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Ipolipemizzanti:
Fibrati:

- bezafibrato

- fenofibrato

- gemfibrozil

Statine:
- simvastatina
- pravastatina
- fluvastatina
- lovastatina
- atorvastatina
osuvastati

Altri:
- PUFA-N3
- ezetimibe



Statina Nome commerciale Derivazione

Atorvastatina Torvast, Totalip Sintetica

LipoBay (Bayer) - ritirata dal

Cerivastatina commercio Sintetica
Fluvastatina Lescol, Lipaxan, Primesin Sintetica
Lovastatina Lovinacor, Rextat, Tavacor Naturale
Mevastatina non presente in Italia Naturale
Pitavastatina non presente in Italia Sintetica

. Aplactin, Prasterol, Pravaselect,
ravastatina . Naturale
Sanapray, Selectin
w Crestor, Provisacor, Simestat Sintetica

Liponorm, Medipo, Sinvacor,
Sivastin, Zocor

Simvastatina Naturale

Simvastatina + Ezetimibe  Goltor, Inegy, Vytorin Associazione



http://it.wikipedia.org/wiki/Atorvastatina
http://it.wikipedia.org/wiki/Cerivastatina
http://it.wikipedia.org/wiki/Fluvastatina
http://it.wikipedia.org/wiki/Lovastatina
http://it.wikipedia.org/wiki/Mevastatina
http://it.wikipedia.org/wiki/Pitavastatina
http://it.wikipedia.org/wiki/Pravastatina
http://it.wikipedia.org/wiki/Rosuvastatina
http://it.wikipedia.org/wiki/Simvastatina
http://it.wikipedia.org/wiki/Simvastatina
http://it.wikipedia.org/wiki/Ezetimibe

Le statine sono sicuramente i farmaci
piu efficaci nel ridurre i livelli plasmatici
di colesterolo LDL, mentre risulta
relativamente meno efficace la loro
azione sulla riduzione dei trigliceridi e
sull'incremento delle HDL



La Lovastatina e la Simvastatina dal punto di vista

farmacocinetico sono dei profarmaci, quindi si attivano

direttamente nell'organismo;

la Pravastatina, la Fluvastatina, la Atorvastatina, la

Rosuvastatina e sono farmaci attivi.

la Cerivastatina e stata ritirata dal commercio dopo che

(associata a fibrati) diede luogo a gravi eventi avversi di

rabdomiolisi fatale, in numero eccessivo rispetto alle altre

statine.


http://it.wikipedia.org/wiki/Lovastatina
http://it.wikipedia.org/wiki/Simvastatina
http://it.wikipedia.org/wiki/Farmacocinetica
http://it.wikipedia.org/wiki/Pravastatina
http://it.wikipedia.org/wiki/Fluvastatina
http://it.wikipedia.org/wiki/Atorvastatina
http://it.wikipedia.org/wiki/Rosuvastatina
http://it.wikipedia.org/wiki/Farmaci
http://it.wikipedia.org/wiki/Cerivastatina
http://it.wikipedia.org/wiki/Rabdomiolisi

Figura 1 — Statine, spesa lorda territoriale di classe A-SSN (in milioni di euro) per principio attivo
(Lombardia, 2000-2010)
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Secondo le attuali linee guida internazionali (ATP Ill,
Adult Treatment Panel):

*i valori ideali di colesterolemia in un soggetto senza
fattori di rischio cardiovascolare o con un solo fattore
devono essere < 160 mg/d| di colesterolo LDL

*i valori ideali in un soggetto con piu di 1 fattore di
rischio devono essere <130 mg/dl di LDL

*i valori ottimali per un soggetto con cardiopatia
ischemica o diabete devono essere < 100 mg/dl di LDL



VALORI RACCOMADATI DELLA COLESTEROLEMIA NEI VARI PAESI

Colesterolo ottimale Valori ottimali

"paradosso francese"

Germania DGK 200 180 N/a 100
Lipid Lega 200 160 N/a n/a
Italia Iss . 200 Nia 200 N/a
Simg | 200 N/a 200 130
Pnlg 200 160 200 130
Norvegia SLK 180 15 180 ns
Slovenia National forum N/a N/a N/a 100
Spagna CEIPC 200 130 175 100
FEC 200 100 n/a n/a
Svezia Lakemedelsverket 190 15 175 100
UK Government 190 ns 180 15
N.B. Valori attimali di colesteroi totske=180 mg/dl, C-LOL=T15 mg/di;
nes sopgetil & nschie Hevato colesterlo totale=175 mp/d, C-LOL=100 mg/dl {Linee guida Esc 2003/ Lines guda europee)
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Le statine sono indicate per:

ridurre i livelli di colesterolo abnormemente aumentati

prevenire danni cardio-cerebro-vascolari causati
dall'aterosclerosi nei soggetti a rischio

prevenire danni cardio-cerebro-vascolari in tutti quei
soggetti che abbiano gia avuto un evento (es. infarto, ictus)

Recentemente sono state modificate le indicazioni per la
somministrazione delle statine, che vengono racchiuse
nella nota 13 da segnalare nella ricetta medica



http://it.wikipedia.org/wiki/Colesterolo
http://it.wikipedia.org/wiki/Aterosclerosi
http://it.wikipedia.org/wiki/Infarto
http://it.wikipedia.org/wiki/Ictus
http://it.wikipedia.org/wiki/Ricetta_medica

Indicazioni

Le statine sono indicate per:

ridurre i livelli di colesterolo abnormemente aumentati

prevenire danni cardio-cerebro-vascolari causati dall'aterosclerosi
nei soggetti a rischio

prevenire danni cardio-cerebro-vascolari in tutti quei soggetti che
abbiano gia avuto un evento (es. infarto, ictus)

Recentemente sono state modificate le indicazioni per la
somministrazione delle statine, che vengono racchiuse nella nota
13 da segnalare nella ricetta medica, perché il farmaco possa essere
dispensato gratuitamente dal SSN.

Per rendere piu agevole |'utilizzo delle ultime indicazioni dell'AIFA e
stato approntato uno schema per il Calcolo dell'Applicabilita della
Nota 13



http://it.wikipedia.org/wiki/Colesterolo
http://it.wikipedia.org/wiki/Aterosclerosi
http://it.wikipedia.org/wiki/Infarto
http://it.wikipedia.org/wiki/Ictus
http://it.wikipedia.org/wiki/Ricetta_medica
http://it.wikipedia.org/wiki/Servizio_Sanitario_Nazionale_(Italia)
http://it.wikipedia.org/wiki/Agenzia_italiana_del_farmaco

La categoria di rischio moderato contenuta dalle linee guida ESC per il
trattamento delle dislipidemie (basata sui valori di colesterolo totale) e
stata differenziata dalle categorie di rischio medio e moderato, anche per
tenere conto degli aggiustamenti per i valori di colesterolo HDL.

Il calcolo del rischio cardiovascolare secondo le carte va effettuato solo per i
pazienti senza evidenza di malattia.

=Sono pazienti a rischio alto (target terapeutico LDL < 100), oltre a coloro
che presentano u risk score tra 5 e 10% per CVD fatale a 10 anni, i pazienti
con dislipidemie familiari, con ipertensione severa, i diabetici senza fattori
di rischioCV e senza danno d’organo, con IRC moderata (FG 30/59
ml/min/1.73m°).

=Sono pazienti a rischio molto alto (target terapeutico LDL < 70), con
score>10, malattia coronarica, stroke ischemico, arteriopatia periferica,
pregresso IMA, bypass AOC, i diabetici con uno o piu fattori di rischio CV
e/o markers di danno d’organo (es microalbuminuria), con IRC grave (FG
15/29 ml/min/1.73m°).
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DETERMINAZIONE

Modifica alla Nota 13 di cui alla Determina del 14 novembre 2012

IL DIRETTORE GENERALE
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Ipercolesterolemia non corretta dalla sola dieta, seguita per almeno tre mesi’, e ipercolesterolemia poligenica
secondo 1 eriter specificati al relativo paragrafo

Claszificazione dei pazients | Target terapeutico | Farmaa prescrivibil a canco del 35N 1n funzione
[Colestercle LDL 1n | del ragriunsimento del tarzst terapeutico
mg/dl
CATEGORIE DI RISCHIO* Trattamento di 1° Trattamento di 2°
livello livello
Pazient1 con nschio medio: | Colesterolo Modifica dello stile di | simvastatina
LDL < 130 vita per almeno 6 mes1 | pravastating
- score 2-3% fluvastatina
lovastatina
atorvastatmal*|
Pazient] con nschio | Colesterolo simvastating
moderato: LDL =115 pravastating
fluvastatina
- seore 4-5% lovastatina
atorvastatina[*|




Pazienti con nschio alto:

-score =5% =10%

Colesterolo

LDL = 100

simvastating
pravastatina
fluvastatina
lovastatina

atorvastatinal[**)

Preferenzialmente
atorvastatina se

rosuvastatina
ezetimibe pia statine
jin associazione
estemporanea o
precostituita) (**)

necessarla ridusione del
colesterclo LDL = 50%

Pazienti com mischio

alto:

- seore 210%

molto

Colesterolo LDL = 70
[flduzions di almeno
il 30% del colesterolo

LDL)

atorvastatinad
pravastatina
fluvastatina
lovastatina
simvastatina|**)&

rosuvastatina nel
pazientl in cul ¢l =ia
stata evidenza di effetts
collaterali sever: nel
primi & mesi dillterapia
con altre statine

ezetimilbe pla statine
[in associazione
estemporanea o
precostituita) (**)

PARTICOLARI

CATEGORIE DI PAZIENTI

Pazient in trattamento con
statine con HDL basse (=40
mg nel M e 50 nelle Fj efo

trighceridi elevat (=
200mg/ dl

fibratn™
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CALCOLO APPLICABILITA' NOTA 13 AIFA
(Secondo la Nota AIFA 09/04/2013)

Tratto dalle Linee Guida ESC/EAS 2011 per il trattamento delle dislipidemie e
dalla Nota 13 AIFA del 09/04/2013.

DATI ANAGRAFICI ED

DATI CLINICI

na.

ANTROPOMETRICI Pressione sistolica Pressione diastolica
VT Terapia con statine
Eta antipertensiva in ‘erap
_ In atto
atto:
Maschio:Femmi
Sesso DATI DI LABORATORIO

Razza Bianca/Nera

Glicemia (mg/dl)

Creatinina (mg/dl):

Colesterolo Tot.
(mg/dl):

Colesterolo HDL
(mg/dl):

Trigliceridi (mg/dl):




FATTORI MAGGIORI DI RISCHIO:

CRITERI DIAGNOSTICI
AGGIUNTIVI DI DISLIPIDEMIA

Abitudine al fumo

LDL > 190 mg/dl nei familiari del
paziente

Storia familiare di cardiopatia
ischemica prematura in un
familiare di I grado (prima dei 55
anni nei maschi e prima dei 65 anni
nelle femmine)

Presenza di xantomatosi tendinea
nel paziente

Grave ipercolesterolemia in figli
prepuberi

LDL > 160 mg/dl e TRIG > 200 in
parenti I o II grado

Arteriosclerosi precoce (<55 aa
uomini e <65 donne)

Presenza di Microalbuminuria (> 30
mg/24ore)

Terapia in atto con
immunosoppressori, antiretrovirali o
inibitori delle aromatasi




PRESENZA DI PATOLOGIE CONCLAMATE:

Malattia coronarica (infarto
miocardico, angina pectoris e
cardiopatia ischemica,
rivascolarizzazione coronarica)

Sindrome Coronarica
Acuta in atto o
recente

Malattie cerebrali (ictus ischemico,
emorragia cerebrale, attacco
ischemico transitorio)

Arteriopatia
periferica, Aneurisma
Aorta Addominale,
Aterosclerosi
carotidea sintomatica

Diabete Mellito (glicemia normale
perché ben controllata dalla
terapia ina atto)

Insufficienza Renale
(non disponibile
creatinina recente)







cute
82 (11%)

esami

156 (20%) l
Apparato
muscoloschelstrico
239 (31%)

* In “Altro” sono accorpati | SOC la cui percentuale sul totale & inferiore al 5%

sistemiche

63(8%)
astroenteriche
57 (7%)

neurclogiche
47 (6%)

Altro
130 (17%)

- Distribuzione dei SOC (organi e apparati) coinvolti nelle ADR da statine (Lombardia, anni
2001-2010) (RNF, EsTRazionE: Macalo 2011)




MIOPATIA

Mialgia: dolore o debolezza muscolare senza aumento della CK.

Miosite: sintomi muscolari con aumento della CK, di solito <10 volte il

limite superiore della norma.

Rabdomiolisi: sintomi muscolari con aumento marcato della CK, di

solito >10 volte il limite superiore della norma.

Aumento asintomatico della CK: aumento della CK senza sintomi

muscolari.



Il meccanismo alla base della miopatia indotta da statine non e
noto.

Ipotesi:

1. Lalterazione della sintesi di colesterolo porta a modifiche del
colesterolo presente nelle membrane dei miociti, alterando il
comportamento delle membrane.

2. Lalterazione della sintesi dei composti della via del colesterolo,
in particolare il deficit di coenzima Q10, che puo determinare
un’alterazione dell’attivita enzimatica a livello mitocondriale

3. Ladeplezione degliisoprenoidi, lipidi che sono un prodotto
della via dell’idrossi-metil-glutaril coenzima A reduttasi e che
prevengono |'apoptosi delle fibre muscolari.



Fattori di rischio

=Eta avanzata (>80 anni)

=Sesso femminile

mBasso indice di massa corporea

=Patologie multisistemiche (es. diabete mellito)

=Patologie che alterano la funzionalita renale o epatica

=|potiroidismo non trattato

"|Interazioni farmacologiche, soprattutto con inibitori o substrati del
citocromo P450

mEsercizio fisico eccessivo

=Eccessivo consumo di alcool

"|nfezioni intercorrenti

=Interventi chirurgici maggiori o traumi

=Alimentazione (eccessivo consumo di succo di pompelmo e di mirtillo)
=Fattori genetici (es. polimorfismo degli isoenzimi del citocromo P450 o
dei trasportatori di farmaci, difetti congeniti del metabolismo, alterazione
del metabolismo ossidativo degli acidi grassi)



Tabella 1- Principali interazioni farmacologiche con le statine

E rmacn. Simvastatina  Atorvastating  Fluvastatina  Lovastatina ~ Rosuvastatina  Pravastatina
concomitante | |
Fibrati smiopatia ~ >miopatia >miopatia ~ >miopatia  >miopatia
Antifunginiazolici  >miopatia  emiopatia  emiopatia  >miopatia dubbiz
Macrolidi smiopatia ~ >miopatia dubbia  >miopatia ?
Ciclosporina >miopatia  >miopatia dubbia  >miopatia  >miopati: !
Digossina digossinemia  >digossinemia
Warar P Nesnefto P OPT Ve
effetio
(alcioantagonisti ~ >miopatia ~ >miopatia dubbiz ~ >miopatia !
(imetidina >miopatia  >miopatia dubbiz ~ >miopatia !
Antiretrovirali smiopatia  >miopatia dubbia ~ >miopatia  >miopati !




The onset of myopathy can be multifactorial, the need for
more judicious monitoring of patients using statins, as well
as more nontraditional screening methods, is indicates

This self-reported fatigue or weakness shold be validated with
functional tests and other quantitative measures. Patient
perceived decline in strength may be experience during
activities of daily living, such as rising from a chair or climbing
stairs

Administering functional test such as the Stair Climbing
test and the Six Minute Walktest may identify
performance levels below those of age-matched norms or
unespected declines in the patient’s functional status

Effects of Statins on Skeletal Muscle
A Perspective for Physical Therapist:

Stephanie L. Di Stasi, Toran 0. Macleod, Joshua D, Winters,
Stuart A Binder-Madeod






High-dose statin use does not impair aerobic capacity or

skeletal muscle function in older adults
Tinna Traustadoéttir & Anthoney A. Stock & S. Mitchell Harman

This study investigated whether high-dose statin treatment

would result in measurably decreased exercise capacity in older
men and women.

Table 1 Exercise testing sequence (LFP leg press. CP chest
press, T7FE time to exhaustion)

Day 1 Day 2

1. VO2 max test 1. O> kinetics test
2. 1-RM test (LP/CP) 2. 1-RM test (LP/CP)
3. Aerobic endurance (TTE) 3. Muscular power (LP/CP)
4. Muscular endurance (LP/CP)

In the absence of myalgia or myopathic symptoms, high-dose
simvastatin treatment did not impair exercise capacity in
hyperlipidemic older individuals.

AGE (2008) 30:283-291
DOI 10.1007/s11357-008-9070-3



Statin therapy, muscle function and falls risk in community-

dwelling older adults
D. SCOTT, L. BLIZZARD, J. FELL and G. JONES

To describe differences between statin users and non-users in
muscle mass, muscle function and falls risk in a group of
community-dwelling older adults.

Conclusion: Statin use may exacerbate muscle performance
declines and falls risk associated with aging without a
concomitant decrease in muscle mass, and this effect may be
reversible with cessation.

Q J Med 2009; 102:625-633



Association Between Acute Statin Therapy, Survival, and Improved
Functional Outcome After Ischemic Stroke: The North Dublin Population
Stroke Study

Williams, Leslie Daly and Peter J. Kelly Harris, Lorraine Kyne, Patricia M.E.
McCormack, Joan Moroney, Tim Grant, David Hannon, Orla Sheehan, Michael
Marnane, Gillian Horgan, Emma B. Williams, Dawn Danielle Ni Chroinin,
Elizabeth L. Callaly, Joseph Duggan, Aine Merwick, Niamh

Functional Outcome

New statin treatment after stroke was associated with good functional outcome
(MRS, 0-2) at all time intervals. The OR for good functional outcome at 7 days
was 2.23 (Cl, 1.35-3.71; P0.002) and at 90 days was 2.20 (ClI, 1.36 —3.56;
P0.001). Similar findings were observed for statin therapy before stroke onset (7-
day OR, 1.68; CI, 0.97-2.9; P0.06; 90-day OR, 1.8; CI, 1.08 —3.01; P0.03).

American Stroke
trO e Association
.4
JOURNAL OF THE AMERICAN HEART ASSOCIATION A

nnnnnnnnnnnnnnnnnn

Stroke published online Mar 3, 2011,



Statins and Musculoskeletal Conditions, Arthropathies, and Injuries
Ishak Mansi, MD; Christopher R. Frei, PharmD, MSc; Mary Jo Pugh, PhD;
Una Makris, MD; Eric M. Mortensen, MD, MSc

Objective: To determine whether statin use is associated
with musculoskeletal conditions, including arthropathy
and injury, in a military health care system.

Conclusions and Relevance: Musculoskeletal conditions,
arthropathies, injuries, and pain are more common among
statin users than among similar nonusers.

JAMA Intern Med.
Published online June 3, 2013.
doi:10.1001/jamainternmed.2013.6184



Association between statin medication use
and improved outcomes during inpatient
rehabilitation in older people

Joraraaa Bl Lvac!, MNen o HenDeEsoed', Lvtdel Farace!, Mearssowd B T, MoMoroee?, Moes D WAWIimaea®

Background: statin drugs may induce skeletal myopathy, but
might also have the potential to improve rehabilitation
outcomes by improving sarcopenia or by preventing
intercurrent illness. We examined the association between
statin use and functional outcomes in the rehabilitation of older
people.
Conclusions statin use was associated with improved
Barthel scores on discharge from rehabilitation. This gain
could contribute to improved outcomes as part of the
rehabilitation package and requires further prospective
Investigation

Age and Ageing 2012; 41: 260-262
doi. 10.1093/ageing/afrl59



Statins and Physical Activity in Older Men
The Osteoporotic Fractures in Men Study

David S. H. Lee, PharmD, PhD; Sheila Markwardt, BS; Leah Goeres, PharmD;

Christine G. Lee, MD; Elizabeth Eckstrom, MD, MPH; Craig Williams, PharmD; Rongwei Fu, PhD;
Eric Orwoll, MD; Peggy M. Cawthon, PhD; Marcia L. Stefanick, PhD; Dawn Mackey, PhD;
Douglas C. Bauer, MD; Carrie M. Nielson, PhD

DESIGN, SETTING, AND PARTICIPANTS Men participating in the Osteoporotic Fractures in Men
Study (N = 5994), a multicenter prospective cohort study of community-living men 65 years and
older, enrolled between March 2000 and April 2002. Follow-up was conducted through 2009.

MAIN OUTCOMES AND MEASURES Self-reported physical activity at baseline and 2 follow-up
visits using the Physical Activity Scale for the Elderly (PASE). At the third visit, an
accelerometer measured metabolic equivalents (METs [kilocalories per kilogram per hour])
and minutes of moderate activity (METs =3.0), vigorous activity (METs =6.0), and sedentary
behavior (METs =1.5).

JAMA Intern Med. doi:10.1001/jamainternmed.2014.2266
Published online June 9, 2014.



Figure. Mean Physical Activity Scale in the Elderly (PASE) Scores
According to Statin User Groups
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PASE scores were estimated by mixed-effects linear regression adjusted for age,
site, and baseline total cholesterol (fixed-in-time), myocardial infarction, stroke,
hypertension, diabetes, perceived health and body mass index (time-varying).
The error bars represent 95% confidence intervals for the estimated mean
PASE at each visit (n = 3039).




Table 4. Cross-Sectional Association Between Statin Use and Accelerometer Qutcomes

Age and Site Adjusted Fully Adjusted®

Variable Estimate (95% Cl) PValue Estimate (95% Cl) P Value
Mean METs, kcal/kg/h

Nonuser 1.25(1.24 to 1.26) 1.23 (1.22 to 1.24)

User 1.19 (1.18 to 1.20) 1.20 (1.19 to 1.21)

Difference between user -0.06 (-0.07 to -0.04) <.001 -0.03 (-0.04 to -0.02) <.001

and nonuser
Median moderate physical
activity, min/d®

Nonuser b4.9 (2.1 to 67.7) 62.0 (59.5 to 64.7)

User 53.9(51.7 to 6.3) 56.6 (54.3 to 59.1)

User to nonuser ratio® 0.83 (0.78 to 0.88) <.001 0.91 (0.86 to 0.97) .003
Median vigorous physical
activity, min/d®

Nonuser 7.7(7.3t0 8.1) 7.4(7.0t0 7.8)

User 6.5 (6.2 to 6.8) 6.8 (6.5t07.1)

User to nonuser ratio® 0.84 (0.79 to 0.90) <001 0.92 (0.86 to 0.98) .01
Median sedentary behavior,
min/d®

Nonuser 1297.0 (1293.6 to 1300.5) 1299.4 (1296.0 to 1302.8)

User 1309.5 (1306.1 to 1312.9) 1306.9 (1303.5 to 1310.3)

User to nonuser ratio® 1.010 (1.006 to 1.013) < 001 1.006 (1.002 to 1.010) .003




Statins and Physical Activity in Older Men
The Osteoporotic Fractures in Men Study

David S. H. Lee, PharmD, PhD; Sheila Markwardt, BS; Leah Goeres, PharmD;
Christine G. Lee, MD; Elizabeth Eckstrom, MD, MPH; Craig Williams, PharmD; Rongwei Fu, PhD;

Eric Orwoll, MD; Peggy M. Cawthon, PhD; Marcia L. Stefanick, PhD; Dawn Mackey, PhD;
Douglas C. Bauer, MD; Carrie M. Nielson, PhD

CONCLUSIONS AND RELEVANCE Statin use was associated with modestly lower physical
activity among community-living men, even after accounting for medical history and other

potentially confounding factors. The clinical significance of these findings deserves further
investigation.

JAMA Intern Med. doi:10.1001/jamainternmed.2014.2266
Published online June 9, 2014.



Association between statin use at admission to
inpatient rehabilitation and functional status at

discharge among older patients

Alessandro Morandi, MD, MPH,12 Timothy D Girard, MD,
MSCI, 3456 Ayumi Shintani, MPH, PhD,7 Renato Turco,
MD, 2 Fabio Guerini, MD, 12 Tiziana Torpilliesi, MD, 1.2
Simona Gentile, MD, 12 Marco Trabucchi, MD,2:8
Giuseppe Bellelli MD?2°

Objective: The effect of statins on functional status in elderly patients is
unclear. Statins might carry a deleterious effect on muscle function leading
to myopathy and therefore affecting functional recovery. We evaluated the
relationship between statin exposure at in-hospital rehabilitation admission
and functional outcome at discharge.




Characteristics of 2435 patients elderly patients 70 years and older admitted to a rehabilitation
setting according to statin use

Variable Entire cohort Statins (N=220) No statins (N=2215) P value

Age 81.1+6.4 77.9+0.3 81.240.1 .01
Gender (female) 1749 (72%) 148 (67%) 1601 (72%) 12
CIRS severity index 1.7 (1.5-1.8) 1.8+£0.2 1.7+£0.1 .00
CIRS heart 2.1+1.1 2.5+0.8 2.1+0.2 .00
CIRS hypertension 2.42+0.9 2.710.1 2.4+0.2 .00
CIRS vascular 1.8+0.9 1.9+0.1 1.8+0.2 .00
CIRS respiratory 1.7+£1.1 1.6+0.1 1.840.1 .02
CIRS liver 1.2+0.5 1.1+0.1 1.2+0.1 .10
CIRS kidnev 1.3+0.6 1.3+0.1 1.3+0.1 .64
CIR

oA Results: a total of 2,435 patients were included. The cohort had a mean age
AR of 81.1 years. Of these 9% (N=220) were on statins at the time of admission.

Ad -

- Orthopedic 1009 (41%) 81(36%) 928 (42%) A1
- Neurologic 392 (16%) 41 (19%) 351 (16%) .15
- Cardiovascular 255 (10%) 49 (22%) 206 (9%) .00
- Respiratory 428 (18%) 27 (12%) 401 (18%) .02
- Gait disturbances 243 (10%) 8 (4%) 237 (5%) .00
-Others 105 (4%) 13 (6%) 95 (4%) 22
Delirium on admission 483 (20%) 31 (14%) 457 (20%) .02
Barthel Index pre-admission 93 (77-100) 90.1+1.15 83.840.43 .00
Barthel Index admission 43+ 24.1 53.4+1.60 42.3+0.50 .00
Barthel Index discharge 70+28.4 79.1+1.76 69.3+0.61 .00
IADL total 4(1-7) 4.01+0.21 3.9740.62 .95
Number of drugs on admission 6 (4-7) 7.25+0.19 5.71+0.06 .00
ACE inhibitors on admission 888 (36%) 119 (54%) 780 (35%) .00
Aspirin on admission 658 (27%) 106 (48%) 584 (26%) .00
Beta blockers on admission 683 (28%) 101 (45%) 567 (26%) .00




Multivariate linear regression analysis of the association between statin use on
Rehabilitation admission and functional status at discharge, defined with the total
Barthel Index score.

Predictor Point 95% Confidence P value
Estimate Interval

Statins on admission 5.2 1.5-8.9 <.01
Delirium on admission -20.7 -23.2;-18.1 <.01
Ace-inhibitors on admission 3.2 1.1-5.4 .00
Aspiring on admission 4.7 2.1-7.3 <.01
E In the multivariable analysis, the exposure to statins at the time of admission was
C independently associated with an improved functional status at discharge (Point

|G Estimate 5.2; 95% Confidence Interval: 1.5-8.9; p<0.01) after adjusting for relevant
A confounders.

Genaer -1.Z -5.4,1.1 Ol
Admission orthopedic -1.04 -28.9; 26.8 .94
Admission neurologic -18.9 -46.9; 8.9 .18
Admission cardiologic -5.6 -33.6;22.4 .69
Admission respiratory -3.3 -31.3; 24.6 81
Admission gait disturbances -7.6 -35.6; 20.4 .59
Admission others -11.6 -39.8; 16.6 42
Length of stay acute hospital -0.1 -0.8;0.1 .08
Propensity score for statin use? -16.8 -31.2;-2.3 .02




Objective: The effect of statins on functional status in elderly patients is
unclear. Statins might carry a deleterious effect on muscle function leading
to myopathy and therefore affecting functional recovery. We evaluated the
relationship between statin exposure at in-hospital rehabilitation admission
and functional outcome at discharge.

Results: a total of 2,435 patients were included. The cohort had a mean age
of 81.1 years. Of these 9% (N=220) were on statins at the time of admission.
In the multivariable analysis, the exposure to statins at the time of
admission was independently associated with an improved functional status
at discharge (Point Estimate 5.2; 95% Confidence Interval: 1.5-8.9; p<0.01)
after adjusting for relevant confounders.

Conclusions: The use of statins was overall safe in a group of comorbid
elderly patients undergoing rehabilitation training after an acute
hospitalization. Additionally, a possible benefit was found given the
positive association between statin use and higher functional status at
discharge.



Conclusioni 1

"There are important reasons to recommend

statin therapy in individuals aged 85 and older who

have established ASCVD.

=The high benefit-to-risk ratio that RCTs have found in individuals

just a few years younger does not necessarily extinguish once one
turns 85

5|n individuals who are at high risk but have not

had a heart attack or stroke, such as those with diabetes
mellitus or chronic renal failure (but excluding hemodialysis),
in whom benefit in younger individuals significantly

exceeds risks, statins can be considered

Statins in Very Elderly Adults (Debate)
Neil J. Stone et all

JAGS 62:943-949, 2014



Conclusioni 2

=polypharmacy, nonadherence, drug—drug interactions,
and individual preference are strong reasons for shared
decision-making with each individual.

="The decision to treat or not treat should always start with
a careful review of likely benefits and the potential for
safety risks.

Statins in Very Elderly Adults (Debate)
Neil J. Stone et all
JAGS 62:943-949, 2014



Conclusioni 3

All medications bear risk and prescrbing them involves
tradeoffs. When considering statin use in a given patient,
effects on function and the spectrum of outcomes, not
merely cause specfic ones, should be considered,
recognizing effect modification-by age, sex, comorbilities,
and functional state vend taking patients’preference
centrally into account

Statins and Activity
Beatrice alessandra Golomb
JAMA Published on line June 9,2014
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