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Data Synthesis: This network meta-analysis included 116 trials (139,647 patients; median age, 64
yr; 86% females and 88% Caucasians; median follow-up, 24 months). Trials were at low to mod-
erate risk of bias.|Teriparatide had the highest risk reduction of fractures|(odds ratios, 0.42, 0.30,

and 0.50 for hip, vertebral, and nonvertebral fractures, respectively) and the highest probability of

Being ranked first for etf |cacy|(probabilities of42,49,and 79% for hip, vertebral, and nonvertebral
fractures, respectively). However, differences to denosumab, zoledronate, risedronate, ibandro-

nate, and alendronate were not statistically significant. Raloxifene and bazedoxifene were likely
less effective, although these data were limited. Calcium and vitamin D were ineffective given
separately but reduced the risk of hip fractures if given in combination (odds ratio, 0.81; 95%
confidence interval, 0.68-0.96).

Conclusions: Teriparatide, bisphosphonates, and denosumab are most effective in reducing the
risk of fragility fractures. Differences in efficacy across drugs are small; therefore, patients and
clinicians need to consider their associated harms and costs. (J Clin Endocrinol Metab 97: 1871-1880,
2012)

Hassan M J Clin Endocrinol Metab, June 2012, 97(6):1871-1880
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ATOTEALEGUATIKOTNTA QUPUIKOD VS ELKOVIKOV
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RR (#) Xrovovlkd katdypoatao

Comparator Risk Ratio (95% Crl) Risk Ratio (95% Crl
Placebo + calcium —o— 1.43 (0.56 to 3.80)
Placebo —T—> 1.62 (0.47 to 5.80)
Alendronate — 099(04610207)
Calcitonin & 0.74(0.18t02.61)
Etidronate —_— 0.41(0.17 t0 0.90)
Risedronate — 0.30(0.14t0 0.61)
Teriparatide €< 0.07 (0.00 to 0.48)
Zoledronic acid <—o 0.32 (0.07 to 1.50)

01 1 5

Favors comparator Favors placebo+calcium+vitaminD




RR (#) Mn Xmrovovlkd katdypotao

Comparator Mean difference (95% Crl) Mean difference (95% C
Placebo P 001(001t00.02)
Calcium —or 0.02 (0.05t00.02)
Alendronate - 0.03(0.01t0 0.05)
Calcitonin S 0.03(0.08t00.14)
Denosumab < > -88(-15t05.25)
Etidronate < 0.04 (0.02to 0.06)
Ibandronate < > 581(-12t010.4)
Raloxifene o~ 0.02 (0.00to0 0.04)
_Risedronate & 00
Teriparatide - 0.07 (0.041t00.10)
Zoledronic acid o 0.04 (0.02to 0.06)
A A 'y
-0.2 0.2
Favors placebo + calcium + vitamin D Favors comparator




Toliwvounon amoteleopnaTiKOTNTOS NE fdon

SUCRA

Table 4  Treatment rankings using SUCRA values and median rank (with 95 % Crl)

Treatment Vertebral fracture Non-vertebral fracture LS BMD FN BMD
SUCRA Rank SUCRA Rank SUCRA Rank SUCRA Rank

Vitamin D/calcium/placebo 13 % 7(5-9) 39 % 7 (4-8) 41 % 10 (8-11) 20 % 6 (4-9)
Calcium/placebo 20 % 8 (5-9) 41 % 7 (4-8) 23 % 9 (7-11) 46 % 6 (4-9)
Placebo 25 % 8 (4-9) - - 28 % 11 (8-12) - -
Alendronate 34 % 6 (4-9) 41 % 4 (1-7) 32 % 6 (3-8) 53 % 3(1-9)
Calcitonin 55 % 52-9) 43 % 3(1-8) 40 % 6 (2-12) 52 % 3(1-9)
Denosumab - - - - 39 % 12 (1-12) - —
Etidronate 74 % 4 (2-6) 47 % 3 (1-6) 36 % 4 (3-7) 6l % 5(2-8)
Ibandronate - - 55 % 2 (1-8) 53 % 1 (1-12) 71 % 7(3-9)
Raloxifene - - - 83 % 7 (4-10) 72 % 4 (1-6)
Risedronate 76 % 3 (1-5) 64 % 5 (1-8) 89 % 7(5-9) 53 % 8 (1-9)
Teriparatide 77 % 1 (1-3) 69 % 5(1-8) 81 % 2 (24 - -
Zoledronic acid 76 % 3(1-8) - - 56 % 4(2-7) 21 % 2 (1-9)

SUCRA: surface under the cumulative ranking curve statistic
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Teprrapation :
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= Emovimon gotioov BRONJ o€ 0hovg Tovg aocBeveig

YOUTEP OO

Kwon YD. Osteoporos Int 2012 Nov;23(11):2721-5.



Teprrapation e ONJ oyeTilopevn pe
Algvopovatn

Avao006TO0T GEOVIKIG TOLOYPUPLOS 0GTEOVEKPMONG TMV YVAO®V

Avogopad Hhwia (étn)/

MEPLGTATIKOV Kotaotaon ®vior BO¢epameio Amoteiéopata
Cheung and Amotuynpévn emovAmon evog @epaneio pe FORSTEO pe Emidiopdaon 06700,
Seeman. 2010 KevoL TG kGt yvabov petd  88/T vrodopio. £veon (20 ug nuepnoiog) emoOAmOON TG

an6 e&oywyn doviov, BRONJ Y1 8 PSopadeC 0GTEOVEKPMOTG

Cheung A. N Engl J Med. 2010 Dec 16;363(25):2473-4
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Metaforic otovg ooTIKOVG dsikteg & Kat @ e
Tepwrapotion
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_ o Avopeg In men, the serum PINP
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£ 111.2+85.5 ug/l at 12 months
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LUMBAR SPINE BMD CHANGE, MEAN  SEM (glcm?)
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N =628

Patients Entered

N =316
Older group (age 2 80 years)

N =312
Younger group (age < 80 years)

N =162(51%)
Completed

N = 189(61%)
Completed

N =154(49%)
Discontinued

Reason:

Adverse event:19(12%)
nausea:6(49%)
dizziness:2(1%)
fatigue:1(1%)
diarrhea:1(1%%)
headache:1(1%)
high level of WBC:1(1%)
hypercalcemia:1(1%)
others:6(4%)

Others:135(88%)
loss of motivation:43(28%)
relocation:28(18%)
discontinuation for iliness:27(18%)
death:26(17%)
lost follow-up:7(5%)
expensive medical expenses:4(3%)

N = 123(39%)
Discontinued

Reason:

Adverse event:29(24%)
dizziness:6(5%)
nausea:5(4%)
palpitation:3(2%)
diarrhe:2(2%)
fatigue:2(2%)
others:11(9%)

Others:94(76%)
loss of motivation:36(29%)
relocation:15(12%)
discontinuation for illness:19(12%)
lost follovs-up:10(8%)
expensive medical expenses:6(5%)
death:4(3%)

Niimi R. Osteoporos Int DOI 10.1007/s00198-015-3479-1
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