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IPERTENSIONE DI DIFFICILE CONTROLLO

INADEGUATO CONTROLLO PRESSORIO NONOSTANTE
RIPETUTE ED ADEGUATE PRESCRIZIONI
TERAPEUTICHE DA PARTE DEL MEDICO DI FAMIGLIA
E DELLO SPECIALISTA

2023 ESH Guidelines for the management of arterial
|ESC ) Euronean Haart Journal (2024) 00, 1-107 hypertension
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Prevalenza di ipertensione arteriosa controllata e non controllata

Italy

Hypertension profile

Total population (2019): 53 728 000

Total deaths {(2019): 51 000

Age-standardized prevalence of hypertension among adults aged 30-79 years (2019)°

Q7 3495 39% Q29%

Prevalence of hypertension = global comparison (both sexes)?
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Of the 16.6 million adults aged 20-79 years with hypertension:
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with hypertension
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% of population aged 30-79 years

Im order to achieve a 50% control rate,
3.2 million mare people with hypertension
would need to be effectively treated ®

diagnosed treated controlled
< 59% T 51% < 25%
*;_} 65% 1;* 58% 'i;" 33%

Trends in uncontrolled hypertension in adults
aged 30-T9 years®
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Prejected hypertension centrol rates by scenaria?

If tha progress scenario were achieved,
255 000 deaths would be averted by Z040.
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2023 ESH Guidelines for the management of
arterial hypertension

Systolic BP target

Most patients?®

Diastolic BP target

'
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Trattamento
non farmacologico L Increase potassium intake

Increase plysical activity

Cptimize weight
—— management and diet

Reduce table salt BP CV Risk
(sodium chloride) intake Reduction Reduction

Reduce alcohol imake

® Mo smoking
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Trattamento
farmacologico
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Associazioni Farmacodinamiche

Diuretici
Calcio antagonisti
Alfa-antagonisti

gl

Vasodilatatori

g |

ACE-inibitori
AT-1 antagonisti
Beta-bloccanti

ACE-inibitori

AT-1 antagonisti
Beta-bloccanti
Simpatomodulatori




Integrazione della curva dose risposta Dose-Risposta del Farmaci

FARMACO A FARMACO B
PA PA

15
20)

0 6 12 18 24 0 ¢ 12 18 24
Durata d’azione (h) Durata d’azione (h)
Il farmaco di tipo A ha curva efficacia-durata Il farmaco di tipo B ha curva dose-risposta
ACE-I CCB
AIIRA Diuretici

o-bloccanti
B-bloccanti

Fogari, | Hypertens, 1997



Persistenza con un farmaco antipertensivo

80 - HR =2.09,
HR =1.95

’ p<0.001

HR =1.57, p<0.001

HR = 1.33, p<0-001

65,6 p<0.001

Adherence hazard ratio
(for comparison of drug classes)

ARBs ACEls CCBs Diuretics BBs

Drug class

HR = hazard ratio
Meta-analysis of 17 studies Kronish et al. Circulation 2011;123:1611-21



Percheé un paziente presenta un ipertensione di difficile controllo?

Misurazione PA non adeguata

I / Effetti collaterali

Inerzia terapeutica /

Scarsa aderenza terapeutica

2023 ESH Guidelines for the
management of arterial hypertension



Esclusione di «pseudo ipertensione» di difficile controllo

Tecnica office

Tecniche out of office

Office blood pressure measurement

G ‘
Use a validated device Place the BP cuff at the level
with an appropriate cuff  of the heart with the patient's

Measure after 5 min
seated comfortably in a

quiet environment size based on arm back and arm supported
circumference
Assess for orthostatic Measure BP three times
hypotension at I*t visit and (1-2 min apart) and
thereafter by symptoms average the last 2 readings

0O

Record heart rate Measure BP in both Obtain further
and exclude arrhythmia arms at the I visit to measurements if the
by pulse palpation detect between arm readings differ by
differences >10 mmHg
@Eesc—

Home-based blood pressure measurement

UseanlndatedBP Measure BP in a quiet room
after 5 min of rest with arm
and back supported

Record and average all Obtain readings twice a day
readings and present (morning? and evening) for
results to clinician at least 3 and ideally 7 days

@Esc-

Ambulatory blood pressure measurement

% °0 0

Use a validated BP Device usually records BP at A minimum of 70%
device 15-30 min intervals during the  usable BP recordings

day and 30-60 min at night is required
Hypertension:

ABPM 2130/80 mmHg o
ww\
zl!SIGSml-Igbrdn
4
zllOl70maniordn
A diary of the patient's activities,
intake of medications and sleep
time should be completed
®esc
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Inerzia Terapeutica= mancato inizio o adeguamento della terapia da parte degli
operatori sanitari quando indicato dalle Linee Guida (O’ Connor)

The impact of clinical inertia on uncontrolled blood pressure in treated hypertension: real-world, longitudinal data
from Japan

27,652 Japanese patients treated with antihypertensive medications

Major factors for uncontrolled BP -

= High pretreatment BP and low number of drugs Clinical inertia

a Uncontrolled BP 40% =
§— o —
s % due to inadequate treatment [ +| |+ }
O =
E 6—- SN SN NN BN BN BN BN B GBI B B e e . .- V \.
S £ Three |\" % of uncontrolled BP
© 8 One or Two antihypertensive drug classes °|r MOre | | cases in treated patients
- = > as could be due to inadequate
antihypertensive treatment
or | i
0 ‘/ /
0% —,—'100%

Proportion of each group Only <10% were treated
with 23 drug classes

Satoh Hypertension Res 2024



EFFETTI COLLATERALI DA FARMACI ANTIPERTENSIVI

¥e

New drug prescription
Uncontrolled HTN \
S
- B =" | Altered psychologic profile
v Adverse drug reactions xiety

Multi Drug Intolerance Syndrome

\jj, _

Poor adherence

3 o

pression
Alexithymia
Somatisation

Pappaccogli, Hypertension 2024



Effetti collaterali

-r- . - -H.\'
Management of Hypertensive Patients
With Multiple Drug Intolerances (MDI)
-_'__.--"__ - T
;/ Compresse con i farmaci tradizionali \
[ Stepl > in dosaggi frazionati \
Step 2 : *» Formulazioni liquide di farmaci tradizionali
Step 3 ; > Formulazioni transdermiche (quando disponibili)
Step 4 g »» Compresse off label

\ Prendere in considerazione terapie basate su devices /
\ denervazione renale : /

AN /

-~

Mod . J Clin Hypertens, 2015



'aderenza alla terapia € un comportamento individuale che
comprende la compliance (assumere i farmaci ai dosaggi indicati
e con la frequenza prescritta) e la persistenza (continuare la cura
per il periodo di tempo consigliato).

Forme intenzionali

Rapporto medico paziente

—

Area dell’insufficiente
informazione

Emotivita

T~

Area dell’irrazionalita

Area della dimenticanza | |  Contesto

Deficit mnesici —~ SOCIO economico

Forme non intenzionali



Valutare sempre la potenziale non aderenza

4 ™

Initiation
Pat.ient does not initiate medication

@ @ Assessment Prescription fill data and self-report
Inea ion Cc-rlnmunlcate heneﬁt.'.i.fsafetr of n'lledllc:auan; alleviate fear

of side effects/harm; discuss practicalities

Implementation
Patient does not take medication as prescribed
] Prescription refill data; self-report; electronic monitoring;
O @ nts chemical adherence testing (blood/urine)
Intervention Reminders; encourage habit formation; simplify drug regimen
Persistence
Patient discontinues medication
Assessment

Prescription refill data; self-report; electronic monitoring;
@ chemical adherence testing (blood/urine)
Motivational counseling on benefits/safety of medication;
Intervention discuss side effects; medication reconciliation; review practical

aspects (cost and ease of access to medication)

X @ESC o0
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Perché un paziente presenta un ipertensione di difficile controllo?

Misurazione PA non adeguata

/ Effetti collaterali
Inerzia terapeutica /

I

Scarsa aderenza terapeutica

Ipertensione secondaria

Uso di farmaci o sostanze che possono
aumentare la pressione arteriosa

Comorbidita 2023 ESH Guidelines for the
management of arterial hypertension



Un ipertensione secondaria per ogni eta

held aertls syndrome

Coarctatian of gorla

Ranal paranchymal dissae

Rt eular hypestinsinn - Fibramiceular dysalasia

Renmvastular hypertersoa = Atheroselrotlc dlsease

FIGURE ¥ lrcidence of selected forms of secondary hypertension according to age.

2023 ESH Guidelines for the
management of arterial hypertension



SOSTANZE CHE POSSONO CAUSARE SCARSO CONTROLLO DELLA PRESSIONE ARTERIOSA
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Comorbidita

Real-World Impact of Blood Pressure Control in Patients With Apparent Treatment-
Resistant or Difficult-to-Control Hypertension and Stages 3 and 4 Chronic Kidney Disease

HR (35% CI) RR (85% CI)
MAGE+ 1.1811.03,1.36) Inpatient hospitalizations E —e—  1.35(1.28, 1.43)
Stroke 1351105, 1.79 ER visits |—-—-| 0.95 {088, 1.03)
M B 1.09(0.83,1.43) Outpatient visits" Loe 112 (1.11,1.12)
HF hospitalization e 120 (1.02, 1.42) Pharmacy fills ! (.08 (0.7, 0.99)
ESRD L —— 1.85 (1.4, 2.39) S S —
——r——r] - 08 09 10 1.1 12 13 14 15
0 1.0 2.0 3.0

More likely in patients  More likely in patients
with controdled BP  with uncontrolled BP

N: 1487

N: 2479

Mora likely in patients  More likely n patients
with conirolled BP  wath unconfrolled BP

Bakris Am J Hypertens 2024



CLASSIFICAZIONE DELL'IPERTENSIONE RESISTENTE SU BASE FISIOPATOLOGICA

Types

True resistant essential
hypertension [24)

Sccondary resistant
hypertension

Apparent treatment-
rosistant hypertension

Fscudoresistant hypertension

Causes

Genetic factors

Inappropriate aldosterone secretion
Volume excess

Endothehal dysfunction
Sympathetic overactnrty

Insulin resistance

Pnmary aldosteronism

Pheochromooytoma
Cushing discase
Renovascoular discase
Chromic kidney discase
Aortic coarctation
Obstructive sleep apnea
Drugs and substances

Mo data for out-of-office BP
measurcment (ABPFM or HEPM)
ar for medication adherence

Undertreatment

edication nonadherence

Climical inertia

Inadequate BF measurement technigue
White coat and masked effect

Veglio J Hypertens 2021



Strategia terapeutica
dell’ipertensione
resistente

@ E S Eurcosan Haart Journal (2024) 00, 1-107
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Office BP = 140/20 mmHg despite 3 or more BP-lowering medications
at maximally tolerated doses, including a diuretic

l

Referral to hypertension centre should be considered
(Class Ila)

* Exclusion of secondary and pseudo-resistant hypertension
- Treatment optimization of BP-lowering medications (ideally three-drug SPC)

]

True treatment-resistant hypertension

I

Spironolactone

If spironolactone is not tolerated: eplerenone
(Class Ila)

I

Beta-blocker (if not already recommended for a compelling indication)

(Class lla)
Intensification of l Interventional
pharmacotherapy Shared risk-benefit discussion therapy

- Alpha blockers and multidisciplinary assessment

- Centrally acting — Renal denervation

BP-lowering drugs \
« K* sparing diuretics )
- Others - {Class lib)

o

(Class l2) If BF remains uncontrolled

@ ESC—



Gestione dell’ipertensione non controllata nell’iperteso con insufficienza renale

A B
CKD stage 1to 3 CKD stage 4 and 5 (not on dialysis)
eGFR 230 ml/min/1.73 m? eGFR <30 ml/min/1.73 m?
ACEi or ARB + CCB or , Diuretic* Step 1 ACE™* or ARB"® + CCB or Loop Diuretic
Increase 1o full-dose if well lolerated® Dual combination Increase to full-dose if well lolerated”
ACEi or ARB + CCB + __ Diuretic® ACEi®>* or ARB® + CCB + Loop Diuretic
Increase to full-dose il lolerated: Tnplecombmahon Increase to full-dose if well lolerated:
(S ) (= B
True resistant hypertension’ Step 3 True resistant hypertension®
Add Add further drugs Add
1) Spironolactone® (preferred) 1) Chiorthalidone
or other MRA* or other _ Diuretic
or ) BB' o Alpha-1 Blocker or 1) BE' or Alpha-1 Blocker
or lil) Centrally acting agent | | 5 or llf) Centrally acting agent )
Add
A European Renal Association (ERA) synopsis SGLT2i according to approval and/or

for nephrology practice of the 2023 European Finsrenone according to approval (do not combine with other MRA)*

Society of Hypertension (ESH) Guidelines for the
Management of Arterial Hypertension .
& yp Nephrol dial transpl 2024




ASSOCIAZIONI ANTIPERTENSIVI
NON RAZIONALI

Effetto subaddittivo: 1+1> 1 ma < 2
Antagonismo: 1+1<1

Associazione di Farmaci con Interazione Negativa
sull’Effetto Ipotensivo

- oi;-Bloccante+ Clonidina

Associazione di Farmaci Antipertensivi Potenzialmente Pericolosa

- B-Bloccante + Clonidina
- B-Bloccante + Ca-antagonista non DHP



Renal Denervation (RDN)

RDN can be considered as a treatment option in patients an
eGFR>40 ml/min/1.73m2 who have uncontrolled BP despite
the use of antihypertensive drug combination therapy, or if

drug treatment elicits serious side effects and poor quality of
life.

CoR LoE

RDN can be considered as an additional treatment option in
patients with resistant hypertension if eGFR is >40

Selection of patients to whom RDN is offered should be done in
a shared decision-making process after objective and complete
patient’s information.

Renal denervation should only be performed in experienced
specialized centers to guarantee appropriate selection of
eligible patients and completeness of the denervation
procedure.

2023 ESH Guidelines for the
management of arterial hypertension
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Recommendation Table 20 — Recommendations for
device-based treatment of hypertension (see Evidence

Table 35)

Recommendations

To reduce BP, and if performed at a medium-to-high
volume centre, catheter-based renal denervation
may be considered for resistant hypertension
patients who have BP that is uncontrolled despite a
three BP-lowering drug combination (including a
thiazide or thiazide-like diuretic), and who express a
preference to undergo renal denervation after a
shared risk-benefit discussion and multidisciplinary

assessment_564.566—568.586—590

To reduce BP, and if performed at a medium-to-high
volume centre, catheter-based renal denervation
may be considered for patients with both increased
CVD risk and uncontrolled hypertension on fewer
than three drugs, if they express a preference to
undergo renal denervation after a shared risk-benefit

discussion and multidisciplinary assessment.>¢%>¢6—

568,586—590

Due to a lack of adequately powered outcomes trials
demonstrating its safety and CVD benefits, renal
denervation is not recommended as a first-line

BP-lowering intervention for hypertension.

Renal denervation is not recommended for treating
hypertension in patients with moderate-to-severely
impaired renal function (eGFR <40 mL/min/1.73 mz)
or secondary causes of hypertension, until further

evidence becomes available.

Level®

© ESC 2024
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Dual endothelin antagonist
Aprocitentan for resistant hypertension (PRECISION)

A B

150 Part 1: Double- blind Part 3: Double-blind withdrawal

1459

uw{ L%

A

)4

e i

f‘ wﬂ

i-l T Iyg

1254

htony systolic blood pressure (mm Hg)

—&Plajeho

A
Randomisation Re-randomisation
L Part1 Part 2 ¢ Part 3
155—‘ Double- : Single-blind ' Double-blind
(NEJM
GENERAL MEDICINE SPECIALTIES TOPICS VOICES CME GUIDELINE WATCH
B
DRUG WATCH | GENERAL MEDICINE, AMBULATORY MEDICINE, HOSPITAL MEDICINE, CARDIOLOGY, _‘
NEUROLOGY 48
(DRUG]DEVICEINFORMATION/I [
273
April 11, 2024
Aprocitentan, a Newly Approved Drug for Resistant
Hypertension
Al & Denes AAM
K W B S
2 g0 | L f\ /}' 4 #
2 \ [N /
3 i
£ 7 . eI, S SFIIMIES S
70 T i T T T T ; T T T
0 2 4 6 12 20 28 6 38 40 44 48
Number of patients Time (weeks)
Placebo 244 - 224 - - - - - - 267 284 284
Aprocitentan125mg 243 - 223 - - . E - . . . "
Aprocitentan25mg 243 - 231 663 679 663 637 474 - 261 293 bye)

Medla Release
July 1, 2024

Idorsia’s JERAYGO (aprocitentan) approved in Europe as
first and only ERA for the treatment of resistant
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PARAGON STUDY

Apparent resistant hypertension in HFpEF

CV death, total HF hospitalizations,
strokes and Mls

Baseline BP-lowering medications
g Present in 15% of patients
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ALDOSTERONE SYNTHASE INHIBITOR

Baxdrostat for treatment-Resistant Hypertension

A Change from Baseline in Systolic Blood Pressure

B Change from Baseline in Diastolic Blood Pressure
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TAKE HOME MESSAGES

Gestione del paziente iperteso di difficile controllo

Conoscere
Cercare
Condividere
Motivare
Ascoltare
Razionalizzare
Ottimizzare
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Updating sulla Denervazione Renale nell’ipertenzione
arterioza

Aula Roccia (Ex Palazmina Odonto], Molineths
Venardi, 25 Otobre 2024

b 14:00 - 17:00

Introduzione

F. Veglio

Fizsiopatologia

F. Veglio

Denervazione renale: Linee guida ESH - ESC, selezione del
paziente ideale e aspetti pratici della procedura

F. Rabbia

Insight sulla precedura
D. Rossato

Esperienza del centro: presentazione casi clinici

M. Pappaccogli

Tavola rotonda: discussione & confronto
Moderatore: P. Mulatero
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