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Uno scenario molto incerto, popolato da tanta
retorica, ma da pochi interventi significativi.



> L'uomo é una grande opera incompiuta (non in senso
evoluzionistico, ma in riferimento ad ogni singolo individuo).

La vita costruisce una continua evoluzione dell'essere umano sul
piano biologico, somatico, psicologico, relazionale, senza mai
arrivare ad una fine, ad ogni eta. La vecchiaia rappresenta il
punto della massima differenziazione e quindi della specificita
delle differenze tra le persone. D'altra parte, il formidabile
aumento della spettanza di vita nelle eta avanzate avvenuta
negli ultimi decenni non e forse segno anche di un'evoluzione
della specie?

» Qualsiasi relazione con l'incompiutezza (dal piano relazionale
tra persone, al piano clinico) deve porsi il problema di conoscere
I'altro prima di compiere atti che vogliano essere significanti.

Su questa base si fonda I'importanza dell'assessment
multidimensionale come mezzo strutturato che precede la
progettazione di interventi di cura a favore dell'anziano.



REVIEW

Host-Gut Microbiota
Metabolic Interactions

Jeremy K. Nicholson,™* Elaine Holmes,* James Kinross,* Remy Burcelin,?
Glenn Gibson,? Wei Jia,* Sven Pettersson’*

The composition and activity of the gut microbiota codevelop with the host from birth and is
subject to a complex interplay that depends on the host genome, nutrition, and life-style. The
gut microbiota is involved in the regulation of multiple host metabolic pathways, giving rise to
interactive host-microbiota metabolic, signaling, and immune-inflammatory axes that
physiologically connect the gut, liver, muscle, and brain. A deeper understanding of these
axes is a prerequisite for optimizing therapeutic strategies to manipulate the gut microbiota

to combat disease and improve health.

SCIENCE 336:1262-7, 2012



PERSPECTIVE

Is It Time for a Metagenomic Basis
of Therapeutics?

Henry ]. Haiser and Peter ]. Turnbaugh*

The trillions of microbes associated with the human body are a key part of a comprehensive
view of pharmacology. A mechanistic understanding of how the gut microbiota directly and
indirectly affects drug metabolism is beginning to emerge.

SCIENCE 336:1253-5, 2012



: many xenomﬁcs inhibrt mw:obialgrowm or eau!e cell
amage ons have also been described, , including microbial effects on the expression and
tivit oftomponents of host xenobiotic metabolism..

SCIENCE 336:1253-5, 2012




Personal Omics Profiling
Reveals Dynamic Molecular
and Medical Phenotypes

SUMMARY

Personalized medicine is expected to benefit from
combining genomic information with regular moni-
toring of physiological states by muitiple high-
throughput methods. Here, we present an integrative
personal omics profile (iPOP), an analysis that
combines genomic, transcriptomic, proteomic, me-
tabolomic, and autoantibody profiles from a single
individual over a 14 month period. Our iPOP analysis
revealed various medical risks, including type 2
diabetes. It also uncovered extensive, dynamic
changes in diverse molecular components and
biological pathways across healthy and diseased
conditions. Extremely high-coverage genomic
and transcriptomic data, which provide the basis
of our iPOP, revealed extensive heteroallelic
changes during healthy and diseased states and an
unexpected RNA editing mechanism. This study
demonstrates that longitudinal iPOP can be used
to interpret healthy and diseased states by connect-

ing genomic information with additional dynamic  CELL 148: 1293-1307, 2012

omics activity.
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In a study of Medicare beneficiaries, the
proportion of patients with more than five
treated conditions increased from 31% to 50%
from 1987 to 2002. The age adjusted
prevalences for hyperlipidaemia, osteoporosis,
and mental disorders increased even more
steeply. It is also worth noting that the
diagnoses that are most rapidly on the rise are
those for which new drug treatments are
available.

BMJ 345:11-12, 2012
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The most common chronic condition experienced by
adults is multimorbidity, the coexistence of multiple
chronic diseases or conditions. In patients with
coronary disease, for example, it is the sole condition
in only 17% of cases. Almost 3 in 4 individuals aged 65
years and older have multiple chronic conditions, as
do 1 in 4 adults younger than 65 years who receive
health care. Adults with multiple chronic conditions
are the major users of health care services at all adult
ages, and account for more than two-thirds of health
care spending.

Tinetti ME et al, JAMA 307(23):2493-4, 2012
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Clinical characteristics of 1275 patients (aged >65 years) consecutively admitted
to a department of Rehabilitation and Aged Care, by outcome at discharge

Characteristics All patients Alive Dead or discharged to hospice P
n=1275 n=1182 (92.7) n=93 (7.3)

Age (vears) 81.8 (7.0) 81.6 (7.0) 84.2 (6.9) 0.001
Sex (females) 836 (65.6) 789 (066.8) 47 (50.5) 0.001
Source of admission to DRAC

Discharged from acute hospital wards 990 (78.1) 913 (77.7) 77 (82.8)

Coming from home 239(188)  227(19.3) 12 (12.9) 0.324

Other settings 39 (3.1) 353.D 4(4.4)
Malnutrition 408 (32.8)  347(30.1) 61 (67.0) <0.0001
Albumin serum levels (gr/dl) 3122 3.1(2.3) 2.7(04) 0.122
C-Reactive protein serum levels 4.4(74) 4.1(7.1) 8.0(10.0) <0.0001
APS 22(3.3) 19(3.1) 47 (4.1) <0.0001
Organ failure (at least 1) * 409 (32.1) 346 (29.3) 63 (67.7) <0.0001
IADL (functions lost one month before admission) 4.0 (4.3) 39(44) 4.7 (2.6) 0.123
Barthel Index 1 month before admission 78.8(224) 794219 40.6 (25.5) <0.0001
Barthel Index 1 month on admission 44.7(25.7) 463 (254) 243 (21.7) <0.0001
Delirium on admission 208 (16.8) 180 (15.7) 29 (33.3) <0.0001
Mini Mental State Examination 19.9 (7.0) 20.0 (6.8) 16.6 (8.6) <0.0001
Geratric Depression Scale (908 patients) 5.3(4.6) 5.3(4.6) 6.6(3.4) 103
Intercurrent adverse clinical events 681 (54.4) 600 (51.7) 81 (89.0) <0.0001
Length of DRAC stay 29.1(23.3) 30.0(23.7) 17.1(12.4) <0.0001

Note: Data denote mean (SD) or frequency (%). P denotes significance on t-tests or chi-square test.
IADL = instrumental activities of daily living;
*= organ dysfunction/failure in 6 body-systems (chronic heart failure, chronic respiratory failure, hepatic failure, chronic renal failure, severe
dementia, and the presence of active cancer), according to well-validated criteria (see methods). Adverse clinical events include urinary tract 13
infections (UTI), non urinary tract infections (non-UTI), other non-infectious adverse events and falls. .
Bellelli, 2012



Table 1. Gender Diffevences in 2171 Hospitalized Older Persons According to Age Strata

Age 70-79 (n = 1038) Age 80-89 (n = 948) Age 90+ (n = 185)
Females (n = 521) Males (n = 517) Females (n = 476) Males (n = 472) Females (n = 91) Males (n = 94)
n (%)/MeanzSD n (%)MeanzsSD P* n (%) MeanzsSD n (%)/MeantsSD P* n{%)/Mean+£5D n (%) MeanzSD P*
Age 74.8+2.7 74.842.8 NS 840428 B4.0+28 NS  93.04+3.0 929+29 NS
Geriatric Depression Scale 5.1+3.6 3.44+3.1 .000 53+3.4 4.3+3.3 .000 4.2+2.2 4.6+3.3 NS
Depressed (GDS 5+)* 184 (41.3) 96 (23.3) 000 152 (43.3) 106 (31.3) 001 10 (22.7) 18 (41.9) .046
Mini-Mental State Examination 23.6£7.3 23.248.0 NS 204486 213486 NS  15.7496 16.749.7 NS
With dementia (MMSE< 18) 84 (16.3) 87 (17.8) NS  135(29.2) 109 (24.8) NS 46 (53.5) 44 (50.0) NS
Cumulative delirium 46 (9.0) 78(15.1) 002 64(13.4) 82(17.4) NS 18 (19.8) 22(23.4) NS
IADL functions lost (15 days 29+29 2.1+£23 000 42429 2.9+2.4 000 5.6+2.5 4.24+23 L000
before admission)
1ADL functions lost (2+) 365 (70.1) 304 (58.9) 000 409 (85.9) 358 (75.8) 000 85 (93.4) 85 (90.4) NS
Barthel Index (15 days before 84.5+25.3 83.3+26.6 NS 756+26.6 75.1+£28.4 NS  61.7+32.2 59.1+£33.7 NS
admission)
Barthel Index {on admission) 71.9+£343 61.8438.5 000 566+36.4 53.4+39.0 NS  38.5436.1 36.4+38.9 NS
Functional status change (before
and on admission)
Barthel Index score points loss (5+) 172 (33.0) 241 (46.7) 000 228 (47.9) 254 (53.8) NS 64 (70.3) 65 (69.1) NS
Barthel Index (on discharge) 77.2+£31.2 70.3436.5 001 6424343 62.4+35.9 NS  46.44-35.4 44.9+38.1 NS
Charlson score 4.6+1.7 5.2+1.7 000 54416 6.1+1.8 000 6.5+2.0 6.4+2.90 NS
Charlson score (4+) 92 (17.7) 171 (33.1) 000 203 (42.7) 304 (p4.4) 000 66 (72.5) 67 (71.3) NS
APACHE Il score 9.2+51 10.945.8 000 10.7+6.1 12.7+6.4 000 12.8+6.8 14.14+6.9 NS
APACHE II-APS 33+42 4.8+5.3 000 44455 5.545.7 002 6.046.3 £6.9+6.0 NS
APS (4+) 184 (35.3) 248 (48.2) 000 195 (41.1) 257 (54.4) 000 49 (54.4) 57 (60.6) NS
Serum albumin 3.8+07 3.7+£0.7 001 3.7406 3.6+£0.7 NS  3.440.6 3.5+0.6 NS
Serum albumin (< 3.5g/dL) 152 (29.6) 203 (39.7) 000 170 (36.5) 188 (40.5) NS 52 (59.1) 49 (55.1) NS
Drugs (n) 5.3+25 6.5+£3.3 000 55426 6.0+£2.9 015 5.643.0 6.7+£33 NS
Drugs (7+) 98 (27.8) 170 (43.6) 000 108 (31.8) 132 (36.0) NS 24 (34.8) 26 (41.9) NS
Main reason of admission
Respiratory (pneumonia, COPD) 106 (21.0) 143 (27 6) 048 104 (22.3) 136 (29.4) 057 24 (27.3) 27 (29.3) NS
Cardiovascular 95 (18.8) 88 (17.7) NS 105 (22.5) 82 (17.7) NS 13 (14.8) 20(21.7) NS
Major stroke 51(10.1) 60(12.1) NS  54(11.6) 64 (13.9) NS  10(11.4) 4 (4.3) NS
Cancer (with metastasis) 37(7.1) 47 (9.1) NS 24(5.0) 44 (9.3) 007 4(4.4) 2(2.1) NS
Cancer (without metastasis) 16 (3.1) 27(5.2) NS  15(3.2) 29 (6.1) 020 4(4.4) 5 (5.3) NS
Liver cirrhosis 29 (5.7) 15(3.0) 000 13(2.8) 17 (3.7) NS 1(1.1) 5 (5.4) NS
Others 187 (36.0) a0 (17.4) 000 161 (33.8) 100(21.2) 001 35 (38.5) 31(33.3) NS
Living alone 176 (33.3) 69 (13.3) 000 156 (32.9) 66 (14.0) 000 22 (22.4) 19(20.2) NS
Length of stay, d 6.6+3.6 6.9+45 NS 6.7+4.8 6.7+3.8 NS 5.9+43.8 5.8+4.0 NS
DRG weight 1.1941.3 1.514+1.6 001 1.2941.4 1.3941.2 NS  1.2640.7 1.1940.5 NS
In-hospital mortality 24 (4.6) 42 (8.1) 014 35(7.4) 39(8.3) NS  9(9.9) 19(20.2) 039
Three-month mortality 47 (9.0) B82(15.9) 001 74(15.5) 107 (22.7) 003 27 (29.7) 31(33.0) NS

GDS, Geriatric Depression Scale; MMSE, Mini-Mental State Examination; APACHE, Acute Physiology and Chronic Health Evaluation; APS, Acute Physiology sub-Score; COPD, Chronic Ob-
structive Pulmonary Disease; DRG, Diagnoses-Related Group; LADL, Instrumental Activities of Daily Living.

* Student t test and chi-square test.

Rozzini et al

JAMDA — October 2009



Nonostante il consumo elevato di farmaci da
parte dell’anziano mancano ancora le basi
teoriche e sperimentali per impostare terapie
razionali.
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These is no such thing as an “average octogenarian”
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To align with the clinical reality of multimorbidity,
care should evolve from a disease orientation to a
patient goal orientation, focused on maximizing
the health goals of individual patients with unique
sets of risks, conditions, and priorities.

Tinetti ME et al, JAMA 307(23):2493-4, 2012
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Beyond diagnosis: rising to the multimorbidity challenge
Urgently needs radical shifts in research, evidence based guidance, and healthcare

Mangin D. et al. BMJ 345:11-12M 2012
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DRUG TRIALS

Why the exclusion of older people from clinical
research must stop

Age bias in clinical research leads to uncertainty about risks and benefits in new treatments for
older people. Geoff Watts looks at the barriers to recruitment

Br Med J. 344;23-4, 2012
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Il problema dell’ineguatezza delle linee guida in
presenza di fragilita, polipatologia, perdita di
autonomia funzionale, supporti insufficienti.

21



6% The New England
Ry Journal of Medicine

Potential Pitfalls of Disease-Specific Guidelines for
Patients with Multiple Conditions

Mary E. Tinetti, Sidney T. Bogardus, Jr., and Joseph V. Agostini

The New England Journal of Medicine 351(27):2870-2874, 2004.
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Although evidence based models of single
diseases in isolation work well for patients with
one disease, they can lead to “siloing” of care

for people with multiple conditions, and this can
result in chaotic care.

BMJ 345:11-12, 2012
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Determining how best to resolve the inherent tension

between prescribing forthe diseaseand prescribing
forthe patientremains achatllenge: It may seem naive

to expect investigators, the developers of guidelines,
physicians, or patients to embrace this challenge in
light of the complexity involved and the many issues
relating to health and medication that compete for
attention. Ignoring the conflicts between the disease-
driven and patient-driven use of medication, however,
puts us at risk for allowing the accumulated harm due
to the burden on medication to outstrip the benefits.

Tinetti ME et al, NEJM 351(27):2870-74, 2004.
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An Analysis of the Interactions Between
Individual Comorbidities and Their
Treatments—Implications for
Guidelines and Polypharmacy

Stephen P. Fitzgerald, MB, BS, FRACP, and Nigel G. Bean, BSc, PhD

Background: With aging there is an increase in frailty
and chronic disease leading to a potential increase in
medication use. Most clinical trials have excluded old,
frail individuals and have failed to take into account
the effects of outcome interaction.

Methods and Results: In this article we provide
a mathematical model demonstrating that comorbid-

ities, including old age, interact with therapies,
reducing their effectiveness.

Conclusion: These findings question the validity of
single disease guidelines in old persons or in persons
with multiple chronic diseases. (J Am Med Dir Assoc
2010; 11: 475-484)
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Box 1
An individual may have a high (20%—-24%) risk of

having a cardiovascular event within 5 years and there-
fore be deemed a suitable recipient of statin therapy.” If
this individual, however, has metastatic bowel cancer
amenable to chemotherapy, the individual’s median sur-
vival might be 2 years and the 5-year survival well below
20%. The benefit of statin therapy (ie, the chance that
therapy will prevent a cardiovascular event in the ab-
sence of cancer death) is consequently reduced markedly
such that the benefit of therapy is not greater than for
a low-risk individual with no comorbidity. If this indi-
vidual were to survive 2 years having benefited from
chemotherapy and statin therapy, the benefits would
be concurrent rather than additive.

(J Am Med Dir Assoc 11: 475-484, 2010)
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Comorbidities and Their Treatments
Renzo ROZZINI and Marco TRABUCCHI

To the Editor,

We read with interest the paper by Fitzgerald and Bean on the interaction of treatments in the case of comorbidities. We
appreciated the provided mathematical model and agree with the statements of the authors, but we would like to add some
considerations.

A) an important indication for prescription of a drug in the elderly is measuring life expectancy induced by a disease. In fact,
the premorbid condition (health status) should be the main glidepath for a correct therapeutic approach. However, some
interrogatives are relevant: the patients will be able to tolerate the treatment (e.g. chemotherapic agent)? which impact has the
treatment on the patient’s quality of life? and, even more important, the treatment will add new days of life or will prevail the
life expectancy driven by premorbid condition?

B) we should adopt a prescriptive behaviour inspired to the parsimony rule, i.e. to the need to limit the number of drugs,
avoiding to consider every clinical problem as independent and to perform a treatment for each patient disease. In this case the
benefits of treatments are concurrent, while both side effects and costs are additive. However the parsimony logic is difficult to
apply in the clinic, since it is based only on the culture and the experience of physicians (geriatricians in the case of elderly
patients), without the support of guidelines or protocols. The very important indication of the authors to delete therapies
apparently less cost-effective suffers of the uncertainty of predefining possible results. Furthermore, when authors consider that
some patients may have “less to lose” from high risk treatments because of their condition, they realistically state the unique
role of the personal judgment by individual physicians.

C) the alternative approach to clinical complexity in geriatric practice, i.e. to consider every clinical problem as independent (or
relatively independent) and treat it separately from the others, is the most frequent approach in the everyday practice non
inspired to geriatric culture. However it is necessary to keep in mind also this second model, although less effective, when
collecting information on a patient arriving for the first time to a visit to be able to decide how further prescribe drug
treatments.

In the near future any progression of life expectancy will induce new costs; for this reason the payers will give more attention to
cost-benefit ratio. In order to protect frail elderly from a savage reduction of health care, we must further increase our ability in
demonstrating the benefits of treatments in the various field of human needs (life expectancy, symptoms, quality of life, etc.)
compared with their costs. In this light the parsimony rule have a great importance, both in the medical and economical
perspective, although at present it seems to be a very difficult option. No clear (i.e. evidence based) indications are in fact at
the horizon, but the role of very dedicated physicians supporting with their personal culture and prestige therapeutic options
adopted without the support of controlled studies.

JAMDA, 2010
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Politrattamenti e loro effetti a distanza.
Un modello di complessita

28



Risk of Fractures Following Cataract Surgery

in Medicare Beneficiaries

Context Visual impairmentis a known risk factor for fractures. Little is known about
the association of cataract surgery with fracture risk.

Objective To determine the association of cataract surgery with subsequent frac-
ture risk in US Medicare beneficiaries with a diagnosis of cataract.

Design, Setting, and Participants Retrospective study of 1-year fracture inci-
dence in a 5% random sample of Medicare Part B beneficiaries with cataract who re-
ceived and did not receive cataract surgery from 2002 through 2009.

Main Outcome Measures One-year incidence of hip fractures. Analyses were ad-
justed for age; sex; race/ethnicity; US region of residence; systemic comorbidities, in-
cluding Charlson Comorbidity Index (CCI) score; ocular comorbidities; cataract sever-
ity; and presence of physically limiting conditions. Adjusted odds ratios (ORs) of hip
fractures were calculated using logistic regression modeling.

Results There were 1113 640 US Medicare beneficiaries 65 years and older with a
diagnosis of cataract between 2002 and 2009 in the 5% random sample; of these
patients, 410809 (36.9%) received cataract surgery during the study period. There
were 13976 patients (1.3%) who sustained a hip fracture during the study period.
The most common fracture-related comorbidity was osteoporosis (n=134335; 12.1%).
The most common ocular comorbidity was glaucoma (n=212382; 19.1%). Com-
pared with 1-year hip fracture incidence in patients with cataract who did not have
cataract surgery, adjusted OR of hip fracture within 1 year after cataract surgery was
0.84 (95% Cl, 0.81-0.87) with an absolute risk difference of 0.20%. Compared with
matched subgroups of patients who did not receive cataract surgery, patient sub-
groups that experienced lower odds of hip fracture after cataract surgery included pa-
tients with severe cataract, patients most likely to receive cataract surgery based on
propensity score, patients 75 years and older, and patients with a CCl score of 3 or
greater.

Conclusion In a cohort of US Medicare beneficiaries aged 65 years and older with
a diagnosis of cataract, patients who had cataract surgery had lower odds of hip frac-
ture within 1 year after surgery compared with patients who had not undergone cata-
ract surgery.

Victoria L. Tseng, MD

Fei Yu, PhD

Flora Lum, MD

Anne L. Coleman, MD, PhD

JAMA. 2012;308(5):493-501
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Effects of Exercise Training
on Depressive Symptoms

in Patients With Chronic Heart Failure
The HF-ACTION Randomized Trial

Context Depression is common in patients with cardiac disease, especially in pa-
tients with heart failure, and is associated with increased risk of adverse health out-
comes. Some evidence suggests that aerobic exercise may reduce depressive symp-
toms, but to our knowledge the effects of exercise on depression in patients with heart
failure have not been evaluated.

Objective To determine whether exercise training will result in greater improvements
in depressive symptoms compared with usual care among patients with heart failure.

Design, Setting, and Participants Multicenter, randomized controlled trial in-
volving 2322 stable patients treated for heart failure at 82 medical clinical centers in
the United States, Canada, and France. Patients who had a left ventricular ejection
fraction of 35% or lower, had New York Heart Association class | to IV heart failure,
and had completed the Beck Depression Inventory Il (BDI-II) score were randomized
(1:1) between April 2003 and February 2007. Depressive scores ranged from O to 59;
scores of 14 or higher are considered clinically significant.

Interventions Participants were randomized either to supervised aerobic exercise
(goal of 90 min/wk for months 1-3 followed by home exercise with a goal of =120
min/wk for months 4-12) or to education and usual guideline-based heart failure care.

Main Outcome Measures Composite of death or hospitalization due to any cause
and scores on the BDI-1I at months 3 and 12.

Results Over a median follow-up period of 30 months, 789 patients (68%) died or
were hospitalized in the usual care group compared with 759 (66%) in the aerobic
exercise group (hazard ratio [HR],0.89; 95% Cl, 0.81 to 0.99; P=.03). The median
BDI-Il score at study entry was 8, with 28% of the sample having BDI-Il scores of 14
or higher. Compared with usual care, aerobic exercise resulted in lower mean BDI-II
scores at 3 months (aerobic exercise, 8.95; 95% Cl, 8.61 to 9.29 vs usual care, 9.70;
95% Cl, 9.34 to 10.06; difference, -0.76; 95% Cl,-1.22 to —0.29; P=.002) and at 12
months (aerobic exercise, 8.86; 95% Cl, 8.67 to 9.24 vs usual care, 9.54; 95% (I,
9.15 to 9.92: difference,-0.68: 95% Cl,-1.20 to -0.16; P=.01).

Conclusions Compared with guideline-based usual care, exercise training resulted
in a modest reduction in depressive symptoms, although the clinical significance of
this improvement is unknown.

Trial Registration clinicaltrials.gov Identifier: NCT00047437

James A. Blumenthal, PhD

Michael A. Babyak, PhD

Christopher O’Connor, MD

Steven Keteyian, PhD

Joel Landzberg, MD

Jonathan Howlett, MD

William Kraus, MD

Stephen Gottlieb, MD

Gordon Blackburn, PhD

Ann Swank., PhD

David J. Whellan, MD

JAMA. 2012;308(5):465-474
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Ten Clinical Situations in Long-Term Care for

Which Antibiotics are Often Prescribed but Rarely
Necessary

Christine Khandelwal, DO « Christine Lathren, MD, MPH « Philip Sloane, MD, MPH

Ann Long Term Care 20(4):23-9, 2012
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Although there are increasing numbers of fit, healthy elderly people,
there are also increasing numbers of those who are vulnerable and
frail and have limited physiological reserve, reduced homoeostasis,
dysregulations in immune and inflammation mechanisms, several
comorbidities, and take many drugs. These individuals claim a
disproportionate share of medical care and medication use and make
prescribing decisions complex. Some syndromes related to age,
especially cognitive impairment, affect the ability of elderly people to
engage with health services. For example, elderly people with
dementia have increased difficulty with taking drugs, and dementia
impedes their ability to make autonomous decisions about their
medicines. Finally, frail elderly people have age-related impairments
in the hepatic metabolism and renal clearance of medications, and
enhanced pharmacodynamic sensitivity to specific drugs.

Spinewine A. et al. Lancet 370:173-184, 2007
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Challenges in Antihypertensive Therapy in
Older Persons

Dae Hyun Kim

Annals of Long Term Care: Clinical Care & Aging
18(1):27-32, 2010.
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The HYpertension in the Very Elderly Trial (HYVET) investigated the risks and
benefits of a thiazide diuretic (sustained release indapamide), with or without
the angiotensin-converting enzyme (ACE) inhibitor perindopril, in the
treatment of hypertension in older people aged 80 years and above. There
was a significant reduction in stroke, heart failure, overall mortality and
mortality from stroke and cardiovascular disease in participants treated with
indapamide, with or without perindopril (N Engl J Med 2008: 358:1887-1898).
As thiazide diuretics may reduce urine calcium excretion and improve bone
density, one of the secondary outcome measures investigated in HYVET was
fracture, details of which are provided in this issue (pp. 609-616). Among the
3,845 participants in HYVET, a total of 102 fractures were reported, 42 in the
group receiving active treatment and 60 in the control group. Analysis of data
from the 90 validated first fractures showed a marginally significant 42%
reduction in fractures with active treatment, after adjustment for key baseline
risk factors. The authors conclude that despite lowering blood pressure,
treatment with a thiazide diuretic and an ACE inhibitor does not increase and
may decrease the risk of fractures.

Francis RM, Age Ageing 39:521, 2010.
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ONLINE FIRST

ORIGINAL INVESTIGATION

Rethinking the Association of High Blood Pressure
With Mortality in Elderly Adults

The Impact of Frailty

Michelle C. Odden, PhD; Carmen A. Peralta, MD, MAS; Mary N. Haan, DrPH; Kenneth E. Covinsky, MD, MPH

Background: The association of hypertension and mor-
tality is attenuated in elderly adults. Walking speed, as a
measure of frailty, may identify which elderly adults are
most at risk for the adverse effects of hypertension. We
hypothesized that elevated blood pressure (BP) would
be associated with a greater risk of mortality in faster-,
but not slower-, walking older adults.

Methods: Participants included 2340 persons 65 years
and older in the National Health and Nutrition Exami-
nation Survey, 1999-2000 and 2001-2002. Mortality data
were linked to death certificates in the National Death
Index. Walking speed was measured over a 20-ft (6 m)
walk and classified as faster (=0.8 m/s [n=1307]), slower
(n=790), or incomplete (n=243). Potential confound-
ersincluded age, sex, race, survey year, lifestyle and physi-
ologic variables, health conditions, and antihyperten-
sive medication use.

Results: Among the participants, there were 589 deaths
through December 31, 2006. The association between BP
and mortality varied by walking speed. Among faster walk-
ers, those with elevated systolic BP (=140 mm Hg) had
a greater adjusted risk of mortality compared with those
without (hazard ratio [HR], 1.35; 95% CI, 1.03-1.77).
Among slower walkers, neither elevated systolic nor dia-
stolic BP (=90 mm Hg) was associated with mortality.
In participants who did not complete the walk test, el-
evated BP was strongly and independently associated with
a lower risk of death: HR, 0.38; 95% CI, 0.23-0.62 (sys-
tolic); and HR, 0.10; 95% CI, 0.01-0.81 (diastolic).

Conclusions: Walking speed could be a simple mea-
sure to identity elderly adults who are most at risk for
adverse outcomes related to high BP.

Arch Intern Med.
Published online July 16, 2012.
doi:10.1001/archinternmed.2012.2555
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Figure 1. Kaplan-Meier survival plots. Kaplan-Meier survival plots of persons
with elevated systolic blood pressure (SBP) 140 mm Hg or higher (A) and
diastolic blood pressure (DBP) 90 mm Hg or higher (B), stratified by walking
speed, in National Health and Nutrition Examination Survey participants 65
years and older (1999-2002), followed up until December 31, 2006

Odden MC et al. Arch Intern Med.
Published online July 16, 2012.
doi:10.1001/archinternmed.2012.2555
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La terapia farmacologica e rivolta ad un
sintomo, ad un segno, ad un evento biologico,
ma deve considerare 'ambiente biologico (ed
umano) che “ospita” la malattia.
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La maggiore sopravvivenza delle persone fragili e
ipertese indica una conservata capacita di
resilienza che caratterizza alcuni individui.

La decisione di trattare l'ipertensione deve tener
conto di molte variabili.
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Introduzione ed epidemiologia

La comorbilita e i farmaci

La complessita delle cure

E’ possibile ridurre il numero dei farmaci?
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E’ possibile intervenire riducendo il numero di
farmaci sia al momento della prescrizione sia
prevedendo una sorta di controllo esterno?
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Physician Intervention for Medication
Reduction in a Nursing Home:
The Polypharmacy Outcomes Project

Bruce K. Tamura, MD, Christina L. Bell, MD, Karen Lubimir, MD, Wendy N. Iwasaki, PharmD, Laura A. Ziegler, MD,

and Kamal H. Masaki, MD

Objective: To examine the effects of a medication
review project by geriatricians and geriatric medi-
cine fellows on polypharmacy in a teaching nursing
home.

Design: Quality improvement intervention study
Setting: Long-term care facility in Honolulu, HI

Participants: Seventy-four patients with the Minimum
Data Set quality indicator criteria of polypharmacy (9
or more medications).

Intervention: Geriatric medicine fellows and faculty
reviewed each patient’s medication list, consulted
the updated Beers Criteria and Epocrates online
drug-drug interaction program, and recommended
medication changes to the patients’ primary care
physicians.

Measurements: Descriptive statistics, including
means, standard deviations, and sums of variables
were obtained for the number of medications in the
following categories: total number, scheduled, pro

re nata, high risk, contraindicated, with potential
drug-drug interactions, and with no indication.

Results: Of 160 patients residing in a nursing home,
74 were on 9 or more medications. After the interven-
tion, the mean number of medications per patient in
the following categories decreased significantly: total
number (16.64 to 15.54, P <.001), scheduled (11.3 to
10.99, P <.001), pro re nata (5.33 to 4.56, P < .001),
high risk (0.94 to 0.73, P < .001), contraindicated
(0.29 to 0.13, P = .004), with potential drug-drug in-
teractions (6.1 to 4.83, P < .001), and with no indica-
tion (3.34 to 3.29, P = .045).

Conclusion: Polypharmacy in long-term care is preva-
lent and can lead to increased adverse effects and
potentially inappropriate prescriptions. This study
demonstrates an effective geriatrician-led interven-
tion that both reduced polypharmacy and provided
core competency training for geriatric medicine
fellows. (J Am Med Dir Assoc 2011; 12: 326-330)

Keywords: Polypharmacy; long-term care; nursing
home
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REVIEW ARTICLE

ONLINE FIRST | LESS IS MORE
Principles of Conservative Prescribing

Gordon D. Schiff, MD; William L. Galanter, MD, PhD; Jay Duhig, MA; Amy E. Lodolce, PharmD, BCPS;
Michael J. Koronkowski, PharmD; Bruce L. Lambert, PhD

udicious prescribing is a prerequisite for safe and appropriate medication use. Based on evi-
dence and lessons from recent studies demonstrating problems with widely prescribed medi-
cations, we offer a series of principles as a prescription for more cautious and conservative
prescribing. These principles urge clinicians to (1) think beyond drugs (consider nondrug
therapy, treatable underlying causes, and prevention); (2) practice more strategic prescrib-
ing (defer nonurgent drug treatment; avoid unwarranted drug switching; be circumspect about
unproven drug uses; and start treatment with only 1 new drug at a time); (3) maintain heightened
vigilance regarding adverse effects (suspect drug reactions; be aware of withdrawal syndromes; and
educate patients to anticipate reactions); (4) exercise caution and skepticism regarding new drugs
(seek out unbiased information; wait until drugs have sufficient time on the market; be skeptical
about surrogate rather than true clinical outcomes; avoid stretching indications; avoid seduction
by elegant molecular pharmacology; beware of selective drug trial reporting); (5) work with pa-

tients for a shared agenda (do not automatically accede to drug requests; consider nonadherence

betore adding drugs to regimen; avoid restarting previously unsuccessful drug treatment; discon-

tinue treatment with unneeded medications; and respect patients’ reservations about drugs); and

(6) consider long-term, broader impacts (weigh long-term outcomes, and recognize that im-
proved systems may outweigh marginal benefits of new drugs).

Arch Intern Med. 2011:171(16):1433-1440.

Published online June 13, 2011.
doi:10.1001/archinternmed.2011.256
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Health Outcome Prioritization as a Tool
for Decision Making Among Older Persons
With Multiple Chronic Conditions

Terri R. Fried, MD

Mary E. Tinetti, MD

Lynne Iannone, MA

John R. O’Leary, MA

Virginia Towle, MPhil

Peter H. Van Ness, PhD Arch Intern Med 171(20):1854-6, 2011
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Table. Proportion of Participants With Different Health Outcome Rankings, Organized by Health Outcome

Ranked as Most Important

Health Outcome Ranking

First
(Most Important) Second Third Fourth No. (%)?

Independence 27@
Pain relief Symptom relief Staying alive 104 (39)°
Symptom relief Pain relief Staying alive 76 (28)¢
Staying alive Pain relief Symptom relief 38 (14)¢
Staying alive Symptom relief Pain relief 22 (8)¢
Pain relief Staying alive Symptom relief 19 (7)¢
Symptom relief Staying alive Pain relief 11 (4)¢

Staying alive 4
Independence Pain relief Symptom relief 13
Independence Symptom relief Pain relief 13 (33)°¢
Pain relief Independence Symptom relief 7 (18)°¢
Pain relief Symptom relief Independence 5(13)¢
Symptom relief Independence Pain relief 2 (5)C

Pain relief -(m
Independence Symptom relief Staying alive 11 (42)¢
Symptom relief Independence Staying alive 7 (27)¢
Independence Staying alive Symptom relief 4 (15)¢
Symptom relief Staying alive Independence 3(12)¢
Staying alive Symptom relief Independence 1(4)°

Symptom relief 21@
Independence Pain relief Staying alive 11
Staying alive Independence Pain relief 4 (19)¢
Independence Staying alive Pain relief 3 (14)¢
Pain relief Independence Staying alive 2 (10)¢
Pain relief Staying alive Independence 1(5)¢

aPercentages do not add up to 100% because of rounding.

bpercentage of total participants (N=357).
¢Percentage of health outcome ranked first.

Fried TR. et al, Arch Intern Med 171(20):1854-6, 2011
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Fried's findings lead to 2 key conclusions. First, individuals
vary in their personal preferences about the relative
importance of independence, staying alive, pain relief, and
other symptom relief. The best way to determine how an
individual values different health outcomes is to ask, and
the computerized tool used by Fried et al to elicit individual
preferences may prove to be readily adapted to everyday
use. Second, independence was very important to almost all
the older people studied; overall, it was far and away the
most highly ranked health outcome. Thus, many older
people may be willing to trade off some survival benefit or
pain relief to maximize their chances for functional recovery
from hip fracture.

Landefeld CS. et al, Arch Intern Med 171(20):1837-8, 2011
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La definizione delle priorita dei risultati attesi
non e realizzabile nelle persone con limitazioni
cognitive.

In queste valgono le scelte del famigliare, ma
anche quelle del medico che deve essere in
grado di costruire una propria scala di priorita
sulla base della clinica.
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10.

DECALOGO

il farmaco e utile ai vecchi

nonostante il “terrorismo dei numeri” la nostra societa, continuando sulla scia del recente passato,
e in grado di garantire ai propri vecchi cure adeguate per una vita migliore, controllando il dolore e
la sofferenza e riducendo i rischi di perdita dell’autosufficienza

il farmaco e un mezzo delicato, che richiede studi e ricerche per la messa a punto e cultura ed
esperienza per la prescrizione

gli studi sui farmaci per I’'anziano non hanno compiuto in questi anni i progressi attesi; si deve quindi
concentrare sul tema una maggiore attenzione della biomedicina sperimentale e clinica

i vecchi assumono molti farmaci. Attorno a questo aspetto si sono concentrati dibattiti non sempre
lucidi e razionali. “ll troppo e il troppo poco” & ancora al centro di una dialettica irrisolta

i cittadini amano e odiano i farmaci; cioé e ancor piu vero per I'lanziano, sempre in bilico tra 'amore
e la dipendenza da una parte e la critica e il rifiuto dall’altra

la cura del’anziano é un esercizio di complessita. Da questo punto di vista la medicina dei vecchi
insegna alla medicina in generale come si devono affrontare aspetti clinici che si sovrappongono e
interagiscono con modalita non predicibili

“less is more”? Alla ricerca di un equilibrio che richiede prudenza e determinazione, senza pero
lasciare spazio a rinunce, spesso figlie dell’’ageismo”

la cura dei vecchi e fatta di tanto: farmaci, relazione, interventi con mezzi non farmacologici,
tecnologia, servizi, ecc.; € doveroso trovare un equilibrio attraverso studi, ricerche, valorizzazione
dell’esperienza

la spesa farmaceutica per I'anziano é elevata. Il punto centrale é chiarire se & adeguata, ed allora i
cittadini devono essere disposti a sacrifici, o se & la conseguenza di sprechi e inappropriatezza e
quindi va ridotta. Ma la problematica e solo clinica e non deve essere “inquinata” da motivazioni
diverse.
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“Quaternary prevention” that is protecting
patients from gratuitous diagnostic labels,
tests, and treatments that offer no benefit with
regard to mortality and mordibity and are
driven by misplaced goodwill or commercial
interests.

BMJ 345:11-12, 2012
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L'organizzazione sanitaria e I'appropriatezza
terapeutica.

Il mancato filtro del medico di famiglia e la
causa principale del “siloing” dei farmaci
prescritti da specialisti non coordinati.
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Jeremiah D. Schuur, M.D., M.H.S., and Arjun K. Venkatesh, M.D., M.B.A.
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In contrast to mechanical systems in which component parts
interact linearly to produce a predictable output, the
components of complex systems interact nonlinearly over
multiple scales and produce unexpected results. The output
of a mechanical system can be controlled by manipulating
each of its parts, while the output of a complex system is
dynamic, behaving differently according to its initial
conditions and feedback. For example, the health care
system comprises networks of components (hospitals,
clinics, nursing homes, rehabilitation units, patient homes,
families, and patients) that interact nonlinearly on different
scales (the patient, family, medical center, and government),
and often produce unintended consequences (adverse drug
reactions, nosocomial infections, rehospitalizations, and
functional decline).

Lipsitz LA, JAMA 308(3):243-4, 2012
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L'atto di cura dell’anziano fragile e il prodotto
di un mix di EBM (linee guida e protocolli),
narrative medicine (la conoscenza profonda del
paziente e della sua storia, inserito nel suo
ambiente) e dell’esperienza del medico (con la
collaborazione di un equipe coesa).

Le tre componenti interagiscono in maniera
complessa...
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Alla fine, pero, pur tra mille problemi, la medicina continua
ad essere lo strumento di sempre: ha accompagnato per
secoli i progressi sociali ed economici della collettivita
aggiungendovi costantemente i suoi contenuti specifici, utili
al progresso di tutti. Barker (2011) ha recentemente scritto
un saggio importante su come sara la medicina nel 2030,
incentrata sulle nuove tecnologie e sul ruolo centrale del
cittadino-paziente; non occorre essere veggenti per capire
che il futuro andra verso una salute allungata se si
realizzera sempre di piu un progresso sul piano delle
tecnologie biomediche e su quello della relazione-
autonomia del paziente e se crescera il dialogo tra i due
ambiti. Il farmaco appartiene ad entrambi, perché e il
prodotto della ricerca scientifica piu avanzata, ma viene
utilizzato principalmente grazie alla capacita umana di
instaurare relazioni significative.
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