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2013 ESH/ESC 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)

4.2 When to initiate antihypertensive
drug treatment

4.2.5 Grade 1 hypertension in the elderly

Although the 2007 ESH/ESC and other guidelines recommended

treating grade 1 hypertensives independently of age,**”

antihypertensive drug treatment

it has

Recommendations Class?

Prompt initiation of drug treatment is recommended in individuals with grade 2 and 3 hypertension with any leve! of
CV risk, a few weeks after or simultaneously with initiation of lifestyle changes.

Lowering BP with drugs is also recommended when total CV risk is high because of OD, diabetes, CVD or CKD,
even when hypertension is in the grade | range.

Initiation of antihypertensive drug treatment should also be considered in grade | hypertensive patients at low to
moderate risk, when BP is within this range at several repeated visits or elevated by ambulatory BP criteria, and
remains within this range despite a reasonable period of time with lifestyle measures.

.ln elderly hypertensive Eatients drug treatment is recommended when SBP is =160 mmHﬁ.

amm . . Il I N N B . I N

Antihypertensive drug treatment may also be considered in the elderly (at least when younger than 80 years) when
SBP is in the 140-159 mmHg range, provided that antihypertensive treatment is well tolerated.

Unless the necessary evidence is obtained it is not recommended to initiate antihypertensive drug therapy at
high normal BP.

Lack of evidence does also not allow recommending to initiate antihypertensive drug therapy in young individuals with
isolated elevation of brachial SBP, but these individuals should be followed closely with lifestyle recommendations.

Level® Ref. €
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2013 ESH/ESC 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)

Blood pressure goals in hypertensive patients

* In elderly hypertensives less than 80 years old with
SBP 2160 mmHg there is solid evidence to recommend
reducing SBP to between 150 and 140 mmHg.

* In the Fit elderly patients less than 80 years old SBP
values <140 mmHg may be considered, whereas in the
fragile elderly population SBP goals should be adapted
to individual tolerability.

* In individuals older than 80 years and with initial SBP
2160 mmHg, it is recommended to reduce SBP to
between 150 and 140 mmHg provided they are in good
physical and mental conditions.



FRAIL

elderly patient

Antihypertensive treatment strategies in the elderly

Recommendations

Level® ’ Ref. €

In elderly hypertensives with

SBP >160 mmHg there is solid
evidence to recommend reducing
SBP to between 150 and 140

mmHg.

141,265

In fit elderly patients <80 years
old antihypertensive treatment
may be considered at SBP values
>|40 mmHg with a target

SBP <140 mmHg if treatment is
well tolerated.

In individuals older than 80 years
with an initial SBP =160 mmHg it
is recommended to reduce SBP
to between 150 and 140 mmHg,
provided they are in good
physical and mental conditions.

In frail elderly patients, it is
recommended to leave decisions
on antihypertensive therapy to
the treating physician,and based
on monitoring of the clinical
effects of treatment.

287

ontinuation of well-toleratec
antihypertensive treatment
should be considered when a
treated individual becomes
octogenarian.

All hypertensive agents are
recommended and can be used in
the elderly, although diuretics and
calcium antagonists may be
preferred in isolated systolic
hypertension.

444,449,
451,452




Ambulatory Blood Pressure Monitoring in Older Nursing Home Residents:
Diagnostic and Prognostic Role

Enrico Mossello MD, PhD*, Maria Chiara Pieraccioli MD, Samanta Zanieri MD, Angela Fedeli MD,
Maddalena Belladonna MD, Nicola Nesti MD, Niccolo Marchionni MD, Giulio Masotti MD,
Andrea Ungar MD, PhD
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Fig 1. Correlation between Office and ABPM Values for SBP {(A) and DBP (B).
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Ambulatory Blood Pressure Monitoring in Older Nursing Home Residents:
Diagnostic and Prognostic Role

Enrico Mossello MD, PhD*, Maria Chiara Pieraccioli MD, Samanta Zanieri MD, Angela Fedeli MD,

Maddalena Belladonna MD, Nicola Nesti MD, Niccolo Marchionni MD, Giulio Masotti MD,
Andrea Ungar MD, PhD

..... among subjects with normal office BP values
the prevalence of masked hypertension was
26% and among subjects with elevated office
BP values the prevalence of white coat
hypertension (WCH) was 70%.

..... 61% of subjects with WCH actually
received antihypertensive treatment in the

present study, thus suggesting a potential
overtreatment.

JAMDA 13 (2012) 760.e1-760.e5




Ambulatory Blood Pressure Monitoring in Older Nursing Home Residents:
Diagnostic and Prognostic Role

Enrico Mossello MD, PhD *, Maria Chiara Pieraccioli MD, Samanta Zanieri MD, Angela Fedeli MD,

Maddalena Belladonna MD, Nicola Nesti MD, Niccolo Marchionni MD, Giulio Masotti MD,
Andrea Ungar MD, PhD

Table 4
Independent Predictors of Time to Death: Clinical Factors Only

OR 95% ClI P
Barthel Index 0978 0.958—-0.999 036
Charlson Index 1.429 1.014—-2.013 .041
Neuropsychiatric Inventory 1.074 1.016—1.135 012

Cl, confidence interval: OR, odds ratio.

Variables excluded from final model: Age, Mini Mental State Examination, history
of falls.

JAMDA 13 (2012) 760.e1-760.e5
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Antihypertensive treatment strategies in the elderly

Recommendations l Class* | Level® \ Ref. €

In elderly hypertensives with
SBP >160 mmHg there is solid
evidence to recd 3

SBP to between .28

In frail elderly patients, it is
recommended to leave decisions
on antihypertensive therapy to
the treating physician,and based
on monitoring of the clinical
effects of treatment.

Continuation of well-tolerated
antihypertensive treatment
should be considered when a
treated individual becomes
octogenarian.

All hypertensive agents are
recommended and can be used in
the elderly, although diuretics and
calcium antagonists may be
preferred in isolated systolic
hypertension.

444,449,
451,452




Original Investigation

Effects of Low Blood Pressure in Cognitively Impaired
Elderly Patients Treated With Antihypertensive Drugs

Enrico Mossello, MD, PhD; Mariachiara Pieraccioli, MD; Nicola Nesti, MD; Matteo Bulgaresi, MD;

Chiara Lorenzi, MD; Veronica Caleri, MD, PhD; Elisabetta Tonon, MD, PhD; M. Chiara Cavallini, MD, PhD;
Caterina Baroncini, MD; Mauro Di Bari, MD, PhD; Samuele Baldasseroni, MD, PhD; Claudia Cantini, MD, PhD;
Carlo A. Biagini, MD; Niccold Marchionni, MD; Andrea Ungar, MD, PhD

172 pazienti (eta media 795 years, 63%
donne), affetti da demenza nel 68% e MCI
nel 32% del casi

Tutti | pazienti sono stati sottoposti a ABPM,
valutazione pressoria clinica e follow-up
clinico e cognitivo

JAMA Int Med, 2015



Original Investigation

Effects of Low Blood Pressure in Cognitively Impaired
Elderly Patients Treated With Antihypertensive Drugs 1 int Med. 2015

Enrico Mossello, MD, PhD; Mariachiara Pieraccioli, MD; Nicola Nesti, MD; Matteo Bulgaresi, MD;

Chiara Lorenzi, MD; Veronica Caleri, MD, PhD; Elisabetta Tonon, MD, PhD; M. Chiara Cavallini, MD, PhD;
Caterina Baroncini, MD; Mauro Di Bari, MD, PhD; Samuele Baldasseroni, MD, PhD; Claudia Cantini, MD, PhD;
Carlo A. Biagini, MD; Niccold Marchionni, MD; Andrea Ungar, MD, PhD

Figure 1. MMSE Score Change by the Mean Daytime and Office SBPs
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MMSE indicates Mini-Mental State Examination; SEPs, systolic blood pressures.
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Carlo A. Biagini, MD; Niccold Marchionni, MD; Andrea Ungar, MD, PhD

Figure 2. MMSE Score Change by AHD Treatment and Daytime and Office SBPs
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Figure 2. MMSE Score Change by AHD Treatment and Daytime and Office SBPs
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Cumulative survival
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Target diversi nel paziente con
decadimento cognitivo?

Ma cerchiamo il decadimento cognitivo

negli ipertesi?




2013 ESH/ESC 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)
Blood Pressure (mmHg)
Other risk factors, High normal Grade | HT Grade 2 HT Grade 3 HT
?‘Y;'?Pw'“‘“c organ damage SBP 130-139 SBP 140-159 SBP 160-179 SBP >180
ShCaest or DBP 85-89 or DBP 90-99 or DBP 100-109 or DBP 2110
No other RF Moderate risk
I-2 RF Mod L
- erate risk 2t
>3 RF g o
OD, CKD stage 3 or diabetes " higli , 3
Symptomatic CVD, CKD stage >4 or R o
diabetes with OD/RFs =

BP = blood pressure; CKD = chronic kidney disease; CV = cardlovascular; CVD = cardlovascular disease; DBP = dlastolic blood pressure; HT = hypertension;
OD = organ damage; RF = risk factor; SBP = systolic blood pressure.



2013 ESH/ESC 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)

Blood Pressure (mmH

Orther risk factors,

X Grade 3 HT
asymptomatic orgf SBP =180
or disease Clock test or DBI; =110

No other RF e R T High risk

-2 RF - N 3 ! N t High risk

>3RF [ B e | - High risk

High to

QP CRD wgs 3 very high risk

Symptomatic CVD;
diabetes with OD/RFs

BP = blood pressure; CKD = chronic kidney disease; CV = cardlovascular; CVD = cardiovascular disease; DBP = dlastolic blood pressure; HT = hypertension;
OD = organ damage; RF = risk factor; SBP = systolic blood pressure.

Very high risk




UNIVERSITA
DEGLI STUDI

Lo screening cognitivo nel paziente
anziano iperteso: risultati di uno
studio pilota

Relatore: Prof. Andrea Ungar
Correlatore: Dott. Enrico Mossello

Candidato: Giulia Casini

Firenze, 16 Ottobre 2017
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Risultati

Prevalenza del deficit cognitivo

53%

(25 pazienti su 47)

Deficit cognitivo a carico Deficit cognitivo
di un singolo dominio multi dominio

45% 8%

(21 pazienti su 47) (4 pazienti su 47)
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FIRENZE

Clock test

20

Paziente: G.G., 85 anni, M
Rievocazione: 0/3
MMSE corretto: 28/30

tentativo

Clock test

° i Clock test °
2 tentativo 1° tentativo

Paziente: G.M., 79 anni, F Paziente: G.M., 86 anni, M
Rievocazione: 2/3 Rievocazione: 1/3
MMSE corretto: 27,4/30 MMSE corretto: 28,8/30



L’'ipotensione ortostatica
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Causes of Syncope in different settings
EGSYS-2 (DEA) — GIS (275 yrs) —SYD (275 yrs and dementia)

Cardiac Reflex

BEGSYS-2

mGIS

BSYD

Unexplained

Drug
induced
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ESH

European Society of Hypertension

EUGMS

Expert Opinion

An Expert Opinion From the European Society
of Hypertension-European Union Geriatric Medicine
Society Working Group on the Management of Hypertension
in Very Old, Frail Subjects
Athanase Benetos,* Christopher J. Bulpitt,* Mirko Petrovic, Andrea Ungar,

Earico Agabiti Rosei, Antonio Cherubini, Josep Redon, Tomasz Grodzicki, Anna Dominiczak,
Timo Strandberg, Giuseppe Mancia

years after the publication of the 2013 guidelines for

the management of anerial bypertension of the Enropean
Sockety of Hypertension (ESH) and the Ewropean Sociaty of
Caadiology (ESC),' the ESH and the Ewopean Union Gerlatric
Maedicine Scciety have created a common working group 1o
examine the management of hypertensive subjects aged >80
years, The generl term hypertension in the elderly is pot suf-
ficiently accurute because it mixes younger old patients (60-70
yeurs) with the oldest old. Our group believes that the man-
agement of hyperteasion in individuals aged =80 years should
be specifically addressed. Although arbitrary, this cutoff value
identifies a population that is expanding faster than any other
age group with a S0 increase of life expectancy during the
past 50 years®’; farthenmore, the incidence and prevalence of
comaorbidities, frailty, and koss of autosomy greatly increases
after the age of 80 yeans®; fimally, although thero ks limited evi-
dence on the management of hypentension in this age group,
the latest clinical studies indicate that in these patients, treat-
meot may not be the swme as in patients in the lower age strata.

The aim of this Working Group was 1o discuss mor in-
depth treatment aspects of hypertensive patients aged 280
yours o older, with special focus oo the difficulties and
uncertainties posed by very old frail individuals. We focused,
in particular, oa the following points of the 2013 ESH/ESC
guidelines:

Benefits of treatment,

Blood pressure (BP) thresholds and taggets.

The choice of treatment.

Benefits of Treatment
The 2013 ESH/ESC guidelines' reported the results of
the Hypertension in the Very Elderly Double Blind Trial
(HYVET). This showed that in hypertensive patients aged 280
years, the administration of the thiazide-like diuretic indap-
amide supplemented. if necessary, by the angiotensin-convert-
ing enzyme inhibitor perindopril led to a significant reduction
in the risk of major cardiovascular events and allcause death
when compared with placebo.? From this, the guidelines con-
cluded that there is evidence that antihyperteasive treatment is
beneficial in octogenarans in whom BP s elevated and that,
theefore, BP-loweniag isterveatioas can be stroagly eoom-
mended withie this age moge. However, both the ESH/ESC
guidelines’ and other publications™ also point out limitations
in the demoastrution that teatment is beneficial in octogenar-
ians and this aeed to be addressed. Finst. the HYVET is w
date the only mndomized clinical tdal that bas addressed this
important issue, miking confirmation by a second trial highly
desirable. Second, the age of the HYVET patieats was for the
most part closer 1o 80 years (73% in the 80-84 and 22% in the
85-89 mage), leaving the effect of treatment in patients clos
to or >90 years of age largely unexplored. Thisd, because the
trial was prematurely interrupted by the Safety Monitodng
Board (because of the evidence of protective effect of BP
mduction in the tweated group), the follow-up was mither
short (median, 1.8 yearns). Despite the observation that in the
HYVET patients the rate of events emaised Jlower in the
originally treated group | year after the trial termination.” this




_

Original Investigation

Intensive vs Standard Blood Pressure '
and Cardiovascular Disease Outcomfes in Adults Aged =75 YeaD

A Randomized Clinical Trial

Jeff D. Williamson, MD, MHS; Mark A. Supiano, MD; William B. Applegate. MD, MPH; Dan R. Berlowitz, MD; Ruth C. Campbell, MD, MSPH;
Glenn M
John B. |

i No diabetes
No disability
No orthostatic hypotension

Unattended BP measure

Intensive Treatment Standard Treatment
Goal SBP <120 mm Hg Goal SBP <140 mm Hg
(n=1.317) (n=1.319)



DEMOGRAPHIC and BASELINE CHARACTERISTICS

2 7/5yr
Characteristics
Total Intensive | Standard
N=9361 _ _
Mean (SD) age, years 67.9 (9.4)< 79.8 (3.9) | 79.9 (4.12b
Female, % 35.6% 37.9% 38.0%
White, % 57.7% 74.2% 74.8%
African-American, % 29.9% 17.1% 17.1%
Hispanic, % 10.5% 6.8% 6.4%
Prior CVD, % 20.1% 25.7% 23.4%
Mean 10-year Framingham CVD risk, % 20.1% | —2#296 .
Mean (SD) number of antihypertensive meds 1.8 (1.0) k\;],ggLO) 1.9 (1
Systolic 139.7 (15.6)|141.6 (15.7)(141.6 (15.8)
Diastolic 78.1(11.9) | 71.5(11.0) | 70.9 (11.0)
The SPRINT Research group, JAMA 2016



Primary Outcome and its Components
Event Rates and Hazard Ratios

Intensive Standard
No. of Rate, | No.of | Rate, HR (95% CI) | P value
Events | % vear | Events | %vear

Primary Outcome

0.66 (0.51-0.85)

All MI

Non-MI ACS

17

Heart Failure

0.62 (0.45-0.84)

CVD Death

0.57 (0.38-0.85)

The SPRINT Research group, JAMA 2016




SPRINT elderly

Serious adverse events (SAE) related to the intervention

Prevalence (%)

Treatment \

[] Standard \
B Intensive

p=0.40 \

1 p=0.06

All

Acute renal

p=0.06

failure

The SPRINT Research group, JAMA 2016



Kaplan-Meier curves for the primary cardiovascular
disease outcome in SPRINT elderly by baseline
FRAILTY status (37 items)

Cumulative Hazard

FIT I [Less FIT | [FrRAIL |

standard | standard

)

standard o
- ‘_’_,_,_17 | ~~"" Intensive
ot = — Intensive | " ‘
1 2 3 Intengive g 1 2 3 4 0 1 2 3 4
Years Years Years
(Index =0.1; item lost=0- (Index>0.1;item lost 0-7) (Index>0.21; item lost >7)
1) HR:0.63 (95% CI 0.43-0.91) HR:0.68 (95% CI 0.45-
HR:0.47 (95% CI 0.13- p=0.01 1.01)
1.39) p=0.06 (ns)
p<0.20 (ns)

The SPRINT Research group, JAMA 2016



Frailty’s degree in SPRINT elderly

‘ Frailty index (37 items ) ‘

Intensive treatment
0.18 (0.13-0.23); 7 item (5-9)

= median

standard treatment
0.17 (0.12-0.22); 6 item (4-8)

—

The higher frailty degree = 0.23
ltems lost =9 !!




Mortality stratified by Frailty index

100

Prevalence (%)
N N O
o

oo
-

o O

o

Light
10.3+4.5

2 years
follow-up

no
mortality!!

SPRINT elderly
Highest frailty degree = 0.23
ltems lost =9 !

N
Moderate Severe
22.812.9 30.4+2.2

| FRAILTY INDEX |

Abete P et al., Aging Clin Exp Ther 2017




Injurious Falls and Syncope in Older
Community-Dwelling Adults Meeting Inclusion

Criteria fOr SPR'NT Donal J. Sexton, BSc, MD

Mark Canney, MB
JAMA Internal Medicine September 2017 Volume 177, Number 9 Matthew D. L. O’Connell. PhD
C - . ’

Patrick Moore, PhD

Mark A. Little, MB, PhD
Conall M. O’Seaghdha, MD
Rose-Anne Kenny, MD

. to determine if individuals
outside the clinical trial

context are similar to trial participants, especially
with regard to risk for
We used The Irish Longitudinal Study on Agelng
( ) to compare baseline rates of injurious
falls and syncope in community-dwelling older
adults with the rates in the standard care group of
SPRINT



Injurious Falls and Syncope in Older

Community-Dwelling Adults Meeting Inclusion

Criteria for SPRINT

JAMA Internal Medicine September 2017 Volume 177, Number 9

Figure. Comparison of the Prevalence Rates of Injurious Falls
and Syncope Between the Systolic Blood Pressure Intervention Trial
(SPRINT) and The Irish Longitudinal Study on Ageing (TILDA)

Participants 75 Years or Older

Prevalence During Follow-up, %

30+

25+

20+

154

10+

B Injurious falls
Syncope

TILDA Participants

SPRINT Participants

Donal J. Sexton, BSc, MD
Mark Canney, MB
Matthew D. L. O’Connell, PhD
Patrick Moore, PhD

Mark A. Little, MB, PhD
Conall M. O’Seaghdha, MD
Rose-Anne Kenny, MD

Given the

any increase in
these rates due to
Intensive treatment
of hypertension
could result in



Whelton PK, et al. Hypertension. 2017 Nov 13.

2017 High Blood Pressure Clinical Practice Guideline

2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA
Guideline for the Prevention, Detection, Evaluation, and Management
of High Blood Pressure in Adults

10.3. Age-Related Issues

10.3.1. Older Persons

RECD' treatment I.n!.'n':m- BP ¢ u:ﬂ!nl u_n,l--.g‘---, the risk of a u!: k-u,-!nwv mnyury, but !ln-u s no :Hh-n_n; !|-| wn n; risk SD ns
seen in younger adults (1), In summary, despite the complexity of management in caring for older persons
HEferenCES th with hypertension, RCTs have demonstrated that in many community-dwelling older adults, even adults >80 Jp|ement 54
years of age, BP-lowering goals during antihypertensive treatment need not differ from those selected for
CDR LDE persons <65 years of age (17), Importantly, no randomized trnial of 8P lowering in persons >65 years of age has
ever shown harm or less benefit for older versus younger adults. However, clinicians should implement careful

ttration of BP lowering and monitaring in persons with high comorbidity burden; large RCTs have excluded Iess than 130 mm
oldetr persons at any age who live in nursing homes, as well as those with prevalent dementia and advanced ‘tnr? cammunitv_
MF

UWEIINE auuIls |Z02 years or agej witn an average aor of 130 mm Hg or

higher (1).
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for decisions regarding intensity of BP lowering and choice of
antihypertensive drugs.




Whelton PK, et al. Hypertension. 2017 Nov 13.

2017 High Blood Pressure Clinical Practice Guideline

2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA
Guideline for the Prevention, Detection, Evaluation, and Management
of High Blood Pressure in Adults

In summary, despite the complexity of management in
caring for older persons with hypertension, RCTs have
demonstrated that in many community-dwelling older
adults, even adults >80 years of age, BP-lowering goals
during antihypertensive treatment need not differ from
those selected for persons <65 years of age.
Importantly, no randomized trial of BP lowering in persons
>65 years of age has ever shown harm or less benefit for
older versus younger adults. However, clinicians should
Implement careful titration of BP lowering and monitoring
In persons with high comorbidity burden; large RCTs
have excluded older persons at any age who live in
nursing homes, as well as those with prevalent
dementia and advanced HF.



g

r ";-,,-r...u ,.fna-ﬁm-
e dmﬁn_ :-l-:?
et '
‘n-tr#
.,.."-7

Thank you for your attention
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