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Greater BMD Gains with Denosumab Vs Risedronate in
Glucocorticoid-Treated Subjects: Results from the Final 24-Month
Analysis of a Randomized, Double-Blind, Double-Dummy Study

Kenneth Saagl, Nicola Pannacciulliz, Piet chscnsa, Jonathan D. Adachi®, Osvaldo D. Messina®, Jorge Morales-Torres’,
Ronald Emkey’, Peter W. Butler?, Xiang Yin® and Willem F. Lems®, University of Alabama at Birmingham, Birmingham,
AL, 2Amgu::n Inc., Thousand Oaks, CA, 3Maastricht University, Maastricht, Netherlands, ‘McMaster University, Hamilton,
ON, Canada, >Cosme Argerich Hospital, Buenos Aries, Argentina, f’liospital Aranda de la Parra, Leon, Mexico, 7]:‘mkcy
Arthritis & Osteoporosis Clinic, Wyomissing, PA, SvVU University Medical Centre, Amsterdam, Netherlands

>  ZKOMOC:
20yKpLon tng enidpaonc otn BMD Z.Z. kat woxiov tou Denosumab 60 mg/6m VS
Risendronate 5mg/day o€ aoBsveic uno GCs otoug 24 PLAVEC

» Mégdodbdot:
daong 3, SutAn TuPAR, TUXOLOTIOLNHEVN HEAETN
MANBUOMAG eVnAiKWVY
AP oteposdbwy yia >3 puriveg n >7.5 mg prednisolone <3 prveg
<50 €TWV: MPOATALTOUEVO OOTEOTIOPWTLKO H#
>50 etwv: T score<-2 N} <-1 KoL 0OOTEOTMOPWTLKO #
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Efficacy — Lumbar Spine BMD
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PercentChange From Baseline

12 18
Study Month Study Month

Risedronate (n=) 133 128 126 114 113 Risedronate (n=) 230 21
Denosumab (n=) 128 ri 119 109 107 Denosumab (n=) 228 209

P-value for denosumab vs risedronate by ANCOVA: "p £0.05; Tp < 0.01; ¥p = 0.001
n = number of subjects with observed values at baseline and the time point of interest
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Efficacy — Total Hip BMD Efficacy — Femoral Neck BMD

By Subpopulation By Subpopulation

GC-initiating GC-continuing GC-initiating GC-continuing
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12 18 24 ' : 12 ) ' ) : 12 18 ' 12 18
Study Month Study Month Study Month Study Month

Risedronate (n=) 128 128 111 Risedronate (n=) 216 215 Risedronate (n=) 128 128 Risedronate (n=) 216 215
Denosumab (n=) 120 119 104 Denosumab (n=) 218 217 Denosumab (n=) 120 119 Denosumab (n=) 218 ral

P-value for denosumab vs risedronate by ANCOVA: *p < 0.05; tp < 0.01; ¥p £0.001 P-value for denosumab vs risedronate by ANCOVA: *p < 0.05; Tp < 0.01; #p <0.001
n = number of subjects with observed values at baseline and the time point of interest n = number of subjects with observed values at baseline and the time point of interest
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Greater BMD Gains with Denosumab Vs Risedronate in
Glucocorticoid-Treated Subjects: Results from the Final 24-Month

Analysis of a Randomized, Double-Blind, Double-Dummy Study

Kenneth Saagl, Nicola Pannacciulli, Piet Geusens®, Jonathan D. Adachi*, Osvaldo D. Messina’, Jorge Morales-Torres®,
Ronald Emkey’, Peter W. Butler?, Xiang Yin? and Willem F. Lems®, 'University of Alabama at Birmingham, Birmingham,
AL, 2Amgu::n Inc., Thousand Oaks, CA, 3Maastricht University, Maastricht, Netherlands, “McMaster University, Hamilton,

ON, Canada, >Cosme Argerich Hospital, Buenos Aries, Argentina, {’Ilospital Aranda de la Parra, Leon, Mexico, 7]:‘1nkc:y
Arthritis & Osteoporosis Clinic, Wyomissing, PA, SVU University Medical Centre, Amsterdam, Netherlands

> SUUTTEPACLOTO:

v'To Denosumab untepeixe tn¢ Ploevépovatng we npoc tnv avénon tng BMD og ortovduAwkn 6TtiAn

Kot Loxio otouc 24 MAVEC
v Mapopotlo npodil acdpdaAeiag petal twv 2 group
v'To Denosumab potdlet va artoteAei MOAUTIHN OVTLOOTEOTIOPWTLKN OEPATEVTIKA EMLAOYK) OE

aoBeveic mou Aappdavouv YAUKOKOPTLKOELSR
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The Efficacy of Denosumab for Prevention of Osteoporotic Fractures in
Patients with Connective Tissue Diseases Receiving Very High Doses of

Glucocorticoid

Keiichiro Kadoba, Keisuke Nishimura, Hiroki Mukoyama, Rintaro Saito, Daisuke Waki and Toshihiko Yokota,
Department of Endocrinology and Rheumatology, Kurashiki Central Hospital, Kurashiki, Japan

» Backround:

v Avenapkr) dedopéva yia tnv avrikatoypatikr 6pdon tov Denosumab otnv GIOP.
v Antoucia Sedopévwy yla tnv anoteAsopatikotnta tov Denosumab og acBeveic rou
Aappavouv moAv vPnAéc daoeig GCs.
» ZKOMmOg:
v'Na Se1xO¢ei n amoteAeopatikoTnTa Kat N aopaAeia tov GappAKou oTouc acOeVEiC

owtoUc.
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The Efficacy of Denosumab for Prevention of Osteoporotic Fractures in
Patients with Connective Tissue Diseases Receiving Very High Doses of
Glucocorticoid

Keiichiro Kadoba, Keisuke Nishimura, Hiroki Mukoyama, Rintaro Saito, Daisuke Waki and Toshihiko Yokota,
Department of Endocrinology and Rheumatology, Kurashiki Central Hospital, Kurashiki, Japan

» Médoboul:

v AvaSpoptkn) peAETn aocBevwv pe CTDs tov EAafav apyikr §6on npedviloAovng >=
0.8mg/kg/day petafl 2012-2017.

v ZuunepAidpOnkav aobeveic ov {ekivnoav aviiooteonopwtiki Oeparnsia ite pe Denosumab
eite pe S1pwodpoviko pEoa o€ 6 UNVEG ATIO TNV EVapPEn TWV OTEPOELOWV.

v'56 acBeveic (Léon nAkia 65 eTwv) EAaBov BP.

v'16 ( néon nAwia 69) EAafav Denosumab.
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The Efficacy of Denosumab for Prevention of Osteoporotic Fractures in
Patients with Connective Tissue Diseases Receiving Very High Doses of
Glucocorticoid

Keiichiro Kadoba, Keisuke Nishimura, Hiroki Mukoyama, Rintaro Saito, Daisuke Waki and Toshihiko Yokota,
Department of Endocrinology and Rheumatology, Kurashiki Central Hospital, Kurashiki, Japan

» AnoteAéouarta:
| Biphosphonate
BMD femoral neck 0.79+0.11 g/cm2 0.87+0.23 g/cm?2 .
baseline 3 ORI -t Gtneshrtu
Osteoporotic fractures 7 (median f/u 30.9 m) 0 (median f/u 21.5 m) S
AVNFH (&onmrn 8 (14%) 0 -
VEKpwoN KEPAANG 8
unpraiov) S S S S
JON( Ooteovékpwon 1(2%) 1 (6%) -
yvaoou)
Napodikn 6 (11%) 3 (19%)

untacBeotiatpio
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The Efficacy of Denosumab for Prevention of Osteoporotic Fractures in
Patients with Connective Tissue Diseases Receiving Very High Doses of
Glucocorticoid

Keiichiro Kadoba, Keisuke Nishimura, Hiroki Mukoyama, Rintaro Saito, Daisuke Waki and Toshihiko Yokota,
Department of Endocrinology and Rheumatology, Kurashiki Central Hospital, Kurashiki, Japan

> SUUTmEpOCLOL:

v'To Denosumab givat pa xpriotpun evaAlaktiki Oepaneia yio tnv npodpuAaén
oo ON og acOeveic mov Aapfavouv oA vPnAég booelg GCs , £xovtag

TouAaxilotov Loaia anoteAeopatikotnta Kot achaiela pe to Sipwodovika.
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Abaloparatide for Risk Reduction of Nonvertebral and Vertebral Fractures in
Postmenopausal Women with Osteoporosis: A Network Meta-Analysis

Jean Yves Reginslerl., Florence Bianicz., Rosanne Campbellz., Monique Martinz., Setareh A. Williams® and Lorraine A
Fitzpatrick®, 'Université de Liege, Liege, Belgium, “inVentiv Health, London, United Kingdom, *Radius Health, Inc.,
Waltham, MA
» ZKOmOg:
v Metatotv@Au o TUXOAULOTIOLNHEVWV EAEYXOMEVWV HEAETWV £w¢ 12/2017
v EKTipnon tn¢ Oepansvtikic §pdonc tng Apnalonapatidéng cuykpVOUEeEVN HE AAANEG
OLVTLOOTEOTIOPWTLKEG ALY WYEG:

alendronate, denosumab, ibandronate, raloxifene, risedronate, romosozumab, strontium

ranelate, teriparatide, zoledronic acid.
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Abaloparatide for Risk Reduction of Nonvertebral and Vertebral Fractures in
Postmenopausal Women with Osteoporosis: A Network Meta-Analysis

Jean Yves Reginslerl., Florence Bianicz., Rosanne Campbellz., Monique Martinz., Setareh A. Williams® and Lorraine A

Fitzpatrick®, 'Université de Liege, Liege, Belgium, “inVentiv Health, London, United Kingdom, *Radius Health, Inc.,
Waltham, MA

> AroteAéouaro:

» Znovéuldika katayuata (VF):

v'H Apntalomnoportidn gixe to KaAUTepPO amotéAeopa cuyKpLtika pe to placebo (RR 0.13; 95%
Crl: 0.04-0.34) , p€ Ti¢ EKTIMNOELS va ekteivovtal petagl 0,27 yia tnv Tepunapatién kat 0,71
yla to Ztpovrtio.

» Mn ontovéuldika katayuata (NVF):
v'H Apntadomnoportidn £6€L€e to kaAUtepo amnotéAeopa évavtt tou placebo (RR 0.39; Crl: 0.15-
0.90) ko peiwon Tou Kataypotikol Kvélvou Evavtl

d Tepumapartidng (RR 0.45; Crl: 0.17-1.03)

(1 Denosumab (RR 0.47; Crl: 0.18-1.12).
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Abaloparatide for Risk Reduction of Nonvertebral and Vertebral Fractures in
Postmenopausal Women with Osteoporosis: A Network Meta-Analysis

Jean Yves Reginslerl., Florence Bianicz., Rosanne Campbellz., Monique Martinz., Setareh A. Williams® and Lorraine A
Fitzpatrick®, 'Université de Liege, Liege, Belgium, “inVentiv Health, London, United Kingdom, *Radius Health, Inc.,
Waltham, MA

> SUUTTEPACLOTO:

v'"Me Bdon tnv napovoa petaavaluon, n Oepaneia pe Apnadorapatidn epdadvios
MIKPOTEPO OXETIKO Kivduvo (Relative Risk, RR) t060 yia 6rtovOUuALKA 600 Kol yia pn
OTMOVOUALKA Kataypata Evavtl tou placebo, ouykplwvopevn pe dAAec Oeparmneiec otn

HETEUUNVOTIOLUOLOLK) 0OTEOTIOPWON.
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T-Score As an Indicator of Fracture Risk on Therapy: Evidence from
Romosozumab Vs Alendronate Treatment in the Active-Controlled Fracture
Study in Postmenopausal Women with Osteoporosis at High Risk Trial

Felicia Cosman', E. Michael Lewiecki?, Peter R ]:‘bc:ling3, Eric Hesse®, Nicola Napoli®, Daria B Crittenden®, Maria
Rojeski®, Wenjing Yang®, Cesar Libanati’ and Serge Ferrari®, 'Columbia University, New York, NY, New Mexico Clinical
Research & Osteoporosis Center, Albuquerque, NM, 3Monash University, Melbourne, Australia, 4Univc:rsity Medical

Center Hamburg-Eppendorf, Hamburg, Germany, *Campus Bio-Medico University of Rome, Rome, Italy, “Amgen Inc.,
Thousand Qaks, CA, "UCB Pharma, Brussels, Belgium, "Geneva University Hospital, Geneva, Switzerland

» Backround/ 2korntoc:

v"H BMD €ivat 1oXupO¢ TPOoyVWOoTIKOE TTOLPAYOVTOC TOU KOTOYHATIKOU KIvdUVoU o€ acBeveic
Xwpic Ospaneia.
v'Na SeixO¢ei av ta T scores petd amno 1 xpovo Bepaneioc oxeti{ovron HE TOV KATOYHOATIKO

Kivbuvo



Octeomropwon ACR 2018

» Méedobol:
Double-blind Open-label

Enrolled
(1:1) Daily calcium (500-1000 mg) and vitamin D (600-800 IU)
N =4093
Alendronate
70 mg PO QW
N = 2047

—

Month 0 12 24 36

Alendronate
70 mg PO QW

Thoracic and lumbar spine x-rays @ [ ] [ ) [ ]
0 )

DXA> @ 0

aMedian (interquartile range) follow-up time for entire study (double-blind + open-abel) was 2.7 (2.2, 3.3) years and for open-label period only was 1.9 (1.4, 2.4) years. "BMD was
assessed at months 6 and 18 in a subset of patients in the DXA substudy; n = 167 PO = orally; QM = once monthly; QW = once weekly; SC = subcutaneously.

v'Post hoc avéAuon otnv ARCH study tn¢ petaBoAic twv T scores PeTd amd 1 xpOvo aywyrng He
Romosozumab 1} Alendronate o€ .2 kat wo)io.
v'Ixéon peta€u T scores Kat EpdAavion un orovSuAKwV Katoypdtwv(NVT).

v’ Z0YyKpLon 6TtoVOUALKWV, i GTTOVSUALKWV Kalt Kataypuatwyv wxiov otnv open label nepiodo.
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» % uetaBoAn tnc¢ BMD arno to baseline otouc unvecg 12 kot 24
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Mean Spine and Total Hip T-score Change From
Baseline and T-score Achieved at Months 12 and 24

N = 18262 N = 18292

Mean T-score Mean T-score Mean T-score Mean T-score
Change Achieved Change Achieved

Month 12 Romosozumab Alendronate
Lumbar spine 0.89 —-2.07 0.33 —2.63
Total hip 0.31 247 0.15 -2.63

Romosozumab-to- Alendronate-to-
Month 24 Alendronate Alendronate

Lumbar spine 1.00 -1.97 0.48 -2.49
Total hip 0.36 -2.40 0.18 —2.99
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Subject Incidence of Fracture During the Post-
Romosozumab Open-label Alendronate Period

[ Alendronate after 12 months of alendronate Alendronate after 12 months of romosozumab
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Fracture Risk in Year 2

RRR=75%
p < 0.001

1.2%

New or Worsening Vertebral®

76/1568 191573

Fracture Risk During Open-label Period

RRR = 19%
p=0.120

RRR = 40%
p = 0.041

| |

Nonvertebral ® Hip®
12711726 1051739 4211726 251739
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> SUUTTEPOCLIOTOL:

v'Ta upnAotepa T score oAwkoU woxiov o€ amodAutn tipi e Romosozumab oxetiotnkov pe

XapnAotepa mocootd Kataypatwyv otnv follow up nepiodo pe aviiooteokAAoTIKA aywyn .

v'H pétpnon oto oAko Loyio mpoéPAeme kaAUTepa TRV IIBOVOTATO Yot LEAAOVTLKO KATOYHOL KO

rnbava puropei vol XpnoLHOTOLELTOL GOV OEPATIEVTIKOG OTOXOC OTNV OOTEOTIOPWON

v'H onpavtikn avénon tng BMD pe to Romosozumab unodnAwvel 6t Oa propouce va £XeL

ONMAVTIKO pOAo otn Bepaneia acBevwv pe VP NAO KATAYHATLKO Kivouvo.
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Lateral DXA More Effective in Detecting Osteoporosis Than Conventional
DXA in Axial Spondyloarthropathy

Gillian F 1tg;.,erald1 =, Jason “e"»ﬁ.x'@.t::3 Tochukwu Anachebe®, Ronan Mullan David Kane®, Kevin McCarroll’ and Finbar O’
Shea?, 'School of Mcdlcmc Trinity College Dublin, Dublm 2, Ireland, “Rhc:umamlngy St. James’s Hospital, Dublin 8,
Ireland, *School of Computer Science and Statistics, Trinity College Dublin, Dublin 2, Ireland, “Department of
Rhc:umamlngy, St. James’s Hospital, Dublin 8, Irc:land, *Department of Rhc:umamlngy,, 'lhllaght Hospital, Dublin, Ireland,
°Department of Rheumatology, Tallaght Hospital, TCD, Dublin 24, Ireland, 'Department of Medicine for the Elderly, St.
James’s Hospital, Dublin 8, Ireland

» Backround:

v'Ztnv AxSpa, n orttoBomnpocOia (PA) DXA, umepeKTind Tnv BMD.
v Ae SLoKpivel HETAy GXNUATIOHMOU VEOU 00TOU Kall GITOVSUALKOU GWHOLTOC.
v'H nAdywa (lateral) DXA «amodelyel» tnv 00TIKA UTtEpTAacia.
» ZKOmog:
v'20ykplon lateral DXA pe PA DXA ooduikn poipa 2.2.
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Figure 1: Plot of difference between AP and lsteral BMD. The diabhed ine indicates equal BMD for

» AnoteAéouara: Bath canaing methods.

v'110 aoBeveic, 81% mNY criteria

BMD AP versus Laterad

v'H lateral BMD Bp£0nKe onpavTikd PKpOTEPN Ao
tn PA BMD pe péon dwadopa 0,337 g/cm?2 < ]

v'H lateral DXA avixvevoe 1o toAAEG MEPLTTWOELG

ooteomneviag (27 vs 17) kaw ooteonopwong (16 vs 2) o v %

v Zuvbualopevn pe hip DXA, pe tn lateral DXA f 8 . o I
XapaKtnpiotnKe To 52% TtnC KOOPTNC VoL £XEL ] : .;"w 9
HEWWMEVN BMD, cuykputikd (e to 36% pe tnv PA = 1 ' o |

DXA (p<0.01)

Lateral BAMD



OcTteomropwon ACR 2018

> SUUTTEPAOUOTOL:

v'H lateral DXA avixveUEL TEPLOGOTEPEC MEPUTTWOELS XAMNARC BMD amé tnv PA DXA
otnv ooPpulkni poipa Z.2. o aocBeveig pe AXSpA.

v'Me tnv PA DXA xAvetot n S1dyvwon o€ £va OnHavTILKO TOC00TO acOsvVwWV.

v'H lateral DXA amnoteAei npoktikf Kat epappootun Avon ya th dtdyvwon XoapnAnig

BMD otoug acBeveic autoUg kat Oa prmopouvoe va OewpnOei kaAn evaAAaKTIKA

HEBGodOC.
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Are ACPA Associated with More Bone Loss over Time in Patients with RA?

Emma de Moel', Josephine Amkreutz', Lotte Heimansz., Cornelia F Allaart3., Tom W.J. Hui;ginga4 and Diane van der
Woude?, theumatnlﬂgy., Leiden University Medical Center, Leiden, Netherlands, Internal Medicine, Leiden University
Medical Center, Leiden, Netherlands, *Department of Rheumatology, LUMC, Leiden, Netherlands, *Department of
Rheumatology, Leiden University Medical Center, Leiden, Netherlands

> Backround:

v'Ta ACPA £xouv ouvdeBei pe thv maboduoioloyia TnG 0GTEONEVIAC, ULt GUXVRA

ocuvvoonpotnta otoug aacOeveic pe PA, kaOwcg ouvdEovtal amevBeiag pe Toug

OOTEOKAQOTEC.

v Ayvwotn n enidpach touc otnv BMD Kkat otn HetaBoAr TG otn SLAPKELO TOU XPOVOU.
» JKOTOG:

v EKTipnon tng enidpaonc twv ACPA otn petaBoAr tng BMD otnv ropeia Tou Xpovou o€

acBOeveic pe PA.
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Are ACPA Associated with More Bone Loss over Time in Patients with RA?

Emma de Moel', Josephine Amkreutz', Lotte Heimansz., Cornelia F Allaart3., Tom W.J. Hui;ginga4 and Diane van der
Woude?, theumatnlﬂgy., Leiden University Medical Center, Leiden, Netherlands, Internal Medicine, Leiden University
Medical Center, Leiden, Netherlands, *Department of Rheumatology, LUMC, Leiden, Netherlands, *Department of
Rheumatology, Leiden University Medical Center, Leiden, Netherlands

» Médoboul:

v Etjola DXA katd tn Sidpkela S5etouc f/u

v'412 aoBeveic pe recent onset RA mou cuppeteixov otnv IMPROVED study, Ospansuvpévol pe tight
control otpatnywkn.

v'MeAet)Onke n enidpoaon twv ACPA oto Z-score OM2Z/1oxiou, KABWC Kal n enintwon
OOTEONEVIOG/00TEOIOPWONG OTNV TTOPELXL TOU XPOVOU.

v Adjustment Twv avaAUoswv yia nAwkia, dUAo, BMI, KATVIopO, SLAPKELO CUUTTTWHATWY,

gvepyotnta vooou, AqPn oteposldwyv, dipwodovikou, acBeotiov.
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Are ACPA Associated with More Bone Loss over Time in Patients with RA?

Emma de Moel', Josephine Amkreutz', Lotte Heimansz., Cornelia F Allaart3., Tom W.J. Hui;ginga4 and Diane van der
Woude?, theumatnlﬂgy., Leiden University Medical Center, Leiden, Netherlands, Internal Medicine, Leiden University
Medical Center, Leiden, Netherlands, *Department of Rheumatology, LUMC, Leiden, Netherlands, *Department of

Rheumatology, Leiden University Medical Center, Leiden, Netherlands

> ArtoteAéouarta:

v ACPA(+) aioBeveic eixov onpavtikd xapnAdtepo Z-score o OM2Z (p=0.04) kaw Loxio
(p=0.01) oto baseline.

v'Aev urtiipxav Stadopéc otnv enintwon ooteonevioc/ooteondpwong oto baseline
peta€0 ACPA(+) kot ACPA(-) acBevwv (OR (95% Cl) 1.02 (0.55 to 1.19)).

v Oetik@ ACPA 8ev oxetiotnKav He HEYAAUTEPN HELWON OTO Z-score oTh SLAPKELDL TOU
XpoOvou o OM2Z (p=0.043) kot Loxiov (p=0.66).

v Kapio enidpoon twv ACPA otnv avantuén octeoneviag/ooTteonopwonc ot StapKeLa

TOoU Xpovou (p=0.23).
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Are ACPA Associated with More Bone Loss over Time in Patients with RA?

Emma de Moel', Josephine Amkreutz', Lotte Heimansz., Cornelia F Allaart3., Tom W.J. Hui;ginga4 and Diane van der
Woude?, theumatnlﬂgy., Leiden University Medical Center, Leiden, Netherlands, Internal Medicine, Leiden University
Medical Center, Leiden, Netherlands, *Department of Rheumatology, LUMC, Leiden, Netherlands, *Department of
Rheumatology, Leiden University Medical Center, Leiden, Netherlands

> SUUTTEPAOUOTOL:

v XapnAotepn BMD o€ acBeveic pe PA kot ACPA(+) oto baseline.
v'2e acBeveic pe PA oc Udeon Adyw tight control OgpaneuTiKig oTpATNYIKAG OV AOUGLAIEL N
ocuvotnpatiknl ¢Aeypovi, n nopovoia ACPA dev oxetiletal pe anwAela 06TIKAG LAlog LETA TV

€vapén tng vooou.
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Risk of Venous Thromboembolism with Selective Estrogen Receptor
Modulators for Postmenopausal Osteoporosis: A Meta-Analysis of
Randomized Trials

Rashmi Dhital', Dilli Poudel?, Bidhya Timilsina®, Theresa Lynn3, Colin Peters®, Oreoluwa Oladiran®, Prem Parajuli3,
Prakash Paudel* and Anthony Donato’, 'Reading Hospital-Tower Health System, West Reading, PA, “Internal Medicine,
Reading Hospital-Tower Health System, WEST READING, PA, 3Rc:ading Hospital, West Reading, PA, “Internal Medicine,

Berkshire Medical Center, Pittsfield, MA
» Backround:

v O1 Selective Estrogen Receptor Modulators (SERMs) armoteAouv pia armo Tt SLtaBEotpeC
OEPAMEVTIKEG EMAOYEC VLA TN LETERHNVOTIOLUCLOKI) OOTEOTIOPWON.
v'H Raloxifene (éykpion 1997) oxetiotnke pe avénuévo kivbuvo BpopBospBoAkwv enelcodiwv
(VTE).
v'H Lasofoxifene ko n Bazedoxifene (FDA éykpion 2005 ko 2013) epdavioov mowkida
arnoteAéopata otic peAeteg yua VTE.

» JKOTOG:
v'MetaavaAuon twv 11 RCTs yia va a§loAoynOei to pioko yia VTE pe toug SERMs.
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> AnoteAéouara:

v'Ze 11 RCTs (39,920) to pioko yia VTE pe kGO SERM Ritav onpavtikd avénpévo [odds
ratio (OR) 1.7, 95% Cl 1.37-2.12, p<0.001, 12=0%]

SEFRM Placebho Odds Ratio Oudcks Faltio
Shudy or Subggoup Bvenis  Tolad Bvends  Total Wesght M.H, Randomn, 95% C1 Yoo M-H, Random, 95% Cl
Johinston 2000 1 B5% Q J86 0 5% 1001004 J464] 2000 1
Morn 2003 0 182 0 97 Nt estmable 2003
Grady 2004 59 5129 14 X578 4D% 21319, 382 2004 [P
McClung 2006 . 327 1 83 0 8% 050005 563 2006 g |
Siverman JOOH 10 184% 5 1885 £ 1% 04070 S99 2008 S pi—
Miller 2009 4 1% 1 284 1.0% 09910110, 887 2008 "1
Mosts 2009 103 S044 T S05T S16% 146[1.08 199] 2000 -1
Cummings 2010 85 5704 18 7852 18.4% 238[1.43 397 2000 g
Xy o 1] 145 Q 239 Not estmabide JOU
Eabaska 2011 0 283 Q 142 Not estmable 2011
Palacios 2015 32 3758 10 1285 95% 161 (079, 328] 2015 ( BoilR
Total (95% Ch 24534 15386 100.0% 1.70 11,37, 2.12] #
Total evenis 296 130
Heterogeneity Taw"=000. Chi= 4 85 =T (P=070). F= 0% E 001 " j 1‘0 10127*::

Test for overal efect 2= 4.76 (F « D.00001)
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> AnoteAéouara:

v'Ztnv umoavAaAuon, To pioko He Toug vedtepouc SERMSs rtav peyaAUtepo [OR 2.0, 95 % Ci
1.33-2.98, p<0.001, 12=0%]
v'To pioko pe tn Raloxifene Atav peyaAutepo and to placebo, aAld xopnAotepo

OUYKPLVOUEVO e TouG AAAoug SERMs [OR 1.58, 95 % Cl 1.22-2.05, p<0.001, 12=0%]

FLaboxiere Placebo Owdds Flatio Odds Ratio
Shudy o0 Subgr owup Fvonts Tolal Pvents Tolal Weight M.H Random, 95% C1  Yea M.H, Random, 95% C]
Jormgton 2000 1 859 o 288 0/ 100 004, 24 64] 2000 e — E—
Girdy 2004 59 5129 14 2578 198% 2131119, 387 X004 -
McClung 2008 0 163 1 83 07% QAT 001, 817] 2006 *
Silverman 2008 10 184% S 188% 59% 204 10,70, 599 008 i T i
Modca 2009 103 S044 T S05T Tiow 1.46 (108,189 X009 .
Total (5% C1) 13044 G287  100.0% 1.58 [1.22, 2.0%] L
Total events 173 a1
Heterogeneiy Tau"s I:‘-:‘lv Chi"s 341 (= 4 (F e Q048 "= 0% oo e ! * Imi
Tast for overall effect 2= 3 4% (F = 0.0008) F s Ralosifensl F urs feoenrol]
Mon-raloxdene SERM Flacebo Odids Ratio Oids Ratio
Stusdy ot Subge oip Fvonts Total Fveris Total Weight BAH, Random, 95% C1 Yo _ M-H, Famdeam, 95% C1
MeClung J008 F | 164 f B3 15% 101 0%, 1133 2006 B
Miller 2009 3 a870 1 4 s 08800 245 2009 z T
Cummings 2010 B4 6704 18 1852 B21% 23810 43 397 2010 = 3
Rabashi 2011 0 193 0 147 Not estenable 2011
W 2001 0 248 0 Im Not éstienable 2011
Falacios 1015 E ¥ 3753 10 1885 319% 161 078 328] 2015 -
Total (95% CH 19027 5485  100.0% 200 [1.33, 2.99) &
Tokal ovenis 122 30
td&/‘,qnjlu?t:é,\h Tan"= 000 C r.’ - l.ﬁ_ﬁl .m- 3P =068 "= 0% ?ﬂ oy n¢‘ ] "7 wnnv‘
TSt for owerall effect I= 3 37 (P = 0. 0008) Favours ISERMI  Favours Iolacebol
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Risk of Venous Thromboembolism with Selective Estrogen Receptor
Modulators for Postmenopausal Osteoporosis: A Meta-Analysis of
Randomized Trials

Rashmi Dhital’, Dilli Poudel?, Bidhya Timilsina®, Theresa L;..fnn3, Colin Peters®, Oreoluwa Oladiran®, Prem Parajuli';,
Prakash Paudel* and Anthony Donato®, 'Reading Hospital-Tower Health System, West Reading, PA, “Internal Medicine,

Reading Hospital-Tower Health System, WEST READING, PA, 3B‘J::ading Hospital, West Reading, PA, *Internal Medicine,
Berkshire Medical Center, Pittsfield, MA

> SUUTTEPAOLOTOL:

v'To pioko ywa VTE ¢aiveral va ivat avénuévo pe kdOs SERM.

v TMapodtt yia Touc vedtepous SERMs €xel avadepBei KOAUTEPO KaApSLAYYELOKO
NEOGIA (LELWHEVO LOXOLULKA KOPSLOKA Kol EYKEPAALKA ETIELOOSLA), CUYKPLTLKA UE TN
Raloxifene, o kivbuvog yia VTE daivetal mapopolog i Ko LeyaAUTEPOG LE AUTOUG

TOUG MTOLPALYOVTEG.
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» EMUTAOKEG OVTLOOTEOTIOPWTLKWYV BEPATELWV:

JKataypata petd tn dtakonn tov Denosumab

(a6 tnv optAia tou Kenneth Saag)
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» AntwAewla 06TIKAC palac Heta tn dtakomnn tov Denosumab

Table 2 BMD measured by DXA (media = D.S.) in 38 patients at the
end of FREEDOM/extension study and after 17 months of denosumab

discontinuation
End of Follow-up Change % P
reatment
L1-L4
BMD (g,-"um:} 1.005 £ 0.108  0.923 = 0.090 <0.01
T-scome —1.5+£09 —-2.1£07 < .01
Z-score 0310 —03+08 < .01
FN
BMD (g,-"um:} 0.820 £ 0081 0.770 £ 0.083 <0.01
T-scome - 1307 - 1.7+07 < .01
Z-score 0.6 £0.7 0.2+£0.8 < .01
TH
BMD (g,-"um:} 0.866 =008 0.794 £ 0091 <0.01
T-scome - 1.1 £0.7 - 1.7+08 < 0.01
Z-score 0.7 0.7 0.1 0.8 < 0.01

All changes were statistically significant (p < 0.05)

Zanchetta et al. Osteoporos Int, 2018;29:41
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» Kataypata peta tn dwakonry Denosumab
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Fig. 2. Exposure-adjusted rates of (A) any and (B) multiple vertebral fractures in participants who received placebo or denosumab in the FREEDOM study
and denosumab in the Extension before (white bar) and after (gray bar) discontinuing treatment. DMAb = denosumab; PBO = placebo; r = rate per 100
participant-years.

Cummings et al. ] Bone Miner Res, 2017
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»H yopnriynon Zoledronic acid pnopei va unv avaoteAAEL tnv anwAsioa BMD
peta to Denosumab!
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Reid et al. Calcif Tissue Int, 2017
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» KaBuotepwvrag tn xopnynon Zoledronic acid peta to 6pnvo ano tn dtakomnn

Denosumab, petpialetat n anwAsio BMD!

Zoledronate Post-Trial
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Horne et al. Calcif Tissue Int, 2018
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»Note va divetal to dipwodpoviko petd tn dwakonn tov Denosumab?

If you Stop Denosumab When Should you
Start a Bisphosphonate?

No consolidation
ZOL consolidation at 9 months
ALN consolidation at 6 months

Bone turnover
markers

Alendronate Alendronate
start (ALN) cessation

Normal range

A

Months

Last denosumab Zoledronic acid
iniectinn iniectinn (ZOI1 )

Chapurlat R. Joint Bone Spine 2018;85:515




