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Priciny rezistentni hypertenze

prevalen ce—-12-15% De la Sierra et al., Hypertension 2011; 57:898-902
Persell SD. Hypertension 2011; 57:1076-1080

»pseudo“-rezistence skutecna rezistence

fenomeén bilého plaste sekundarni hypertenze
noncompliance pacienta (endokrinni hypertenze
renovaskularni h.)




Moznosti monitorace compliance
prokazujici poziti leku
« stanoveni pritomnosti
antihypertenziv/imetabolitu v mogci (,,kvalita“)

* kvantitativni stanoveni hladin antihypertenziv v
seru

» kapalinovou chromatografii s tandemovou
hmotnostni detekci (LC-MS/MS)




Stanoveni hladin antihypertenziv
v seru LC-MS/MS - VEN

TOX|koIog|cka laboratof USLT VFN a 1.LF UK:

amlodipin, verapamil
« metoprolol, betaxolol, bisoprolol
« hydrochlorothiazid
« losartan, telmisartan
« doxazosin
« perindopril(at), ramipril(at)
 rilmenidin

e urapidil
« kvalitativne kanrenoat (metabolit spironolaktonu),
furosemid

« v planu nitrendipin, indapamid
« po zabehu noveho pristroje v planu pak doplnéni
vSech beznych antihypertenziv



Prevalence noncompliance - nase data
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Vysledky stanoveni
antihypertenziv
vV séru v nasi praxi u ambulantnich
pacientu s rezistentni hypertenzi

23%
N=163
m pozitivni
53% ™ caste€né negativni

® negativni

Strauch B et al. J Hypertens 2013;31:2455-2461



Vztah pracovni anamnezy a
compliance — ucelove jednani?

TABLE 3. Working status and compliance to the

antihypertensive treatment (outpatients)
Not working Working

Mumber of patients ( 46 (26)

Smioker Ne (%)
Age (years)

SBP {mmHg)

DBP (mmHg)
Heart rate (min~ ")
BMI (kag/m?)

Ne positive drugs
Compliance

Fully compliant

Mot working status = disability persion or long-term sick leave. Higher
secondary school, college or university degree.

Strauch B et al. J Hypertens 2013;31:2455-2461



Table 1. Demographic and Clinical Characteristics by
Population

Phenotype United Kingdom Czech Republic R i Z i kOVé fa kto ry

No. of patients 676 672

roamaereml Noncompliance u lecby

Men 328 (48.5%) 393 (58.5%)
No. of medications prescribed h y p e r t e n Z e
Total number 4 (3-5) 3 (2-4)
1 59 (8.7%) 20 (3%)
86 (12.7%) 254 (37.8%) Table 2. Clinical Predictors of Nonadherence to
128 (18.9%) 177 (26.3%) Antihypertensive Treatment
191 (28.3%) 137 (20.4%)
130 (19.2%) 61 (9.1%)
6+ 82 (12.1%) 23 (3.4%)

United Kingdom Czech Republic

Adjusted OR (95% Adjusted OR
Phenotype Cl) PValue (95% Cl) PValue

<0.001 | 0.69 (0.59-0.80) | <0.001
0.005 | 1.55(1.09-2.20) | 0.014
<0.001 | 1.77 (1.47-2.12) | <0.001
0.047 | 1.18(0.76-1.83) | 0.457

No. of medications detected

Total number 3(1-4) 2(2-3) Age 067 (0.59-0.77
98 (14.5%) 81 (12.1%) Women 1.65 (1.16-2.33
102 (15.1%) 72 (10.7%) No. of med. 185 “ 58-216

129 (19.1%) 246 (36.6%)
Prescribed 1.65 (1.01-2.70
diuretics

)
)
)
)

(
(
118 (17.5%) 144 (21.4%)
132 (19.5%) 91 (13.5%)
97 (14.3%) 38 (5.7%)
Any nonadherence 281 (41.6%) 212 (31.5%)

Data are ORs with respective 95% Cls and levels of statistical significance
(P value) from adjusted logistic regression models. Cl indicates confidence

interval; No. of med., total number of prescribed antihypertensive medications:
Partial nonadherence 183 (27.1%) 131 (19.5%) and OR. odds ratio.

Total nonadherence 98 (14.5%) 81 (12.1%)
Total adherence 395 (58.4%) 460 (68.5%)

Gupta, Strauch et al., Hypertension 2017, accepted




Vztah riziko noncompliance — pocet léku
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Number of prescribed antihypertensive medications.
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* Riziko stoupa o 75% s kazdym dalsim pridanym
lékem (zelena UK, ruzova CZ)
Gupta, Strauch et al., Hypertension 2017, accepted



Kazuistika 1

o QV. M. *¥1967
odeslana do centra pro hypertenzi internistkou k
vylouceni sekundarni etiologie pro rezistentni
hypertenzi

Osobni anameéza:
* Hypertenze od 20 let veku
« Tezké astma bronchiale

« DM 2 typu na PAD + inzulinu , hypercholesterolemie
na diete

PSA: dfive uéitelka, nyni v invalidnim dichodu pro
tezke astma



Lécba hypertenze

Kombinace 8 antihypertenziv:
Candesartan/hydrochlorothiazid 32/12,5mg/d
spironolakton 250mg/d (!)

Rilmenidin 0-0-1,

Moxonidin 0,4 1-0-0,

Doxazosin 4mg 0-0-1,

Bisoprolol 5mg 0-1-0

Verapamil SR 240mg 1-0-1/2

Pres tuto medikaci byl TK v amb. pro hypertenzi 148/109mmHg
a klidova SF 120/min.

Pacientka potvrdila, ze Iéky uziva pravidelne.....

Byly nabrany s jejim souhlasem hladiny
antihypertenziv..............



Vysledky toxikologie:

LC/MS/MS

* Bisoprolol negativni

 Doxazosin negativni

 Hydrochlorothiazid negativni

* Rilmenidin negativni

* Verapamil negativni

« Canrenon (metabolit spironolaktonu)
negativni

* Odesilajici internistka informovana o
vysledcich a byla nemile prekvapena.....



Shrnuti kazuistiky 1

« Zrejme dlouhodoba nespoluprace
pacientky vedla zoufalého lékare k
opakovanéemu posilovani terapie az do
nevhodné ,,prekombinace*

 Doporuceno edukovat pacientku a na
uvod doporucit vyrazne redukovanou
kombinaci (Verapamil SR 240 1-0-0
Candesartan/HCHT 32/12,5 1-0-0)



Kazuistika 2 - V. M. *1972

« Art. hypertenze od r. 2003, v poslednich
mesicich rezistentni, ale i vyrazna variabilita
hodnoty TK od 170/120mmHg, s poklesy na
80/40 se slabosti

* Odeslana internistou k vylouceni sek.
hypertenze —feochromocytomu

 OA: Depresivni syndrom

* Dyslipidémie-statin

* Nikotinismus 10-15 cig/denneée
* Abuzus pervitinu 1999-2001

* ODbj. nalez vstupné: TK 155/105mmHg na obou
HK, P 78/min, BMI 36,6kg/m2



Antihypertenzni lecba

Betaxolol 20mg tbl. 1/2-1/2-0,
Moxonidin 0,2 1-0-0,
Hydrochlorothiazid 25mg tbl. 1-0-0,
Losartan 100mg tbl. 1-0-0,
Verospiron 25mg tbl. 1-0-0,
Tensiomin 25mg ad hoc



Endokrinni hypertenze?

Aldosteron: 102,0ng/l, Renin (primy): 0,57ngl/l,
ALD/REN: 17,89 — aldosteron v norme, suprese
reninu pri terapu =12

TSH: 2,56 Ul

Kortizol ranni: 575nmol/l;

Kortizol po dexamethazonu 21nmoll/l,
Kortizol volny v mocCi/24h: 66,4nmol/d

Plazma: Metanefrin: 0,096, Normetanefrin: 0,298
nmol/l = normalni

....... nejspise esencialni hypertenze



Vyvoj TK behem hospitalizace

» Léky podavany pod dohledem sestry

* Prvni 2 dny — nedostatecna kontrola
hypertenze- pridan lercanidipin 10mg
1xd

* 4. den epizoda slabosti az kolapsovy
stavs TK 70/50...



Toxikologie antihypertenziv
pri prijeti

Betaxolol v séru: 38,8 ng/ml. Terapeutické rozmezi 5

- 50 ng/ml.

Hydrochlorothiazid negativni

Losartan v séru negativni
Canrenon (metabolit spironolaktonu) negativni

Pacientka priznala, ze kromé betaxololu ostatni
medikaci v posledni dobé neuzivala



Zaver
Obé kazuistiky byly typickym prikladem klinického
obrazu non- compliantniho pacienta
Stanoveni hladin antihypertenziv bylo rozhodujicim
vysetrenim v dif. dg. rezistentni hypertenze
Lze omezit nakladné vysetrovani sekundarni
hypertenze
Noncompliantni patienti maji zvysene riziko komplikaci
nejen pri vysokych hodnotach TK, ale je tam i riziko
tézké hypotenze po nahlém uziti celé kombinace Iékli
Kromé zvySeného TK nas muze vést k podezieni na
noncomplianc i chybéni nékterych typickych nalezu
jako napriklad pritomnost tachykardie i pres terapii
betablokatorem nebo absence otoku DK pfi terapii
blokatorem kalciového kanalu



Dekuji Vam za pozornost




