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

Percentage change from baseline
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Bone HG et al Lancet Diabetes Endocrinol 2017
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10 years of denosumab treatment in postmenopausal
women with osteoporosis: results from the phase 3
randomised FREEDOM trial and open-label extension
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Bone HG et al Lancet Diabetes Endocrinol 2017



. BMD Changes in 5tudies Included in the Meta-Regression

lournal of Bone and Mineral Research, Vol. 34, Mo, 4, Month 2019, pp 632-642.
DOl: 10.0002/jbmr.3641

modif by Rossini
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A TH BMD (%) A FN BMD (%) A LS BMD (%)
Author (year) Drug Study duration (years) Placebo Active Placebo Active Placebo  Active
Anti-sclerostin antibody
Cosman (2016)""® Romosozumab 1 0.00 680  -0.70 5.20 0.00 13.30
RANKL inhibitor
Cummings (2009)"’ Denosumab 3 -1.00 5.00 NA NA 0.05 9.25
Nakamura (2014)% Denosumab 2 -1.10 460 -1.10 4.00 0.10 9.10
PTH(1-84) and PTH analogs
Miller (2016)"® Abaloparatide 1.5 -0.10 418 -0.43 3.60 0.63 11.20
Neer (2001)" PTH(1-34) 18 -1.00 3.10 -0.70 3.95 1.10 11.70
Nakamura (2012)~ PTH(1-34) 14 0.10 3.10 -0.50 1.80 0.30 6.70
Fujita (2013)'" PTH(1-34) 1.5 NA NA NA NA 0.50 440
Greenspan (2007)"" PTH(1-84) 14 -1.09 1.02 -0.69 1.78 032 6.53
Bisphosphonate
Liberman (1995)=% Alendronate 3 NA NA -1.30 3.53 —0.80 6.83
Black (1996)"% Alendronate 3 -1.50 3.20 -0.40 3.70 1.80 8.00
Cummings (1998)"* Alendronate 4 -1.60 340  -0.80 3.80 1.50 8.30
Hosking (1998)° Alendronate 2 -1.40 1.45 NA NA -180 290
Pals (1999)" Alendronate 1 0.10 3.10 -0.20 2.30 0.10 5.00
Greenspan (2002)°% Alendronate 2 NA NA -0.10 3.30 2.00 6.40
Black (2007)™ Zoledronic acid 3 -200 402  -1.00 406 020 690
Lyles (2007)"*" Zoledronic acid 5 090 550 070 360  NA NA
Boonen (2012)*¥ Zoledronic acid 2 0.20 2.30 0.10 3.40 1.60 7.70
Nakamura(2017) “* Zoledronic acid 2 070 330 -050 350 0.30 7.90



Clinical effectiveness of denosumab, raloxifene, romosozumab, and
teriparatide for the prevention of osteoporotic fragility fractures: A
systematic review and network meta-analysis

E.L. Simpson~, Marrissa Martyn-St James, Jean Hamilton, Ruth Wong, Neil Gittoes, Peter Selby,
Sarah Davis

Effects of treatment on vertebral fractures relative to placebo.

modif by Rossini
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ALN = 0.50 (0.40,0.84) (0.32,0.81) B(0%)
RIS = 0.52 (0.42,0.65) (0.32,0.82) B(0%)
RLX .. 0.81 (0.44,0.80) {0.38,0.58) 10(0%)

Bone 130 (2020) 115081



Change in Bone Density and Reduction in Fracture Risk:
A Meta-Regression of Published Trials

improvements in BMD with osteoporosis therapies may be
useful surrogate endpoints for fracture

Total Hip BMD Femoral Neck BMD Lumbar Spine BMD
12 12 12
2=0.56, p=0.0002 r=0.54, p<0.0001 =063, p<0.0001
10 ) 10 10
L 08 ’ L 08 . 02
Vertebral 2 2 ]
o @ F
2 06 2 06 2 D6
Fracture £ = =
& & &
04 04 0.4
02 0z 02
00 0.0 oo
1] 2 4 & 8 0 2 4 6 8 0 4 g 12 16
Percent Difference in BMD (A Treatment - A Placebo) Percent Difference in BMOD (A Treatment - A Placebo) Percent Difference in BMD (A Treatment - A Placebo)
Total Hip BMD Femoral Neck BMD Lumbar Spine BMD
12 12 12 .
r?=0.48, p=0.013 o r?=0.42, p=0.017 O =022, p=0.08
10 10 10
P
Hip e 08 - 038 1 £, (@] % 0.8 O
= S =
Fracture £ os £ os 2 os (
- A =
E & © ] o
D4 0.4 - 04
02 02 0.2
oo 0.0 a0
0 2 a 6 2 0 2 ') 6 ] 0 ] 2 12 16
Percent Difference in BMD (& Treatment - 4 Placebo) Percent Difference in BMD (A Treatment - & Placebo) Percent Difference in BMD (A Treatment - A Placebo)
Treatment
O Alendronate  © Arzoxifene  © Calcitonin Clodronate O Denosumab
Etidronate lbandronate © Lasofoxifene © Raloxifene © Bazedoxifene

Risedronate O Tibolone © Zoledronic acid  © EstrogentProg ©PTH 1-84
@ PTH 1-34 © Odanacatib  © Romosozumab @ Abaloparatide

modif by Rossini Bouxsein et al, JBMR, 2019



Percentage of subjects with a osteoporosis
attaining T-scores of osteopenia with denosumab
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Ferrari et al, JIBMR, 2019



Relationship Between Bone Mineral Density T-Score and
Nonvertebral Fracture Risk Over 10 Years of
Denosumab Treatment
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importance of follow-up BMD measurements in patients receiving denosumab
therapy because BMD remains a robust indicator of fracture risk

modif by Rossini Ferrari et al, JBMR, 2019



Osteoporosis International
https://doi.org/10.1007/500198-020-05569-9

ORIGINAL ARTICLE
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Is a treat-to-target strategy in osteoporosis applicable in clinical updates

practice? Consensus among a panel of European experts

T.Thomas' - E. Casado? - P. Geusens>*+ W. F. Lems® - J. Timoshanko® - D. Taylor” - L. C. Hofbauer®
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Transitioning from BPs to Dmab is more effective in increasing BMD at all sites
than continuing treatment with BPs
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Miller PD, et al. Osteoporos Int 2020;31:181-91. modif by Rossini



Nota 79 AIFA per la Prevenzione Primaria

Prevenzione primaria in donne in menopausa
0 maschi >50 anni con rischio di frattura elevato

Trattamento >3 mesi, Trattamento in T score BMD colonna T score BMD colonna
anche solo in previsione, corso di blocco 0 femore <-3 0 femore <-4

con prednisone >5 mq/die ormonale adiuvante
0 equivalenti di altri corticosteroidi

Storia familiare Comorhilita a rischio di frattura
di fratture vertebrali (AR e altre connettiviti, diabete,
e/o di femore BPCO, MICI, AIDS, Parkinson,

sclerosi multipla, grave disabilita motoria)

Alendronato (+ vit D), Alendronato (¢ vit D), [ scelta:
risedronato, zoledronato risedronato alendronato (& vit D), risedronato

zoledronat€ denosumab |

11 scelta:

Clenosumab > denosumabeoledronato, ibandronato, raloxifene, bazedoxifene
|

IIT scelta:
stronzio ranelato

20-5-2015 GazzeTrTa UrFiciaie DELLA RErUBELICA ITATIANA Serie generale - . 115




Adjuvant denosumab in breast cancer

A
309 Hazard ratio vs
Fractures (n)/patients (n) placebo pvalue
— Placebo 176/1708 050(0-39-0:65)  <0-0001
254 —— Denosumab 9y

204

Risk of fracture (%)
o]
1

o T T T T T T T T T T T T
[ 12 18 24 30 36 42 48 54 60 66 72
Time since randomisation (months)

Number at risk

Placebo 1709 1660 1470 1265 1069 921 785 637
Dencsumab 1711 1665 1488 1207 1118 965 823

513 384 5 185 112
688 549 432 305 221 116

modif by Rossini

B Fractures (n)/patients (n)
Denosumab Placebo

Aromatase inhibitor before randomisation

Mo 0 16/270 29/269

Yes — 7611441 147/1440
Baseline bone mineral density

T-score <-1 —— 48773 BATTS

T-score =-1 — D 43/938 03/034
Age (years)

<60 —_— 25507 4149

60-69 —_—T— 427782 83755

=70 ! 257422 L3475
Tstage

TOMisT1 —{t+— 62/1232 1311236

T2T3T4 —_—0 30/479 44/467
Modal status

MNegative —— 601240 125/1196

Positive —_—0—t 317462 S1/506
Grade

Gl =, 107365 16/338

G2/GX S . S 6711038 120/1028

G3 = 157303 3339
Histology

Ductal invasive — 661261 13312375

Ductal lobular O 187312 31290

Other 0 8131 117140
Hormone receptor status

Oestrogen receptor negative 1 16/305 30273

Or progesterone receptor negative

Oestrogen receptor positive —1— 75/1405 146/1434

OF progestercne receplor positive
HERZ status

Megative —— 86/1605 163/1592

Positive . 6/103 13113
Previous chemotherapy

None _ £5/1288 1311287

Adjuvant _— 217338 30/329

Neoadjuvant o8s 1593
Entire patient population overall —B— 92/1711 176/1709

[ T T T | T T I 1
01 05 2 3

Hazard ratio (denosumab vs placeba)

Gnant et al, Lancet, 2015



Denosumab versus risedronate in glucocorticoid-induced
osteoporosis: a multicentre, randomised, double-blind

A Glucocorticoid continuing

6— Lumbar spine — Total hip Femoral neck
o) I Risedronate 4.4%F +
% 5+ [ Denosumab —
E |
C.l
% 4 31%" l m
2 Il 23%
£ 37 204 ] . 21%t
§ 1 T 16%5§
A i i
2 T il i
£ 0-6% 0-6%[ [
o 17 -
&F‘
N B ) O R o4 ] i -
&

-1 T 1

Month 6 Month 12 Month 12 Month 12

B Glucocorticoid initiating

6— Lumbar spine - Total hip — Femoral neck
s
& 57 3-8%t % N
£
-]
£ 4q | .
a
: |
= — —
E 3 19%q
2 17%t
& 29 T 0-8% . 1 0%l
= 0-5% J_ J_ T
g 17 T - 0% ~0-2% I
f] —_
[ e s O N ~ i
o 0 1 [
&
o

-1

modif by Rossini Month 6 Month 12 Month 12

modif by Rossini

Month 12

Percentage change from baseline

Percentage change from baseline

A cTx
204 —&- Risedronate
~®- Denosumab
O === e e T e e e e e e e e s e e
-204 \
-404 o
60 —
-80- +
-100 T T T T T 1
Baseline 10 3 4 5 6 12
—
Days Months
B Pinp
204
R o N T
-20 P
40+ B --"""’_{;__7_,_,_-7—7—7--"""7__!
-60 ——
q
* * S
-80 *
-100 T T T T T 1
Baseline 10 3 4 5 6 12
-
Days Months
Timepoint

Saag et al Lancet Diab End, 2018



Off-label uses of denosumab in metabolic bone diseases

Expert opinion on off-label denosumab use in metabolic bone diseases based on current evidence and the pathogenesis of each disease.

Disease Suggestion based on preliminary results Specific conditions to be considered
(Yes; Yes in specific conditions; No;
Neither yes or not)®

Dmab administered mainly for BMD and/or BTM improvement and/or fracture risk reduction
Paget's disease of bone Yes in specific conditions Renal impairment; BP contraindication; giant cell tumor co-existence
Juvenile Paget disease Yes
Fibrous dysplasia Yes
Thalassemia bone disease Yes
CEKD-associated bone disease Yes in specific conditions sHPT
Organ transplantation-associated bone disease Yes in specific conditions Renal impairment; contraindication or unrespensiveness to other treatment options
Osteogenesis imperfecta Neither yes or not Possible use: Cases with mutations in the SERPINF1 gene; renal impairment; BP
contraindication; unresponsiveness to BP
Mastocytosis Neither yes or not
Neurofibromatosis Neither yes or not
Osteoradionecrosis Neither yes or not
Multiple system atrophy Neither yes or not
Duchenne muscular dystrophy Neither yes or not
Spinal cord injury-associated bone loss Neither yes or not
Anorexia Nervosa Neither yes or not
Hypophosphatasia No
Pregnancy and lactation-associated No
osteoporosis

Dmab administered mainly to manage symptoms and lesions

Hajdu Cheney syndrome Yes

Langerhans cell histiocytosis Yes

Giant cell granuloma Yes in specific conditions Lesions recurrent, disfiguring and resistant to other treatment options
Aneurysmal bone cysts Yes in specific conditions Renal impairment; contraindication or unrespensiveness to other treatment options
Melorheostosis Neither yes or not Possible use: BP contraindication; unresponsiveness to BP

Diffuse sclerosing osteomyelitis Neither yes or not

Bone marrow edema syndrome Neither yes or not

Perthes' disease Neither yes or not

Low Back Pain and Modic Changes Neither yes or not

Gorham-Stout disease Neither yes or not

Charcot neuropathic osteoarthropathy Neither yes or not

Periprosthetic osteolysis Human data still unpublished

Dmab administered mainly to manage hypercalcemia

Hyperparathyroidism Yes in specific conditions Renal impairment; resistant hypercalcemia; hypercalcemia before PTx; patients
unable to undergo PTx (palliative treatment)

Immeobilization hypercalcemia Yes

Tuberculosis-associated hypercalcemia Yes in specific conditions Renal impairment

Myelofibrosis Neither yes or not

Polyzos et al, Bone, 2019, modif by Rossini



LETTER TO THE EDITOR J-Bhd::[{®

Osteoporosis: an Independent Determinant of Bone
Erosions in Rheumatoid Arthritis?

Maurizio Rossini, Giovanni Adami, Ombretta Viapiana, Luca Idolazzi, Giovanni Orsolini, Angelo Fassio,
Alessandro Giollo, and Davide Gatti

Rheumatology Unit, Department of Medicine, University of Verona, Verona, Italy
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Zhu TY et al, JBMR, 2014 Yue et al, Arthritis Care Res, 2017



Calcif Tissue Int (2017) 100:595-598
DOL 10.1007/s00223-017-0241-2

@ CrossMark

ORIGINAL RESEARCH

Denosumab for the Treatment of Mastocytosis-Related
Osteoporosis: A Case Series

Giovanni Orsolini' - Irene Gavioli' - Gaia Tripi' - Ombretta Viapiana' -
Davide Gatti' - Luca Idolazzi' - Roberta Zanotti® - Maurizio Rossini'

LVA Morfometria
=

;n

aly

L
A

Bascline
m 12 montl

Tryptase serum levels (ng/ml)

£

)

Fad




Bone 92 (2016) 150-156

Contents lists available at ScienceDirect

Bone

journal homepage: www.elsevier.com/locate/bone

Case Report

Hajdu Cheney Syndrome; report of a novel NOTCH2 mutation and
treatment with denosumab¥

@ CrossMark

Giovanni Adami **, Maurizio Rossini ?, Davide Gatti ?, Giovanni Orsolini ?, Luca Idolazzi ?, Ombretta Viapiana?,

Aldo Scarpa ”, Ernesto Canalis ©

# Rheurnatology Unit, Department of Medicine University of Verona, Piazeale . Scuro 2. 37134 Verona, laly
B ARC-Net Research Centre, University and Hospital Trust of Verong, Plazsale L Scuro 2, 37124 Verana, [taly
© Department of Orthopaedic Surgery, the UConn Musculoskeletal Institute, UConn Health, Farmington, CT 06030, United States
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Osteoporos Int (2017) 28:1723-1732 @m -
ORIGINAL ARTICLE

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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Multiple Vertebral Fractures after Denosumab Discontinuation
Primarily Appear to Occur During a Period Associated with Transient
Increases in Bone Resorption Markers Above Baseline Levels

In a Phase 3 postmenopausal osteoporosis prevention study, denosumab discontinuation
led to transient increases in serum CTX that exceeded pre-treatment baseline levels from
around the 8" month through the 24" month after the last denosumab dose'

Number of Subjects with Multiple Vertebral Fractures3*
18
16 |
14
12

10

Number of Subjects

0 I

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months Since Last Dose of Denosumab

All content on this slide is currently a working hypothesis subject to change.

*Shaded box reflects period during which serum CTX levels were observed to transiently increase above baseline levels after denosumab
discontinuation.

CTX=C-terminal telopeptide of type 1 collagen

1. Bone HG, et al. J Clin Endocrinol Metab. 2011;96:972-980. 2. Adapted from: Ferrari S, et al. ENDO 2017 Abstract OR08-3. 3. Data on File,
Amgen.

modif by Rossini



Bone 123 (2019) 191-195

Contents lists available at ScienceDirect " Bone
|
Bone E
journal homepage: www.elsevier.com/locate/bone =

Full Length Article

Changes in Dkk-1, sclerostin, and RANKL serum levels following )

discontinuation of long-term denosumab treatment in postmenopausal
women™

A. Fassic:“-","G. Adami™", C. Benini®, E. Vantaggiatp":', K.G. Saag”, A. Giollo®, 1. Lippolis®,
O. Viapiana®, L. Idolazzi®, G. Orsolini’, M. Rossini", D. Gatti"
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Editorial

Effects and management of denosumab discontinuation

Mo consolidation

Bone turnover = ¢ L consolidation at 9 months

markers ;
ALN consolidation at & months

Alendronate Alendronate
start (ALN) cessation

Normal range

6 12 18 24 Months

Last denosumab Zoledronic acid
injection Injection (ZOL)

modif by Rossini Chapurlat R.  Joint Bone Spine 85 (2018) 515-517
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The Journal of Clinical Endocrinelogy & Metabolism, 2020, Val. XX, No. XX, 1-18 -.
doi:10.1210/clinem/dgaa7sé
Reports and Recommendations

Reports and Recommendations

Fracture Risk and Management of
Discontinuation of Denosumab Therapy:

A Systematic Review and Position Statement
by ECTS

ENDOCRINE
SOCIETY

1. Young patient with low risk of
fracture

Denosumab treatment is generally not
recommended

2. Dencsumab treatment for short
duration [i.e. up to 2.5 years] and
low fracture risk

Switch to oral BPs for 12-24 months or
administer zoledronate for 1-2  years
depending on re-evaluation of BTMs and BMD

3. Denosumab treatment for long
duration [ie. more than 2.5
years] and/ ar high fracture risk

Continue denosumab for up to 10 years
[Individualized decision after that timepaoint]

Tsourdi et al, modif by Rossini

Swiich to zoledronals:

Begin 6 months after last denosumab injection
and measure BTMs 3 and & months later.
Consider repeated infusion of zoledronate in
case of persistently increased BTMs

In case BTMs are not available administer
zoledranate 6 and 12 months after last
denosumab injection

If zoledronate is not an option due to availability,
patient preference or intolerance: treat with oral
BPs for 12-24 months depending on re-
evaluation of ETMs and BMD
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The Journal of Clinical Endocrinelogy & Metabolism, 2020, Val. XX, No. XX, 1-18 -.
doi:10.1210/clinem/dgaa7sé

. ENDOCRINE OXFORD
Reports and Recommendations SOCIETY

Reports and Recommendations

Fracture Risk and Management of
Discontinuation of Denosumab Therapy:
A Systematic Review and Position Statement

by ECTS
| ’ Avoid vertebroplasty and/or monotherapy with
teriparatide
Prompt re-initiation of denosumab
or
VFx occuring within 1-2 years after
denosumab discontinuation
* | Treatwith i.v. zoledronate or oral BPs
or
| Consider combination of denosumab and

teriparatide for 2 years followed by zoledronate

Tsourdi et al, modif by Rossini



REVIEW JBMRPLUS (asaMRX:

Optimizing Sequential and Combined Anabolic and
Antiresorptive Osteoporosis Therapy

Benjamin Z Leder'?
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Teriparatide and denosumab: two drugs are better than one!
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ORIGINAL ARTICLE

Teriparatide and denosumab combination therapy
and skeletal metabolism
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Denosumab and teriparatide transitions in postmenopausal
osteoporosis (the DATA-Switch study): extension of a
randomised controlled trial

Benjamin Z Leder, Joy N Tsai, Alexander V Uihlein, Paul M Wallace, Hang Lee, Robert M Neer, Sherri-Ann M Burnett-Bowie
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Bone mineral density gains with a second 12-month course
of romosozumab therapy following placebo or denosumab

D.L. Kendler'
C. Libanati' - A. Grauer®™"
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FRAME: Lumbar Spine and Total Hip BMD Through
12 and 24 Months
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FRAME Study: The Foundation Effect of Building Bone
With 1 Year of Romosozumab Leads to Continued Lower
Fracture Risk After Transition to Denosumab

—— Romosozumab (N = 3170) —— Denosumab (N = 3261)
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Cosman et al, IBMR, 2018
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The NEW ENGLAND JOURNAL of MEDICINE
September 18, 2016,

ORIGINAL ARTICLE

Romosozumab Treatment in
Postmenopausal Women with Osteoporosis

12 Mo B Placebo
B Romosozumab

Risk ratio, 0.27
P<0.001

Incidence of New Vertebral Fracture

0.5%
(16/3321)

4 -

24 Mo W Placebo —+ Denosumab

B Fomosozumab = Dencsumab

Risk ratio, 0.25
P<=0.001

0.6%
(21/3325)

F. Cosman et al. modif by Rossini



La Nota 79:

dal diagramma di flusso ad un algoritmo matematico informatizzato ?

Prevenzione primaria in donne in menopausa o
maschi >50 anni con rischio di frattura elevato

|

Trattamento >3

Prevenzione secondaria in pazienti con pregresse

fratture osteoporotiche
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Reumatismo, 2020; 72 (2): 71-74

Different fracture risk profile
In patients treated with anti-osteoporotic
drugs in real-life

G. Adami, A. Giollo, M. Rossini, G. Orsolini, C. Benini, O. Viapiana,
D. Gatti, A. Fassio

Rheumatology Unit, University of Verona, Policlinico Borgo Roma, Verona, Italy
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Figure 1 - Mean 10-year fracture risk estimated with DeFRA tool at the time of treatment initiation, *p<0.01.
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Comparison of Risk of Osteoporotic Fracture in Denosumab
vs Alendronate Treatment Within 3 Years of Initiation
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Conclusions

In this nationwide cohort study based on routinely collected data in Denmark, treatment with denosumab and
alendronate were associated with similar risks of hip and any fracture over a 3-year Pedersen et al, JAMA Net Open, 2019
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Real-life short-term effectiveness of anti-osteoporotic treatments: a
longitudinal cohort study using a web-based fracture risk assessment tool
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Osteoimmunology of RANKL-RANK-OPG
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Bone Metabolism in SARS-CoV-2 Disease: Possible Osteoimmunology
and Gender Implications
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19 in patients with non-inflammatory rheumatic conditions

Research Paper

Influence of anti-osteoporosis treatments on the incidence of COVID-

Josep Blanch-Rubié'?", Natalia Soldevila-Domenech®’~, Laura Tio?, Jone Llorente-Onaindia?,

Manuel Ciria-Recasens’?, Luciano Polino?, Alba Gurt®, Rafael de la Torre®®’, Rafael

Maldonado?*$, Jordi Monfort?¢, and the Covidmar Study Group*

Treatments followed
Denosumab
Intravenous Zoledronate
Oral bisphosphonates
Teriparatide

Calcium

Vitamin D

Thiazide diuretics
SERMs

Analgesics

Gabapentin

Pregabalin

Opioids

Other Analgesics
Antidepressants
Tricyclic antidepressants
Amitriptyline

Others

Dual-action antidepressants
Duloxetine

Venlafaxine

Others

SSRIs antidepressants
Reboxetine

Trazodone
Glucocorticoids

Inhaled Glucocorticoids
Anti-hypertensive drugs
ACE inhibitors

ARBs

Chronic NSAIDs
Synthetic DMARDs
Biologic DMARDs

264 (12.6%)
179 (8.52%)
143 (6.80%)
25 (1.19%)
490 (23.3%)
1303 (62.0%)
262 (12.5%)
11 (0.52%)
1220 (58.0%)
164 (7.80%)
146 (6.95%)
546 (26.0%)
959 (45.6%)
657 (31.3%)
124 (5.90%)
102 (4.85%)
22 (1.05%)
277 (13.2%)
207 (9.85%)
60 (2.85%)
10 (0.48%)
333 (15.8%)
2(0.10%)
33 (1.57%)
60 (2.85%)
189 (8.99%)
646 (30.7%)
363 (17.3%)
290 (13.8%)
318 (15.1%)
30 (1.43%)
1 (0.05%)
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Vitamin D 1
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Amitryptiline 1
SSRis 1
Gabapentin -
Pregabalin -
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ORIGINAL ARTICLE

JBMR

The Use of Oral Amino-Bisphosphonates and Coronavirus

Disease 2019 (COVID-19) Outcomes

Luca Degli Esposti,’ Valentina Perrone,' Diego Sangiorgi," Margherita Andretta,? Fausto Bartolini,?
Arturo Cavaliere,* Andrea Ciaccia,” Stefania Dell'orco,® Stefano Grego,” Sara Salzano,®

Loredana Ubertazzo,® Adriano Vercellone,® Davide Gatti,'® Angelo Fassio,'® Ombretta Viapiana,'®

Maurizio Rossini,’® ® and Giovanni Adami®

All-cause death
within 30 days
after Covid-19
hospitalization

Covid-19
ICU

Covid-19
hospitalization
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N-BPs untreated N-BPS treated

Characteristic cohort cohort

n 63,185 63,185
N-BPs treated By 4.06 (2.50-5.61)
N-BPs untreated - 3.96 (2.41-5.51)
N-BPs treated o 1.25(0.38-2.11)
N-BPs untreated = 1.42 (0.49-2.36)
N-BPs treated ——i 12.32 (9.61-15.04)
N-BPs untreated —— 11.55 (8.91-14.20)
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9 Fa Agenzia ltaliana
2" del Farmaco
Home = Prezzi 2 Rimborso = Registri farmaci sottaposti a monitoraggio » Modifica Registro PROLIA

Modifica Registra PROLIA

Siinformano gli utenti dei Registri Farmaci sottoposti a Monitoraggio che, al fine di garantire una gestione del monitoraggio del medicinale pid flessibile

e maggiormente aderente alla pratica clinica, & stata appartata nel Piano terapeutico web-based PROLIA |a seguente modifica:

. . . . . . . . S Roma, 9 settembre 2021
© Prima Rivalutazione obbligatoria dopo il 5° ciclo, successive ogni & cicli

Si specifica che le modifiche sopra descritte hanno effettoretroattivo, pertanto anche i trattamenti gid inseriti a sistema potranno proseguire Prof. Roberto Gerli

utilizzanda le nuave impostazioni. Presidente
- o ) Societa Italiana di Reumatologia - SIR
tificio Registyi di Monitoraggio Via Turati, 40
Milano 20121

(segreteria.sir@reumatologia.it)

Pubblicato il: 14 magsio 2021

OGGETTO: riscontro a nota della Societa Italiana di Reumatologia del 4 agosto 2021, recante in
oggetto: “richiesta di annullamento delle modifiche apportata al registro Prolia, come da
comunicato AIFA del 14/05/2021, in seguito a difficolta oggettive riscontrate per il paziente e
per il medico.”.

Egregio Prof. Gerli,
in relazione alla comunicazione della SIR di cui in oggetto si fornisce il seguente riscontro.

In particolare, ci preme chiarire che il disagio della prescrizione di un PT della durata di 6 mesi
si verifica una sola volta per consentire la prima rivalutazione obbligatoria dopo 5
somministrazioni (come richiesto dalla Aziznda Farmaceutica titolare del medicinale). Dopo la
prima rivalutazione sara possibile prescrivere sempre Piani Terapeutici della durata di 50
settimane.

Annullare guasta impostazione informatica attualmente presente significhersbbe incorrere di
nuavo nel pil grave problema dell'impossibilitd di prescrivere il farmaco in caso di una
discontinuitd di trattamento. Problema che si & gid evidenziato in passato dopo
numerosissime segnalazioni di medici che chiedevo lintervento di AIFA per sbloccare il
trattamento.

Di conseguenza, per aderire alla richiesta della SIR si ritiene utile un comunicato di
chiarimento sul sito istituzionale dell’AlFA che rassicuri i medici prescrittori, rispetto alla
prescrizione di un PT della durata di 6 mesi, e di conseguenza la necessita del paziente di
recarsi in ospedale due volts in un anno, avwerrd una sola volta.
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