REsso NA_ZEONI_ LES

IGISMO

MALATTIE MUSCOLO SCHELETRICHE
TERAPIA INTEGRATA, PERSONALIZZATA E QUALITA DI VITA

ROMA 6 - 7 ottobre 2023
GIS Mo : 3?&?:' :dst:smlo:Scholetrichu

* Nutrizione



Professor Agostino Gaudio

Universita degli Studi di Catania

La fragilita scheletrica nel paziente
internistico

{ (G0 wpe

gismo.net




..
KIX_CONGRESSO NAZIONALE

Il sottoscritto Agostino Gaudio

ai sensi dell’art. 76, comma 4 dell’/Accordo Stato-Regioni del 2 febbraio 2017 e del

paragrafo 4.5. del Manuale nazionale di accreditamento per |'erogazione di eventi
ECM
dichiara che

negli ultimi due anni non ha avuto rapporti con soggetti portatori di interessi
commerciali in ambito sanitario.
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Frequenza forme primitive e secondarie osteoporosi

Donne Uomini

@ Primitive O Secondarie @ Primitive [ Secondarie

NIH Consensus Development Panel on Osteoporosis prevention, diagnosis and therapy. JAMA , 2001
gismo.net
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Modalita di presentazione dell’ osteoporosi secondaria

>1n corso di malattia clinicamente nota

»come epifenomeno clinico di esordio

gismo.net
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Quando sospettare un’osteoporosi secondaria?

* Soggett1 giovani

* Sesso maschile

* Fratture da traumi lievi
* Nefrolitiasi recidivante

* Segni clinici d1 1ipercortisolismo

* Segni clinici di 1pertiroidismo
* Sclere blu, 1poacusia
* Farmaci osteopenizzanti

gismo.net
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Cause secondarie di osteoporosi

Patologie Condizioni Farmaci Malattie
endocrino- nutrizionali o reumatologiche
metaboliche gastrointestinali
Acromegalia Alcolismo Antiepilettici Artrite reumatoide AIDS/HIV
Diabete mellito di Anoressia nervosa Inibitori dell’aromatasi LES BPCO

tipo 1 Deficit di calcio Antineoplastici Spondilite anchilosante Malattia di Gaucher
tipo 2 Malattia epatica cronica Immunosoppressori Emofilia
Deficit di GH Sindrome da Agonisti GnRH Ipercalciuria

Ipercorticosurrenalismo
Iperparatiroidismo
Ipertiroidismo
Ipogonadismo
Ipofosfatasia

Porfiria

Gravidanza

malassorbimento
-malattia celiaca
-malattia di Crohn
-rettocolite ulcerosa

-bypass o resezione gastrica
Nutrizione parenterale
totale

Deficit di vitamina D

Inibitori pompa
protonica
Glucocorticoidi
SSRI

Tiazolidinedioni

Immobilizzazione
Depressione maggiore

Mieloma
Trapianto d’organo
Insufficienza renale

Thalassemia

Modificata da AACE Postmenopausal Osteoporosis Guidelines, Endocr Pract, 2010

gismo.net
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Patologie

A\

Diabete
BPCO

MICI
Epatopatie

Insufficienza renale

v VvV VvV VWV 'V

Ictus

A\

Malattie reumatiche

» Malattie ematologiche

Servier Medical Art gismo.net
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Le patologie croniche piu frequentemente riferite frai 18 e i 69 anni

Indicatori - PASSI 2021-2022

nI:I'_-\',%]ISQQ % IC95% inf IC95%b0 sup
Cardiopatie 5.0 4.8 5.3
Ictus o ischemia cerebrale 0.7 0.7 0.9
Tumori 4.3 4.0 4.5
Malattie respiratorie croniche 6.4 6.1 6.7
Diabete 4.7 4.5 4.5
Malattie croniche del fegato e/o cirrosi 1.1 1.0 1.2
Insufficienza renale 1.0 0.9 1.2

Istituto Superiore di Sanita

EpiCentro - Lepidemiologia per la sanita pubblica

Sorveglianza PASSI gismo.net
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Patologie

> Diabete

» BPCO

» MICI

» Epatopatie

» Insufficienza renale
> Ictus

» Malattie reumatiche

» Malattie ematologiche
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ICTUS | INFARTO

ARTERIOPATIA
PERIFERICA

NEUROPATIA
PERIFERICA

COMPLICAZIONI
DEL DIABETE

NEFROPATIA
DIABETICA

RETINOPATIA

- c o . DIABETICA
J" A [ ‘\. )
./' \“ | —'-"
PIEDE DIABETICO =
f—= - CATARATTA
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“ ‘ , - - -
Luropcan ;._,mdance for the dlagnOSIS and Inanagcn]ent Table 5 Clinical risk factors used for the assessment of fracture

of osteoporosis in postmenopausal women probability ([§] with permission from the WHO Collaborating Centre,
University of Sheffield, UK)

L AL Kanis +« E. V. McCloskey + H. Johansson «

O, Conper « R Rizmli « 1-Y, Reginster e

on hehall of the Scientific Advisery Board Sex

of the Enrepean Socicty for Clinical and Economic Low body mass index

Aspects of Osteoporoshs and Osteoarnhritis Previous fragility fracture, particularly of the hip, wrist and spine,
(ESCEO) and the Committee of Scientific Advisors including morphometric vertebral fracture in adult life

of the Insernatiomal Osteoporosis Foundation (101) Paental bistory of hip: fmcture

Glucocorticoid treatment (=5 mg prednisolone daily or equivalent for

Osteoporosis International 2013 3 months or more)

Current smoking

Alcohol intake 3 or more units daily
Causes of secondary osteoporosis
*Rheumatoid arthritis

*Untreated hypogonadism in men and women, e.g. premature
menopause, bilateral oophorectomy or orchidectomy, anorexia
nervosa, chemotherapy for breast cancer, hypopituitarism, androgen
deprivation therapy in men with prostate cancer

«Inflammatory bowel disease, e.g. Crohn's disease and ulcerative
colitis. It should be noted that the risk is in part dependent on the use
of glucocorticoids, but an independent risk remains after adjustment
for ghucocorticoid exposure.

*Prolonged immobility, e.g. spinal cord injury, Parkinson's disease,
stroke, muscular dystrophy, ankylosing spondylitis

*Organ transplantation

*Type 1 and type 2 diabetes

*Thyroid disorders, e.g. untreated hyperthyroidism, thyroid hormone
suppressive therapy

«Chronic obstructive pulmonary disease

gismo.net
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BMD in Patients with Type 1 and Type 2 Diabetes  xix CONGRESSO NAZIONALE

Mean age- and BMI-adjusted BMD at the proximal femur of subjects with DM1 (29 men, 27 women),

DM2 (34 men, 34 women), and without DM (240 men, 258 women)
Men

BMD Neck Trochanter
(giem?) Overall p=0.065 Overall p=0.054
1.04

0.9+

0.8

0.74

Tuominen et al. Diabetes Care gigmo, net
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I pazienti diabetici hanno un incrementato rischio di
frattura rispetto alla popolazmne non diabetica.

LR s nu A T drmmd of (el B ~1--< & Rastelon ¥ AN
Prowd n El Ugvighs O 008 by I‘ohb-a-n—.f,
di 012300 a0

Women with clinically diagnosed type 2 diabetes at Risk Of,FraCtum “‘_Wo'_nen with Type 2 Diabetes: the
baseline in the Women’s Health Initiative Observational Women’s Health Initiative Observational Study

Cohort, a prospective study of postmenopausal women
(n_ 93 676) Denize E, Bonds, Joseph C. Larson, Ann V. Schwarts, Elsa S, Stretmever, John Rebbins,
! Beatriz L Rodriguez, Karen C. Jobnson, and Karen L. Margmlis

TABLE 3. Rate of fracture per 1000 person-years for women with
diabetes vs. nondiabetic women

Fractures per 1,000 person-yr (n)

Diabetic Nondiabetic P value
women women
Any fracture 28.6 (899) 22.0(12,575) | <0.0001
Hip/pelvis/upper leg 3.8 (128) 2.5(1,631) <(0.0001
Lower leg/ankle/knee 6.2 (207) 4.7 (2,828) 0.0001
Foot 4.6 (153) 3.2 (1,940) <0.0001
Upper arm/shoulder/elbow 3.8 (129) 2.8(1,717) 0.0008
Lower arm/wrist/hand 5.3 (177) 5.2(3,161) 0.83
Spine/tailbone 2.9 (99) 2.2 (1,336) 0.004 :
gismo.net



Fratture e diabete mellito: durata delle malattia

In una sub-analisi dello studio Rotterdam, il rischio di frattura era piu elevato solo nei
pazienti con diagnosi di DM2 formulata da piu tempo e gia in trattamento (RR 1.69;
95% Cl 1.16.2.46), ma no nei diabetici di nuova diagnosi (RR 1.01; 95% Cl 0.68-1.52).

Tablke § Hazard ratios ( /FR) and 95% confidence interval { CF) of fracture risk by subgects with treated type-2 diabetes mellitus, subjects
with newly diagrosed type 2-diabetes millitus and subjects with impaired glucose tolerance compared with subjects with normmal glucose

tolerance
Fracture Adjustments /Subjects with ) / Subjects with \ /Sub;,-.-ct with A Subjects with
treated diabetes mewly diagnosed impaired glucose normal glucose
diabetes tolerance tolerance
(n =354) (n —424) { n = 1.,543) (n =4320)
HR (95%.CI) HR (95%CT) HR (95%CI) HRReference
Nonvertebral Crude 1.82 (1.39-2.39) 098 (0.72-1.34) 0.96 (0.80-1.14) 1
Age, mender 1.38 (1.05-1.82) 0.30 (0.58-1.09) 0.85(0.71-1.01) I
Full model’ 1.68 (1.20-2.36) 0.82 (0.56-1.18) 0.83 (0.67-1.02) |
Full model”, 169 (1.16-2.46) 1.01 (0.68-1.52 0.80 (0.63-1.00) i
BMD femoral neck
Hip Crude 251 (1.564.03) 1.54 (091-2.59) 1.35 (0.99-1.86) 1
Age, gender 1.4]1 (0.88-2.27) 0.90 (0.52-1.52 0.98 (0.72-1.36) 1
Full model' 164 (0.89-3.02) 0.86 (0.45-1.64) 1.08 (0.74-1.57) [
Full model’, \ 26 (057278 \_ 147073297/ \U.1940.77-1.83)/ !
BMD femoral neck
Wrist Crude 1L539 (094-2.71) 0.72(0.37-1.41) 0.68 (0.47-99) 1
Age, gender 1.40 (0.81-2.40) 0.67 (0.34-1.31) 0.64 (0.44-93) |
Full model' 2.04 (1.08-3.85) (.73 (0.29-1.01) .58 (0.37-.91) 1
Full model’, 214 (1.10-4.18) 0.82 (0.33-2.02) (.49 (0.29- 82) |

BMD temoral neck

"Full model including: age. gender, BMI. smoking. serum creatinine. visual acuity, falling frequency and lower limb disability

De Liefde | et al. Osteoporos Int, 2005

gismo.net
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Diabete e fratture: controllo glicemico
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Episodes of severe HbA,_(%), with
hypoglycaemia no hypoglycaemia

A

A\

4,706 Japanese patients
with T2DM were followed
prospectively (median of
5.3 years)

Modified from Komorita Y, et al. Diabet Med. 2020 gisma.net




Major Pathogenetic Mechanisms XX CONGRESSO NAZIONALE
for Skeletal Fragility in Type 2 Diabetes
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Chiodini |, Gaudio A, et al Nutr Metab Cardiovasc Dis. 2021 gismo.net
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Table 2 | Effects of hypoglycaemic agents on fracture risk in TZ2DM

W ONSLEYSR ] =4 Hh et W ot --) AN
FAN T~ L MMAano Nnimm - AT C | 1y
MAgCHL PONE LIDIMalKEil S IV

Metformin e /= =/T /=

Sulfonylureas = /= ND /=/T
Thiazolidinediones W= /= = /=
Incretin (GLP1 analogue) = Lir T/= =
Incretin (DPP4 inhibitor) /= = -- =
SGLT2 inhibitor = =/T = =/
Insulin = = =

T Increased. {Decreased.=Unchanged. DPP4, dipeptidyl peptidase inhibitor 4; GLP1,
glucagon-like peptide 1; GLP2, glucagon-like peptide 2; ND, not determined; SGLT2, sodium/
glucose cotransporter 2; T2DM, type 2 diabetes mellitus. *GLP2 administration. Adapted with
permission of Springer © Palermo, A. et al. Osteoporos. Int. 26, 2073-2089 (2015).

Napoli, N. et al. Nat. Rev. Endocrinol 2016 gismo.net
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Nota /9

Prevenzione primaria in donne in menopausa o uomini di eta 2 50 anni a rischio elevato di

frattura a causa di almeno una delle condizioni sottoelencate:

Condizione | scelta terapeutica Il scelta Il scelta
Trattamento in atto o previsto per >3 mesi con  Alendronato (tvit D) Denosumab -
prednisone equivalente > 5 mg/die Risedronato

Zoledronato
Trattamento in corso di blocco ormonale Alendronato (tvitD) - e
adiuvante in donne con carcinoma mammario Risedronato
0 uomini con carcinoma prostatico Zoledronato

Denosumab
T-score colonna o femore < -4 Alendronato (vit D) Denosumab Stronzio ranelato

Risedronato Zoledronato

Ibandronato

T-score colonna o femore < -3 + almeno una Raloxifene

delle seguenti condizioni:

1) Familiarita per fratture di vertebre o
femore

2) Comorbilita a rischio di frattura (artrite
reumatoide o altre connettiviti, diabete,
broncopneumopatia cronica ostruttiva,
malattia inflammatoria cronica intestinale,
AIDS, Parkinson, sclerosi multipla, grave
disabilita motoria

Bazedoxifene

gismo.net
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Patologie

» Diabete

» BPCO

» MICI

» Epatopatie

» Insufficienza renale
> Ictus

» Malattie reumatiche

» Malattie ematologiche

Servier Medical Art gismo.net




..
KIX_CONGRESSO NAZIONALE

BPCO e Comorbidita

Alcune comuni comorbidita che sopravvengono in pazienti con BPCO con malattia
stabile includono:

» Patologie Cardiovascolari (CVD)
» Insufficienza cardiaca

P Cardiopatia ischemica (IHD)

» Aritmie

P Patologie vascolari periferiche
P Ipertensione

» Osteoporosi

P Ansia e Depressione

» BPCO e tumore del polmone

» Sindromi metaboliche e Diabete
» Reflusso Gastro-Esofageo (RGE)
» Bronchiectasie

» Apnee ostruttive del sonno

© 2017 Global Initiative for Chronic Obstructive Lung Disease gismo.net



Prevalenza osteoporosi nella BPCO xix CONGRESSO NAZIONALE
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BPCO e fratture vertebrali XIX CONGRESSO NAZIONALE

Table | Provalance of cstacporosis defined by EMD and vertebral fracture avaluated by X-ray exams

Study N Sex (M/F) Age BMI FEV, Osteopenia Ostcoporosis | Vertebral
(years) (kg/icm’) %pred by BMD by BMD fracture
Graat-Verboom et al* 775  67/33 63 249 46.7 27%67% IH—69% -
Watanabe ot aP 136 1360 71 215 558  43% (2149 39% (19/49y | 79% -
o Women Men
p<0.05 80, p<0.001
64.2 65.0 <
__ 604 58.0 680 1.5 50.2
2 53.3 2 543
S 46.7 b
S 42.0 S ;'7 408
0 2. % O 20/ % %
D 7 D : 17 D
Mild Moderate  Severe  Very severe Mild Moderate Severe Very severe
[ Nut ec al* 3.030 17781262 70 27.0 - - - 41%
Kjensh at al" 465 231234 63 25.0 45.0 - - 1%
Katsura and Kida'’ 20 o020 72 220 499 - S50% 40%

Sedi piu comuni T7-T8 e T12-L1

Inoue D, et al International Journal of COPD 2016 gismo.net
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BPCO e fratture vertebrali

Table | Provalence of ostacporosis defined by BMD and vertebral fracture avaluated by X-ray exams

Study N Sex (M/F) Age BMI FEV, Osteopenia Ostcoporosis | Vertebral
(years) (kgicm’) %pred by BMD by BMD fracture

Graat-Verboom et al* 775 67/33 63 249 46.7 2TH%6TH TH—69% -

Watanabe ot al’ 136 136/0 71 215 55.8 43% (21/49)"  39% (19/49) 79%

Graat-Verboom et al’® 255 158/97 65 27.1 64.0 46% 24% 37%

Forguson et ab* 658 382276 65 26.7 “44.0 42% 23% -

Graat-Verboom et al*® 133 80/53 o9 268 634 18% 22% 32%

Silva et al® 95 62/33 &7 258 41.0 42°% 42% ~

Ogura-Tomomatsu et al* 85 7817 75 - - 22% 24% 35%

Harttiholi and Gaude* 102 64/38 &6 - - 20% 67% —

Carter et al'* 350 35060 65 - - - - 52%

|or gensen et A" 62 16146 63 — 326 30% 41% 24% (3/15)

McEvoy et al* 312 3120 69 - 527 - - Thoracic/lumbari

49%N 7%

Papaioannou et al*’ 127 - 72 — 315 - - 27%

Nut ec al™ 2030 17781262 70 27.0 - - - 41%

Kjensh at al*™ 165 231/234 &3 25.0 45.0 — - 1%

Katsura and Kida’’ 20 20 72 22.0 499 - 50% 40%

Sedi piu comuni T7-T8 e T12-L1

Inoue D, et al International Journal of COPD 2016

9w
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Prevalenza fratture femore nella BPCO

XIX CONGRESSO NAZIONALE

bic 4] Multivariate analysis for osteoporotic fracture and hip fracture In men in the derivation cohort. Data are adjusted hazard ratios

(95% confidence interval)

Osteoporotic fracture Hp fracture
Medical and soclal faclors”
Asthma ar clvanic cbstructive airways disease 1.33 (12610 1 42) 1.34 (1.2210 1.4B)
Any cancer 1.60 (14310 1.73} 1.48(1.291t0 1.69)
Cardiovascular disease 1.26 (1.19 10 134} 1.31 {1.22%0 1.41)

Demantia

1.50 (158 to 2.28)

263(213t03.24)

Epilepsy diagnasis or prescnbed anticonvusants

216 (20010 2.3%

2452150 280

History of falis

1.72 (151 to 1 .96}

1.70 (1,420 2.03)

Chrom: Iver gisease

258120110332

213(1.33103.27)

Farkinson's fgaass 245 (20610 292) 3.00{(237%0 379
Ahaumartold arthris or systamic LUpus srythemalosus 1.55(1.33 10 *.62) 1.90(1.53 %0 2.37)
Chronec renal disease 1.58 (1.20 1o 208} 1.81 (1.27 to 2.58)
Type 1 diabetes 23318310 296} 483(3.2507.17)
Type 2 diabetes 1.26 (1.16to 1.36} 1.33(1.19%0 1.49)
Previcus fracture 1.35 (12010 1.53} 2.02(1.70tc 2.40)
Gasromntestnal malabsorption 1.25(1.0310 1 51) Mot significant

Care or nursing home residan 159 (11410222} 205(1.43%0293)
Parental history of ostecporosis 547 (241 to £.80) 343(1.51%07.78)
Any antidaprassants 1.60 (15010 1.70} 1.69(1.53t0 1.86|
Corticosseroids 134 (12310 1 47) 1.18(1.02%0 1.36)

Cohort study in 3,142,673 UK primary care patients with various comorbidities.

Julia Hippisley-Cox et al. BMJ 2012 £ismo.net



Prevalenza fratture femore nella BPCO

XIX CONGRESSO NAZIONALE

Taple 1 Multivariate analysis for osteoporotic fracture and hip fracture In women In the derivation cohort. Data are adjusted hazard ratios

(95% conlidence interval)

Medical or social factors®

Oslsoporotic fracture

Hip fracture

ASIMa o chronic obstructive akways dseass

127 (1.2310 1.3%)

123 (11610 1.31)

Any cancer 1.27 (120 10 1.34} 131 (12210 1.42)
Cardiovascular disaase 121117 v 1.26) 122117 10 1.29)
Dameantia 1.97 (180 0 2.13) 2571231 tv 2.88)
Epliepsy dlagnesis or prescrined anticonvuisants 154 (1.4510 1.63) 162 (14810 1.75)
Hstory of fals 157 (1.47 © 1.68) 1.54 (14210 1.88)
Chranic lver diseass 185 (1801w 2.24) 191 (1451 2.51)
Parkinscn's diseass 164 (1.47 0 1.83) 203{1.751 2.35)

Rhaumatold anthnts or systemic lupus erythamatosus

133(1.25 10 1.43}

1.59 {1.532 10 1,85)

Chronic ranal disease

127 (107 0 1.51)

1.5 (117 10 1.96)

Type | tiebetas 192 (1.550237) 453 (335 1o 6,39}
Type 2 dabetes 127(121 0 1.34) 1.57 (14510 1.68}
Pravious traciure 1.08 (1.02 © 1.13) 1.73 [1.82 10 1.85}
Endocrine disorders 123 (1.14 % 1.34} 1.33 (1.19 12 1.50)
Gastroirtestingl malahscpion 117 (1.06 0 1.29) Not sigreficant

Parsntal history of osieopormsls 1.74 (147 w0 2.08) Not skgreficamt

Any anSidepressants 137 (1.33 10 1.42) 1.39 (133 1o 1.46)
Cortcosierokis 121(1.15%0 1L.27) 11911010 1.27)

Unopposad homons replacemeant 1herspy

085{0.80 10 0.81)

0.76 (06510 0.69)

Cohort study in 3,142,673 UK primary care patients with various comorbidities.

gismo.net

Julia Hiiiislei-Cox et al. BMJ 2012
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Table 3. Cancellous Structural Parameters by wCT, COPD
Patients and Controls
COPD nCT Controls
(rn— 19| n=13) p Value
Car 1k
Th.Th N
Th! ( ~
! I
[ i
DA 1.4 +0.1 1.4+ 0.1 47
TMD Ima HA/Cn 033 100, | )
SMI (1) 14104 1.31£04 a1

Values are expressed as mean £ SD.

BV/TV = bone volume fractione Th.Th™ = trabecular thickness: ThIN® =
trabecular number; Tb.Sp™ = trabecular separation; Conn.D = connectiv-
connectivity density; DA = degrae of anisotropy; TMD = tissue mineral
density; SMI = structure model index.

Twenty women with COPD who had not received chronic oral glucocorticoids

underwent bone biopsies after double tetracycline labeling. Kulak C, et al JBMR 2010 gismo.net
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Bone turnover in pazienti con BPCO

Cell Blochemistry an [
September 2014, Voluma 70, lssue 1, pp 129-124

Bone Metabolism Status and Associated Risk Factors in
Elderly Patients with Chronic Obstructive Pulmonary
Disease (COPD)

50 COPD Chinese patients vs 50 controls

Xiaomei W, et al. Cell Biochemistry and Biophysics 2014 _
gismo.net
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Fattori di rischio per osteoporosi nella BPCO

* Generali
e Eta
* Fumo
* Sarcopenia
* Ridotta attivita fisica
* Specifici
* Inflammazione sistemica
* Terapia steroidea
e Deficit vitamina D
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Fattori di rischio per osteoporosi nella BPCO

e Generali

* Specifici
* Inflammazione sistemica
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Pathogenesis of COPD: systemic inflammation

Increase level of |IL-8,

TNF-a, and IL-1B Increase MMP
Decrease TIMP

Wnt/B-catenin
signaling system
Promotes
osteoblastogenesis

Up-regulation of
RANKL

MMPs stimulate osteoclastic
The RANKL-RANK bone resorption
interaction

Development Decreased
of mature apoptosis of
osteoclasts osteoclasts

i

COPD impairs
Wnt/B-catenin
signaling system

OSTEOPOROSIS

Sarkar M, et al. Clin Med Insights Circ Respir Pulm Med 2015 gismo.net




Fattori di rischio per osteoporosi nella BPCO

e Generali

* Specifici

* Terapia steroidea
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Forty-four RCTs were performed in 87,594 patients Peng et al. BMC Pulmonary Medicine (2023)
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Nota /9

Prevenzione primaria in donne in menopausa o uomini di eta 2 50 anni a rischio elevato di

frattura a causa di almeno una delle condizioni sottoelencate:

Condizione | scelta terapeutica Il scelta Il scelta
Trattamento in atto o previsto per >3 mesi con  Alendronato (tvit D) Denosumab -
prednisone equivalente > 5 mg/die Risedronato

Zoledronato
Trattamento in corso di blocco ormonale Alendronato (tvitD) - e
adiuvante in donne con carcinoma mammario Risedronato
0 uomini con carcinoma prostatico Zoledronato

Denosumab
T-score colonna o femore < -4 Alendronato (vit D) Denosumab Stronzio ranelato

Risedronato Zoledronato

Ibandronato

T-score colonna o femore < -3 + almeno una Raloxifene

delle seguenti condizioni:

1) Familiarita per fratture di vertebre o
femore

2) Comorbilita a rischio di frattura (artrite
reumatoide o altre connettiviti, diabete,
broncopneumopatia cronica ostruttiva,
malattia inflammatoria cronica intestinale,
AIDS, Parkinson, sclerosi multipla, grave
disabilita motoria

Bazedoxifene

gismo.net
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Farmaci

» Corticosteroidi

» Anticoagulanti

» Diuretici

» Inibitori pompa-protonica
» Anti-convulsivanti

» Anti-neoplastici

» Immunosoppressori

Servier Medical Art gismo.net
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Eta e distribuzione per sesso dei pazienti in trattamento XIX CONGRESSO NAZIONALE

continuo con corticosteroidi per via orale
65.786 pazienti seguiti dal medico di medicina generale

Condizioni per le quali erano prescritti gli
steroidi per via orale in 303 pazienti

Condizioni N. di pazienti
80 -
1 Uomini Artrite reumatoide 70
60 - 1 Donne
§ Polimialgia reumatica 66
8 40 -
5 Asma o BPCO 59
o
% 20 4 Arterite temporale 17
< Rettocolite 10
0 Altre malattie (n.11) 51
0-19  20-29 3039 4049 50-59 60-69 70-79 80-89 >90
Eta (anni)
Prevalenza generale: 0.5 %
Prevalenza in donne in post-menopausa: 1.7 %
Walsh et al. BMJ 1996 gismo.net
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Possibili effetti collaterali del trattamento a lungo termine  XIX CONGRESSO NAZIONALE
con glucocorticoidi

* Aumento di peso, sindrome di Cushing
 Alterato bilancio idro-elettrolitico, ipertensione
Diabete

Miopatia

Soppressione dell’asse ipotalamo-ipofisi-surrene

Cataratta, glaucoma

Ulcera peptica (in combinazione con FANS)

Disturbi psichici o comportamentali

Osteoporosi e fratture

gismo.net
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Adapted from Mulder H et al. British Journal of Rheumatology 1994; 33: 348-350. gismo.net
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Rischio di frattura dose-dipendente

B <2.5 mg predn.
W 2.5-7.5 mg predn.
0>7.5 mg predn.
6 -
5,18
4 A

2,59

2,27

Relative risk

\®)
]

Vertebral Fx Hip Fx

Van Staa TP et al. JBMR 2000 gismo.net
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Incidenza di fratture vertebrali in pazienti in XX CONGRESSO NAZIONALE

terapia steroidea
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Effetti diretti dei glucocorticoidi sull’'osso XIX CONGRESSO NAZIONALE

a Glucocorticoids b Glucocorticoids
l TPPARY2 \
+ RANKL ~ {Wnt signaling - Activation of
LMCsE [ Activation of caspase 31 caspase 3

Osteoclasts Osteoblasts Osteocytes
1 '*Dstenclastngenesis - | + Osteoblastogenesis | .
+ Apoptosis t Apoptosis , t Apoptosis
Increased bone resorption | | Decreased bone formation
(early, transient) (longterm)
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GLUCOCORTICOIDI

Effetti endocrino-metabolici

J

Synthesis and
secretion of sex
hormones X
Calcium
PTH ! absorption v

Calcium PTH-sensitivity 4

reabsorption I—]

»
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2) Comorbilita a rischio di frattura (artrite
reumatoide o altre connettiviti, diabete,
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Conclusioni XIX CONGRESSO NAZIONALE

» 11 paziente internistico ¢ un paziente complesso che necessita una visione olistica da

parte del medico.

»La fragilita ossea spesso ¢ considerata, anche nei reparti di Medicine Interna, un

problema secondario € non sempre vengono attenzionate le patologie osteopenizzanti.
» Disponiamo degli strumenti per diagnosticare ¢ trattare queste condizioni patologiche.

»La nota 79 permette di fare prevenzione primaria in molte forme di osteoporosi

secondaria di natura internistica.
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