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22 biopsy samples were evaluable for qualitative
histology in participants with 10 years of denosumab
exposure; all samples showed normally mineralised
lamellar bone and no pathological findings (eg, osteo-
malacia, woven bone, or marrow fibrosis).” 21 biopsy
samples were evaluable for histomorphometry; these
samples showed that the antiresorptive effects of
denosumab were maintained over time. Remodelling




10 years of denosumab treatment in postmenopausal

women

with osteoporosis: results from the phase 3

randomised FREEDOM trial and open-label extension

Henry G Bone,
Astrid Fahrleit

Nadia 5 Daiza ﬂ'eh_ .*‘~.n

I1 BWagman, Maria L Brandi, Jacques P Bro '? nd Chapurat, Steven R Cummings, Edward Czerwiniski,
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Added value of this study

In a
Stuc

RANK-ligand inhibition with denosumab producec
increases in bone mineral density and a sustained ¢

ied with bisphosphonates, this long-term stuc

population of osteoporosis patients similar to those previously

y showed that
progressive

ecrease in

fracture risk, with a favourable safety profile, despite ageing of the
study population. These findings distinguish denosumab among
medications for long-term management of this chronic disease.

Lancet Diabetes Endocrinol 2017 Published Online May 22, 2017 http://dx.doi.org/10.1016/ S2213-8587(17)30138-9



ABSTRACT NUMBER: 337

Denosumab Treatment for 10 Years in Postmenopausal
Women with Osteoporosis Was Associated with
Substantially Lower Fracture Incidence Relative to Their
Baseline FRAX-Predicted Probability

Erintoon kataypdtov lapatnpnOiévrtov (FREEDOM +Ext)
IIpoPremopevoyv (FRAX) kor Exktipopevoyv (Vitrual Twin)
ot 10eTio

[MopotnpnOévra IpoPrenopeva FRAX ExTinopeva 6€ E1KOVIKO



O¢epoamevTikol Xtoyor oty Octeomopmon

Avénon BMD

Meimon Kivohvou KoTayUoToC
Aoc@alern Oepomeiog

Meimwon voonpotnToc amd TO KOTOY U

Meimon Bvnolpottog and 1o Kdtoyuo






IIpocappoousévn oty £ék0eon enimrtoon AE

(pvOuoi ava 100 acBevo-£tn)

Enéktoon etov 1-7

Ewoviké Denosumab (N = 2206) Yuveyag (N = 2343)
"Bt 1 2 3 4 5 6 7 1 2 3 4 5 6 7
f:l';‘g’é;g : SO PRNVEN 13 12 17 24 12 15 26
Kokon0&1eg ; MRS 19 25 19 28 17 26 16
FREEDOM é£tn 1-3 ‘E1n enéktoong 1-7
Ewoviko Ewoviko Denosumab Yvveymg Denosumab
(N = 3883) (N = 2206) N = 2343)
156.1 97.0
Aowpaéeg 30.7 19.9
Kaxkon0gieg 1.6 2.0
"ExCepoa 0.6 0.9
<0.1 <0.1
MoykpeatiTion <0.1 <0.1
10.4 10.3
Aoypndgerg 1.3 1.5
Kvttapitioa Epvcinehog <0.1 <0.1
0.8 0.8
0 <0.1
0

<0.1




10 years of denosumab treatment in postmenopausal
women with osteoporosis: results from the phase 3
randomised FREEDOM trial and open-label extension

Henry G Bone, Rachel BWagman, Maria L Brandi, Jacques P Brown, Roland Chapudat, Steven R Cummings, Edward Czerwiriski,
Astrid Fahrleitner-Pammer, David L Kendler, Kurt Lippuner, Jean-Yves Reginster, Christian Roux, Jorge Malouf, Michelle N Bradley,
Nadia § Daizadeh, AndreaWang, Paula Dakin, Nicola Pannacciulli David W Dempster, Socrates Papapoulos

two cases meeting the predefined criteria for atypical

temoral fracture, but the cumulative exposure-adjusted =2
ket participant incidence—including both the long-term and “*
All adverse 959

nfetion CTOSSOVET groups—remained very low (0-8 per 10000 .
1.6

Vel participant-years). Thus, many of the questions that were

Ezema ~ _ 13

Hypocakcaemia <01 0 <01 <0-1 <01 0 <01 01 0 <01 <0-1 0 01
Pancreatitis =01 - 0 =01 <01 <01 0 - 01 <01 01 . 0
Serious adverse events 117 . 10-8 12-0 115 123 115 129 12-6 14-4 115 123

Infections 11 14 15 16 14 14 13 19 23 12 - 2-6
Cellulitis or 0 0-2 01 02 01
erysipelas

Fatal adverse events 07 : 09 07 . 09
Osteonecrosis of the jaw 0 - 02 0 <01

Atypical femoral 0 : : 0 0
fracture
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Effect of Denosumab Compared with Risedronate in
Glucocorticoid-Treated Individuals: Results from the 12-
Month Primary Analysis of a Randomized, Double-Blind,
Active-Controlled Study
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Effect of Denosumab Compared with Risedronate in
Glucocorticoid-Treated Individuals: Results from the 12-
Month Primary Analysis of a Randomized, Double-Blind,
Active-Controlled Study
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ABSTRACT NUMBER: 2L

Effect of Denosumab Compared with Risedronate in
Glucocorticoid-Treated Individuals: Results from the 12-
Month Primary Analysis of a Randomized, Double-Blind,
Active-Controlled Study

Glucocorticoid-continuing (GC-C) Glucocorticoid-initiating (GC-1)

Sex—n (%)
Male
Female
Age (years) — mean (SD)
Medical Conditions of Interest — n (%)
Rheumatoid arthritis
Polymyalgia rheumatic
Systemic lupus erythematosus

Daily prednisone-equivalent dose
(mg) — mean (SD)
25 (OH) vitamin D (ng/mL) -
median (Q1, Q3)
BMD T-score — mean (SD)

Lumbar spine

Total hip

Risedronate
N=252

67 (26.6)
185 (73.4)
61.3 (11.1)

118 (46.8)
18 (7.1)
16 (6.3)

11.13(7.69)
28.0
(23.6, 36.3)

-1.96 (1.38)
-1.56 (0.96)

Denosumab
N=253

68 (26.9)
185 (73.1)
61.5 (11.6)

96 (37.9)
20(7.9)
15 (5.9)

12.29 (8.09)
29.2
(24.2, 37.6)

-1.92 (1.39)
-1.66 (0.96)

Risedronate
N=145

52 (35.9)
93 (64.1)
64.4 (10.0)

43(29.7)
52 (35.9)
4(2.8)
15.61 (10.25)
28.6
(24.2, 36.4)

-1.06 (1.57)
-0.98 (1.07)

Denosumab
N=145

52 (35.9)
93 (64.1)
67.5(10.1)

48 (33.1)
50 (34.5)
2(1.4)
16.57 (13.01)
28.8
(23.6, 36.0)

-0.92 (1.86)
-1.14 (1.00)
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Effect of Denosumab Compared with Risedronate in
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Annual Meeting

The proposed treatment recommendations were not age dependent
Patlents Wlth moderate to high risk should be treated, in descending order,

osphonates, intravenous bisphosphonates, teriparatide and

€ order o preference for these treatments was based on cost, efficacy, toxicity,
and patient preference

“For potential, there are emerging data suggesting that
. For this group, consider
as a second choice. Animal data suggest that IV bisphosphonates and
denosumab are harmful to the fetus,”

For organ transplant recipients, general recommendations can be followed with
two provisions: Kidney transplant recipients should have a work-up for metabolic

bone disease, and denosumab should not be used in people on multiple
immunosuppressants.

Osteoporosis medications can be discontinued in low-risk patients who stop taking
GC, but should be continued for those at moderate to high risk.
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Observations following discontinuation of long-term
denosumab therapy

M. R. McClung ' - R. B. Wagman® - P. D. Miller* - A. Wang? - E. M. Lewiecki®
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EDITORIAL

Cancel the denosumab holiday

M. R. McClung'

XVumTEPUCN,

Eivor e0Aoyo, oeoouévng g toyelag avénong tov  puOuov
OVOKOTOOKEVNG KOl TNG OOTIKNG OTMAELNC UETA TN OlLOKOT TOL
denosumab, 0Tt oakoAovOel upL  EMOTPOPN] TOL  KIVOUVOL
Katayuatoc. Omote,

. AloKOTTOVTOG, OKOUN KO V1o WKPO OldoTnua
Ol TPEYETE TOV KIVOLVO Oyl LOVO VO, YACETE OPKETO 1 OAO amO TO
KEPOIGUEVO OPELOC KOTA TN OldpKeln. NG Oepameiog aAld ekOETETE
tov acfevi) cog o€ €va U amodekTO KIVOLVO GTOVOUAIKOV
KOTAYLLOLTOC.

. Av vmapier OWUKOTY, TPETEL VA

YIVOUV T KOTAAANA0 PpaTto Yo vo TPpoAn@0scl n tayeia, 0oTIKN
ammAeln Kol 0 TOavOC AUecoc KivOuvog KTy LLOTOG.



10 years of denosumab treatment in postmenopausal
women with osteoporosis: results from the phase 3
randomised FREEDOM trial and open-label extension

Henry G Bone, Rachel BWagman, Maria L Brandi, Jacques P Brown, Roland Chapudat, Steven R Cummings, Edward Czerwiriski,
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Implications of all the evidence

The results of our study support the use of denosumab as primary
long-term therapy in patients with postmenopausal osteoporosis
similar to our study population. Unlike bisphosphonates, routine
interruption of treatment is not recommended.
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