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Arterial Hipertenziya Urak-damar xastaliklarinin asas
risk amilidir
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Arterial hipertoniyah xastalorinin boyiik aksarinds
AT nazarat altinda deyil !!!!

2003-2007-2009-2013-2018-2023 (Tovsiyalar) Diinya iizras AH monzorasi

Yiiksok gan tazyiqi olan xastalor

. Arterial tozyiqinin yiiksak oldugundan
moalumati olan xastalor

*  Miialico alan xastalor

— AH nazaratds saxlanilan xastalor

Mills KT et al. Circulation. 2016 Aug 9;134(6):441-450.




Arterial Hipertoniya - AZORBAYCAN
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Arterial hipertoniya xastalorinin boyiik aksoriyyatinda AT nazarat altinda deyildir!
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Arterial tazyiqinin yiiksok @
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Mills KT et al. Circulation. 2016 Aug 9;134(6):441-450.




Arterial Hipertenziyaya dair AHC/AKC-nin tovsiyalori

.-l....

AH-nin miualicasinin hadofi

+¢ Arterial hipertenziyasi olan xastalords

AT< 140/90 mm c.s.

+* Sokarli diabeti va boyrak patologiyasi olan xastalords

AT <130/85 mm c.s.

Mancia G, et al. 2007 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). .2007 Jun;25(6):1105-87.




AT hadafs catmursa bu haqiqgi rezistent AH hesab edilirmi?
(2018 ESC)

* Hoaqiqi rezistent AH odur ki, hoyat torzinin normal, adekvat olmasi, tovsiys olunan miialicd
taktikas1 (ACFI/ARB+ KKB-+Diuretik optimal va ya doziild bilon maksimal dozalari) verilmasind
baxmayaraq

* Ofis SAT <140 mm c.st. vo ya <DAT 90 mm c.st.-d3 saxlanilmasina nail olunmur.
Bu sortlo ki:

1-SAT vo DAT soviyyosinin yiiksok qaldigi-AT SM(sutkaliq monitor) vo ya AT EM (evds
monitor) ilo tosdiq olunmalidir;

. 2-Aparilan miialicoys riayatkarhgin saviyyasi, yoni xastonin dormani gobul edib-etmadiyi
miuxtalif vasitalarls tosdiq edilmolidir;

. 3 -Psevdorezistentliyo, iskincili AH sobob ola bilocok biitiin hallar inkar edilmolidir!

9gar bu sartlar yerind yetirilmayibsd vo AT yiuiksakliyi qalirsa, bu hals haqiqi rezistentlik yox,
psevdorezistentlik kimi qiymatlondirilir!

* Daqiqlasdirilmis miiayinalordan sonra haqiqi rezistent AH <10% olmasi
miidyyon edilmisdir (ESC 2018)!



Ev soraitindo AT monitorinqgi qaydalari

a) Arterial tozyiq eyni vaxt vo soraitdo ardicil -arzinda Olgiiliir;

b) Sohoar arterial tozyiq 1 doqiqo fasilolorlo tonometrin manjetini  agmadan 3 dofo
olctlir vo yazilir;

c) Axsam da yeno eyni qaydada arterial tozyiq 1 doqige fasilolorlo 3 dofo Olgiiliir vo
yazilir.

d) Olgiilon [I8-34=5 giiniin ilk 2 giinii, soher vo axsam olciilorinin iso [l#2=3 birinci
naticalori nozaors alinmir vo 2-3 naticalar hesaba alinir.

e) Sohar, axsam vo sutka tigiin 2 dofonin orta rogomi tapilir vo yazilir.

JAMA June 4, 2014 Volume 311, Number 21



Hoqiqi rezistent AH-in yayillma tezliyi
(68 045 AH olan xastalar arasinda)

Biitiin miialico
olunan xastalor

Ofis AT ol¢iilmasi
ilo tapilan
rezistent

SATM ils tapilan
rezistent AH




Psevdorezistentlik haqiqi rezistentlikdon doafalorls coxdur!!!

Xostalarls bagh sabablar
* Toyin eilmis miuialicoya riayatkarligin asagi olmast;
= Klinik-itibb1 1nertlilik (otalatlilik), kicik dozalarla

antithipertenziv miualica toyin etmak, geyri-rasional
kombinasiya vo geyri-adekvat dorman, diuretik se¢imi;

= Hokim gobulunda tonometriyanin qiisurlarla aparilmasi,
xuisusila, manjet se¢ilmasinin nazars alinmamasi, bazu
arteriyasinin ciddi sklerozu;

* AT-in yuiksaldon, maye va dizun langimasina sabab olan
dormanlar gobulu;

= Sosial iqtisadi ¢otinlik, dormanlarin xostonin ¢ziiniin
almaga mocbur olmasi;

" Qeyri-saglam hoyat torzi, hipodinamiya, piylonmo,
coxlu duz, alkaqol gobulu, bitki monsali qidalardan az
1stifado;

" «Ag xalaty fenoment;

= Obustruktiv yuxu apnoesi;

IKincili atrerial hipertenziyalar
»Konn sindromu (birincili aldosteronizm)

»Boyrok parenximasinin zodslonmasi vo boyrok
arteriya stenozlari

»Feoxromositoma (boyrakiistii voz gabiginin sisi)
» Issenko-Kusing xostaliyi

» Paratiroid voz funksional foallig1 artmasi

» Aorta koarktasiyasi

» Akromeqaliya

»Morkazi sinir sisteminin sislori



Psevdorezistentliys sobob olan 3 osas amil

*Arterial tozyiqin ol¢culmoasindaki nogsanlar
*Obstruktiv yuxu apnoe sindromu

*Xastalor va tibbi iscilorinin riayatkarhgin asagi
olmasi



Arterial tezyiqin ol¢tilmasing aid yeni tovsiyalor:
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AT-in nd 119 ol¢uilmasing aid yeni tovsiyalor

Tovsiyalor

Ofis vo evdo AT o0l¢mak iiciin bazu manjetli
avtomatik elektron tonometrlordan istifad)
edilmosi

Hibrid 31 auskultativ tonometrlor vd va aneroid
tonometrlor avtomatik cihazlar olmadiqda istifado
edilo bilor

Ancaq validasiya olunmus cihazlarin istifadasi

C

Manjetsiz cihazlardan istifado maslohat gorulmiir -



Nozaratds saxlanilmayan AT on asas sobobi riayatkarhgin asagi olmasidir
(Sagalmagq istomayani sagaltmaq olmur.!!!)
«PEJIU @) todqiqati
* A) Xostalarin 58,2%-1 dorman1 AT c¢ox yiiksak olanda qobul edir;
* B) 63,3% dormani har gilin atmur;
* C) 39,7% AT normal olanda miialiconi dayandirir;
* D) 39,2% dormani1 gobul etmayi unudur;
* E) Ancaq 3,3% dorman hor giin atur.

Lazim olan dormani qabul edilmamasing tasir edon an vacib
amillordon biri dormanlarin giymatinin bahahgidir.




Yuxu apnoesi zamani AH yuksalmasinin patogenezi
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@ 2023 ESH Guidelines for the management of @g::?ga:f
Hypertension

arterial hypertension

Hoaqiqi rezistent AH vo Antihipertenziv terapiyaya aid

Tovsiyalor

Rezistent AH yiiksok riskli hal hesab edilorok, mualico

olunmalidir, ¢linki o, hadof lizvlorin zodolonmasi vo lirok-damar I B
xastalarinin riskinin ytiksakliyi 1lo assosasiya olunur.
Rezistent AH olanlarda AT 140/90 mm.c.st. vo gotirtilo
bilarse, 130/80 mm.c.st. endirilmalidir. | B
Rezistent AH zaman hoyat torzini doyisdirilmo todbirlorinin I B

giiclondirilmak tovsiya edilir.

Mancia Chairperson G, et al. 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 European Renal Association (ERA) and the International Society of Hypertension (ISH). J Hypertens. 2023 Jun 21.



Arterial hipertoniyanin mualicosinin togkili

1. Mialicoyo fordi yanasilmaqla aparilmalidir

2. Xostoliyin patogenetik mexanizminin biitiin holgolori
nozoro alinmahidir

3.Saglam hoyat torzi, pohriz, fiziki folliq vo s. nozors
alinmalidir

4.Fikso olunmus, 3 komponentli, 24 saat tosirli, metabolik
neytral, yanasi tosirlor az vo on asas1t miimkiin qoador
xostolorin daim almaga imkan ¢ata bilocok dorman toyin
edilmolidir



Uclii fikso kombinasiya vacib edan sobab-
arterial hipertenziya heterogen xastolk olmasidir

000

Simpatik sinir sistemi

Na v maye longimasi




Uclii fikso kombinasiyali miialiconin
ustunluklori

AH-1n patgenetik mexanizmin muxtalif holgoalrine eyni vaxtda tosir;
Qarsiligh sinergitik miisbot tosir edir;

Bir1 digorinin yanasi tosirini neytrallasdira balir;

Riayatkarlig1 ohomiyyatli doracods yiiksaldir;

Iqtisadi cohatca sarfolidir:

Q@Yd: Olmesartan 40 mq+HCTZ 12,5 mq (ikili fiksd kombiasiya) -19,2 man
+ Amlodipin 5 mq -2,54 man

Al S e

Comi 21,74 man
Homin doza il iiclii fikso kombinasiya (Imperium) 17,6 man




HSqigiTeZistent/A H zamam AT-in asag salinma

stratejisi

ACFi/ARB +KKB+diuretik
fonunda AT nozarat yoxdur

74

XBX C1-3, YFS >30 XBX C4-5 (dializda
ml/dog/1,73m? olmayan) YFS<30
ml/doag/1,73m?
Olavo etmok: A @
1. Spironolakton / Slavas etmok \
2o [N G T 1. Xlortalidon (daha iistiin) vo ya
ya L digor tiazid/tiazidobonzor
\3. Morkoazi tosirli preparat ) diuretik vo ya
@ 2. B-voya al-blokator vo ya
\3. Morkazi tosirli preparat /

Renal denervasiyaya baxilmasi
YFS>40 ml/dag/1,73 m?




Rezistent AH-in mualicasind aid ESH 2023

tovsiyalori

European
ESH ), Society of
Hypertension

ACFi vo ya ARB

oIsas sinif antihipertenziv
preparatlarin toyini

meyarlari:
. Monotf:raplyada effekti | . o AT KKB
stibut olunub nazarat
* Randomizas nozaratli
todqiqatlarda bu

preparata fonunda
xastolonma va Oliimiin
azalmasi siibut olunub
* Tohliikasizliyi vo
gotiiriilmasi yaxsidir

Ilavo sinif antihipertenziv
preparatlar

» Steroid MRA
e Ilgok diuretiklor
* Alfa-l blokatorlar
* Morkazi tosrilii preparatlar
* Damargenislondiricilor
Xiisusi yanasi xastoliklor zamani
« ARNI
 SCLT2i
* Qeyri-steroid digar MRA




Angiotenzin reseptorlari
blokatorlar (sartanlar) RAAS
foalligin1 azaldan, yanasi tasirlori
olmayan preparatlardir



Angiotenzin reseptor blokatorlarimin tatbiq sahasi getdikco genislonir

I.BHOK,
2001

II. BHOK,
2004 Rusiya

1. ACFiib
miialicad?
oskiirak bas
verdikda

1.ACFI -I> miialicada
oskiirak bas verdikd»>
2. Diabetik MAU
- proteinuriya
- nefropatiya
3. Sol madoaciyin
hipertrofiyasi
4. Kecirilmis Mi
5. SD
6. MS
7. XUC




Sartanlarin hamisi eyni deyil!

Olmesartan AT, reseptorlari ilo baglanmasina gors unikal mexanizma malikdir. Double
Chain Domain mexanizminds OH vo COOH qruplar istirak edir. Digar sartanlarda isa
sadaca COOH qgrupu baglanmada istirak edir. Mahz bu xususiyyat AT, reseptorlarinin daha
guclu blokadasini ve daha uzun antihipertenziv effekti tamin edir.

MeMe
N~ "OH N - c' N
Me L "’V\—J\‘-‘& "“"V\..ﬁ-‘& Me” oA
NC COOH N’ “CH,OH N’ “COOH 0™y "
N,
-NH
Olmesartan EXP3174 Candesartan

imperium

Giiclin miikammal formas! Shin-ichiro Miura et al. J. Biol. Chem. 2006;281:19288-19295




Olmesartanin AT-in geca dayismasina tasiri
(AT sutkalig monitoringi @sasinda)

AT-nin sutka arzinds doyismasi 2 fazali ritm ssasinda olur.

«Dipper» — Geco vaxti AT-in normal enmasi (ST 10-20%)
«Non-dipper» — Geca vaxt1 AT-in kifayat godor enmomosi. (ST 0<10%)
«Night-peaker» - Geca vaxti hipertenziya (SI 0%)

«Over-dipper» - Geca vaxt1 AT-in haddon artiq diismasi (SI >20-22%)

Miisyyan edilmisdir ki, XBC, SD2 vo AH olan xastolorda

olmesartan qobulu AT ritmini «non-dipper»-don «dipper»-9
doyismisdir.

Buna sobab olmesartanin homcinin natriuretik effekto malik olmasidar.

Imperlu m Fukuda M, et al. Angiotensin II type 1 receptor blocker, olmesartan, restores nocturnal blood pressure decline by
Gucun mukemmal formast enhancing daytime natriuresis. J Hypertens. 2008 Mar;26(3):583-8.




Morkozi Arterial Qan Toayzigino (SD ilo xastalor do daxil) tosirino gora
Olmesartan+Amlodipin kombinasyasinin Perindopril+Amlodipin

kombinasiyasi 1lo miigayisosi.
SEVITENSION Kklinik tadgiqat.

2011. Madrid, Ispaniya

Contemporary Clinical Trials

journal homepage: www.elsevier.com/locate/conclintrial

Efficacy of Sevikar® compared to the combination of perindopril
plus amlodipine on central arterial blood pressure in patients with

moderate-to-severe hypertension: Rationale and design of the
SEVITENSION study

Luis M. Ruilope **, Angie Schaefer "

2 Hypertension Unit, Hospital 12 de Octubre, 28041 Madrid, Spain
b Daiichi Sankyo Europe GmbH, Zielstattstrasse 48 D-81379, Munich, Germany

imperium

Giiciin milkemmal formasi SEVITEN SION Stll dy




Run-in period Active treatment period
Open-label treatment Randomised, double-blind treatment

Run-in Phasel Run-in Phasell Treatment Phase | Treatment Phase Il Treatment Phase Il Treatment Phase IV
= +HCTZ 12.5 mg +HCTZ 12.50r 25 mg +HCTZ 12.50r 25 mg
AML 5 mg AML 10 mg (as required) (as required) (continued)
OLM/AML OLM/AML OLM/AML OLM/AML
40/10 mg 4010 mg 40/10 mg 40/10 mg
Week
-4 -2 =2 0 0 4 4 8 8 12 12 18 24
L ] L J I — | I | — I —
-2 -1 0 1 2 3 4 5

iait

Dizayn:  Coxmorkozli, ikili kor, paralel qrup 24 hofto davam edon klinik todqiqat.
Xasta sayi: Ciddi AH vo 3 risk faktoru olan 40-80 yas aras1 600 xosto (o climlodon 233 S$SD ilo).
2-4 hofto ovval amlodipin, daha sonra 24 hoftolik miialicoyo 40 mq olmesartan, digor qrupa iso 8

mq Perindopril olave olunmusdur.
4,8,12,18-ci haftalorda hadaf saviyyaya ¢catmayan xastalords 12.5 mq HCTZ, artig 12.5 mq HCTZ

alan xastalara isa 25 mq HCTZ verilmisdir. : -
Imperium
SEVITENSION Stu dy Gucun mukemmel formasi




Diabetik hipertenziv xastalords
OLM/AML vo PER/AML hipotenziv effektivliyi

OLM/AML 40/10mq PER/AML 8/10mq

MSAT daysmalar

-13.72

F=.0001

Mborkoazi Sistolik Arterial Toyziqa tosirino goro baslangic (0 hofto) vo 24 hoftolik miialiconin
Imperium naticalori.

Giiciin miikemmal formasi SEVITEN SION Stlldy




Diabetik hipertenziv xastalorda:

Normalization based on the Normalization based on the
2007 ESH-ESC guidelines 2009 ESH guidelines
reappraisal
100 -
P=.0300
gn -
SD .
73.3

70 A
# 59.1
¥ 60 - P=0118
e
2
a
s 50
=
p=
£
S a0 - 37.6
g
(=9

30 A

21.8
20 -
10 1
0
oLM/AML PER/AML oLM/AML PER/AML
40/10 mg 810 mg 40/10 mg 8/10 mg

2007 AHC va AKC klinik protokollarina gora SD ilo xastalords hadaf soviyya
130/80 mm c.s. idi. 2009 da bu rogomlor

SEVITENSION study 140/90 olaraq qobul edildi. Imperium




imperium

Giiciin miikemmal formasi

Taohlukasizlik:

TABLE Ill. Safety Observations During the Double-
Blind Treatment Period in the Safety Analysis Set

OLM/AML PER/AML Total

Characteristic 40/10 mg (n=111) 8/10 mg (n=122) (N=233)
=1 TEAE 50 (45.0) 60 (49.2) 110 (47.2)
=1 drug-related 24 (21.8) 33 (27.0) 57 (24.5)
TEAE
=1 serious TEAE 2(1.8) 3(2.5) 5(2.1)
=1 serious 0 (0.0) 0(0.0) 0 (0.0)
drug-related
TEAE
Deaths 0 (0.0) 0(0.0) 0 (0.0)
Discontinued 7 (6.3) 13 (10.7) 20 (8.6)
because of
TEAE
Discontinued 6 (5.4) 12 (9.8) 18 (7.7)
because of
drug-related
TEAE
Patients with =1 TEAE
Peripheral 21 (18.9 29 (20.5) 46 (19.7)
edema
Nasopharyngitis 6 (5.4) 7 (5.7) 13 (5.6)
Cough 327 8 (6.8) | 11 (4.7)
Erectile 1(0.9) 2(1.6) 3(1.3)
dysfunction
Malaise 2(1.8) 1(0.8) 3(1.3)
Erythema 0 (0.0) 2(1.6) 2(0.9)
Flushing 2(1.8) 0(0.0) 2 (0.9)

Abbreviations: AML, amlodipine; OLM, olmesartan; PER, perindopril;
TEAE, treatment-emergent adverse event,|

CONCLUSIONS

The results from this subgroup analysis found that
OLM/AML was noninferior to PER/AML in reducing
CSBP in a subgroup of hypertensive patients with
diabetes. Morcover, OLM/AML was found to have
superior BP-lowering effects compared with PER/AML.

At the time of final examination, a higher propor-
tion of patents treated with OLM/AML had normal-
ized BP according to both the 2007 ESH/ESC
guidelines for the management of arterial hypertension
and the 2009 ESH guidelines reappraisal, compared
with PER/AML.

Both treatments were well tolerated and diabetic
patients showed no signs of having an additional risk for
TEAE compared with the general population. Further-
more, OLM/AML was associated with a lower inci-
dence of cough compared with PER/AML and a
clinically relevant lower rate of discontinuations.

Noatico: OLM/AML kombinasyast PER/AML
kom-dan he¢ do zoif olmamus, istolik AH
tosirino  gdro daha giiclii olmusdur. Istor
AHC/AKC 2007, istarsado 2009 —cu il
tovsiyyolorino géro OLM/AML kombinasyasi
xastolori daha ¢ox hodof saviyyaya ¢atdirmisdir.
OLM/AML qrupunda 6skiirok hallar1 daha az
rast golinmis va olava tosirlora goro miialiconi
dayandiran xasto sayt OLM/AML qrupunda
daha az olmusdur.



Kereiakes et al. Cardiovescular Dicbetology 2012, 11:134 CARDIO
http//www cardab.com/content/11/1/134 ., VASCULAR
DIABETOLOGY

Combined Olmesartan, Amlodipine, and s 'NVEST'GATIO _ _ opeA
Hydrochlorothiazide Therapy in Randomized Olmesartan/amlodipine/hydrochlorothiazide in
Patients with Hypertension: A Subgroup participants with hypertension and diabetes,
Analysis of the chronic kidney disease, or chronic cardiovascular
disease: a subanalysis of the multicenter
TRINITY Study by Age ;

randomized, double-blind, parallel-group
TRINITY stud

ean ) Kereiakes' , Steven G Chrysant’, Joseph L Izzo Jr°, Thomas Littlejohn lI*, Michael Melino’, James Lee

Victor Fernandez® and Reinilde Heyrman®

Coxmarkaozli, ikiqat , paralel qruplarda 12 haftoys aparilan toqigatda yasi <65 (2021 noafor)
vd = 65 olan (471 nafor) AH-li xastalar calb edilmisdir. Qruplar bu qaydada bolinmusdir:

* 1) Omesartan (OM) 40 mq,/ amlodipin 10 mq/ HXTZ 25 mq
* 2) Omesartan (OM) 40 mq,/ amlodipin 10 mq

* 3) Omesartan (OM) 40 mgq/ hidroxlortiazid 25 mq

* 4)Amlodipin 10 mq /hidroxlortiazid 25 mq

imperium

Giiciin milkemmal formasi
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*P<0.0001 vs OM 40/AML 10 mg and AML 10/HCTZ 25 mg; P=0.0002 vs OM 40/HCTZ 25 mg; IP<0.0001 vs baseline; “P=0.0099 vs OM 40/AML 10 mg; 'P=0.0002 vs AML 10/HCTZ 25 mg; ‘P<0.0001 vs baseline;
$P<0.0001 vs each dual-combination treatment; 'P<0.0001 vs OM 40/HCTZ 26 mg and AML 10/HCTZ 25 mg; *P<0.0001 vs basaline; 'P<0.0141 vs OM 40/HCTZ 25 mg and AML 10/HCTZ 25 mg; P=0.0023 vs OM 40HCTZ 25 mg. ¥P<0.0360 vs each dual-combination treatment; 'P<0.0434 vs OM 40/HCTZ 25 mg and AML 10/HCTZ 25 mg.

1P=0.0013 vs OM 40/AML 10 mg.

OM 40/AML 10/HCTZ 25 mq kombinasiyasi har li¢c qrupda:

*AT-ni daha ¢ox azaltmisdir

*Xastalarin daha cox hissasi AT hadaf saviyyasina (130/80 mm c.s.)
catmisdir.

*Uzun muddatli maalicada yaxsi dézimlanmisdir

imperium

Giicin miikemmal formas!




imperium

* Qisa miiddat arzindd AT-in hadaf soviyyays catdirilmasina imkan verir.

* Preparat yiiksok iizv qoruyucu (UDS, MSS, Boyraklor) xiisusiyyato malikdir.
* Yanasi tasirlori cox azdir, metabolik proseslora neytraldir.

* Genis siibut bazasina malikdir.

. 40 mg/5 mg/12,5 mg 5 o 40 mg/10 mg/25 mg
. Imperium . Imperium XL

2:::::?;:: e Olmesartan medoksomil
i iyazi Amlodipin
Hidroklorotiyazid Amiodgin

e
28 Film Kaph Tablet & c :l

28 Film Kapli Tablet (#)

GUcUn mukammal formasl



Digqgotinizo gors tosokkitirlor!




