25 Rl O B ARRE SR H B :z 2 j:‘) Density and Incidence of Fracture:
SUOBIRERICRIZTTZE A Placebo-Controlled, Double-Blind Prospective Study

7 t Ij-\. ij.““_i E *ﬁ Hu IJ-J g E}'gb-b MasaTtaka SHIRAKI*, Kazuniro KUSHIDA*, Kaoru YAMAZAKI**,

Tsungjl NAGAI***, TeErsuo INOUE#*, AND HajiME ORIMO****

QEBD_EERAKETIE, 1la-E FAF>E4X I D3 (1a(OH)D3) AEHE (L2-4BMD) B £
U285 E8%E (TBBMD) & BIHRAEICKITTEE%Z, 10(0H)D3%Z1H0.757 A 7 A7 7 L5 L
~ZEEHERERE (n=57) &7 7R z2&RE5E L= (n=56) 2RI, MEEEDH HILY
DL LEAN TR B XOFHMmL 7=,

1 a(OH)D3EE TlE. 1FH L 2FEICL2-ABMDAY Z N Z111.81% & 2.32%E MM L 7=A'. 7T REE

TlEZNZFN1.89% (P<0.05) £0.28% > L7-, 1FRICITHMEREICEEZ (P<0.01) 2
bﬂto TR TIE, 1% E2FE%(ICTBBMDA3.34% (P<0.01) &3.52%BE=ITHEA L 7=,

YRR TIL6EDOFRBITHAFRLE L71=H. 1o(OH)DIEE CTlI2(fD A TH - 7= (F v XLk =0.343,
95% 5 #E[X [#]; 0.0648-1.815) , 1a(OH)D3BEIC K 2EELREIERA IO oA h > 7,

1a(OH)D3(C & 22 FEE DRI EHBMD ZIEIN S 2. TBBMDDJE A #HH] 3 % Z & HEsm it 1T
SNy BEEIERDI572H DD, 1a(OH)D3EEICH T AR BT OREXR|INEBEDNL/3T
o7,
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Enrollment
( Analysis 1)

1a(OH)Ds

Control

57

56

-

DXA(L2-4)

Measured

1a(OH)D;

Control

43

37

DXA(Total Body)

Measured

1a(OH)Ds

Control

16

19

Fracture Rate

FRBR (2)

T

77 REE=14/56=

TRl

113-79=34., 34/113*100=30.1%

77 hIL K—ILEE20/57=35%

25%

#Z v Xtk=1.62 (0.72,3.66)
p=0.242

Excluded®

Excluded®

Excluded®

1a(OH)Ds

Control

— 19

18

37

Analysis 2

1a(OH)D3 | Control

24 19

43

1a(OH)D;

Control

— 9

6

15

Analysis 3

1a(OH)Ds| Control

7 13

20

1a(OH)Ds

Control

"

14

Analysis 4

1a(OH)D3 | Control

37 42

79
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TIVT 7 hIVY K —IL25EHER

Analysis-3 (20) SITER LB Analysis-4 (79)
Variable 1a(OH)D3 Control 1a(OH)D3 Control P{i&
Age (years) 69.6+4.0%* ( 7) 78.3+59 (13) 70.1+5.2  (37) 725+7.3 (42) 0.1006
Weight (kg) 46.3+85 ( 7) 43.0t6.0 (13) 452+7.3 (37) 442+6.3 (41)
Height (cm) 146.3+79 ( 7) 141.4+52 (13) 147.4+56  (37) 145.2+6.6  (40)
Years since menopause 234485 ( 7) 325+10.7 (13) 21.6+7.9 (33) 23.9+105 (39) 0.2799
Vertebral Fracture
No. of patients 1/7 3/13 14/37 24/42 0.0866
No. of fractures 0104 (7) 04+09 (13) 1.0+2.0 (37) 2130 (42) 0.0625
1, 25(OH)2D (pg/ml) 53.3+14.7* ( 4) 30.9+145 (12) 41.8+16.7 (32) 4a1.1+17.1 (41)
Ca (mg/de) 8.93+0.39 ( 7) 8.95+0.44 (13) 9.06+0.49 (37) 9.02+0.41 (41)
P (mg/de) 3674052 ( 7) 357+048 (13) 3.69+0.49 (37) 3.63+056 (42)
Al-P (1U) 1652.7+445 ( 7) 157.9+46.1 (13) 153.3+£39.3 (16) 162.7+44.8 (18)
(KA) - - = - - = 8.44+256 (21) 8.62+3.08 (24)
BGP (ng/méf) 8.88+3.04 ( 4) 9.29+3.60 (12) 7.78+2.88* (32) 9.68+3.34 (40)
HS-PTH (pg/mé) 493.8+237.9 ( 4) 768.5+349.3 (12) 532.9+302.5 (32) 578.2+248.9 (40)
i-PTH (pg/me) 41.0+229 ( 4) 36.6+16.9 (12) 327146 (32) 3411149 (41)
urine Ca/Cr 0.21+0.10 ( 7) 0.18+0.22 (13) 0.18+0.10 (386) 0.20+0.21 (42)
urine HOP/Cr 0.03+0.01 ( 3) 0.02+0.01 ( 9) 0.02+0.02 (30) 0.03+0.03 (38)
L2 4 BMD (g/cm)
DPX - - - - - = 0.79+0.14 (13) 0.72+0.14 (13)
QDR-1000 - - - - - - 0.68+0.15 ( 5) 0.55+0.08 ( 3)
Total body BMD (g/cni)
DPX 0.87+0.08 ( 7) 0.85+£0.07 (13) 0.87£0.08 ( 7) 0.86+0.06 (11)
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(%)

— ‘s ratio : 0. ==k o Ad, AN == . - S
A “ g‘;; cor:fider?cae4::ange ; 0.0648~1.815) =R ?1 - B *ﬁ1%ﬁ%u (= BR ?2 * Slzig%*ﬁﬁ
4
7] NAZROERAE 60 24/42 2.1
/A 15 — (6/42) 2.0
#® % 50 E3
o Bl 14/37 ]
= o0 |- ‘B 40 F 1.5
2] #r 13
il 2 30 2 1.0
(2/37) A B .
Zl S il
a5+ 20 5
(=) % 0.5
22 10
0 0 0.0
a ) r o .
He(ors ronre FA7r TSR TATF  TIuE
No. of hio b= AL F—=n
New Fractures  Months after
No.of Site of (No. of Initiation of
Group Cases New Fracture Patients)  Treatment
1a(OH)D 37 Spine 2 (2) 20 & 18 months e —xe o
— — EHOFMEFOA v Xt =046 (0.19,1.13)
ontro ine , months - = = o
Neck gf femur 2 (2) 8 & 10 months — nf“\ E,E.lﬁzé_;_é t N Eﬁ%%*ﬁ* V4 ZJ:I: ‘i
Rib 1 (1) 18  months 0.75 (0.11’ 5.00) t t’: U . é < %b‘t < t’:%o

Fig.3. Effects of 1a(OH)D; or pracebo on the incidence of
fracture of the total skeleton during two-year
treatment.
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Table 3. Changes in serum and urine chemistry at baseline and changes at 1 and 2 years

a: P<0.01 and ®: P<0.05, by paired t-test against the baseline value.
YEREE (77 HEE) IXF1ES.99—-9.10—-8.84 L ZL AL WA, L7 7HhILS F—ILEElL.

9.06H L 1FRICIBMIEFRICHEML, 2F&RIT FEIMEICILLERETIREWVWA) E5129.36&FML 7=

Changes
Variable Group Baseline Value 1 years 2 years

Serum chemistry b: p<0.05
Ca (mg/de) 1a(OH)D3 9.06+0.48 (54) 9.34+0.68> (37) 9.36+0.65 (23)
Control 8.99+0.41 (55) 9.10+0.58  (37) 8.84+064 (18)
P (mg/de) 1a(OH)D3 3.65+0.56 (53) 3.561+0.49° (37) 3.50+£0.58 (23)
Control 3.62+0.51 (55) 3.61+0.43 (37) 3.54+042 (17)
Al-P (1U) 1a(OH)D3 140.1+396 (23) 126.4+37.06 (18) 135.7%+471  ( 7)
Control 161.1+444 (26) 1440411 (17) 150.8+29.0 ( 8)
(KA) 1a(OH)D3 8.95+3.13 (31) 7.35+2.382  (20) 7.68+3.39 (17)
Control 8.32+2.95 (29) 8.22+2.26  (20) 8.66+2.48 (11)
Creatinine (mg/d2) 1a(OH)D3 0.80+0.40 (54) 0.83+0.48 (38) 0.76+0.14 (25)
Control 0.81%£0.20 (55) 0.83+0.28 (37) 0.78+0.18 (17)
BUN (mg/d2) 1a(OH)D3 16.6+7.03 (54) 17.4+8.13  (38) 17.714.46*% (24)
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A new active vitamin D3 analog, eldecalcitol, prevents the risk of osteoporotic

fractures — A randomized. active comparator, double-blind study ™
B 13) Matsumoto et al. Bone 2011 Oct;49(4):605-12. doi: 10.1016/j.bone.2011.07.011. Epub 2011 Jul 19.

BR: ILTHLY =L, BEEAWET H1,25- L FOF>EXIDR)DT7FATTHDIH, B
DX I TBITILT ALY b—ILDORIZFBB S A TIERE WL, AR OBEMIZ. TILT AL b —IILHEHEFR
EMEBITDOFHIC sz/w7;ﬁw/h—wxu%ﬁmfmé#85#%@ﬁ¢6:t?%%o:@ﬁﬁm
ClinicalTrials.govIC BRI N TEH Y | BFREFSIENCT00144456 TH 5,
FEEER: Co3FH0EEALT Ea¢9&7774 7hBEEERE TR, BEREEEITOFHICET S
RO 075ug TILTHILY h—ILE10pug 77 7 WL R—IL OB AEREL L 7z, 46 ~ 92 ﬁfﬂﬂﬁ;ﬁ;f‘%
#1054 L% 1.1 CEEAICTILT ALY b =)L (n=528) £ 7=l 7 /L7 7 hIL> K=l (n=526) &5 L 7=, B
EHIIHABRERER EME25-t FOF S EXZ I VD EETEIML LT, ME25-E FAFIEX IV DEED
TEH\(<50nmoI/L) BEICIZ400IU/HDE X I DB) 2@ AE L. TEHMER IZHABITORETH > 7=,
SIREHMIE H (21, #HAEUND BT, BRESLUOERE~Y—H—DEMLEENT, TILT7F7HILT F—IL
Eﬂ:tlﬁxtf\ TILT ALY b —ILBETIE36 4 B DAER. MEASITORERIED 7= (13.4% vs. 17.5%.
/\47“‘— N Etb0.74. ERITE éﬂt90%1;%EEFaﬁ[C|1056097) TILTHILY b—IbiE, TILT7 7 hHILY K=
BRI —H—% R ﬂfﬁ?&iﬂéﬂuéﬁto TILTHILY b—Ibid, 3 DD FELRIEMAEE
TORERZBDI D, I i%fﬁﬁﬂ‘ﬁ JUFEBEBPELCRDLI-ZEICLEZbDTH-T- (1.1%
vs.3.6%. /NP — N1b0.29. 95%C10.11-0.77) , BEEBERDH b, MBFHLVRFPFHLS Y LDEINOFESRT
INTHILY b—=LEETED »1-D5, F'»ﬁ'JﬁFaﬂ’C“e'ﬁﬂ%ﬁSisL%k%ti&#o 7=,
B TIThHILY F—iE, EXI VDA ABEHEREEREICS ITA2HEENMB L OFEEITOFAIC
WT, 77 7HLy R=LLsENTHY, ZeE7 Q7 7A4LIETIVT 7HILY b—wé:mz)*f%%
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Table 1 I }DT jJ )b y IN — )b Eit"%ﬁ ( 2 ) ﬁ g1 * ? t Incidence of adverse events. E%Ea%
Baseline characteristics of enrolled patients. Event® (E:qdecglzc;t]cal ?;]rac;;lgifgol Riiik 95% CI
= = ratio
sy ==
He E ? a) tt Ej-lz Eldecalcitol Alfacalcidol @3'5%, ﬁ%%% No. of patients®
AR (n=528) (n=526) || IEFFICEH L, B o |
= = Any adverse events 520 (98.5%) 518 (98.5%) 1.00 0.99-1.02
Age (years) 72.2 (6.60) 72.1 (6.64) R ﬁ 7'?1 %g‘i Ljf ER Nasopharyngitis 332 (62.9%) 312 (593%) 106 0.96-1.17
Height (cm) 149 (5.76) 149 (6.04) c\— RN L o < 5) Contusion 119 (22.5%) 118 (22.4%) 1.00 0.80-1.26
Male patients 9 (1.70%) 15 (2.85%) % AN g — T‘ % % ° Urine calcium increased 135 (25.6%) 82 (156%) 1.64 1.28-2.10
: 2 Pax'an = Blood calcium increased 111 (21.0%) 71(13.5%) 156 1.19-2.04
dey mass e (kgor ) 222 (2:15) 423.(3:20) E'%H%$g€ﬂ/_) L Back pain 72 (13.6%) 81(15.4%) 089 066-1.19
Time since menopause (years) 22.5 (7.78) 22.7 (7.69) Z D 150 & ik X Osteoarthritis 82 (155%) 70 (133%) 117 087-157
Number of prevalent vertebral fractures 1.18 (1.28) 1.25 (1.36) ’tj_' %) é: ) EE%Q Arthralgia 54 (102%) 52(9.9%) 103 0.72-1.48
0 199 (37.7%) 194 (36.9%) 2 N Eczema 54 (10.2%) 50 (9.5%) 1.08 0.75-1.55
1 156 (29.5%) 160 (30.4%) Nzl 55, Constipation 39(74%) 58 (11.0%) 067 0.45-099
: : Headache 51(9.7%) 39 (74%) 130 087-1.94
=2 173 (32.8%) 172 (32.7%) Diarrhea 50 (95%) 38(72%) 131 0.88-196
Lumbar bone mineral density T-score —2.71(094) —2.71(0.91) Gastroenteritis 46 (8.7%)  41(7.8%) 112 0.75-1.67
(n=527) ~ (n=526) Spina Factur W20 46(870) 082 054124
" . . . pinal fracture . N . B .
Total hip bone mineral density T-score —2.26(0.82) —2.27(0.79) ;ﬁ % ;gﬂ D §§ D ;F Cystitis 36 (68%) 44 (84%) 082 053-124
(n=486) (n=485) - ER 4t B | — Hypertension 41(7.8%) 36 (6.8%) 1.13 074-1.75
Serum bone-specific alkaline phosphatase (U/L)  33.3 (14.4) 33.8 (12.6) L_ :b B *%ﬁb - Fﬂ'g_ Gastritis 34 (6.4%) 40 (7.6%) 085 0.54-1.32
. . ; — o Pain in extremity 31 (5.9%) 40 (7.6%) 077 049-1.21
Urinary type I collagen N-telopeptide 58.1 (58.6) 56.9 (32.7) % F— 9 75\ tl: L‘ Stomatitis 37(70%)  32(61%) 115 073-182
(nmol BCE/mol Cr) ° Dermatitis contact 38(72%) 28(53%) 135 084-2.17
Ca intake (mg/day) 714 (343) 734 (337) Insomnia 34 (64%) 32(6.1%) 106 0.66-1.69
Serum 25(0H)D (HPLC-CPBA, nmol/L) 68.9 (22.3) 67.8 (22.0) - g Dizziness 29 (5.5%)  32(6.1%) 080 055-147
Serum 1,25(OH),D (pmol/L) 1238(353)  1239079) MBI LT, X Gt Riem 7G0T
Serum intact PTH (pg/mL) 37.6 (15.1) 38.6 (14.3) ;F Iz -;-Eﬁﬁi‘ & - 7‘-_ Spinal osteoarthritis 23 (44%) 34 (65%) 067 0.40-1.13
-HR =0  stomach discomfort 27 (51%) 25(48%) 108 063-1.83
Data are means (SD) or number (%). % *L ‘- J: *L ‘i Exanthem 15(28%)  33(63%) 045 025-082
- | Serious adverse events 110 (20.8%) 134 (255%) 0.82 0.66-1.02|
Y . . X P i ¢ T l Death 7 [08%) G (1.1%) 066 0.10-234
75% f )DI %ig;%ﬁg;‘ﬁ |Z Eﬁ;i%g‘tét;’;?‘; \':’ ;ﬁ Z 5 ,f F‘ Difj;rfg:lued due to adverse events ;} g;% lllg ggg ggg gzgjgf
\! = - MY/ Y
M '\I:l M ,Iil B2 %8R - » H _._Eb“ ¢ ° BZ Calcium-related adverse events
x7-. ¥wTIc HE LD DDEAFOLLERLE Ly, 28T Urolithiasis 7(1.3%)  5(1.0%) 139 045-437

4 Data are compiled using ICH Medical Terminology MedDRA Ver 8.0.

P All data are reported as number of patients (%).
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The increase in urinary Ca was not associated with a decrease in estimated glomerular filtration rate (¢GFR) throughout the study period (69.0
113.6 and 68.41-14.5 at baseline, and 65.81-14.4 and 66.7114.3 at 36 months with eldecalcitol and alfacalcidol, respectively; means =SD).
R CaDigMNiZ, HARHELEZEL TeGFROBETLIEIEEL TWah oz (R—RFA Y TRINVTHALY b= ETL
77HANY E—LTENLENG6.0113.6L68.4E14.5, 36HRRICIIZNZNG65.8114.4L66.7+14.3, FINELRERE)

SBETE. AETEEVLDO (p=0.489) TILT AMEICH T 2ETE (%) &, TITHL
jww l\-)lx%iODeGFRZ'J‘ &bfa% ). BRI T BT b —ILEF-4.6%, TIT7 T I KE—IL
o FUAEBETEAVLDD (p=0.309) . T B-25%IC K L TLIEDET, ETRAL
}|/T7'7)|/‘/ k —)bﬁ@eGFRb TEE&YC%% g B BTN B B .
e-GFROBERRIH D LR e-GFROAEBRE DIETEDLLE

69 > 68.4 . BILTFHLY b= BPRLTFHLY F=

68 S 00
x 67 ¥ -1.0
T 658 ~
G 66 E‘ei' -2.0

05 X 30

64 S

SHER AT SHERTE o 40

BTILTFALS =L BPILT77HILYRE—IL -5.0
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(MiEH N7 LEfE+EHNT Y LIE)
TIVT 7HILY F—=ILD25F
REERTIX, 77 REETIE

25 214 1~ 2 FRICELDLEUVLD,
' BI{EICLEE LT 7 7 HN
« 20 F=—NEnl1EgIbAHIL
2l oY LBEOFHELFERIC
A 15 . ERELTW,
(0]
\/0/ 10 L7#=h"> T.
eGFRD4.6%ETFIC, 2D
5 EALSY LMENBRLT
WAATHEHIZ B ETE L,
0 WIS XY HL+DICZDAJEE
INFALY b= PA7 ALY F— HEBEBBEZEZOND,
Aoy LEiE (10.4~<11.5mg/dL) 111 (21.0%) 71 (13.5%)
=SAhALTY LI (11, 5mg/dL§ 2 (0.4%) 0
=111 113 (21.4%) 71 (13.5%)

ERIINLT AL M=V (EBE) I7L77HALF—L (AEF) &Y LBIRREZ2WET IH. BHEEEH AR
SUPPRIFTH-T-DIc, AR TEICIZEEICLL L TL4.6%BTFT L=, EEEICERICEZD>T-5HIL
SYLMIE+HANVS I LSEORELZZON, BRETHD, E-oTITWLITFAL,
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Effects of Raloxifene on Cardiovascular Events Elizabeth Barrett-Connor, M.D., Lori Mosca, M.D., Ph.D. €t.al.

and Breast Cancer in Postmenopausal Women N EnglJ Med. 2006 Jul 13;355(2):125-37. doi: 10.1056/NEJM0a062462.
25
R BRNIR AT URRREY 2L —X—TH270F 72 OBEBMEE (CHD) BLUTIANAITH
T HMBIIHEIL I N TR,
Fit . BIREEE-ISBIHRELOERDERREF*HF T 5HE% 410,100 (FHFk67.5%) =, 7 OF
7 rve0mgr BRRE T AL T T REREEICERAICENY IF, PRESEREWHERL -, TET
MER X, BEIRA R b (Thbb, BERERICKL DT, OHIFE, FHIEEUEEEEHICLS2 AR &
L OERBEIALATH > 7,
R 77hEBRLT, AF 72 VEFEELRTBERAANRN Y PO YRV ICEREREEZ 529 (5334
55314, /NP — F1b0.95. 95%(E5#EX[H0.84~1.07) . ZHEMEIANADY X #ET 72 (4oExI701F. ~NH—F
Lt0.56. 95% 548X [#0.38~0.83, #&XF YU X 7R 1.24/1000AF) . COMRIFEICTR b AT Y ZARKGER
HEANADY) RVETICLEDLEDTH -7 ZIL—TDIFICL2H 5D BRRIC L DIRTECIHNZEFRDIED FH
EXRICEREFRDONEL-7=H, T0F 27 oV IIBGEEMEEFR (5otFxd39tF, /Y — NEb1.49. 95%EHEX
[611.00~2.24, #&Xt Y X7 ¥8H00.7/1000 A F) B L OFIRIIEERE (103G 7118. Y — FEb1.44, 95%EHEX
[E11.06~1.95. #&Xt Y X 7 3EH01.2/1000ANF) DU R Z7EMEREEL TW-, 7 0% 7 = VISERKRNMESITO
)R &R EET (6athito7tE, /~NY— FEL0.65. 95%{E8EX [E10.47~0.89, fExt D X @4 1.344/1000 A )
fBim: 70X 72V EEIMREREDY RV ICERBRFEEX S BN o1, ZEEAIABLOHEEETOYU X
JEIERTSZ 70X 7 O EIE, FRIRIMEESRES L OBGEEMNZERO Y X 718N & EBIEET S B N E
TH 5, (ClinicalTrials.govE #k&E S : NCT00190593 [ClinicalTrials.gov]) o
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Table 2. Incidence of and Hazard Ratios for Primary (Combined Coronary End Point and Invasive Breast Cancer) and Secondary End Points.*

; , YR =
Raloxifene Placebo Hazard Ratio
End Point (N=5044) (N=5057) (95% Cl) P Value
no. of events (annualized rate [%])
Cardiovascular
Combined coronary end point 533 (2.06) 553 (2.16)  0.95 (0.84-1.07) 0.40
Death from coronary causes 253 (0.95) 273 (1.03) 0.92 (0.77-1.09) 0.31
Nonfatal myocardial infarction 183 (0.69) 208 (0.80) 0.87 (0.71-1.06) 0.16
Hospitalization for an acute coronary syndrome other than myocardial 169 (0.64) 185 (0.71) 0.90 (0.73-1.11) 0.34
infarction
Death from cardiovascular causes, nonfatal myocardial infarction, hospital- 789 (3.09) 767 (3.05) 1.02 (0.92-1.12) 0.76
ization for an acute coronary syndrome, or stroke
Death from cardiovascular causes, nonfatal myocardial infarction, hospital- 1067 (4.33) 1041 (4.28) 1.01 (0.93-1.10) 0.80
ization for an acute coronary syndrome, myocardial revasculariza-
tion, or stroke
Breast cancer
Invasive breast cancer 40 (0.15) 70027 056038083 0003 | -0.6% (L0FEETFI0%)
Death
Any cause 554 (2.07) 595 (2.25)  0.92 (0.82-1.03) 0.16
Cardiovascular cause 362 (1.35) 355 (1.34) 1.01 (0.87-1.17) 091
Noncoronary 107 (0.40) 81 (031) 131 (0.98-1.74) 007
Cerebrovascular (stroke)q 59 (0.22) 39 (0.15)  1.49 (1.00-2.24) 0.05 F0.4% (EERT)
Venous thromboembolism 10 (0.04) 5 (0.02) 1.98 (0.68-5.79) 0.20 +0.1 % (éé%t)
Noncardiovascular cause 188 (0.70) 231 (0.87)  0.80 (0.66-0.98) 0.03
Cancers 97 (0.36) 103 (0.39) 0.93 (0.70-1.23) 0.61
Noncancer 91 (0.34) 128 (0.48)  0.70 (0.54-0.92) 0.01
Cause unavailable 4 (0.02) 9 (0.03) 0.44 (0.14-1.43) 0.16
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Table 3. Adverse Events. 4 Tt S 9% Hot flushes

Raloxifene Placebo o —_—
Adverse Event (N=5044) (N=5057) P Value b‘ EE% “_ % L \

number of participants (percent)

Hot flushes 401 (8.0) 244 (4.8) <0.001
Leg cramps 489 (9.7) 341 (6.7) <0.001
Peripheral edema 725 (14.4) 610 (12.1) <0.001
Gallbladder disease* 230 (5.6) 186 (4.5) 0.03
Influenza-like syndrome 21 (0.4) 31 (0.6) 0.17

Cataracts 374 (7.4) 391 (7.7) 0.56 SEF_I'&-Z: é ‘_
Benign gynecologic conditions 102 (2.0) 107 (2.1) 0.74 — -

Atrial fibrillation 325 (6.4) 331 (6.5) 0.84 fé: %

All cancers 286 (5.7) 281 (5.6) 0.79
Endometrial cancerf 21 (0.5) 17 (0.4) 0.53
Uterine sarcoma| 1 (<0.01) 0 —_
Ovarian cancer| 17 (0.4) 10 (0.2) 0.17
* This category includes cholecystitis, cholelithiasis, and miscellaneous other gallbladder diseases. Participants who re-
ported having undergone a cholecystectomy at baseline (and who reported no subsequent gallbladder disease) were }7 I 7 l\ jJ l:
excluded. For this analysis, there were 4111 participants in the placebo group and 4144 in the raloxifene group.
T This category includes benign cervical, uterine, vaginal, vulvar, and ovarian neoplasms, postmenopausal bleeding, uter- [= A &
ine polyps, cysts, fibroids, hyperplasia, and other conditions. qu:ﬁ ‘h 7,

I This category excludes breast cancer. The most commonly reported were gastrointestinal cancers (1.2 percent in each
treatment group), basal-cell carcinoma (1.1 percent in each treatment group), reproductive cancers (placebo group, 0.7
percent; raloxifene group, 0.9 percent), and respiratory cancers (placebo group, 0.8 percent; raloxifene group, 0.7 percent).

§ Only women with an intact uterus were included — 3882 women in the placebo group and 3900 in the raloxifene group.

9§ The one case was reported by the investigator as low malignant leiosarcoma.

| Only women with at least one ovary were considered — 4606 women in the placebo group and 4559 in the raloxifene group.




ZAF> 7V
(RUTHEBR)
(4) [14]
77 b H LR

% RUTHHRER7 Y F AL

- 140+
E Placebo
5 120 -
=
€ 1001
-
>
g. BO_
g
5
3 604
(5]
&
_g 404
=
=1 -
B 20
v
O T T T T T T 1
0 1 2 3 4 5 6 7
Years
Placebo Group
Cumulative no. of events 0 112 219 327 405 488 541
No. at risk 5057 4842 4601 4349 4159 3647 1574
Raloxifene Group
Cumulative no. of events 0 98 199 285 389 484 518
No. at risk 5044 4366 4669 4463 4225 3710 1633
B
= 204 Placebo
a
£
S
2z
(=]
8
—
]
o
@
v
£
]
=
v
£
2
k]
=
E
3
o
1
7
Year
Placebo Group
Cumulative no. of events 0 4 21 42 50 62 65
No. at risk 5057 4910 4702 4488 4312 3813 1670
Raloxifene Group
Cumulative no. of events 0 3 8 17 21 32 35
No. at risk 5044 4928 4775 4604 4404 3893 1724

Figure 2. Cumulative Incidence of the Primary Outcomes of Coronary Events (Death from Coronary Causes, Nonfatal
Myocardial Infarction, or Hospitalization for an Acute Coronary Syndrome Other Than Myocardial Infarction) (Panel A)

and Invasive Breast Cancer (Panel B).
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# = Zg (=] Zoledronic Acid and Clinical Fractures
and Mortality after Hip Fracture
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G

B5: REGBEMBEORTXIILET 270, FEREZUET HT-HOHEANETH S,

Hix: COEEALC_EERY 7R WBHE TIE, 10652DEENY L RO VEE (5mg) D EMBERIR

NG5 %X T 5EEC, 1062Z%DEBEEN T 7R BRE =T HEICE Y IFonsz, BEIIERESHEITO

ARBNEEZLIOB UANICHIE I N, 28F (FHFEM7455) FEX I DEALTTLDOY T Y X
N AIBENL 7= BB D R REIZ1.9F TH > T TEMIBR ITFH/-LBERRNBITCTH > 7T,

R FRERBITOREXE, VL FAOVEREETR6%. /7 EREETI3.9%THY ., VL FOvEsIC

&5 RVIEREIFIS%TH -7 (P=0.001) , FIRERRHEEEITOREXRIIZNENLI% & 3.8%
(P=0.02) . FRIEMEBIFOREXRIZNEFNT.6%E10.7% (P=0.03) TH->7-, TEMBFTTIZ,

L Ko viEEonilosafdiorsl (9.6%) . 7 7 HREED10576F 1416 (13.3%) HZEC L. VL Ko ViR

BECIIRIETHL28% B L= (P=0.01) ., VL FOVEIEEEETERLERICAONIE-BEEERIT. FKE

AR, B LUOHEBERETH 7=, SHEEIDEFIIBREINT. BITAEBRNDEZEL RO oA

otz DEMBCHKZFZEUCBEBE L O OMERDBEESFTROREX(Z, METREKTH -7,

iR . BB L 2 REEEITOBEZIOBURICY/ L FOVvBadF1R1kE5 3 5 & H-aRK

BITORERMET L, EEXHNMLET B EARENT, (ClinicalTrials.govE #kE = -

NCT00046254 [ClinicalTrials.gov])
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reportlng DHATH 5,

« BIFIFRNIICOZLT7F /0L TFZy - JUT T URIFAIELTWT, BEER
IZ1%. Increase in serum creatinine >0.5 mg/dI*>. Calculated creatinine
Clearance <30FMEDLH BN, EERHFICHWL, BETIEFAWY, BRELTE
HeEfEE (L., VL PR vEREICZ MaRbHd Y,
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« Discussion™. [We did not find an increased incidence of renal adverse events,

despite high baseline rates of mild-to-moderate chronic kidney disease. | & H
L., T=RIFmLDH, REE,
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770 Completed follow-up
124 After 1st dose
342 After 2nd dose
265 After 3rd dose
38 After 4th dose
1 After 5th dose
295 Did not complete follow-up
11 Did not receive drug
191 After 1st dose
72 After 2nd dose
17 After 3rd dose
4 After 4th dose
102 Died
193 Discontinued
120 Withdrew consent
35 Were lost to follow-up
21 Had adverse events
9 Had administrative
problem
4 Had protocol violation
4 Had abnormal laboratory
value

¥

746 Completed follow-up
107 After 1st dose
340 After 2nd dose
268 After 3rd dose
31 After 4th dose
0 After 5th dose
316 Did not complete follow-up
5 Did not receive drug
197 After 1st dose
91 After 2nd dose
20 After 3rd dose
3 After 4th dose
142 Died
174 Discontinued
109 Withdrew consent
28 Were lost to follow-up
18 Had adverse events
8 Had administrative
problem
7 Had protocol violation
3 Had abnormal laboratory
value
1 Had unsatisfactory thera-
peutic effect

1065 Underwent efficacy analysis
1054 Underwent safety analysis

l

1062 Underwent efficacy analysis
1057 Underwent safety analysis

Figure 1. Enroliment and Outcomes.
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Table 3. Adverse Events in the Safety Population.®

Table 1. Baseline Ch istics of the Pati
Placebo Zoledronic Acid
Variable (N=1062) (N=1065) P Valuef
Race or ethnic group — no. (%)% 0.67
White 965 (90.9) 973 (91.4)
Hispanic 70 (6.6) 70 (6.6)
Black 12 (1) 6 (0.6)
Other 15 (1.4) 16 (L.5)
Sex— no. (%) 0.52
Female 802 (75.5) 817 (76.7)
Male 260 (24.5) 248 (23.3)
Age
Mean —yr 74.6+9.86 74.4+9.48 0.68
Range — no. (%)
<65 yr 192 (18.1) 172 (16.2)
65-74 yr 269 (25.3) 307 (28.8)
75-84 yr 449 (42.3) 446 (41.9)
>85yr 152 (14.3) 140 (13.1)
Body-mass index 24.8:45 24.7:4.4 0.55
Region — no. (%) 0.92
Western Europe 353 (33.2) 359 (33.7)
North America 318 (29.9) 305 (28.6)
Eastern Europe 260 (24.5) 269 (25.3)
Latin America 131(12.3) 132 (12.4)
Bone mineral density — g/am?
Femoral neck 0.65+0.122 0.65+0.127 0.25
Total hip 0.70+0.152 0.70+0.153 0.84
T score at femoral neck — no. (%) 0.91
-2.5orless 437 (41.1) 451 (42.3)
More than -2.5to-1.5 375 (35.3) 360 (33.8)
More than -1.5 121 (11.4) 123 (11.5)
Missing data 129 (12.1) 131(12.3)
Patients who received concomitant osteo- 125 (11.8) 99 (9.3) 0.07

porosis therapy — no. (%)

Placebo Zoledronic Acid
Event (N=1057) (N=1054) P Valuef:
General — no. (%)
Any adverse event 852 (80.6) 867 (82.3) 0.34
Any serious adverse event 436 (41.2) 404 (38.3) 0.18
Deathy, 141 (13.3) 101 (9.6) 0.01
Discontinuation of follow-up owing to adverse event 18 (1.7) 21 (2.0) 0.63
Renal event — no./total no. (%)
Increase in serum creatinine >0.5 mg/dI 50/900 (5.6) 55/886 (6.2) 0.62
Calculated creatinine clearance <30 ml/min 65/891 (7.3) 72/882 (8.2) 0.53
Five typical symptoms <3 days after infusion — no. (%)§
Myalgia 9 (0.9) 33 (3.]) <0.001
Influenza-like symptoms 3(03) 6 (0.6) 0.34
Headache 9 (0.9) 16 (1.5) 0.17
Arthralgia 23 (2.2) 33 (3.1) 0.18
Pyrexia = *‘LT\\ 8"5 ro S
Any event 1§b n 7'- o H % 9 (0.9) 73 (6.9) <0001
After first infusion = ~ = 7(0.7) 72 (6.8) <0001
After second infusion 2(0.3) 3(04) 0.68
After third infusion 0 3(0.9) 0.25
Cardiovascular or cerebrovascular event — no. (%)
Atrial fibrillation
Any event 27 (2.6) 29 (2.8) 0.79
Serious adverse event 14 (1.3) 12(1.1) 0.84
Stroke
Serious adverse event 38 (3.6) 46 (4.4) 0.37
Fatal event 6 (0.6) 9(0.9) 0.45
Myocardial infarction 17 (1.6) 13 (1.2) 0.58
Death from cardiovascular causes 52 (4.9) 36 (3.4) 0.10
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W * v S The Effect of 3 Versus 6 Years of Zoledronic Acid
LRV HORIZON"ﬁEﬁ ( 6) Treatment of Osteoporosis: A Randomized Extension to

%1 i—iﬂ;ﬁﬁ (6353'(1 3 .’|E|E) the HORIZON-Pivotal Fracture Trial (PFT)
ﬁ 5 58 ? Dennis M Black," lan R Reid,? Steven Boonen,* Christina Bucci-Rechtweq,* Jane A Cauley,’

Table 1. Baseline Characteristics of the Study Population of 1233 Subjects at the Start of Extension®

Variable Z3P3 (n=617) z6 (n=616) F v XLt  pvalue
Age, years (mean -+ SD) 75.5 (4.9) 75.5 (4.9) 0.89
<70, n (%) 78 (12.6) 67 (10.9)
70 to 74, n (%) 201 (32.6) 219 (35.6)
>75, n (%) 338 (54.8) 330 (53.6)
Mean BMI (+SD), kg/m2 256+45 253+40 0.23
Prevalent vertebral fracture, n (%) 0.06
0 227 (36.8) 256 (41.6)
1 168 (27.2) 177 (28.7)
>2 222 (36.0) 183 (29.7) 0.75 0.019

=2 THETDHEAYXH0.75 (95%CI @ 0.59,0.95) | p=0.019T zZ6FITRFEMIZHF

AEDIRETAYXLIE, EEEHR1.20. F£1-1.47(p=0.22), JLT7F=>05L E E
54.63(P=0.002) . VLT F=2 -9 T3 R30K#1.35. EEFERRL.85. EE L
EMEN1.73, MZ 2,15, 1DEAEZELLL I DMEEEI2.69E A REITET—HL

TWW%, BEE-STEH METHMEZ DL RUVBESINESIEMNEI-TIVS,
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Table 3. Adverse Events

Yy ko s (7) 653

34

5E

=R

Z3P3 (n=616) 26 (n=613)

AE n (%) n (%) p Value F v XLk
General adverse events

Total subjects with any AE 552 (89.61) 552 (90.05) 0.85
_Total subjects with any SAE 168 (27.27) 191 (31.16) 015 1'20

Tota| deaths 18 (2.92) 26 (4.24) 0.22 1.47

Total subjects discontinuing because of AE 11 (1.79) 14 (2.28) 0.55
Renal events (n=615) (n=612)

Increase in serum creatinine >0.5 mg/dL? 4 (0.65) 18 (2.94) 0.002 463

Urinary protein dipstick >2+2 1(0.16) 2 (0.33) 0.62

Calculated creatinine clearance <30 mL/min® 21 (3.60) 28 (4.86) 0.31 1.35
Most commonly occurring postdose symptoms (<3 days)"

Pyrexia 10 (1.62) 19 (3.10) 0.09

Myalgia 15 (2.44) 19 (3.10) 0.49

Influenza-like illness 5 (0.81) 8 (1.31) 042

Headache 16 (2.60) 20 (3.26) 0.50

Arthralgia 8(1.3) 10 (1.6) 0.64

Any of above (after year 4 infusion) 29 (4.7) 36 (5.9) 038

Any of above (after year 5 infusion) 14 (2.3) 24 (3.9) 0.10

Any of above (after year 6 infusion) 7 (1.1) 14 (2.3) 0.13
Cardiovascular AEs
Arrhythmia®

Any AE 52 (8.4) 60 (9.8) 043

SAE 11.(1.8) 20 33) o1 1.85
Atrial fibrillation

Any AE 13 (2.1) 21 (3.4) 017

SAE 7 (1.1) 12 (2.0) 0.26 173
Stroke®

SAE 9 (1.5) 19 (3.1) 0.06 215
_Death from stroke' 0(0.0) 4(07) 0.06 2.69
Myocardial infarction

Any AE 4 (0.6) 6 (1.0) 0.55

SAE 4 (0.6) 5 (0.8) 0.75
Hypertension? 93 (15.1) 48 (7.8) 0.0001
Death from cardiovascular causes’ 3 (0.5) 8(1.3) 0.14
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Odds ratio meta-analysis plot [random effects]
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Extension to the HORIZON-Pivotal Fracture Trial (PFT)

Dennis M. Black,' lan R. Reid,” Jane A. Cauley,? Felicia Cosman.’ Ping Chung Leuna,® Peter Lakatos®
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Table 1. Baseline Characteristics of the Study Population of 190 Subjects in the HORIZON-PFT E2 Study

Variables

ARETF

29 (N=95) A X EE(95%CI) z6p3 (N=095) vyikrarviEglx,. sh LIMEE

Age, years (mean + SD)
>70-75, n (%)
>75-80, n (%)
>80, n (%)
Mean BMI (£ SD), kg/m?
Region, n (%)
Western Europe
Eastern Europe
North America/Oceania
Latin America/Asia
Mean BMD (& SD), g/cm?
Total hip?
Femoral neck
Mean femoral neck T-score, (4 SD)
T-score at femoral neck, n (%)
< -25
>—25t0 —15
>—-15
Bone turnover markers, (ng/mL)
B-CTx, median (n)
BSAP, median (n)
PINP, median (n)
Prevalent vertebral fracture® n (%)
0

1
>2 EEEIT 2 »RRLE
Number of study drug infusions received
during the core and first extension study
5 infusions
6 infusions

78.0+4.71
32 (33.7)
35 (36.8)
28 (29.5)
246+ 4.13

39 (41.1)
21 (22.1)
19 (20.0)
16 (16.8)
N=94
0.69 £ 0.09
0.58 4= 0.08
—-2444+0.72
N=94
44 (46.3)
43 (45.3)
7 (7.4)

0.19 (59)
8.16 (59)
25.9 (88)

40 (42.1)
32 (33.7)
23 (24.2)

3(3.2)
92 (96.8)

78.1+485
33 (34.7)
37 (389)
25 (26.3)
250+3.98

37 (38.9)
22:(Z32)
19 (20.0)
17 (17.9)
N =95
0.71£0.09
058 +0.07
—2.43+ 0.6
N=95
42 (44.2)
47 (49.5)
6 (6.3)

0.18 (58)
8.95 (62)
25.0 (86)

43 (45.3)
22 (23.2)

0.69(0.37,1.31) 300619
P=0.2575

2(2.1)
93 (97.9)
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6FXF 3FRFDF v XLk
0.75(0.59, 0.95) & ¥) £/

PiEIZEETH L
B+DICE%RH Y,



Jyiray

BRElBR (11) 9FEXI6E

FLEE BE

=R

Table 3. Number of Participants With Adverse Events OR *ﬂ P{IE
Adverse events Z9(N=92) n (%) Z6P3 (N=95) n (%) p value
General 3'55%75%;% 56(609) VS 52(547) Izg 0.396 0396
Total subjects with any AE 80 (87.0) 80 (842) 1.25 0679 0.593
Total subjects with any SAE 24 (26.1) 28 (29.5) (.84 0628 0.605
Total deaths® 1(1.1) 5 (5.3) 0.212
Total discontinuations due to AE 5(54) 8 (84) 0.568
Renal abnormalities based on laboratory measurements
Increase in serum creatinine >0.5 r'ng/ciLb 1(1.1) 1(1.1) 1.000
Urinary protein dipstick >2 +° 1(1.3) 0 (0.0) 1.000
[ Galculated CriI<30mU/min® 7 (82) 3 (3.5) 0211 0194 |
CrCl decrease from baseline >30% with E2 baseline value <60 mL/min” 5(7.9) 3 (5.3) i_‘ 0.493 0.47
Any of the above in years 7!—9 10 (11.0) 6 (64) 1.75 0.304 0.296
Clinically significant renal AEs
Renal failure 2(22) 1(1.1) 0617
Renal impairment 2 (22) 1,(1:1) 0617
Acute prerenal failure 0 (0.0) 1.0.1) 1.000
Renal failure acute 0 (0.0) 1i(1:1) 1.000
Most commonly occurring post-dose symptoms (<3 days)?
Pyrexia 2(22) 0 (0.0) 0.241
Myalgia 1(1.1) 2 (2.1) 1.000
Influenza-like iliness 1{1.1) 0 (0.0 0492
Headache 1(1.1) 0 (0.0) 0492
Any of the above in years 7-9 5(54) 2 (2.1) 0273
Cardiovascular AEs
Arrhythmia
Any AE" 13 (14.1) 4(42) 4.63 0022 0.0025
SAF! 111 3032 0621
Atrial fibrillation
Any AE 5(54) 101 5220114 0.0970
SAE 1(1.1) 1(1.1) 1.000
Myocardial infarction
Any AE 0 (0.0 1(1.1) 1.000
SAE 0 (0.0) 1(1.1) 1.000
Ischemic stroke
Any AE 1(1.1) 0 (0.0) 0492
SAE T(1:1) 0 (0.0) 0492
Hypertension Any AE 10 (10.9) 8 (84) 0.626
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1.95 vs 754K i 0.686 (0.518, 0.906)
65 vs 3 = 1.466 (0.764,2.871)
JoRER (1.95) &,
9OF vs 6% = 0.191 (0.004,1.772)  9FVS6FDILTRI(I
B TARER,
BDRZ7 A4 RS
Brat v X * 0.824 (0.401, 1.693)
SR 12=69.4%
PO O e i o confdence merl) * P=0.5975

ViFOrvEsBEzey EREREZSH THENICTHET 5 &, tHBREARO-SHICERTEI’HY ., ERILL Z 5 L
fECTlES T —2BREV’ECELN., BETOERETREFETEAVL, F2ERAR OFEW6EF) b, EFHTHRD
NE—2EREILT, ERELZS) BERETHRES BT —2BREVEI DN, £EHFRICHDDHIBREECRERIFZLVL D
ICRIETH LBV E VWS FEFHY, BIETHOETREFETELVL, ZLT, £ ERHAR GFEXN3IF) TR, 20FULD
BIRBELVZIBETERIIVED oD, ZDZHTH vy AULATORRCTOLADH 7=, L L. BREREHFFRICESE
(F v XLE4.63, p=0.002) B EERFRICHDPDOIMOBEEERLFAEALEWF Yy XLLERLTHY, BETEMEFEL
CHATZE S0, YL FOVYBABREPTERZEI L TIRTZIBMS €I ED, RCTEZRPSEIEELIV LI
ShlcEVWEEZIONS, fEiw: VL FOVYRIEBES. TR, REPEZECL, BETZEPT. REHEREBEWL,



155N 2185-1516

3BTy w2 F/AT7 (1)

The Informed Prescriber (VoL 17

Jul. 2017

BHULSEICEDSST J AVYT @EaRaISU7)
BiF 3R> TEEDAZL)

e SEE

FED

o7 /AR T3, BEETHE (MEHER) OMEEZBHTRZECTEIMRESO>TLSBHL &

SERADZHAITY. ¥FIC1E. FTEHTILHTIVDHRREETNTVET,

OLAL. BEMFHILEMBRLET., THIKIE. DAMBDRRIIEPEMESLE, RBRGICEE
GREZES>TVWSERBEET (TNFLER) OWMETELRMLETOT, BREHEIVPTL. B
DIt KEY, ROAEDGHYET. T /AR, BHBFEEF (INF) ORKEOY A Lh1D—

FE (RANKL: Z/72)V) (LT HMBEEHDS5TT .

ORE, BESRTIE. BRELNMBI. PALSRLTLE L. HBOBINIEES LELID. B
HRBER TS CRBELVE T/ ARTRDIFSIHEL, T/ARTOBRHGBI BV, HBHZE

FASBEIIEATVELL,

Zhig. BIEFECESTE, B G>TWK T LB EV TSI, BFOHH Y PT L BEHEL H
DF. BRMBMESEZREI LY. BPHIMCGE ) LEDTREVWOEEZSNE T, RIEERDS

BEREELRETNTVET,

0T 5, HEPHRHELET LILF—HBLDELFEPETY. REMBICREHNREIYPTLI LD

BRLTWVLWADTLLS,

OXFITIEITEVEVSIDRFRDESIERAETH. & LEFHRICEALT7 LILF—REHEL
A, FRIR T TIKOPICHEDT,. ZORIBOETERVIEDZTEHNTEEHA. ROFHE
TOX¥EMICERGERPHTE. TOEIRHZOEROFADL ESHDHHFHERICETHLLEW

AET.
B8 EbEL

a ! HEHNS, BFME. REHRENDS3{bEE RANK/RANKL < R 7 L

TNF Z-pe-77=4y-—
=57
R ol 1 V2

ik 8 O Figure 3 0%

K(Lp,;!,ﬁf*" I QNE/RANKL TATL I

H&@m

P 1G
o, 9 F
eetsacaoaa] OP- | we
T4

;:a

LI SiHE8E U 7= RANKL ASHER (WiSRie) ZRESalia~oeE 85, £z, iaiiiah SibE

BEL7=H A bAA AT K DBER i) f)"‘s-i%l‘i’dii’u‘ft 5.
WIS R b BOEEREFA AR

HEFRHE~DIHE « EEEEK FI 578

ﬂ’li{{Ld

2 b : RANK/RANKL YR F LEZMWHET BT/ AT

g E%-O‘. TNF 1*\‘—77— -
"U‘Tl"'ﬂ‘f-/

TH LT, Wi i
, RANKL %A% U TSt 26 5 &

=
RANKL S [ RANK/RANKL w7t ]

Zor
®

A faz,

IGF
x SP- | e
Tk




1SSN 2489-1516

=
;:a)?::‘yﬁ WA m2:7/2%7: BEOB I EHBORRE L ® (HREEORANE)

FIRT7 (2)

The Informed Prescriber VOl. 1 7 C) % ;};ﬁ .éi. :;—'1.
Jul. 2017 HRER | REH | REE%) EEF v o
(A) A JAE | kM | T/AITH P/A P
TSR 480 64 13.3 | 144 0.49 (0.31-0.75) 0.001
| T /A= 472 34 7.2 77
ol . 7L RO 242 23 9.5 9.9 0.73 (0.42-1.26 0.255
%£1:57/2%7, BIEHBOBRE 8 = ‘ ’
A BT G S B T X BT R B A O (5 SRR e AL
- SR 481 43 8.9 1.91(1.29-2.85) | 0.0012
WEE | RLH| REE%) | REXHL ofl F AT 475 77| 162
(A) A | km | (95%IEFEE) 7L Rk 242 37 | 153 1.06(0.69-1.62) | 0.802
— _73;:_1'7 4;8 42 3.6 130.63 0.34(0.19,0.61) | 4 1001 T —
B, 240 22 5 47 i - . : TS5t 481 107 22.2 1.03 (0.76-1.40)
FLo H:u& 241 17 711 72 4 z FIRTT 475 111 | 23.4 0.839
20030216 | F5iR 3691 7.3 10.33(0.26,042) | 4 no01 7L RO 242 60 | 24.8 0.91(0.63-1.31) | 0.608
#o, 3Fr |[T/ART 3702 2.4 ik 2.3 & O ER
20040138 JotER 673 3.9 | 0.42(0.21,0.84) 0.0114 '
BH, 3FM | T/ART 679 1.6 )
) JEiE (A T £5T4E LR OE LR B F/AS/RRANTREENRTAN
NEE | pa| RER% | RERE (i <0 176
(A | A ||z | km | (oswiEEERE) | P s
IR 480 18 3.8 | 4.1 [1.002(0.52,1.93) %15 7 :
AEE;GZ;;;QI FIATT 472 18 3.8 | 41 DR 5
i P2 = 1Y) 6 | 25| 27 *b : ® 10
20030216 | St 3691 8.0 # T4
woh, 3%M [F/AwT | 3702 g5 | B @0L003)) G0 #o 5.7
20040138 TS5t 673 4.9 £ 5 —
wo, 3R [T/ART 679 A | 91 10:56.1:581| 0.809 % l
K-M:Kaplan-Meier {EIC K 2 HEFE (%) @ = = ' T
*a TLYROYvBcnd 37 /A< TOMA v Xt =047 (95%{S#XR : 0.23-0.94, p=0.030) 77eR limg 60me 100mg
*o: TLYROaYBIcHdT a7/ A TOMA v XAtt=1.58 (95%{S#EX M : 0.61-3.98, p=0.349) 7/ AT RBmyEs) HEFISHEAE (p=0042)

HR 2 KD IER



FIR27 (3)

\.

EDF v
No83&k V)

ERUL

BHL & SIEBRDT J AR T ICLDRBEARE

ERZEPIETAERARE

Prescrire International 2018:27 (198) : p268-269 X DB L HilE

F—O—F:F/ART. 75U7. INF. BHHELESE. REFE BRYE. PA. ACRKESEB. 771 5F—

—"/ AR TRt ShaAFRLORERE

B 2010 DS 2018 FOM I RPTHES

N EZO—BRERGEFATH > fe. ChSOBERBIE.

HRE RSN ET -2 ERNIE. FHTETL

HTER, T/ARTICRBRE. BERBIURH

LEBRIBHT TRBS 52D, RBEEBLINS
KbaTEEED.

7/ AT T2, RANKL (NFKBiEfEL2%4kY > F)
LWL AL VRBETEE /S 2t —ikT
HbH. BABITY 28R EORZE (KD RANKL OF
G #F 5 1,20, RANKL i3, TNF (B8 S8R 1,
B1) OFV—TREET 5. TORENS. T/ AR
Tk, RAEmA (B2) LLTHEREhBT AL
L7 FeTHY LT DS % TNF aHER & ER
ERT 2T LABREINTNSE 02, T/ AT,
BANOYRYBAHT LS, AEHL L IED—EDR
LU 2010 FICME S TR S M, 1,
[EfliEREE Xgeva & LT, HHMOBREROHR 2
3) LEIIEhTVS 23]

FHGED, 7/ AR 7ICERT 3 RERBICMDS
#ras iR s GHEETNTED, 2018 4%
O TR THE SN HERRBTHTE>
=145

MERE RN OBIKAERIE. T/ AR THELN
B K UM EEMEG 28, 4 &b BIRBRAEDY
AL EMPE LR LE 2.

20184 HEBMMOEREHRT—2~—2
(EudraVigilance) @A EhTLHM7ICiE, Fic
Prolia (B TOE&Y. HETRSIUT) ZER LK
BET, 7T/ ARTICERT 3B E i #E RaE
H 3962 MR E N T Wz [ JIC A VAR ELT
LGNS TS MEAEREN 2 TN THD.,
FD55 | IEGENTH T,

#) 60 MlOABZE LT 30 FlOBREEK (B4) A
R HTERE SO (5.

Hhh R RMERIE L TS, IR ST,
FLATTICE, WHEDSA (LA, BARS A, #ik:
BAA) RERODTHERIINAES 5Oz (2.
201B4ES5 H. 77 v ABRMKS « GRERGE 2T

AMFOBKER T, 7/ AR THhfAEZ I 12 TH A
BHDESH, EARARR—b « VL FoO UGS
ERIEATHIABEELD &, RERDSADE F
FLEE@E L. ZRBEESAD | SEBORBRIE
Rk, T/ART LIKBEHLTY L FR B 06%T
Holz. TOHMENNEEBONA. Xk, A
DY N—T L OMEMIETMEX N5 72 (6]

AR 2018 44 H, FudraVigllance 0) 7— 4 ~—
ZIWEF /AT, EIC Prolia iCMEd 5 BRUZIED
fiEf S 201 FIAMNEENTHD . ZOPICIRIELC 1 L
FF745F—FIES8 W, T+ T4 F5F—Yay
7 16 I FENTLE (4.

HEREESR | HORAEHEY EudraVigllance IC B!
ThTED. ZoPREYL L FRETH, HORE
PERFA T B, IR 1 B, Y L—T AR 6 F. N—
TALGERREET B, Pk 4 I EEhTuv e [E.

2016 fEiC ER{RERERME (WHO) i, F/ AT
BTSSR I M S 50 R0 ER&
L. £2i2id, H30ROMmMERDTEN, KM%k
MEGENASICMET SEMEH . PIRAL,
A L TWBEMTIE, 10 AOBEE B F 12 i3E)
BB THY, FOPRT /AT TNLERDS AL
FENTV HELEBEE 1 AZEHT. 6 AdE
#MLZhol. WHO IR, HME X URBOH R
HBRTHSH VRO 15 FoFH it .

T/ARTRECHHEL & S HOBF LA ENT
Wizhi i & A EORES (FeBAOfE#E E Tt )
ZO @EIL &SRO WHTFTREL TV 4L,

sETM
1)Boyd] "Denosumab and lichen planus®s*Denosumab and vasculitis™

FORUM ZEDF v 27 No85k V)

ERB/AREOBEL £ SfElc. 5%
Q wIhEsvob?
ERERICHBLTOIRABITT, £
i e G BL M8 T AP 300 AlCH LT
AlfHE 1 ALWS BEET. REIFI0 b ICHAGIE
EFOEFOOANHTHEHTHLTAMNELALETT, ¥
R EBALTESh LS &, BREBMMSZL
WEEHbEBEBELA. TOPT,. PLTEEAL
PLELTENNTVET.

AL 83 SOHFRILTIY LFTHBHL & 54
i S 7/ A=/ (#@RG 77T ORREZSR
ATEHEL & YEANOMLE ESTEV0ONhER
TLEVWEK Lk,

fic, ABMHIC TV 7iEELFENTVTE, &
f@fEaRiz, £5% (B) odbEHomn7SY 7l
Hubickb ¥, BIAAETARTZ Y 7L
ORBENMLLT7 LY Fov@EMBLELR L
L. NS SR fcC b A #ET A LHRLE
I IEDRRBEANL A > LHRIDERREXI 2D
LRTEPLELTRED DT EEATATLE
VWE Lz, ERABOS OB ERIGHH Y Db
OB BHLET.

iz, BRI TOMAEAD EEREARTLE
I NEENELNDERE FE LS5 EVIETRL
i o EImER Y S T hudvvod, LOBAIC
o TWET. ETREMGMICE > TOVSERLS
ORBELYZEZDOTLEID? TERZBHME
BiADERWTE, (i | K6

B AgLLol s, TEREARBERT TR, REEH
EEBONS, DARMEATLREFARARYAEL.
EBHOBRFHSCERBS (RRET) L3TNZDT.
R@BHBCBS. ERMORBICES. BRINE E58)
EHLTV S,

T T

BREICHEL £ SEOARERIZTE
A EMCEE LT ETL L S KR,
ANOTELWHMT, EHL., SkE#nr
L. B TR<MEEBL, AHETS,
LS T LIEREZDTREVTLES D,
mmEICEHL X S EORSETH O, EEkE
K-> THIERIEINABIHROTFHOLDTE. Lk
BFoT. HHBAHEERSHEVHORINT LOBE
Bk AT LICEENERRAWEEXGH, TRE
DERR LS BERBORBICR T 5IHREN
frhTd.

LT L. PAOBGEE THACE VY T LindE
ZRLTWB AR BHE N #A%Z, AHL X
I HETZV O ISR b TV SRS L
Zo0BBR, LTLEBLIEVLDHHL T,
BBlcHUzHA22BeMc8EFS5LLTELENS
HARlE, MEEE > THELTWEEE VL LB,
9,

ZO-DONBRNL OB T, RIE. ERORE
LNRDIE LA EDHEIEDD T ENAETYT, B
NEF—LIGERNICREORT LERETS T LN
KUITY. MECDOVTI, [THRADZT ANSHENR
BOEZIC) ZE#HT0ET. BiEZ. 250548
OERIMATEELREY, BHICRAIEIREKE
T, BWAS|ERCLET.

COXIBRKETOUNEY DA 8D
FUHEEREND F8A. BNTHET S0, BT 70
HBHEBRTZH. H5IE 1991 FOHAEBRD
EANBHI a7 IWEERHTIHTLES. WThE,
HWHICERECHRAT LV EIBDTVET, kB,
BEEICBOTEATE) (X FEEhizb, fEick%E
RolOEHAMBEESE) PRNER (HMSEDE
. KK TTEEERE) HROHIOHTHEESLT
L ENRINTVET. EAICELTIC, TES
WHANTHALEBSEH 5N LEBVET,

EHRC2I DI LTI, BATORREZY
THAT BB BV NV—THBBLTWET, B
OFRPRHEBIEICDEMD EFRLTOIEEVE
T BN HIUEAZE T ETFwTd, (@ o,
aHEE  ARERER)



FYNRSFF (1) EOFzvsT482&Y

P127-130

BHHL EOIE TIUNSF FE@magorist. 70k
7 FBEDIFES5HAKZTL, HERELAGL
No.

FEH

OHATIIBIFRIRFIVEY (PTH) EEICIERET 57 VNSF FREIE LT, 2BEHNEETNTVE
¥, BEHRTFERTR74Ib74 L BI1ERTEHROT VAR TY, BTG PTHERATIE. BE#

Vol. 17

Nov. 201 7 HEZ . HEBITRIZW IS0 11T, IFHEBITRIIVISD2ICEY L=

OLLLEZED—A. PTHDEXHE LT, BHOSHILYVLLERL. BRTOAHIVY U LABRINAEA.
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X1 ARCHEERDER (F &)

hEEEIEE, T B

FeH >
, o7LrrOvE mOEYXTD
OOEVATT (BREAA=F1) 3. BEROMSIETTHSRILORF> ENSTROBZEN 7
ZBEMICED. BEBE UTRHEOBIREES TMET 2019 4 3 ACHFAHMESNISHRT, B
L<&MTT, ;
o RARNA 8 h BEOBE T BRBFOEETEHUELH 16 ABE=NE LR, TAT 70 MALET. g 6 6.3
5511 AN 80 MUET LR, F. 11 AORENOHEELHEEL & LnEETUE, ZwX1.96 A9 XH1.83
CHIEDBITE 3 ST 55 TS ELTHEBNRED, 53005 ORETICH 2 AEX S8 F 5 | 95%Cl:1.20,3.18 95%Cl : 1.20, 2.79
HOHZRATYT. BECS L4 ECER SEENBOELRE, f_E P=0.006, NNTH=86 P=0.005, NNTH=74
iEw  ELRV\WKLSIC. EARLMERERETIHREDERNYESHS. ZIJ 4
HIC 70 AU LOSSHECREBERETAE, 1 "
=
F—O—F: LIS REVATS, /3271, AYLOAFY, R, OlEses, OREE, b, &G > 7]"‘).7(]:]50.63
%1 : BREFHENOE 3 BHROF EH % 2 95%Cl:0.47, 0.83
FRAME2016vsPL | ARCH2017vsALN hd P=0.003, NNTB=45
LATRH Romo PL Romo ALN 1 1'7 -
HEE (PRELE) W | 3589 3501 | 2046 2047 1.2
BE G 55 ~ 90 55 ~ 90
FEip 75 7L E (%) 312 31.2 524 523 0 .
FiEEE 708 70.9 744 74.2 ” tr
o2pA | 05 18 | 40 63 FELDMERER | +TDMDIET BHrE
EHEir NNTB 77 (p<0.0001) 45 (p<0.0001)
(%) 12-24 i B 0.6 25 6.2 1.9
NNTB 53 (p<0.0001) 18 (p<0.0001) FHMEES OIS ES it i FAIINEE S
0-12 "8 29 23 30 21 (& . BE q} ‘ 4 (=
SFET (A e . — ~ i TN 3 T
RRCIN | 597 (P=040) 234 (p=022) +ZDMDOIEL - EimPEOHERHMNMERERICEECZMA LD
DMERS 0-12 508 1.6 14 3.04 1.69 . . e N ISy~ o v v -
BT %) | NNTH 517 (p=050) 74 (p=0005) ERIC, BB, 2Otz +iaah (kiiimm, fkizg, <&

Romo: @&V X~ 7, PL: 7oK, AN 7L ¥ Far@#undhoit$s, Romo Bl
OEY A7 210mg ZH | B1&E 12 EI6EH, 0%, FRAME 8 TRmgHcT /
AT T AHERGIC 2 [, ARCH sBi CIIMBHCREO T L > Fo® 12 i ARER Lz,
NNTB:Number needed to treat to benefit, NNHT:Number needed to treat to harm

R HfD) +HRESET
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AR 05 L S 138D 5 )1 R A 45
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xR IOHAEHEL & SERAARIOREM (20005 LAPEEFTEEHR]. 2026F5A131R1E)

— X% EhRE uglmg) | 18 | BZE | El(MH) | 1F8E | 1F£&%8 2FEEEE
S Z A P oy B 60mg 1 19.4 365 7,081 14,162
b K 60mg 1 43.0 365 156495 31,390
7L bkOorEbmg bmg 1 14.3 365 5,220 10,439
H 78 >bmg bmg 1 32.1 365 11,717 23,433
T 7L bFor#3bmg 35mg 7 87.4 52.1 4,557 115
7YV y735mg 35mg 7 166.3 52.1 8,671 17,343
7+ 035mg 35mg 7 181.4 h2.1 9,459 18,917
7L rOrvE3bmg*a 35mg 7 228.6 hZ.1 11,920 3,840
JLFovEg o 7R FRBEFRER bmg 365 32,028 1 32,028 64,056
7 U 56.bug b6.bug I 10,054 02| 524,244 1,048,489
T Y IFF TUR282ug 28.2ug 3.5 5,995 104 625,193 1,250,386
ZANTA600ug 600 u g 201 30.4 20,071 12| 240,852 481,704
T/ AT F7UT 60mg 182.5 24,466 2 48,932 97,864
OEYVARY AXN_T 4 10bug | 210] 304 25,061 24| 601,464
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