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59%
reduction
(P<0.001)

18

Month
®  Alendronate reduced the incidence of multiple vertebral fractures

by 90% at 3 years in women with prior fractures (P<0.001 vs placebo)

FIT = Fracture Intervention Trial

*Significant cumulative difference from placebo (P<0.05)

Adapted from Black DM, et al. | Clin Endocrinol Metab. 2000;85:4118-4124; Black DM, et al. Lancet. 1996,348:1535-1541; Black DM, et al.
Int | Clin Pract Suppl. 1999;101:46-50.
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63%
reduction
(P=0.014)

18
Month

® A significant reduction in relative risk was evident in women

with and without fractures (P<0.05) at month 18 and month 36

FIT = Fracture Intervention Trial
*Significant cumulative difference from placebo (P<0.05)
Adapted from Black DM, et al. | Clin Endocrinol Metab. 2000;85:4118-4124.




Meta-analysis of AMendronate Studies
rananoulos SE 2005
ATTOTEAEOHATIKOTNTA TNG AAEVOPOVATNG OTNV MEIWON TNG

GUXVOTNTOG TOU KATAYMOTOG TOU I0XiOU
Data shown are for women with T-score of -2.5 or less or with a vertebral

fracture.
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Meta-analysis of six randomized controlled trials of alendronate to examine consistency of effect and overall effect in
reducing hip fractures in postmenopausal women

FIT=Fracture Intervention Trial; FOSIT=FOSAMAX™ International Trial; INPACT=Investigation of Postmenopausal
Osteoporosis: Alendronate vs. Calcium Trial; LTCFS=Long-Term Care Facilities study

Papapoulos SE, Quandt SA, Liberman UA et al. Meta-analysisof the efficacy of alendronate for the
prevention of hip fractures in postmenopausal women. Osteoporos Int 2005; 16:468—74.




Meta analyses of RCTs
H AAevOopovartn npoos@epe peyalvotepn IPooTaoia Kata

tov OTTOVOUAIKWY KATAYUATWV*

Alendronate Risedronate Calcitonin Raloxifene Etidronate
8 peheteg 5 pehéteg 1 peién 1 peletn 9 peleteg

(n=9360) (n=2604) (n=1108) (n=6828) (n=1076)

*Data not representative of head-to-head trials; **p<0.01 vs. baseline
Meta-analysis to evaluate magnitude of treatment effects on fractures and BMD based on randomized controlled trials
of different osteoporosis therapies

All data statistically significant vs. baseline
Adapted from Cranney A et al Endocr Rev 2002;23:570-578.




Meta analyses of RCTs
H AAevOpovartn npooe@epe peyalvtepn IPooTacia Kata

tov I CTTOVOUAIKWY KATAYUATWV*

Alendronate Risedronate Calcitonin REI I Etidronate
6 peléteg 7 peleteg 1 pelery 2 pehéteg 7 pehéteg

(n=3723) (n=12,958) (n=1245) (n=6961) (n=867)

*Data not representative of head-to-head trials; **p<0.01 vs. baseline

Meta-analysis to evaluate magnitude of treatment effects on fractures and BMD based on randomized controlled trials
of different osteoporosis therapies

Adapted from Cranney A et al Endocr Rev 2002;23:570-578.




Meta analyses of RCTs
H AAevdpovaTtn TIPOCEPEPE NEYAAUTEPN TTPOCTACIA

KOTd Twv KOTOYUATWY TOU 10)iIoV

identified for

ALENDRONATE HRT Risedronate Ibandronate
>5 mg/day® 2.5 or 5 mg/day

RR (95%CTI) 0.45 (0.28, 0.71) 0.64 (0.49, 0.84) 0.74 (0.58, 0.94)

Liberman UA, Hochberg MC, Geusens P et al. Hip and non-spine
fracture risk reductions differ among antiresorptive agents: Evidence
from randomised controlled trials. Int J Clin Pract 2006; 60:

1394-400.




Long-term extension analyses
Ten vears’ experience with alendronate for osteoporosis in
y P P
postmenopausal women

OMZXX 13.7%
(p<0.001)

Tpoxavtnpag 10.2%
(p<0.001)

O\wo Loyio 6.7%
(p<0.001)

Avxevag Mnpuatioo 5.5%
(p<0.001)

all

A

1 2 3

The discontinuation of alendronate resulted in a

gradual loss of effect, asmeasured by bone density and biochemical markers of bone remodeling

Adapted from Bone HG et al N Engl | Med 2004;350:1189-1199.



Long-term extension analyses
Ten years’ experience with alendronate for
osteoporosis in postmenopausal women
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Bone HG et al N Fng/ J Med 2004;350(12):1189-1199;




Emidpaion otnv mototnta Tov 00ToU

BeATiOvEl T LIKPOAPYLTEKTOVIKT] GTO GTOYYMOES 0GTOVV

AVEAVEL OOLOYEVAIS TNV EMUETAAALDGT] GTO GTOYYMOES KL
PAOLMOES KO HELAVEL TNV TOPOTIKOTNTA

Dvo10A0YIKO 06TOVV HETA KL 07T0 dEKA £TN)

BeATIOVEL TIG YEOUETPIKES TOPURETPOVS TNG Soung TOV 16)iov
cortical thickness, cross-sectional area, section modulus

et al Bone.;27:687-94. Alendronate increases bone strength by increasing the mean
degree of mineralization of bone tissue in osteoporotic women.

1 Curr Med Res Opin 2005;21:185-194
JAMA, December 27, 2006 — Vol 296, No. 24
Greenspan et al 2005 ] Bone Miner Res. 2005;20:1525-32. Effect of hormone replacement, alendronate,
or combination therapy on hip structural geometry: a 3-year, double-blind, placebo-controlled clinical
trial.


http://www.ncbi.nlm.nih.gov/pubmed/16059624
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LS = least squares; CI = confidence interval
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Differences in persistence, safety and effcacy of generic
and original branded once weekly bisphosphonates
in patients with postmenopausal osteoporosis: 1-year results
of a retrospective patient chart review analysis
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Fig, 1 Persistence with bisphosphonate therapy and calcium/vitamin

Fig. 2 Mean percent changes in lumbar spine (LS) and total hip (TH) , ,
D supplementation (% patients at month 12}

after 12 months

Rheumatol Int 2009 DOI 10.1007 / s00296-009-0940-5 123
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Long-term extension analyses
Ten years’ experience with alendronate for

osteoporosis in postmenopausal women
AZOAAEIA

Table 3. Adverse Events Reported during Years 8 through 10.*
Discontinuation 5-mg 10-mg
Group Alendronate Group Alendronate Group
Adverse Event (N=283) (N=78) (N=286)
number of women (percent)
Any clinical event
=1 77 (92.8) 74 (94.9) 77 (89.5)
Serious 18 (21.7) 25 (32.1) 18 (20.9)
Cause of discontinuation 7 (8.4) 5(6.4) 4 (4.7)
Any upper gastrointestinal event
=1 20 (24.1) 11 (14.1) 24 (27.9)
Serious 1(1.2) 1(1.3) 0
Cause of discontinuation 2(2.4) 1(1.3) 2(2.3)
Esophageal event
=1 6 (7.2) 1(1.3) 2(2.3)
Dysphagia 2(2.4) 0 0
Erosive esophagitis 2(2.4) 1(1.3) 0
Esophagalgia 0 0 1(1.2)
Esophagitis 1(1.2) 0 1(1.2)
Odynophagia 1(1.2) 0 0
Perforations, ulcers, or bleeding
Duodenal ulcer 0 1(1.3) 0

* The discontinuation group was treated with 20 mg of alendronate per day for two years and 5 mg daily for three years, fol-
lowed by placebo for five years. The 10-mg group was treated with 10 mg daily for 10 years, and the 5-mg group was treat-
ed with 5 mg daily for 10years.

Bone HG et al N Eng/ J Med 2004;350(12):1189-1199;
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AvTiIKOTOYMOTIKA OpAON KAl AVTIKATAYMATIKI
Opaon oTo 10Xio £MIBELAIWMPEVN ATTO KAIVIKEG
MEAETEG, METAVAAUOCEIC KOI CUYKPITIKEG MEAETEC

Euvoikn €mTidpaon oTnv mToIoTNTA TOU
oTTOYYWOOUG 00TOU a1TO PIOoWies (€m¢g 10 £tn)) aAAa
Kal @Aoiwdoug atrd Biowisg Kal HEAETN avaAuong

TTOPAMETPWYV APXITEKTOVIKAS TOU I0Xiou [Hip




