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Donna (XX), 76aa, giunge alla nostra osservazione in data
19/5/xx proveniente dalla UO Neurologia ospedale di
Cremona.

Anamnesi fisiologica e familiare
• Vedova da 2 anni
• Scolarità: elementare
• Attività lavorativa: casalinga
• Vive con la cognata, vicino al figlio
• 1-2 bicchieri di vino, non fuma



Anamnesi patologica remota

Anamnesi raccolta con l’ausilio del figlio

• Ipotiroidismo in terapia sostitutiva da molti aa
• Pregresso intervento di ernioplastica inguinale dx
• Pregresso (10 anni prima del ricovero) intervento di 

safenectomia bilaterale
• 2/2008 Ricovero in reparto ORL per sindrome vertiginosa 

ischemico frontale dx con esiti di monoparesi superiore 
sx

• 11/8/08: ricovero in NCH per emorragia cerebrale sottocorticale 
temporo-parietale sx complicato da emianopsia dx ed afasia 

• 30/11/08: dimissione da UO Riabilitazione XX con diagnosi di: 
recente emorragia cerebrale, ipertensione, ipotiroidismo, ernia 
jatale, diverticolosi colon. MMSE 23/30

• 10/08: ricovero in Neurologia per recidiva di afasia con 
successiva parziale remissione



Paziente ricoverata in 9/5 c/o divisione xx per comparsa di emiparesi 
dx ed afasia globale. 
Nel corso della degenza riscontro TC di lesione ischemica sx, 
versamento pleurico sx (per il quale il pneumologo consiglia terapia 
antibiotica con azitromicina e terapia diuretica con furosemide). 
Dimessa con diagnosi di “recidiva di ictus cerebrale ischemico con 
emiplegia dx ed afasia globale, versamento pleurico sx, ipertensione 
arteriosa, ipotiroidismo)

All’ingresso nel nostro reparto la paziente è vigile ancorché afasica 
ed il controllo del tronco è parziale (necessita di aiuto). 

Anamnesi patologica prossima



Elementi di fragilità pre-esistenti

• Decadimento cognitivo (IQcode 4.0)



Terapia ospedaliera

Principio attivo Posologia Orario 
   
L-tiroxina 100 1 cp  Ore 8 
Furosemide 25 1 cp Ore 8 
ASA 300 1 cp A pranzo 
Enoxaparina sodica 4000 1 fl sc Ore 18 
Azitromicina 500 mg 1 cp x 2 die Ore 8; 20 
 



Diagnosi di ingresso
• Recente emiplegia dx ed afasia globale (5/09) da 

recidiva di ictus ischemico (territorio arteria cerebrale 
media)

• Pregresso ictus ischemico (10/’08) complicato da afasia 
fluente ed emianopsia destra secondario a emorragia 
cerebrale temporo-parietale sinistra (8/’08)

• Versamento pleurico sinistro
• FAP recidivanti intercorrenti (19/6/09, 11/7/09) in TAO
• Ipertensione arteriosa stadio 1 gruppo di rischio elevato
• Ipotiroidismo
• Diverticolosi del colon
• Insufficienza venosa in esiti di safenectomia bilaterale
• Esiti di neurolisi per sindrome del tunnel carpale sx



Premorboso Ingresso

C.A.M. Stato confusionale 3/4

MMSE Stato cognitivo n.a.

Geriatric Depression Scale Tono dell’umore n.a.

Mini Nutritional Assessment Stato nutrizionale 12/14

IADL (n funzioni perse): Stato funzionale 4/8

BARTHEL INDEX Stato funzionale 100/100 10/100

TINETTI: Stato funzionale 1/28

FIM: Stato funzionale 22/126

Valutazione multidimensionale



Pz di 76 aa, proveniente dall’UO Neurologia ospedale di xx. Vedova da 2 anni,
vive con la cognata attigua al figlio, in autonomia. Affetta da:

• Recente emiplegia dx ed afasia globale (5/09) da recidiva di ictus ischemico (territorio
arteria cerebrale media)

• Pregresso ictus ischemico (10/’08) complicato da afasia fluente ed emianopsia destra da 
emorragia cerebrale temporo-parietale sinistra (8/’08)

• Versamento pleurico sinistro
• FAP recidivanti intercorrenti (19/6/09, 11/7/09) in TAO
• Ipertensione arteriosa stadio 1 gruppo di rischio elevato
• Ipotiroidismo
• Diverticolosi del colon
• Insufficienza venosa in esiti di safenectomia bilaterale
• Esiti di neurolisi per sindrome del tunnel carpale sx
Buone condizioni fino al 10/08 allorquando viene ricoverata per afasia da ictus 

cerebri e successivamente ricoverata presso Riabilitazione Ospedaliera ove 
esegue trattamento fisioterapico e logopedico fino a completo recupero 
funzionale nelle BADL. Il 9/5 recidiva di emiparesi dx ed afasia. Durante il 
ricovero ospedaliero che ne segue riscontro TC di lesione ischemica della 
convessità sx ed esiti di lesione meno recente della circonvoluzione precentrale 
dx. riscontro Rx garfico di versamento pleurico sx. EON plegia flaccida emisoma 
dx. trasferimenti e controllo del tronco solo con aiuto.

Epicrisi



Obiettivi clinici
• Rivalutazione eziologica ictus
• Valutazione/monitoraggio versamento pleurico

Obiettivi riabilitativi-infermieristici
• Stadiazione gravità del deficit di linguaggio e

valutazione prognostica funzionale
• Recupero autonomia nei trasferimenti e nel cammino

®: - Esami ematici di routine, TSH
- Rx-torace

Epicrisi



Esami

Ematochimici

Esame Ingresso     Valori normali 
GB 7.8   10^3/ul 4.00-9.00 
GR 4.3   10^6/ul 4.00-5.50 
Ht 41.3   % 38.0-50.0 
Hb 13.3   g/dl 11.5-14.5 
MCV 95.2   Fl 80.0-95.0 
PLT 489   10^3/ul 150-400 
Neutrofili  58.3   % * 10^3/ul 40.0-75.0 
Linfociti 32.3   % * 10^3/ul 20.0-40.0 
Monociti  5.4   % * 10^3/ul 0.0-12.0 
Eosinofili  3.6   % * 10^3/ul 0.0-2.5 
Basofili  0.4   % * 10^3/ul 0.0-0.54 
VES 76   mm/1° ora 0-20 
PCR 5.4   mg/dl 0.0-1.0 
Azotemia 73   mg/dl 10-50 
Creatinina  1.1   mg/dl 0.5-1.2 
Na 147   Mmol/L 136-146 
K 4.4   Mmol/L 3.5-5.10 
Cl 106   Mmol/L 98-108 
Glicemia 83   mg/dl 60-110 
Colesterolo tot 162   mg/dl 120-200 
Trigliceridi 103   mg/dl 40-160 
GOT 31   U/L 0-40 
GPT 23   U/L 0-40 
Fosfatasi alc 243   U/L 90-270 
γGT 154   UI/L 5-30 
Bilirubina tot 0.3   mg/dl 0-1.2 
PT (INR) 1.2    0.9-1.1 
proteine tot 6.5   g/dl 6.2-8.2 
Albumina 50.4 (3.3)   % 55.1-66.1 
α1 4.3   % 1.7-3.3 
α2 14.0   % 8.2-13-0 
β 16.8   % 9.5-15-0 
Γ 14.5   % 10.3-18.3 
Sideremia  84   microg/dl 70-150 
Transferrina 226   Mg/dl 200-350 
TSH 4.31   ng/ml 0.35-4.94 

 



a. All’ingresso la paziente è vigile, afasica, incapace di 
controllare il tronco da seduta, dipendente da due 
operatori nelle principali ADL. 

b. Valutazione logopedica, si iniziato programma di 
trattamento proseguito per tutta la durata della degenza. 

c. Nel corso della degenza si rivaluta la genesi degli episodi 
ischemici cerebrali recidivanti; in particolare, avendo 
osservato almeno due episodi di FAP (19/6, 11/7, seguiti 
da ripristino spontaneo RS), si ipotizza genesi 
cardioembolica degli ictus. Dopo colloquio con i familiari e 
contatto telefonico con colleghi centro TAO ospedale di 
xx, in considerazione dell’assenza di recidive emorragiche 
da almeno 12 mesi e del duplice episodio di FAP 
documentato, si decide di iniziare terapia anticoagulante 
orale (mantenendo INR 2.0-3.0). 

Decorso clinico-riabilitativo



  Premorboso Ingresso Dimissione

C.A.M. Stato confusionale 3/4 2/4

MMSE Stato cognitivo Na/30 /30

Geriatric Depression Scale Tono dell’umore Na/15 --/15

Mini Nutritional Assessment Stato nutrizionale 12/14

IADL (n funzioni perse): Stato funzionale 4/8

BARTHEL INDEX  Stato funzionale 100/100 10/100 27/100

TINETTI: Stato funzionale 1/28 10/28
FIM: Stato funzionale 22/126 43/126

 

Principio attivo Posologia Orario 
   
• L-tiroxina 100 1 cp Ore 8 
• Perindopril-indapamide 2+0.625 ½ cp Ore 8 
• Warfarin ½ cp Ore 18 poi sec 

INR 
 

Valutazione multidimensionale



Fibrillazione atriale & stroke: 
incertezze sul trattamento

“To this variety of apoplexy those are 
most liable who lead an idle life, who 
are obese, whose face and hands are 
constantly livid and whose pulse 
constantly unequal”

Wepfer, Historiae apoplecticorum 1658



Projected number of adults with Atrial Fibrillation 
in the United States between 1995 and 2050
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Prevalence of Atrial Fibrillation by Age and Sex

Singer DE, JAMA October 2003



AF increases the risk of stroke

• AF is associated with a pro-thrombotic state
– ~5 fold increase in stroke risk1

• Risk of stroke is the same in AF patients 
regardless of whether they have paroxysmal or 
sustained AF2,3

• Cardioembolic stroke has a 30-day mortality 
of 25%4

• AF-related stroke has a 1-year mortality of 
~50%5

1. Wolf PA, et al. Stroke 1991;22:983-988; 2. Rosamond W et al. Circulation. 2008;117:e25–146; 3.Hart RG, et al. J Am Coll 
Cardiol 2000;35:183-187; 
4. Lin H-J, et al. Stroke 1996; 27:1760-1764;  5. Marini  C, et al. Stroke 2005;36:1115-1119.



Stroke severity in patients with AF
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1. Gladstone DJ et al.  Stroke. 2009; 40:235-240

Effect of first ischemic stroke in patients with AF (n=597)1

Relatore
Note di presentazione
In a recent study by Gladstone and colleagues of nearly 600 patients who were admitted to the hospital with a first ischemic stroke from AF, 60% were disabling and 20% were fatal. 

In a recent study by Gladstone and colleagues of nearly 600 patients who were admitted to the hospital with a first ischemic stroke from AF, 60% were disabling and 20% were fatal. 





È efficace la terapia 
anticoagulante?



Warfarin vs placebo

Lip GYH & Lim HS, Lancet Neurol 2007 ; 6: 981-993



Warfarin vs antiplatelets

• Meta-analysis (12 trials, 12 963 participants): adjusted-
dose warfarin more efficacious than antiplatelet 
therapy (RRR 39%, 95% CI 22%–52%).

• Compared with aspirin trials, TAO was associated 
with a 38% (18%–52%) RRR of stroke (91 strokes 
in 1803 patients vs 142 strokes in 1844 patients).

• Birmingham Atrial Fibrillation Treatment of the 
Aged study (BAFTA), 973 patients >75 years (age 
81.5+4.2) for an average of 2·7 years: rate of fatal 
stroke = 1.8% per year in warfarin arm vs 3.8% 
per year in aspirin arm (RRR 0·48, 95% CI 0·28–
0·80; p=0·003)

Lip GYH & Lim HS, Lancet Neurol 2007 ; 6: 981-993



Patient-Level Meta-analyses of the Efficacy 
of Antithrombotic Therapies in AF From 

Pooled Data of Randomized Trials

Singer D et al, Chest 2008

The intention-to-treat analysis of these
pooled data revealed a reduction in annual 
stroke rate from 4.5% for the control 
patients and 1.4% for the patients assigned 
to adjusted-dose warfarin.
The absolute risk reduction implies
that 31 ischemic strokes will be prevented 
each year for every 1,000 patients treated 
(or 32 patients needed to treat for 1 year to 
prevent one stroke, NNT  32)



NEJM December 5, 2002

The Atrial 
Fibrillation 
Follow-Up 

Investigation 
of Rhythm 

Management 
(AFFIRM)

study

•Ai fini della prevenzione degli 
stroke è più importante fare 
attenzione all’anticoagulazione che 
non mantenere il ritmo cardiaco



CHADS2 score

Risk factor Score

Congestive heart failure 1

Hypertension 1

Age 75 years or older 1

Diabetes mellitus 1

Stroke or TIA 2

A risk stratification scheme for atrial fibrillation. A score of 0–6 is derived based on the following 
factors: congestive heart failure (1 point); hypertension (1 point); age ≥75 years (1 point); diabetes 
mellitus (1 point); and previous stroke or TIA (2 points).

Gage BF et al, JAMA 2001



Stratificazione del rischio tromboembolico 
arterioso perioperatorio (ACCP modificata)

Classe di 
rischio

Valvola cardiaca meccanica Fibrillazione atriale

Elevato Protesi valvolare mitralica di 
qualsiasi tipo
Protesi valvolare di prima 
generazione
Ictus o TIA recenti (< 6 mesi)

Punteggio CHADS2 5-6
Ictus o TIA recenti (< 3 
mesi)
Malattia reumatica della 
valvola cardiaca

Moderato Protesi valvolare aortica e 2 
emidischi ed una condizione tra: f.a., 
ictus o TIA pregressi, ipertensione, 
diabete, insufficienza cardiaca 
congestizia, età > 75 anni

Punteggio CHADS2 3-4

Basso Protesi valvolare aortica senza f.a., o 
altro fattore di rischio di ictus

Punteggio CHADS2 0-2 ( e 
nessun ictus o TIOA 
pregressi)

Da “Dialogo sui farmaci” 4/09



Quanto è utilizzata la terapia 
anticoagulante?



Presentazione Bellelli 
“Contempo in geriatria 2001” 

Milano



J Am Geriatr Soc 2004

Despite consensus guidelines to treat all 
AF patients aged 75 and older with 
anticoagulants, advancing age was found 
to be a deterrent to warfarin use. Better 
estimates of the risk:benefit ratio for oral 
anticoagulant therapy in older patients 
with AF are needed to optimize decision-
making



I limiti della terapia con 
warfarin: not all patients 

are the same



Use of anticoagulant in disabled 
AF patients: is it optimal?

Bellelli G et al, Arch Intern Med 2002



The challenge of warfarin 
candidacy among elderly patients

Hylek EM et al, Stroke 2006



1.Physicians are less likely to prescribe 
warfarin after one of their patients has a 
major adverse bleeding event associated 
with warfarin

2.A thromboembolic stroke in a patient with 
atrial fibrillation not on anticoagulation 
does not influence the odds that a 
physician will use warfarin in subsequent 
patients.

BMJ, doi:10.1136/bmj.38698.709572.55 (published 10 January 2006)



The impact of frailty on the utilisation of 
antithrombotic therapy in older patients 

with AF 
• Objective: to investigate the 

impact of frailty on the 
utilisation of antithrombotics 
and on clinical outcomes in 
older people with atrial 
fibrillation (AF).

• Design: prospective study of 
a cohort of 220 acute 
inpatients aged ≥70 years with 
AF, admitted to a teaching 
hospital in Sydney, Australia 
(April–July 2007), with 207 
followed up over 6 months.

Perera V et al, Age Ageing 2009



I limiti della terapia con 
warfarin: mantenere il range 

terapeutico



INR control: clinical trials v. clinical 
practice
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INR control in clinical trial versus clinical practice (TTR**)
**Time in Therapeutic Range (INR2.0-3.0)

1. Kalra L, et al. BMJ 2000;320:1236-1239 * Pooled data: up to 83% to 71% in individualized trials;  2. Samsa GP, et al. Arch Int Med 2000 
3. Matchar DB, et al. Am J Med 2002; 113:42-51.

Relatore
Note di presentazione
Time in Therapeutic Range (TTR) of 2.0-3.0 with VKA tends to be highest (60–70%) in well-controlled environments, e.g. clinical trials1
INR control tends to be much lower in clinical practice.  
In a retrospective review in clinical practice setting: relative risk reduction of stroke was only 38% (Rietbrock et al. Thromb Haemost. 2009; 101: 527-534)





ACC/AHA/ESC Executive SummaryJAAC 2001
Singer D et al, Chest 2008

Effect of Intensity of Oral Anticoagulation on 
Ischemic Stroke and Intracranial bledding

These studies reveal a dramatic increase 
in the risk of ICH at INR values  4.0, 
though most ICHs among patients treated 
with anticoagulants occur at INR values  
4.0. In addition, the risk of ICH appears to 
rise with patient age and in those with 
prior ischemic stroke.





Risks of Oral Anticoagulant Therapy
With Increasing Age

Torn et al., Arch Int Med 2005

The incidence of both bleeding and 
thromboembolic events increases sharply 
with advanced age. Because higher 
thromboembolic risk with age often makes it 
unfeasible to withhold oral anticoagulation 
from elderly patients, future studies should 
focus on ways to lower the bleeding risk



Limitation of warfarin use in 
clinical practice

• Narrow therapeutic window (INR range 2.0-3.0)
• Unpredictable response
• Routine coagulation monitoring
• Slow onset/offset of action
• Frequent dose adjustments
• Numerous food-drug interactions
• Numerous drug-drug interactions
• Warfarin resistance

1. Ansell J, et al. Chest  2008;133;160S-198S;  2. Umer Ushman MH, et al.  J Interv Card Electrophysiol 2008; 
22:129-137;  
Nutescu EA, et al. Cardiol Clin 2008; 26:169-187.

Relatore
Note di presentazione
Due to the limitations of VKAs, it has been estimated that up to 50% of patients eligible for treatment receive no anticoagulant treatment (Rowan et al. JACC. 2007)




E se non warfarin?



• To assess the efficacy and safety of warfarin 
(INR, 2–3) compared with aspirin 75 mg in an 
elderly AF population (N =973 with mean age 
81.5 years), who were followed up for a mean of 
2.7 years. 

• Primary endpoint: fatal or disabling stroke 
(ischaemic or haemorrhagic), intracranial 
haemorrhage, or clinically significant arterial 
embolism 

C’è un rischio emorragico inferiore con 
ASA? Il BAFTA study



Mant J et al, Lancet 2007

24 primary events (21 strokes, two other intracranial haemorrhages, and 
one systemic embolus) in people assigned to warfarin and 48 primary 
events (44 strokes, one other intracranial haemorrhage, and three 
systemic emboli) in people assigned to aspirin (yearly risk 1·8% vs 
3·8%, relative risk 0·48, 95% CI 0·28–0·80, p=0·003; absolute yearly 
risk reduction 2%, 95% CI 0·7–3·2).
Yearly risk of extracranial haemorrhage was 1·4% (warfarin) versus 
1·6% (aspirin) (relative risk 0·87, 0·43–1·73; absolute risk reduction 
0·2%, –0·7 to 1·2).



Una più aggressiva terapia 
antiaggregante?

• ACTIVE W (Atrial fibrillation Clopidogrel Trial with Irbesartan for 
prevention of Vascular Events) trial: double antiplatelet therapy 
proved to be inferior to warfarin in stroke prevention in atrial 
fibrillation, but was associated with an at least as high bleeding 
risk. (Lancet 2006)

• ACTIVE A trial:7554 patients ineligible for oral anticoagulation 
randomised to double antiplatelet therapy (clopidogrel 75 mg 
plus aspirin 75–100 mg daily) or to aspirin alone At 3·6 years the 
endpoint of disabling or fatal stroke was reduced by 26% by the 
double antiplatelet strategy (1·6% per year) compared with 
aspirin alone (2·1% per year, p<0·001). Major bleeding was 
significantly increased by 57% from 1·3% per year with aspirin 
alone to 2·0% per year with double antiplatelet treatment. Also 
the rate of haemorrhagic stroke doubled (0·2% per year vs 
0·4% per year, respectively, p<0·001).

Come definire chi è il 
paziente inelegibile al 

warfarin?



Stroke. 2007;38:1652-1654



SPORTIF Post Hoc Analysis: What Happened when 
Aspirin Was Added to Ximelagatran or Warfarin?

• For the warfarin versus warfarin plus aspirin treatment groups, the 
event rates for stroke or stroke/systemic embolism ranged from 
1.5%–1.55% to 1.7%–1.7%, respectively, and the event rates for 
myocardial infarction and death were 1.0%–2.5% to 0.6%–2.6%, 
respectively. Again, there was no statistically significant difference 
between the event rates with or without aspirin therapy.

• Major bleeding events did not differ between the ximelagatran 
versus ximelagatran plus aspirin treatment groups (1.9% versus 
2.0%, P=.83), the combination of major/minor bleeds differed with 
more bleeds occurring in the ximelagatran plus aspirin treatment 
group (39.4% versus 31.45%, P=.01). There was a significant 
interaction between aspirin and warfarin or ximelagatran with 
respect to bleeding, which was especially high for warfarin.

Ximelagatran (direct thrombin inhibitors, DTIs) 
was more effective than warfarin in two large 
phase III clinical trials, but development 
(Astra Zeneca 2006) was stopped because of 
liver toxicity.



I nuovi anticoagulanti

• AMADEUS One, long-acting, parenteral oral factor Xa inhibitors 
s.c. once a week) FXaI, idraparinux, was noninferior than 
warfarin, although clinically relevant bleeding was higher with 
idraparinux than with warfarin (19·7% vs 11·3%; p<0·0001), 
with no antidote for idraparinux. 

• The new BOREALIS–AF study will compare biotinylated 
idraparinux (a neutralisable form of the drug) with warfarin in 
patients with AF, and the dose will be adjusted depending on 
age and renal function. 

• Oral FXaIs (rivaroxaban47 in the ROCKET–AF trial and apixaban 
in the ARISTOTLE trial) and other drugs from both classes (eg, 
AZD0837, YM150, and DU176b) are in phase II-III clinical trials.

• Non-drug approaches (Percutaneous, left atrial appendage 
occluders) is being formally investigated in the PROTECT-AF trial

Lip GYH & Lim HS, Lancet Neurol 2007 ; 6: 981-993



RR 0.40
(95% CI: 0.27–0.60)
p<0.001 (Sup)

RR 0.31
(95% CI: 0.20–0.47)
p<0.001 (Sup)

RR, Relative risk; CI, confidence interval; Sup, superior
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Connolly SJ., et al. NEJM published online on Aug 30th 2009. 
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Conclusioni 
• La scelta di anticoagulare/non anticoagulare il 

paziente anziano con f.a. è una scelta ancora 
difficile (a distanza di oltre 10 anni…)

• La doppia antiaggregazione è più rischiosa 
dell’anticolagulazione e quindi va sconsigliata 

• In generale la TAO è sempre preferibile 
all’antiaggregazione (anche in relazione ad un 
rapporto rischio/beneficio)

• C’è un futuro per alcuni nuovi farmaci 
(dabigatran)?
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