Lécba arteridlni hypertenze - co je nového?
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2023 ESH Guidelines for the management of
arterial hypertension

The Task Force for the management of arterial hypertension
of the European Society of Hypertension

Endorsed by the International Society of Hypertension (ISH) and the European
Renal Association (ERA)
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Hodnoceni KV rizika u hypertenze

Risk assessment in hypertension with SCORE2 and SCORE2-OP

CV risk assessment with the SCORE2 and SCOR2-OP system is
recommended for hypertensive patients who are not already at high or
very high risk due to established CVD or CKD, long-lasting or
complicated diabetes, severe HMOD (e.g. LVH) or a markedly elevated

single risk factor (e.g. cholesterol, albuminuria).
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Most patients?

The first objective of
antihypertensive treatment should
be to lower BP to <140/80 mmHg
in most patients, because this
accounts for the major portion of
the protective effect of BP-
lowering.

Most patients?

Target . Avoid . ‘@) c FAKULTNI
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Cilové hodnoty krevniho tlaku - optimalni

Diastolic BP target

Systolic BP target
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Most patients?

Most patients?®

Target . Avoid . g@)

If drug treatment is well
tolerated, treated SBP values
should be targeted to 130 mmHg
or lower in most patients up to 79
years old.

Despite the smaller incremental
benefit, an effort should be made
to reach a BP range of 120—-
129/70-79 mmHg in patients up
to 79 years old, but only if
treatment is well tolerated.
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Farmakoterapie hypertenze

ACEi or ARB

Prescribing patterns:

e Start with dual combination therapy
in most patients

# Uptitrate to maximum well tolerated
doses and to triple therapy if needed

® Once daily (preferred in the morning)

e Add further drugs if needed
o Preferred use of SPCs at any step Q

m. Diuretic?®

Additional drug classes

General antihypertensive therapy:
® Steroidal MRA

® Loop Diuretic

e Alpha-1 Blocker

e Centrally acting agent

e Vasodilator

Special comorbidities:
® ARNi

® SGLT2i

® Non-Steroidal MRA

Journal of Hypertension 2023. DOI:10.1097/HJH.0000000000003480
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Use of Diuretics: Consider
transition to Loop Diuretic
if eGFR is between 30 to
45 ml/min/1.73 m2. If
eGFR <30 ml/min/1.73 m2
use Loop Diuretic.
Non-DHP CCB should not
be combined with BB.

BB should be used as
guideline directed medical
therapy in respective
indications or considered
in several other conditions
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Doporuceni ESH 2023: Kombmacm lécba hypertenze

Start with Monotherapy only in selected patients:

Prefer SPCs Start with Dual Combination e Low risk hypertension and BP <150/95 mmHg
at any ste i : e or high-normal BP and very high CV risk
y P Therapy in most patlents . g: flrgail :a;ie:ts and/o:adva:'\:ed ag:
(" . —r— )
Step 1 ACEi or ARB + CCB or y/y Diuretic®
Dual combination Increase to full-dose if well tolerated B Bb
S — up to ~ 60% controlled © ) Can be used
as monotherapy
- ~ or at any step
Step 2 ACEi or ARB + CCB + /7 Diuretic of combination
Triple combination Q Increase to full-dose if well tolerated thera Py
— up to ~ 90% controlled ¢
& £ ° P,
BB should be used as
4 B guideline directed medical
Step 3 True resistant Hypertension ¢ therapy in respective
Add further drugs - up to ~ 5% ) indications or considered in
- several other conditions
. - )
Consider to consult hypertension
specialist in patients who are still
not controlled

\ 4
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Novinky z klinickych studii
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TIME: uzivani antihypertenziv rano nebo vecer
Nejvhodnéjsi denni doba pro uzivani antihypertenziv
jednou denné byla drive kontroverzni

Nékteré studie zjistily, ze podavani pred spanim snizuje
nocni krevni tlak a zlepsuje kardiovaskularni vysledky

Lancet 2022; 400: 1417-25. @ F{p N
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TIME: uzivani antihypertenziv rano nebo vecer

Ve studii TIME (Treatment In the Morning or Evening)
bylo vice nez 21 000 dospélych s hypertenzi

randomizovano k uzivani antihypertenznich |ékd rano
nebo vecer

Lancet 2022; 400: 1417-25.
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TIME: metodika

Decentralizovana studie
—vse probihalo dalkové
prostrednictvim
studijniho portalu a
e-mailu

Lancet 2022; 400: 1417-25.
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DUNDEE

Study Portal

Antihypertensive Study

TimME STupy TRIAL (P1LOT PHASE)

The Medicines Monitoring Unit at the University of
Dundee is running a large study, manitoring and
comparing evening dosing of antihypertensive
therapy with conventional meming dosing. If you
take antihypertensive medication you could help us
with this study.

We would like to change the time that some
patients take their hypertensive medication, from
moming to evening and vice versa. We would like to
follow up both sats of patients as a comparison

group.

To take part, first view the information sheet about
the study. If you have any questions you can call us
free on 0800 917 3509. Please register for the Time
Study trial using the registration form on the right
of the screen.

If you'd like to know more about the Medicines
Menitoring Unit, or other trials that we are running
please visit us at: www.dundes acuk/memao/

1382 832575 or Freephone: D200 917 3509 or

call us free on: memo
0800 917 3509 hrc_

Far more Information about the Medicines Monitoring Unit or any of our ather studies - Click here.

REGISTER TODAY!

Enter your email £
Cheose 5 password

Confirm passwerd

(o) Register
¥/

ALREADY REGISTERED?

Login Here
Email

Password

got passs laf) subm
Eorgot passwerd \‘_/4 bmit

Medicines Monitoring Unit, Ninewells Hospital & Medical Schaol

info@timestudy.co.uk
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Mean (85%CI) Moring SBP (mmHg)

TIME: Domaci krevni tlak

MKH W/N*\

HSBP measured in Morning
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Months after date of consent

Mean (95%CI) Evening SBP (mmHg)
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- — Mormning dosing

Evening dosing

HSBP measured in Evening

Menths after date of consent
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Studie TIME: KV prihody

Po péti letech byl vyskyt
kardiovaskularnich prihod
mezi skupinami srovnatelny

Lancet 2022; 400: 1417-25.

Cumulative hazard of first primary composite

endpoint event (%)
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Unadjusted hazard ratio 0-95 (95% Cl 0-83-1-10); p=0-53
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Follow-up time (years)

The primary composite endpoint was vascular death or
hospitalisation for non-fatal myocardial infarction or non-fatal
stroke

Median follow-up was 5-2 years (IQR 4-9-5-7)
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TIME: sekundarni cile

Primary Endpoint Non-fatal Stroke Non-fatal MI
o
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Nezadouc

Evening Morning Between-group
dosinggroup dosinggroup difference
(n=9574)* (n=10054)*  (95% Cl)t
Dizzinessor light- 3511 (36-7%) 4007(39:9%) -3-2%(-4-6to-1.8)
headedness
Excessive visitsto 3825 (40-0%) 3660 (36-4%) 3-6%(2-2to0 4-9)
the toilet during
the day or night
Sleep problems 4017 (42-0%) 4125 (41-0%)  0-9% (-0-5t0 2-3)
Upset stomachor 2639 (27-6%) 3050 (303%) -2-8%(-4-1to-1.5)
indigestion
Diarrhoea 1803 (18-8%) 2170 (21-6%)  -2-8% (-3-9to-16)
Feeling generally 3079 (32-2%) 3311(32-9%) -0-8% (-2-1t00:6)
less well
Muscle aches 3724 (38-9%) 4352 (433%) -4-4%(-5-8t0-3-0)
Other (not 2970 (31-0%) 2686 (267%) 4-3% (3-0to5-6)
specified)

Lancet 2022; 400: 1417-25.

i

ucinky

Numbers reported are the number of participants who indicated that they had
experienced each prespecified symptom. *Number of participants who submitted
at least one completed study follow-up form. tDifference in percentage: evening
dosing group minus morning dosing group.

Table 3: Prespecified adverse events (symptoms) in safety analysis
population (n=19 628)
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Studie TIME: zavéry

Ve studii TIME se nelisil vyskyt kardiovaskularnich prihod
ani nezadoucich prihod u pacientl, uzivajicich
antihypertenziva rano nebo vecer

Pacienti mohou antihypertenziva podavana jednou
denné uzivat tehdy, kdy jim to vice vyhovuje a kdy
vhimaji méné nezadoucich ucinku lécby

Lancet 2022; 400: 1417-25.
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DCP: Hydrochlorthiazid a chlortalidon u arterialni
hypertenze
Studie Diuretic Comparison Project (DCP) hodnotila

|écbu hypertenze na klinikach primarni péce Veteran
Affairs ve Spojenych statech

Vice nez 13 000 pacientu uzivajicich hydrochlorothiazid
(a pripadné i dalsi antihypertenziva) bylo randomizovano
k pokracovani uzivani hydrochlorothiazidu (25 nebo 50
mg dennée) nebo zméné na chlorthalidon (12,5 nebo 25
mg denng)

N EnglJ Med. 2022 Dec 29;387(26):2401-2410.



DCP: Hydrochlorthiazid a chlortalidon u arterialni

hypertenze
& vstupni systol. TK 139 mmHg

béhem lécby se v obou skupinach

ne I ISI I Nonfatal Adverse Cardiovascular Events

v v and Non-Cancer-Related Death
PO 2,4 IeteCh nEbyly ZJ'Steny Median Follow-up, 2.4 Yr
zadné vyznamné rozdily v 100 e e s
souhrnném cili KV pfihod a £ BOl
umrti, které se vyskytly u s 2
4,5%/rok u pacientl lé¢enych & . o
chlortalidonem a 4,3%/roku & -—
hyd rOChlorOthiaZIdu i Hydrochlorothiazide Chlorthalidone
N Engl J Med. 2022 Dec 29;387(26):2401-2410. @ Fg'pm%m&
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DCP: Hydrochlorthiazid a chlortalidon u arterialni
hypertenze
Hypokalémie byla ¢astéjsi ve skupiné s chlorthalidonem
(6,0% oproti 4,4%)
Béhem sledovani bylo hospitalizovano z jakychkoliv
pricin bylo v obou skupinach 27% pacientu

Nepotvrdila se tedy dosud diskutovana superiorita
chlortalidonu v prevenci kardiovaskularnich prihod u

hypertoniku

N EnglJ Med. 2022 Dec 29;387(26):2401-2410. @ (E. FAKULTNI
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CLICK: chlortalidon u CKD 4. stadia

V doporucenich se na zakladé pouze omezenych dikazu
udava, ze thiazidova diuretika jsou neucinna pri lécbé
hypertenze u pokrocilého chronického onemocnéni

Proto jsou pacienti s chronickym onemocnénim ledvin
ve stadiu G4 (tj. eGFR 15-29 ml/min/1,73 m2) ¢asto
|éCeni klickovymi diuretiky, ktera nejsou tak ucinna na
snizeni krevniho tlaku jako thiazidova diuretika

N Engl J Med 2021;385:2507-19. @ c FAKULTNI
o INDEc



CLICK: chlortalidon u CKD 4. stadia

Ve studii CLICK randomizovano 121 pacientt s CKD 4
(prdimérnd GF 23,2 ml/min/1,73m2) randomizovano k
uzivani placeba nebo chlortalidonu (inicialné 12,5 mg,

po 4 tydnech postupné navysovan na max. davku 50 mg
denné)

60% pacientu soucasné uzivalo klickova diuretika

N EnglJ Med 2021;385:2507-19.



CLICK: chlortalidon u CKD 4. stadia

Po 12 tydnech sniZen chlortalidonem primérny

A 24-hodinovy systolicky tlak o 10,5 mmHg vice nez u placeba
150+

140+

130+

(mm Hg)

Chlorthalidone

After discontinuation

0 I I T I 1
0 4 8 12 14

Seated Clinic Systolic Blood Pressure

Weeks since Randomization

Mean Change from Baseline
(95% Cl) — mm Hg

Placebo 2.7 (-09t0 6.3) 5.1 (1.4 to 8.8) 2.4 (-0.6t05.5) 5.3 (1.8 to 8.8)
Chlorthalidone 9.2 (-12.9 to -5.5) ~10.6 (-14.5 to —6.8) ~12.6 (-15.8t0-9.5)  -7.0 (-10.7 to -3.3)
Difference ~11.9 (-17.1to -6.7) ~15.7 (-21.0t0-10.5)  -15.1 (-19.4to-10.7) -12.3 (-17.5 to -7.2)

N EnglJ Med 2021;385:2507-19. e - .
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CLICK: ovlivnéni albuminurie

Placebo

400 -

300_..
2004

Urinary Albumin-to-Creatinine Ratio
(mg/g)

Chlorthalidone

After
| discontinuation |

Percent Change from Baseline

(95% Cl)

Placebo
Chlorthalidone

Percentage-point difference

N EnglJ Med 2021;385:2507-19.

~7 (200 9)
41 (~49 to -30)
~36 (—49 to -21)

T
8

Weeks since Randomization

~3 (<17 to 13)
—45 (=53 to -35)
—43 (=54 to —28)

T
12

—4 (-18 to 12)
~52 (=59 to —43)
~50 (~60 to —37)

|
14

-6 (-21to 11)
~38 (~48 to —26)
~34 (~48 to -16)
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CLICK: ovlivnéni glomerularni filtrace

26

244 - '|'
Placebo

\

224 ]
| I
| |

Chlorthalidone

[N

204

18+ After discontinuation

Kt j

I I I £ 1

0 4 8 12 14

Estimated GFR (ml/min/1.73 m?)

Weeks since Randomization

Change from Baseline
(95% Cl) — ml/min/1.73 m2

N EnglJ Med 2021;385:2507-19. i 0
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CLICK: nezadouci ucinky

Hypokalémie, reverzibilni vzestup séroveho kreatininu,
zavrate, hyperglykémie a hyperurikémie se vyskytly
casteji pri lécbé chloralidonem
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Studie CHAP (Chronic Hypertension and Pregnancy)

2408 zen s hypertenzi pred 23. tydnem téhotenstvi randomizovano k aktivni
farmakologické kontrole TK <140/90 mmHg, nebo farmakoterapii pouze pfi
vzniku tézké hypertenze s TK >160/105 mmHg

B Diastolic Blood Pressure

A Systolic Blood Pressure

140+
o8
T 1354
£
E Control group
[
A
S
w
w
<
o
B 1304
=2
]
Active-treatment group
1254

T T T T T T T T T T T T T 1
6 & 10 12 14 16 18 20 22 24 26 28 30 32 34

o
N
g

Weeks since Randomization

NEJM 2022: DOI: 10.1056/NEJM0a2201295

Blood Pressure (mm Hg)

50+

754

— T T T T T T T T T T T 1
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34

Weeks since Randomization
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CHAP:

NizZsi vyskyt téhotenskych komplikaci u aktivni lécby
Primarni cil: vznik preeklampsie se zavaznymi rysy, medicinsky indikovany predcasny
porod pred 35. tydnem, abrupce placenty, Umrti plodu nebo novorozence

Table 2. Primary and Safety Outcomes.
Outcome Imputation Analysis (N=2408)* Complete-Case Analysis (N=2325)
Adjusted Risk Ratio P Value Active Treatment Control Risk Ratio PValue
(95% Cl (95% Cl)
no. ftotal no. (%)
Primary composite outcome 0.82 (0.74-0.92) <0.001 353/1170 (30.2) 427/1155 (37.0) 0.82 (0.73-0.92) <0.001
Preeclampsia with severe features 0.30 (0.70-0.92) 272/1170 (23.3) 336/1155 (29.1) 0.80 (0.70-0.92)
Medically indicated preterm birth at <35 wk 0.73 (0.60-0.89) 143/1170 (12.2) 193/1155 (16.7) 0.73 (0.60-0.89)
Placental abruption 0.88 (0.49-1.59) 20/1170 (1.7) 22/1155 (1.9) 0.90 (0.49-1.64)
Fetal or neonatal death at <28 days 0.81 (0.54-1.22) 41/1170 (3.5) 50/1155 (4.3) 0.81 (0.54-1.21)
Safety outcome
Small for gestational age
<10th percentile 1.04 (0.82-131) 0.76 128/1146 (11.2) 117/1124 (10.4) 1.07 (0.85-1.36) 0.56
<5th percentile 0.89 (0.62-1.26) 0.51 58/1146 (5.1) 62/1124 (5.5) 0.92 (0.65-1.30) 0.63

NEJM 2022: DOI: 10.1056/NEJM0a2201295
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Kdy zahajovat farmakoterapii chronické/preexistujici
hypertenze v téhotenstvi na zakladé novych dukazu?

Vidy pri TK >140/90 mmHg

NEJM 2022: DOI: 10.1056/NEJM0a2201295 @ Ff\bm&w.&
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Primarni hyperaldosteronismus

Je jednou z nejcastejsich pricin sekundarni hypertenze

Prevalence u pacientU s hypertenzi je 4,3%
— odpovida asi 150 000 pacientl v Ceské Republice!

Funder JW et al. J Clin Endocrinol Metab. 2016;101:1889-1916. @/ ngm%}%@
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Priciny sekundarni hypertenze

Casté Méné casté

Primarni hyperaldosteronismus |Feochromocytom —0,7%
-63%

Renovaskularni hypertenze Hyperkortizolismus — 1,5%
-15,6%

Renoparenchymatozni Hyperparathyredza
hypertenze — 14,8%

Obstrukéni spankova apnoe Koarktace aorty — 0,7%
-14,7%

Polékova hypertenze Hyperreninismus — 3,7%

ULTNI
MOCNICE
Kvapil T, Vaclavik J et al. 2021. pfipravovano k publikaci OsTRAVSKA Iq OSTRAVA
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Primarni hyperaldosteronismus - (vy)lécitelné
onemocneéni

Forms of primary aldosteronism

Surgically not curable
« BAH

« Unilateral APA with BAH (APCCs)

« Familial hyperaldosteronism type |
(glucocorticoid-remediable

aldosteronism)
 Familial hyperaldosteronism type II-V

Rossi GP. J Am Coll Cardiol. 2019 Dec 3;74(22):2799-2811.

Surgically curable
* APA:
« unilateral
« bilateral
 Primary multinodular unilateral

adrenocortical hyperplasia.
» Ovary aldosterone-secreting tumor.

« APA or BAH with concomitant
pheochromocytoma

+ Aldosterone-producing carcinoma

AAAAAAAAAAAAA
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Primarni hyperaldosteronismus - jak ¢asto nam
unika?

U pacientt s ve 4 akademickych centrech v USA provadény konfirmacni testy po zasoleni p.o.

A
"°°J Prevalence primarniho hyperaldosteronismu dle definice:
Excretion Rates12ng2swy o 11,3% 15,7% 21,6% 22%

35U 'I
Conservative Definition (Aldosterone 6 1 (y
Excretion Rate =15 ug/24 h) ) o]

6,1%

15,2%

16,%

U
3 ba_‘:' 50 Untreated Untreated Untreated Treated
;—(U < Normotension Stage 1 Stage 2 Resistant
E % 50 Hypertension Hypertension Hypertension
[ =B
£%
o*  40-
<
& 30-
20 -
L1 1 1 1 NP1 11 111/ ot 1171 1 11 1 i o
0 - r T T T T ¥ T T T T r T T T
0 50 100 150 200 50 0 50 100 150 0 50 100 150

Ann Intern Med. 2020 July 07; 173(1): 10-20.

Participants, n
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Primarni hyperaldosteronismus

Skupiny s vysokou prevalenci primarniho hyperaldosteronismu,
u kterych by meél byt proveden skrining vysetrenim ARR

Skupina pacient Pyperadosteronism.
Stfedné téZka hypertenze (sTK 160-179 mmHg, dTK 100-109 mmHg) |8 %

TéZka hypertenze (TK = 180/110 mmHg) 13 %

Rezistentni hypertenze C?—EE %)

Hypertenze se spontdnni nebo diuretiky indukovanou hypokalemii Neni pfesné znama
Hypertenze a nahodné zjistény incidentalom nadledviny 2%
Hypertenze s obstrukéni spankovou apnoi 34 %

Vaclavik J. Obtizné |éCitelna hypertenze. Mlada Fronta 2017. \@) ( FAKULTNI
Funder JW et al. J Clin Endocrinol Metab. 2016:101:1889. osTRAVSKA QE%CA’SR'CE
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Hyperaldosteronismus je podvysetrovan

Stanfordska databaze >145 000
osob s hypertenzi

Ze 4660 osob s rezistentni
hypertenzi byl skrining primarniho
hyperaldosteronismu proveden
pouze u 2,1% pacient(
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