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Paziente (XX) di anni 89, giunta alla nostra osservazione in Gennaio 20XX
proveniente dal domicilio.

Anamnesi fisiologica e familiare
e Vedova

o 2figli(1 Me lF)
e \ive con una badante 24 h/24 da marzo 2007



Anamnesi patologica remota

Paziente gia ricoverata c/o reparto di mantenimento, dimessa in ottobre XX
con diagnosi di:

o Sindrome ipocinetica secondaria a infezione delle vie urinarie
(XX/7 [ XX)

e Stato confusionale acuto secondario

e Demenza di Alzheimer di grado moderato-severo con disturbi
del comportamento (vocalizzazione)

o Ipertensione _arteriosa con danno d’‘organo (cardiopatia
ipertensiva)

o Insufficienza mitro-aortica lieve

e Ipotiroidismo subclinico in esiti di tiroidite autoimmune
e Malnutrizione proteico-calorica

o Disfagia da diverticolo di Zenker

e Artrosi cervicale

o Esiti di poliomielite arto superiore sx

e Pseudoafachia chirurgica OD




VALUTAZIONE MULTIDIMENSIONALE (Ottobre 20XX)

Premorboso Ingresso Dimissione

C.AM. Stato confusionale Pos Neg
MMSE Stato cognitivo 14/30

Geriatric Depression Scale Tono dellumore NA

Mini Nutritional Assessment Stato nutrizionale 7+14/30

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

BARTHEL INDEX Stato funzionale 73/100 20/100 23/100
TINETTI: Stato funzionale 1/28 9/28
FIM: Stato funzionale 38/126 41/126

TERAPIA IN CORSO ALLA DIMISSIONE (Ottobre 20XX)

Principio attivo | Nome commerciale Posologia Orario

« Bisoprololo Cardicor 2.5 mg 1cp Ore 8

e Enalapril+HCTZ | Vasoretic 1cp Ore 8

o Amlodipina Norvasc 10 mg 1cp Ore 20

e Aloperidolo Serenase 3 gocce Ore 20

e Macrogol Movicol 1 bust x 2 Ore 14-20







TERAPIA ALL'INGRESSO

Principio attivo Nome commerciale Posologia | Orario

e Bisoprololo Cardicor 2.5 mg 1cp Ore 8

e Enalapril+HCTZ Vasoretic 1cp Ore 8

o Amlodipina Norvasc 10 mg 1cp Ore 20

e Aloperidolo Serenase 3 gocce Ore 20

e Macrogol Movicol 1 bust x 2 Ore 14-20




Esame obiettivo all'ingresso

- Allettata

- Assopita, responsiva agli stimoli verbali scarsamente collaborante
- Disfagica

- Ipertono plastico moderato-severo ai quattro arti

- Ipotrofia muscolare

- Scarso controllo del tronco da seduta e incapacita a mantenere la
stazione eretta



Epicrisi

Pz di 89 aa, proveniente dal domicilio. Vedova, due figli, vive al proprio
domicilio, assistita da una badante 24 h/24.

Storia clinica caratterizzata da:

e Sindrome ipocinetica da allettamento prolungato

Demenza di Alzheimer di grado severo con disturbi del
comportamento (vocalizzazione)

Ipertensione arteriosa con danno d’organo (cardiopatia ipertensiva)
Insufficienza mitro-aortica lieve

Diverticolo di Zenker

Disfagia globale a genesi polifattoriale

Malnutrizione calorico-proteica

Ipotiroidismo subclinico in esiti di tiroidite autoimmune

Artrosi cervicale

Esiti di poliomielite arto superiore sx

Pseudoafachia chirurgica OD



Epicrisi

Obiettivi clinici
e Stabilizzazione clinica
e Prevenzione ab-ingestis

Obiettivi di Nursing
e Monitoraggio introito idrico e alimentare, gestione disfagia

Obiettivi fisioterapici
e Prevenzione danni terziari

Obiettivi socio-assistenziali
e Educazione care-giver
e Valutazione destinazione post-dimissione

®: esami ematici, URC (urine molto maleodoranti)



Diario clinico
o XX/3/XX—-XX/4/XX
— Albumina=3.0; colesterolo=158; trasferrina=151; VES=43; PCR=8.5

— Riscontro di IVU batterica e micotica (trattate farmacologicamente)

— Graduale peggioramento delle condizioni generali e della disfagia.
Ridotta al minimo la terapia per os

— Riscontro successivo di elevati valori pressori (170—-190/90—100).

Iniziata terapia antiipertensiva con clonidina cerotto e furosemide ev
(edemi)

e 5/4/07: trasferita c/o Hospice



Terapia in corso alla dimissione

Nome commerciale posologia Orario
e Catapresan TTS 2 1 cer (ven) Ore 8

e Periven 1 sacca Ore 8

e Fisiologica 500 1 flac x 2 Ore 8-17
e Lasix 25 1 fl x 2 Ore 8-20

La paziente e deceduta dopo circa due settimane



Cenni epidemiologici,
problematiche diagnostiche e
stratificazione del rischio
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2007 Guidelines for the Management of Arterial Hypertension The
Task Force for the Management of Arterial Hypertension of the
European Society of Hypertension (ESH) and of the European
Society of Cardiology (ESC)

Table 1 Definitions and classification of blood pressure (BP)
levels (mmHg)

Category Systolic Diastolic
Optimal <120 and <80
Normal 120-129 and/or 80-84
High normal 130-139 and/or 85-89
Grade 1 hypertension 140-159 and/or 90-99
Grade 2 hypertension 160-179 and/or 100-109
Grade 3 hypertension >180 and/or =110
Isolated systolic > 140 and <90

hypertension

Isolated systolic hypertension should be graded (1, 2,3) according to
systolic blood pressure values in the ranges indicated, provided that dias-
tolic values are <90 mmHg. Grades 1, 2 and 3 correspond to classification
in mild, moderate and severe hypertension, respectively. These terms
have been now omitted to avoid confusion with quantification of total
cardiovascular risk.



6. Blood pressure (BP) measurement
When measuring BP, care should be taken to:

e Allow the patients to sit quietly tor several minutes:
e |akcatleasttwo measurements spaced by 1-2 minutes:
L'se a standard bladder (12—-13c¢m long and 35¢m
wide) but have a larger bladder available for fat arms
and a smaller onc for thin arms and children:
e |lave the cuff at the level of the heart, whatever the
position ot the pauent:
Detlate the cutt at a speed of 2mmHg/s;
l'se phase [ and V (disappearance) KorotkolT sounds to
identify SBP and DBP, respectively;
e Measure BIP in both arms at first visit to detect possible
ditferences due to peripheral vascular discase. In this
mstance, take the higher value as the refterence
ONe;

e Mceasure BP 1 and 5mun after assumption of the
standing position i]‘lm»nhjcﬂﬁ, diabetic patients,
and when postural hypotension may be frequent or
suspected:

e Measure heart rate by pulse palpaton (at least 30sec).



Problematiche diagnostiche

- (Gap ascoltatorio (dovuto a rigidita di parete e
caratterizzato dalla scomparsa dei toni di Korotkoff durante
la deflazione del bracciale dello sfigmomanometro prima del
raggiungimento della pressione diastolica, per ripresentarsi
a valori inferiori)

- Pseudoipertensione (Sovrastima dei valori pressori
dovuta alla rigidita della parete arteriosa)



Pseudoipertensione

La possibilita di pseudoipertensione deve essere
considerata in presenza di:

e Persistenza di valori sistolici abnormemente elevati

e Scarso controllo pressorio in seguito a trattamento
farmacologico massimale

e Dimostrazione radiologica di estese calcificazioni delle
pareti arteriose

e Rilievo del segno di Osler (palpazione dell’a. radiale come
cordoncino non pulsante)



3. Stratification of total CV risk

IFor practical reasons the term ““hypertension’™ i1s used
in daily practice and patients are categorized as shown
in l'abl defining
\ le, being
high or low based on the total CV risk of each individual.

| Total CV risk of each individual




3. Stratification of total CV risk

Blood pressure (mmHg)

Other risk factors, Normal High normal | Grade 1 HT | Grade 2HT | Grade3HT
oD SBP 120-129 | SBP 130-139 | SBP 140-159 | SBP 160-179 | SBP=180
or Disease or DBP 80-84 | or DBP 85-89 | or DBP 90-99 |or DBP 100-109| or DEP =110

Moderate

No other risk factors added risk

Moderate
added risk

Mgdarata
Added risk

3 or more risk fa
MS, OD or Diabedes

Moderate
added risk

Established CV
or renal disease

I AGE > 55 years in Men and 65 years in female is a risk factor I



Prevalence of Chronic Kidney Disease
in the United States

Josef Coresh, MID, PhD Context The prevalence and incidence of kidney falure treated by dialysis and traps-
Elizaleeth Selvin, PRI MPH plantation in the United States have increased from 1988 to 2004, Whether there have
Lesley A Stevens. MDD, MS besn changes in the prevalence of earier stages of chronic kidney disease (CKD) during

this period is uncertain,
Objective To update the estimated prevalence of CKD in the United States.
Design, Setting, and Participants Cross-sectional analyss of the most recent Na-

Jame Manzi, Phiy
John W, Kusek. PhiD

Paul Eggers, I'hl) tional Health and Mutrition Examination Surveys (NHANES 1988-1994 and NHANES
Frederick Van Lente, PhD 1999-2004), a nationally representative sample of noninstitutionalized adults aged 20

years or older in 1988-1994 (n=15 488) and 1999-2004 {(n=13233)

Anidrew 8, Levey, MD
: Main Outcome Measures Chronic kidney disease prevalence was determined based

Figure 2. Prevalence of Chronic Kidney Disease (CKD) Stages by Age Group in NHANES 1988-1994 and 1999-2004
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MHAMES indicates Mational Health and Mutritisn Examination Surveys.

*There were no cases in 1988- 1994, JAMA, November 7, 2007—Vol 298, No. 17



Prevalence of Chronic Kidney Disease
in the United States

Josed Coresh, MU, Phid

CKD Stage 3 JAMA, November 7, 2007—Vol 298, No. 17
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Guidelines

2007 Guidelines for the Management of Arterial Hypertension

The Task Force for the Management of Arterial Hypertension of
the European Society of Hypertension (ESH) and of the European

Society of Cardiology (ESC)

- Non esistono praticamente anziani a
basso rischio.

- Tutti gli anziani sono soggetti che
“almeno” hanno un rischio di grado
medio-elevato



Trattamento




Benefici del trattamento
e

LIFESTYLE MODIFICATIONS

Hypertension therapy in older persons, as in younger persons, should begin with
lifestyle modifications.

e Older patients will respond to modest salt reduction and weight loss. If goal
blood pressure is not achieved, then pharmacologic treatment is indicated.

o The Joint National Committee and the Society of Geriatric Cardiology
emphasize that lifestyle modifications should be a part of the treatment of
hypertension regardless of the age of patients. Losing weight, limiting alcohol
intake, increasing physical activities, and reducing sodium intake are
modifications in lifestyle that are recommended.

 However, it is often said that elderly patients will not follow lifestyle therapy.

* “"There is more to life than losing weight. Sometimes, it's the quality of life
that is more important than the quantity of life. I put those patients on
medicine” (Marvin Moser, J Clinical Hypertension, 2000)



Sodium reduction and weight loss in the treatment of
hypertension in older persons: a randomized
controlled trial of nonpharmacologic interventions in
the elderly (TONE). TONE Collaborative Research
Group.

Whelton PK, Appel L], Espeland MA, et al.

JAMA 1998 Mar 18;279(11):839-46
—

PARTICIPANTS: A total of 975 men and women aged 60 to 80 years

CONCLUSION: Reduced sodium intake and weight
loss constitute a feasible, effective, and safe
nonpharmacologic therapy of hypertension in older
persons.



Trattamento farmacologico

Background
Gli effetti benefici del trattamento con farmaci anti-ipertensivi sono
stati ampiamente dimostrati in letteratura, ma nel paziente giovane
adulto e in qualche studio anche nell’'ultra 65enne.

La terapia antipertensiva riduce significativamente:

e la mortalita totale del 13%
e la mortalita cardiovascolare del 18%
e |'incidenza delle complicanze cardiovascolari del 26%
e l'incidenza degli stroke fatali e non del 30%
e |'incidenza degli eventi coronarici del 23%
Staessen et al Lancet 2000

I dati tuttavia sono estrapolati da Metanalisi....



..0 da sottogruppi, re-analisi di grandi trials non disegnati
specificatamente sull’anziano.....

Trials of Antihypertensive Treatment in the Elderly

Trial N° Age CVA CAD CHF  AIICVD
Australian 582 60-69 33% 18% NR 31%
EWPHE 840 > 60 36% 20% 22% 29%
Coope 884 60-79 42% 3% 32% 24%
STOP HTN 1627 7/0-84 47% 13% 51% 40%
MRC 4396 65-74 25% 19% NR 17%
HDFP 2374 60-69 44% 15% NR 16%
SHEP 4736 >60 33% 27% 55% 32%
Syst-Eur 4695 >60 42% 26% 36% 31%
Stone 1632 60-79 57% 6% 68% 60%

Syst-China 2394 >60 38% 33% 38% 37%



B CLINICAL REVIEW

CLINICIAN'S CORNER

Systolic Hypertension in Older Persons

Sarwat 1. '[.ilwu#"n}'. MD

Harlan M. Krumholz MDD SM

JoAnne Micale Foody, MD

Conclusions

Treatment of SH in older patients with
SBP of at least 160 mmHg Is
supported by strong evidences. The
evidence available to support
treatment of patients to the level of
140 mmHg or those with baseline
SBP of 140 to 159 mmHg Is less
strong; thus, this treatment decisions
should be more sensitive to patient
preferences and tolerance of therapy.

JAMA, September 1, 2004—Vol 292, No. 9



13. Goals of treatment

e In hypertensive puticnt*& the primary goal of treatment
1s to achieve maximum reduction in the long-term tortal
risk of CV discase.

o [Despite use of combination trcatment, reducing
syvstolic BP to <140 mmlle mav be dithcult and

more so it the target 1s a reduction to < 130 mmllg.
rqnal dithcultues should be C\pLLtLd in the

n paticnts with diabetes, and 1in general, 1in
with CV damage.



Ipertensione nel molto vecchio

In subjects aged 80 vyears and over, cvidence for
benefits of antthypertensive trcatment 1S as  yet
inconclusive. However, there 1s no reason for inter-
rupting a successtul and well tolerated therapy when a
paticnt rcaches 80 years of age.



Quali farmaci ?




Antihypertensive treatment in the elderly

Drug treatment can be initiated with thiazide diuretics, calcium
antagonists, angiotensin receptor antagonists, ACE inhibitors, and
b-blockers, in line with general guidelines.

Initial doses and subsequent dose titration should be more gradual
because of a greater chance of undesirable effects, especially in very old
and frail subjects.

Many elderly patients need two or more drugs to control blood pressure.

Because of the increased risk of postural hypotension, BP should always be
measured also in the erect posture.

2007 Guidelines for Management of Hypertension



Table 6 Conditions favouring use of some antihypertensive drugs versus others

Thiazide diuretics

® Isolated systolic hypertension (elderly)
¢ Heart failure

® Hypertension in blacks

ACE inhibitors

® Heart failure

® LV dysfunction

¢ Post-myocardial infarction
® Diabetic nephropathy

¢ Non-diabetic nephropathy
o LV hypertrophy

® Carotid atherosclerosis

® Proteinuria/Microalbuminuria
¢ Atrial fibrillation

¢ Metabolic syndrome

Beta-blockers

¢ Angina pectoris

¢ Post-myocardial infarction
¢ Heart failure

¢ Tachyarrhythmias

¢ Glaucoma

¢ Pregnancy

Angiotensin receptor antagonists
¢ Heart failure

¢ Post-myocardial infarction

¢ Diabetic nephropathy

¢ Proteinuria/Microalbuminuria

¢ LV hypertrophy

¢ Atrial fibrillation

¢ Metabolic syndrome

¢ ACEl-induced cough

Calcium antagonists (dihydropyridines)
® Isolated systolic hypertension (elderly)

¢ Angina pectoris

¢ LV hypertrophy

¢ Carotid/Coronary Atherosclerosis

¢ Pregnancy

¢ Hypertension in blacks

Diuretics (antialdosterone)
¢ Heart failure
# Post-myocardial infarction

Calcium antagonists
(verapamil/diltiazem)

¢ Angina pectoris

o Carotid atherosclerosis

® Supraventricular tachycardia

Loop diuretics
¢ End stage renal disease
¢ Heart fallure

ACEl: ACE inhibitors; LV: Left Ventricle.

2007 Guidelines for
Management of Hypertension
Journal of Hypertension, 2007



Effects of immediate versus delayed antihypertensive therapy
on outcome in the Systolic Hypertension in Europe Trial

Jan A. Staessen®, Lutgarde Thijs®, Robert Fagard®, Hilde Celis®,

Willem H. Birkenhager®, Christopher J. Bulpitt®, Peter W. de Leeuw®,

Astrid E. Fletcher®, Francoise Forette’, Gastone Leonetti®,

Patricia McCormack”, Choudomir Nachev', Eoin O'Brien", José L. Rodicio/,
Joseph Rosenfeld®, Cinzia Sarti', Jaakko Tuomilehto', John Webster™,

Yair Yodfat" and Alberto Zanchetti¥, for the Systolic Hypertension in Europe
(Syst-Eur) Trial Investigators

Conclusions Antihypertensive treatment can achieve

blood pressure control in most older patients with isolated
systolic hypertension. Immediate compared with delayed

treatment prevented 17 strokes or 25 major cardiovascular
events per 1000 patients followed up for 6 years. These
findings underscore the necessity of early treatment of
isolated systolic hypertension..

Journal of Hypertension 2004, 22:847 —-857




Cardioselettivita di diverse molecole b bloccanti

Prove di funzionalita respiratoria: curva dose-risposta al p2 agonista
salbutamolo somministrato a gruppi di sog%etti sani dopo trattamento per 1
settimana con diversi p bloccanti a dosi terapeutiche

PLACEBO
3.5
NEBIVOLOLO S5 mg *
'g“ 3
(141
© ATENOLOLO 100 mg *
~ 2.5

PROPRANOLOLO 40 mg *

Broncodilatazione

* dosi terapeutiche

l l I I | l
SALBUTAMOLO (mg) O 12 42 132 252

Mohammed AF.Drug Invest 1991;3(51):196-8



LIFE: Effetti del losartan sull’end point primario. Sottoanalisi in 1326
pazienti con ipertensione sistolica isolata

End Point Primario Composito
(Morte cardiovascolare, Stroke,
Infarto miocardico)

I losartan (Eta media 70.2+6.4)
mmm atenololo (Eta media 70.2+6.4)
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e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IHN 1612

APRIL 10, 2008

VoL, 358 HO. 18

Telmisartan, Ramipril, or Both in Patients at High Risk
for Vascular Events

The OMTARGET Irvestigators®

BACKCROUND

In patents who have vascular disease or high-tisk diabetes without heart fazlore,
angiotensin-convertng—enzyme (ACE) inhibitors reduce morea!ity and morbidity
from cardiovascular causes, but the role of angiotensin-receptor blockers (ARLs)
in such patients is unknown. We compared the ACE inhibitor ramipril, the ARE
te!misartan, and the combinaton ofthe two drugs in patents with vascular disease
ot high-risk diabetes.

METHODE

After a Z-week, sing!e-blind run-in period, patients underwent double-blind random-
ization, with 8576 assigned to receive 10 mg of ramiprl per day, 8542 assigned to
receive #0 mg of te!misartan per day, and 8502 assigned to receive both drugs (come
binaton therapy). The primary composite outcome was death from cardiovascu'ar
causes, myocard:al infarcton, stroke, or hospitalizaton for heart falure.

CONCLUSIONS

RESULTS

Mean blood pressure was lower in both the telmisartan group @ 099006 mm Hg
greater reduction) and the combination-therapy group @ 2.4/1.4 mm Hg greater
reduction) than in the ramipri! group. At a median follow-up of 56 months, the pri
mary outcome had occurred in 1412 patients in the ramipri! group (16.5%), as
compared with 142° patients in the telmisartan group (16.%%; relatve risk, 1.01;
95% confidence interval [CI], 0.94 to 1.09). As compared with the ramiprl group,
the telmisartan group had lower rates of cough (1.1% v, 4.2%, P<0.001) and angio-
edema (1% va. 0L2%, P=0.01) and a higher rate of hypotensive symptoms (2.6
vs, 1.7%, P<O00L); the rate of svncope was the same in the two groups (0.2%). In the
combination-therapy group, the primary outcome occurted in 1386 patients (16.5%;
relative risk, 0.9% 95% CI, 0.92 to 1.07); as compared with the ramipri! group, there
was an ncreasaed risk of hypotensive symptoms (4.8% vs. L%, P<0.001), syncope
(0.2% va, 0.2%, P=0.03), and rena’ dysfunction (13.5% vs. 10.2%, P<0.001).

Telmisartan was eguivalent to ramipril in patients with vascular disease or high-
risk diabetes and was associated with less angioedema. The combination of the two
drugs was associated with more adverse events without an increase in benefit.
(ClinicalTrials.gov number, NCT00153101.)

M EMGL| MED 35815

WWOW.NEIM.ORS  APRIL 1D, 2008



Attenzione
all'ipotensione




Orthostatic hypotension predicts vascular death in
older diabetic patients

Vascular survival probability by diastolic orthostatic hypotension
and by systolic orthostatic hypotension in older diabetic patients
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Blood pressure and mortality in elderly people aged
85 and older: community based study

Hendriek C Boshuizen, Gerbrand J Izaks, Stef van Buuren, Gerard J Ligthart
BMJ 1998,316.1/80-1/84
-~~~

Objective: To determine whether the inverse relation between blood pressure and all cause mortality
in elderly people over 85 years of age can be explained by adjusting for health status, and to determine
whether high blood pressure is a risk factor for mortality when the effects of poor health are accounted
for.

Design: 5 to 7 year follow up of community residents aged 85 years and older.

Setting: Leiden, the Netherlands.

Subjects: 835 subjects whose blood pressure was recorded between 1987 and 1989.

Main outcome measure: All cause mortality.

Results: An inverse relation between blood pressure and all cause mortality was observed. For
diastolic blood pressure crude 5 year all cause mortality decreased from 88% (52/59) (95% confidence
interval 79% to 95%) in those with diastolic blood pressures <65 mm Hg to 59% (27/46) (44% to
72%) in those with diastolic pressures >100 mm Hg. For systolic blood pressure crude 5 year all cause
mortality decreased from 85% (95/112) (78% to 91%) in those with systolic pressures <125 mm Hg to
59% (13/22) (38% to 78%) in those with systolic pressures >200 mm Hg. This decrease was no
longer significant after adjustment for indicators of poor health. No relation existed
between blood pressure and mortality from cardiovascular causes or stroke after
adjustment for age and sex, but after adjustment for age, sex, and indicators of poor
health there was a positive relation between diastolic blood pressure and mortality from

both cardiovascular causes and stroke. Conclusion: The inverse relation between
blood pressure and all cause mortality in elderly people over 85 is
associated with health status.



Key messages
e

eAmong community residents aged 85 and older there was a paradoxical
inverse relation between blood pressure and all cause mortality: higher
blood pressure was associated with lower mortality

eThis inverse relation seems mainly to be due to higher mortality in
those with low blood pressure; low blood pressure seems to be
caused by poor health

eThere was no longer a significant relation between blood
pressure and all cause mortality after adjusting for health status.
However, there was a positive relation between diastolic blood
pressure and mortality from both cardiovascular causes and
stroke

*Treating hypertension does not shorten life expectancy among
elderly people aged 85 and older, and it might prevent disability
from stroke
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“...in men aged 85 and older,
higher systolic blood pressure
is associated with better
survival’

Satish S, JAGS 2001
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Postprandial Hypotension Predicts All-Cause Mortality in Older,
Low-Level Care Residents

Alexander A, Fisher, MD, FRACP, PhD, Michael W Davis, MBBS, FRACP,
Wichat Srikusalamikul, MD, PhD | and Mare M. Budge, BMedSe, MBES, FRACP

] Am Geriatr Soc 53:1313-1320, 2005.

N=179; mean age: 83 years; 80% women

Table 4. Muluvariatc Cox Proportional Hazards Analysis
for All-Cause Mortality

Relatve 985% Confidence

Parametar Risk Interval Povalue

1.19-2.68
Age 1.04 1.01-1.08 i
Male 1.65 0.99-2.7T6 D6
Atrial fibrillation 182 1.16-2 86 .
Parkinson's disease 2.74 1.2162 02
Use of diuretics 146 0.96-2 22 .07

Maote: Further adjustment for the presence at baseline examinanon of coronary
artery disease, cerebrovascular disease, congestive heart Bilare, history of syn-
COpe, cognitive impalrment, cancer, diabetes mellitus, smoking history, chronic
obstucrive pulmonary discase, onhostatc hyporension, hypertension, and low
supine diastolic blood pressure did not change the association between post-
prandial hypotension (PPHS and all-cawse mortality and did not reveal any new
statisnically signi Acant associanons.

A plobal vest bascd on Schocnicld residuals provided a chi-square valuc of 492
for the model (six degrees of freedom) with a probabil ity of 033, indicating thac
the assumpton was valid for this model.



Blood Pressure and Survival in the Oldest Old

Daniel |. Oates, MD, MSc,*" Dan R. Berlowitz, MD, MPH*" Mark E. Glickman, PhD,*"
Rebecca A. Silliman, MD, PhD,™ ™ and Ann M. Borzecki, MD, MPH?*"

OBJECTIVES: To determine the relationship between
blood pressure (BP) and all<canse mortality in subjects
aged 80 and older with hy pertension.

DESIGN: Retrospective cohort study with § years of fol-
lovw-up,

SETTING: Ten Veterans AFFAIRS (VA sites,
PARTICIPANTS: Four thousand seventy-one ambulatory
patients aged 80 and older with hypertension.
MEASUREMENTS: The outcome measure was  |like-
lihood of survival during the follow-up period. Vieal
status was obtined from VA and Social Security fles.
Variables collected foradjustmentin Cox regression models
were baseline BF, medications, demographics, diagnoses,
and health-related quality of life (HROQoL); HROoL
information was available on 1,289 subjecs based on
Veterans Health Smdy Short From-36 (5F-36) question-
MAIre SC00Es,

RESULTS: Subjects with higher BP (up to a sysmlic BP
(SBEP) of 139 mmHg and a diastolic BP {DEP) of 89 mmHg)
were less likely to die during follow-up than subjects
with lower BE After baseline adjustments, the hazard ratio
for a 10-point increase in SBP was 0,82 (95% confidence
interval (CI) = 0.74-0.91), up to a SEP of 139mmHg, and
for DBP was 0.85 (95% CI=0.78-0.92), up te a DBP
of 8%mmHg. There was no significant association be-
tween survival and BP levels in subjects with uncontrolled
hy pertension.

CONCLUSION: In a cohort of very old, hypertensive
veterans, in subjects with controlled BPs, subjects with
lower BP levels had a lower S-year survival than those with
higher BPs. This suggests that clinicians should use caution
in their approach to BP lowering in this age group. ] Am
Gernatr Soc 55:383-388, 2007.
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Low blood pressure and the
risk of dementia in very old
individuals

Verghese J, et al, Neurology 2003



Increased BP variability may be associated with
cognitive decline in hypertensive elderly patients
with no dementia

Clinical Characteristics of 34 Patients With Absent or Mild Cognitive Impairment Stratified
hy Mini-Mental State Examination (MMSE) Scores Adjusted for Age and Sex*
MMSE Score
' 2224 2427 ~g1

Characteristic in =11} in =12 in=11) P Value
Age, y T6.3+£04 74156 750 +74 qa
Mo, (%) of women 10 (91} 10 (83) 10 {91) B4
Mo. (%) of patients taking antihypertensive drugs a8} T (64) 7 (B4) A4
Body mass index, kg/m? 247+65 2294+45 274 +48 68
Charson Index 1610 25148 1012 5a
MMSET score 22313 26.2 £1.3 28415 = 005
Varbal fluency-lettert 17174 194 £10.1 229+58 0a
Verbal fluency-categoryt A2+74 H3+122 A47+789 0z
CES-D, No. of symptoms 12867 11161 12898 £a
Digit symbolt 14057 177 £11.0 22477 B
Trail-iaking Test, 5 1503475 130617 1226 +76.4 N
Mean BP, mm Hg

Daytime systolic 1350+ 188 1367 £ 144 1441 + 156 52

Mighttime systolic 13895+ 36.4 1270156 138.4+22.3 35

Daytime diastolic 7.5+ 107 6.5 +10.8 78682 A1

Minhttime diastalic Ta3+16.3 BAGR+12 6 733+ 1048 73
24-h blood pressure variabilitys 447 £100 358 +£53 32168 M

*Unless otherwise indicated, data are mean + S0. CES-D indicates Center for Epidemiclogical Studies Depression Scale; BP, blood pressure.

FMumber of words in 3 minutes,
FMumber of comrect answers in 90 seconds.
SGreater values indicate higher BP wariability.

Bellelli G., et al Arch Int Med 2002
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BACEG ROUMND

Whether the treatment of patients with hypertension who are 80 vears of age or
older is beneficial is unclear. It has been suggested that antily pertensive therapy
may reduce the risk of stroke, despite possibly increasing the risk of death.

METHOQDE

We randomly assigned 3845 patients from Europe, China, Australasia, and Tunisia
who were 80 years of age or older and had a sustained systolic blood pressure of
160 mm Hg or more to receive either the dinretc indapamide (sustained release, 1.5
mg) or matching placebo. The angioten sk comverting—enzy me inhibivor perindopril
(2 or 4 mg), or matching placebo, was added if necessary wo achieve the targetblood
pressure of 150/80 mm Hg. The primary end point was fatal or nonfatal stroke.

CONCLUSIONS

RESULTS

The active-treatment group (1933 patients) and the placebo group (1912 patients)
were well matched (mean age, 836 years; mean blood pressure while sicting,
173.0/90.8 mm Hg); 11.8% had a history of cardiovascular disease. Median follow-up
was LB years. At 2 years, the mean blood pressure while sithing was 15.0/6.1 mm Hg
lower in the active-treatment group than in the placebo group. In an inkenton-to-
treat analvsis, achve treatment was associated with a 30% reduction in the rate of
fatal ornonfatal stroke (95% confidence interval [CI), —1 w0 51; P=0.0G), a 35% reduc-
tion in the rate of death from stroke (955 CI 1 b0 62: P=0.05), 2 219% reducton in
the rate of death from amy cause (95% CI, 4 o 35; P=0.02), a 23% reduction in the
rate of death from cardiovascular causes (99% CI —1 o 40: P=0.06), and a 64% re-
duction in the rate of heart faure (95% CI, 42 to 78; P<0.001). Fewer serious adverse
events were reported in the active-treatment group (358, vs. 448 in the placebo group:
P=0.001).

The results provide evidence that antihy pertensive treatment with indapamide (sus-
tained release), with or without perindopril, in persons 80 years of age or older is
beneficial. (ClinicalTrials.gov number, NCT00122811.)

M ENGL | MED 358,18 www.NEJM.CRG

MaY 1, 2008



Table 1. Baseline Characteristics of the Patients.*
Characteristic Active Treatment (N=1933) Placebo (N=1912)
Age—yr 83.6+3.2 83.5+3.1
Female sex — no. (%) 1174 (60.7) 1152 (60.3)
Blood pressure — mm Hg

While sitting 173.0+8.4/90.8+8.5 173.0+8.6/90.8+8.5

While standing 168.0£11.0/858.7+9.3 167.9+£11.1/88.6+9.3
Orthostatic hypotension — no. (%) 152 (7.9 168 (8.8)
Isolated systolic hypertension — no. (%) 625 (32.3) 623 (32.5)
Heart rate — beats/ min 74.5+£09.1 74.5+9.3
Cardiov ascular history
Cardiovascular disease — no. (%) 223 (11.5) 229 (12.0)
Hypertension — no. (%) 1737 (89.9) 1718 (89.9)
Antihypertensive treatment — no. [3¢) 1241 (64.2) 1245 (65.1)
Stroke — no. (%) 130 (6.7) 131 (6.9)
Myacardial infarction — no. (%) 59 {3.1) 62 (3.2)
Heart failure — no. {%) 56 (2.9) 55 (2.9)
Cardiov ascular risk factors
Current smoker — no. [35) 123 (6.4) 127 (6.6)
Diabetes — no. (%) 132 (6.8) 131 (6.9)
Total cholesterol — mmel/liter 5.3x1.1 5.3x1.1
High-density lipoprotein cholesterol — mmolfliter 1.35+0.38 1.35+0.37
Serum creatinine — pmol/liter 88.6+20.5 89.2+20.5
Uric acid — pmol/liter 280.4+£79.3 279.0£81.3
Body-mass indexf 24.7+3.8 24.7+3.5

* Plus—minus values are means +50. To convert values for cholesteral to milligrams per deciliter, divide by 0.02586, for

uric acid to milligrams per deciliter, divide by 59.48, and for serum creatinine to milligrams per deciliter, divide by 88.4.

T Orthostatic hypotension is defined as a drop in systolic blood pressure of more than 20 mm Hg or a reduction in dia-
stolic blood pressure of more than 10 mm Hg while standing.

Studio HYVET

- Diabetes is defined as reported diabetes, the receipt of antidiabetes treatment, or a random blood glucose measure-
ment of more than 11.1 mmel per liter {200 mg per deciliter).
§ The body-mass index is the weight in kilograms divided by the square of the height in meters.

NEJM, Marzo 2008
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Figure 2. Mean Blood Pressure, Measured While Patients Were Seated, in the Intention-to-Treat Population,
According to Study Group.

NEJM, 2008
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Figure 3. Kaplan—Meier Estimates of the Rate of End Points, According to Study Group.
For the active-treatment group as compared with the placebo group, the unadjusted hazard ratios (95% Cls) were as follows: for fatal or
nonfatal stroke, 0.70 (0.49 to LOL) (Panel A); for death from any cause, 0.79 (0.65 to 0.95) (Panel B); for death from cardiovascular causes,
0.77 (060 to 1.01) (Panel C); for death from stroke, 0.61 (0,38 to 0.99) (Panel D); and for heart failure, 0.36 {0.22 to 0.58) (Panel E].

(*) association of active treatment,
as compared with placebo, with
reduction in the relative risk

NEJM, 2008



HYVET (Hypertension in the Very Elderly Trial)
Exclusion criteria

o Contraindication to use of the trial medications,
accelerated hypertension

e Secondary hypertension
e Hemorrhagic stroke in the previous 6 months

e Heart failure requiring treatment with antihypertensive
medication

e A serum creatinine level greater than 150 umol per
liter (1.7 mqg per deciliterc)J

e A serum potassium level of less than 3.5 mmol per
liter or more than 5.5 mmol per liter

e Gout
e A diagnosis of clinical dementia
e A requirement of nursing care



The NEW ENGLAND JOURNAL of MEDICINE

EDITORTAL

Treating Hypertension in the Very Old

John B. Kostis, M.D

In applying the findings of this trial, we should keep
in mind that the fatients in HYVET were
healthier than normal for their age.

March 2008



Messaggi conclusivi

* L'ipertensione arteriosa € molto frequente nel paziente
“oldest old” e necessita di adeguati comportamenti diagnostici

e tutti gli anziani sono da considerarsi almeno a rischio
moderato severo

* Nel paziente anziano con alti valori pressori deve essere
proposta la modifica dello stile di vita ed iniziato il trattamento
farmacologico (ponendo molta attenzione al rapporto
Ipotensione mortalita)

..Ma sempre solo dopo adeguata stima della PROGNOSI...



Tornando al Caso clinico...

Paziente gravemente disabile
con demenza di grado avanzato



Outcomes at 12 Months in a Population
of Elderly Patients Discharged From a
Rehabilitation Unit

Crimreppe Ballel, MDD, Fromoesca Magnifioo, Prll, and Maorco Trobucdu, MD

Table 7, Predictors of Death at | 2-Month Follow-p

(J Am Med Dir Assoc 2008; 9; 55-64)

B OR 95% Conficlence Intervals P

Age =83 years 0.80 1338 004
Barthel Indlex at discharge =60/100 1.07 : 1.7-5.1 =005
Charlson Index score

itod 0.89 24 1.2-12.0 015

2§ 178 3,0-118 = 005
Albumin serum levels (g/dL)

321029 1.48 1.8-15.2 001

=9 .87 6.8 2.8-15.3 =,0005
Geriatric Depression scale =2/15 -1.12 0.3 0.1-0.8 02

Multiple stepwise regression analysis adjusted for gender, living alone, cholesterol serum levels, Mini Mental State Examination, occurrence

of adverse dlinical events, and intensity of the physiotherapic sessions.
B, reqrassion coefficient; OR, odds ratio; P, significance



A proposito della prognosi

Spunti per la discussione

e .. la difficolta di muoversi in un ambiente di
lavoro in cui le nostre valutazioni
geriatriche ci dicono che e inutile o forse
anche dannoso un trattamento intensivo

....SPESS0 Ssenza avere una certezza
assoluta...

....mentre familiari ed operatori richiedono
che la PA sia trattata.....



Messaggi conclusivi
SSRGS

La chiave di volta per trattare correttamente I'iperteso molto
anziano e la capacita clinica del Geriatra

- eseqguire una corretta selezione dei pazienti in una popolazione
eterogenea composta da vari sottogruppi, con finalita terapeutiche
diverse,

- conoscere le linee guida per applicarle (in alcuni casi) ma avendo
la cultura, la consapevolezza e I'autorevolezza di non
applicarle..... gquando non ne ravvisiamo il beneficio (in termini di
qualita e/o durata di vita) per quel singolo paziente.



