HIPERTANSIY
ON
Tedavisinde
ortak yol

Hayriye Esra ATAOGLU




I< * KT 60 yasinda erkek
Va a K] * Emekli muhendis
* Sikayeti yokken kahvede olculen kan basinci yuksek
gelince dahiliye polklinigine basvurmus.
* Herhangi bir sikayeti yok
- Oz gecmis: 3 yildir Dislipidemi sebebiyle
atorvastatin 10 mg kullaniyor.

* Soy gecmis: Anne, baba ve abla hipertansif
ayrica anne diyabetik

* Aliskanliklari : Sigara 30 paket/yil, Alkol sosyal
icici
- Emekli olduktan sonra ozellikle son 3 yildir

hareketsiz yasami mevcut. 5-6 kg aldigini ifade
ediyor




V I< KT Fizik Muayene:

a a - VKi: 33kg/m?2

* Her iki koldan TA:160/90 mm Hg
NDS:70/dk/ritmik

* Kardiak muayenede ozellik yok

* Solunum sistemi muayenesinde ozellik yok
* Organamegali (-) odem (-)




Ofis kan basinci olcumune gore:

: Diyastolik

Turk HT
ESC/ESH uzlasi
2018 ISH 2020 ACC/AHA 2017 raporu
2019
Normal Normal Artmis KB Normal
. Yuksek
Yuksek normal normal Stage 1 HT Artmis KB
Grade 1 HT Grade 1 HT Evre 1 HT
2 HT t 2 HT
Grade Grade 2 HT 29 Evre 2 HT

Grade 3 HT

120 - 129
130 - 139

140 - 159
160 - 179
= 180

Ve/veya
Ve/veya

Ve/veya
Ve/veya
Ve/veya

80 - 84
85 - 89

90 - 99
100 - 109
=110




KT Hipertansiyon tanisi
koyabilirmiyiz!

e Evet
* Hayir




Normal - Yuksek - HT Grsde 1 HT Grade 2

optimal Kan normal Kan | ( 140-159/ ve 3 (=
’ ' Z . basinci basinci 90-99 160/100
(<130/85 (130-139/

mmHg) mmHg)

3 vizit 28NN
. n . n Teshis Normotansiyon Maskeli HT? Beyaz onluk  Sdrekli HT
yuksek ihtimal HT yuksek
3 OICU' , , olasilikl
Oneri 1 yil sonra Ev Kan basinci takibi (EKBT) 1 kac gun
tekrar olcim ve/ veya Ambulatuvar kan veya hafta
(Diger risk basinci élcumu (AKBT). icinde
faktorleri Bunlar yapilamazsa konfirmasyon
varliginda 6 tekrarlayan ofis dlcumleri . Ideali EKBT
ay) veya AKBT
kullanarak

*Kan basinci =180/110 mmHg ise ve/veya hedef organ hasari varliginda hemen tedavi

baslanmali



HIPERTANSIYON TANISI ICIN AKIS SEMASI

Klinik Kan Basinci Olgiimii 2 140/90 mmHg 12
y
SKB 2 140-159 velveya SKB 2 160-179 vel/veya SKB 2 180 vel/veya
DKB 2 90-99 mmHg DKB 2 100-109 mmHg DKB = 110 mmHg?

Tekrar doktor dlcimil (SKB 2140 veya DKB =290 mmHg)
veya
Ev kan basinci dlctimi (SKB 2135 veya DKB 285 mmHg)
veya
Ambulatuar kan basinci élcimi (24 saatlik SKB 2130
veya DKB 280 mmHg)

: HIPERTANSIYON

ka\hmﬂdgm&medehhdck\awaw Wemmmmw En az i Gigim yaparsk hasiann kan basna ortalamasina gore tam akig kullandmabdr.
Bu dlgismier sirasinds oykil, fizik muayene ve temal ishorativar incelemelennin yapdmas: Snerile. Ev kan basnes veya ambulatar KB dicimi imiam oimaysn hastalards | lsboratuvar sonugianr

genniﬂmmman mmmwmlmmm

3 Hastarn kan basno bu wewimmwmmmmmwmmmmm

SKE: Sisinfik kan basmer; DEB: Diyasinlk kan basne:

*»] "%
HIPERTANS YON
UZLASI RAPORU

Turk Hipertansiyon uzlasi raporu 2019



V I< * Muhtamel Hipertansiyon
a a * Yasam tarzi degisikligi ile ilgili onerilerde

bulunuldu Tetkikleri istendi
* Ev 6lcumu onerilip tetkiklerle kontrole cagrildi




2 V o 't * Offis kan basinci olcumu: 160/100 mmHg
. ISI * Ev 0lgumu ortalama kan basinci 145/90

mmHg




Tetkik

llac kullaniyor

* Tam kan sayimi ozellik yok

* Biyokimya

Achik kan sekeri (serum): 114 mg/dI
kreatinin:1 mg/dl

Urk asit: 4,3 mg/d|

Trigliserid:128 mg/dl

HDL kolesterol: 32 mg/dl

LDL kolesterl: 64 mg/dl

* EKG: SR normal sinirlarda

* Spot idrar albUmin kreatinin orani: 55 mg/g




Tedaviye giden yolda

Hipertansiyonda Tedavi Yaklasimi

2. Sekonder hipertansiyon varligi
3. Kardiyovaskiiler (KV) hastalik risk belirleme | seictoms | | seiwsme | | oo

4. Organ hasari ve eslik eden klinik durumlar — e

6 ay sonra kan basinci halen beraber hemen ilag tedavisi

130-139/80-89 mmHg olan baslanir

yiiksek riskli hastalarda ilag
tedavisi baglanabilir

DM, KBY veya KAH Yasam tarz) degisikligi 3 ay sonra
variiginda hemen ilag halen kan basinci kontrol aitinda
tedavisi baslanir degilse ilag tedavisi baglamir

KB: Kan basinci; SKB: Sistolik kan basinci; DKB: Diyastolik kan basinct, HT. Hipertansiyon; DM: Diyabetes mellitus; KBY: Kronik
bobrek velersiziigl; KAH: Koroner arter hastahg.

Aydodgdu etal: Turk Kardivol Dern Ars 2019, 47(6): 535-546




" ” * Yas (erkeklerde =45, kadinlarda =55 veya erken menopoz)
Hipertansif

 Ailede erken yasta kardiyovaskuler hastalik erkekte < 45 yas
kadinda <55 yas
h aSta Ia r da * Sigara kullanimi
ka rdiyo Va Sku - Obezite veya viseral yaglanma

* Hipertansiyon

ler riski - Distipidem

. LDL yiikseklidi,
tk I HDL dusuklagda,
e I ..e y en Trigliserid ylksekligi
fa kto rler * DM ve bozulmus glukoz toleransi
« Urik asit

* Aile de erken baslangich hipertansiyon
* Sedanter yasam

* Psikosoyal ve sosyoekonomik faktorler

* Kalp hizi (istirahatte > 80 /dk)




KT * Grade 2 hipertansiyon

kardiyovaskd "
Ier rISk * Obezite

* Dislipidemi (ilac kullaniyor)

* Bozulmus glikoz teleransi

* Sigara

* Sedanter yasam

* Ailede erken baslangicli hipertansiyon




Kan Basinci Kontrolu ile Hipertansiyona Bagli
Komplikasyonlardaki Risk Azalmasi
Meta-analiz...

68 Randomize Kontrollii Calisma 245.885 hasta
SKB: 10mmHgl , DKB: 5 mmHgl

Komplikasyon Risk Azalmasi (%) NNT/5 Yii
Inme 371 67
Kalp Yetersizligi 46 | 81
KKH 22 | 118
KV Oliimler 20} 134
Genel Mortalite 114 124

Costas Thomopoulos et al.J Hypertens. 2014 Dec;32(12):2285-95.




Intervention

Events

Total

Major cardiovascular events

Previous CVD 9356
No previous CVD 2931
Overall 18287
Adjusted P, eracton 1-00
Unadjusted pinceacion 0-99
Stroke

Previous CVD 3404
No previous CVD 2601
Ovwverall 6005
Adjusted pi.reraciion ©-14
Unadjusted p,iaacion ©-07
Ischaemic heart disease
Previous CVD 4042
No previous CVD 4265
Overall 8307
Adjusted P, acion 040
Unaclj usted Pinteraction O-20
Heart failure

Previous CVD 1796
No previous CVD 1453
Overall 3249
Adjusted P, eracuon @02
Unadjusted Pinteraction 0-01
Cardiovascular death
Previous CWVD 2357
No previous CVD 2468
Owverall 4825
Adjusted P, eracnon 0-12
Unadjusted piiaacion O-06
All-cause death

Previous CVD 6646
No previous CVD 6375
Owverall 13021
Adjumd Pinreraction 1.00
Unadjusted piareaction @74

73896
87033
160929

74275
87164
161439

74201
87152
161353

72661
73801
146 462

98840
181497

83125
98980
182105

73165
97307
170472

83159
98967
182126

=
=
—
——
—=—
+
——
-
——
—_—
—i—
— sl
-

0-89 (0-86-0.92)
0-91 (0-89-0-94)
0-90 (0-88-0-92

0.89 (0:85-0-94)
0-85 (0-80-0-90)
0-87 (0-84-0-91)

0.90 (0-86-0-95)
0:95 (0-91-0:99)
0.92 (0-89-0-95)

0.89 (0-83-0:95)
0.83 (0-77-0-89)
0.87 (0-83-0-92)

0-98 (0.92-1-04)
0.93 (0-88-0-98)
0.95 (0-92-0-99)

0.97 (0-94-1.01)
0.98 (0-95-1-02)
0.98 (0-96-1.01)

1-0
HR per 5 mm Hg reduction
in systolic blood




Intervention Comparator HR (95%: CI)

Ewvents Total Events Total

Major cardiovascular events
=120 268 2193 295 2581 0-83 (0-71-0-97)
120-129 542 4542 788 5552 0-94 (0-84-1-06)
130-139 o981 8538 1428 10213 ©-89 (0-81-0-97)
140-149 1571 14249 2175 16947 095 (0-88-1-03)
150-159 1524 14737 2173 169482 0-87 (0-BO-0-95)
160-169 1571 18772 2049 19811 0-89 (0-82-0-95)
=170 2470 232933 3295 26614 090 (0-85-0-95)
Adjusted P, eraction 100
Unadjusted Picacen - 66
Stroke
=120 50 076 (0-53-1.08)
120-129 a9 0.80 (0-60-1-06)
1230-139 z13 073 (0. 60-0-89)
1A40-149 392 095 (0-80-1-12)
150-159 370 O-7F2 (0-60-0-86)
160-169 494 0-85 (0-7F5-0-96)
=170 082 0.88 (0-81-0-96)
Adjusted pPiraaction 1200
Unadjusted p e @34
Ischaemic heart disease
=120 130 0-97 (O-77-1-22)
120-129 274 1-00 (O-85-1.17)
120-129 494 ©0-97 (0-86-1-09)
140-149 780 1-00 (O-90—1-11)
150-159 et - ©0-90 (0-80-1-01)
160-169 735 0.-88 (0-80-0-97)
=170 1083 ©-92 (0-85-1-00)
Adjusted Piwacion 100
u h'adj vsted P aacen O 26
Heart failure
=120 58 : 0-83 (0-59-1-16)
120-129 125 e 1-02 (O-80-1-30)
120-1329 i7o O75 (0. 62-0-91)
140-149 299 ; ©-93 (0-7F8-1-10)
150-159 z83 0-89 (0-74-1-07)
150-169 22 O0-632 (0-52-0-77)
=170 296 0-86 (0-74-1-00)
Adjusted P action @28
Unadjusted P, raction O O
Cardiovascular death
=120 77 0.-95 (0. 66—1.-37)
120-129 114 0-85 (0-64-1-12)
130-139 259 ©.94 (0-78-1-13)
140-149 =281 092 (0-77-1.-10)
150-159 292 0-95 (0-78-1-16)
160-169 443 094 (0-83-1-07)
=170 B00 ©-91 (0-83-1-00)
Adjusted P e, 1-00
Unadjusted P, acnen O 37
All—cause death
=120 184 —] 1-032 (0-83-1-27)
1z0-129 248 0.99 (0-85-1-15)
120-129 666 0.98 (0. 88-1.10)
140-149 1048 097 (0-87-1-08)
150-159 1034 0-93 (0-83-1-04)
160-169 11327 0-95 (0-88-1-032)
=170 1953 097 (0-91-1.-03)
Adjusted P action 1-00 r - + 3
Unadjusted pi.wraction O-52 .75 1.0 -5

HR per S mim Hg reduction Th

in systolic blood p




Previowus cardiowvascular disease at baseline

Intervention Comparator HR (952 Cl)
Events Total Events Total

Major cardiovascularevents
=120 562 5506 221 6211 077 (0-68-0-87)
120029 1020 aQ0Z9 1306 10234 089 (0-81-0-98)
120-129 1555 12 887 1235 14424 ©-99 (0-92-1-07)
140-149 1852 15043 2321 16938 ©.89 (0-83-0.96)
150-159 1606 123206 2091 14303 ©-90 (O-B3-0-97)
160-169 1247 9626 1555 10424 0-83 (0-76-0-91)
=170 1507 2454 1781 100632 ©-90 (0-82-0-97)
Adjusted Pinwracton @28
Unadjusted p, o acnen @0
Stroke
=120 142 6263 085 (0-66-1-09)
120-129 217 10286 ©0-88 (0-74-1-04)
130-129 546 14514 1-04 (©-91-1.-18)
140-149 670 5 17031 0-87 (0.77-0.-98)
150-159 562 142372 0-81 (0-71-0-92)
160-169 530 10472 0-85 (0-75-0-97)
=170 6=4 ; 10126 - 092 (0-82-1.-04)
Adjusted pPirracion ©-42
Unadjusted P eracuon 006
Ischaemic heart disease
=120 276 5546 : 0.78 (0.66—0.93)
1Z20-129 473 =Tt et 093 (0-81-1-06)
1z0-129 6682 12937 0-97 (0-87-1-09)
140-149 772 15100 0.86 (O-77-0-96)
150-159 718 12338 0:91 (0-80-1.-03)
160-169 491 o647 ©-84 (0-72-0-97)
=170 626 9505 ) ©.96 (0.85-1-09)
Adjusted Pieracion 1-00
Unadjusted P eracion O 36
Heart failure
=120 izs O-75 (O-53-0-97)
120-129 247 : ©-97 (0-79-1-19)
130139 292 0-91 (0-76—-1-08)
140-149 364 ©.95 (0-81-1.12)
150-159 304 3 0-88 (0-74-1-05)
160-169 226 ©0.78 (0.63—-0-97)
=170 2532 ©.91 (0-76-1-09)
Adjusted Piwacion 1-00
Unadjusted p, . acion ©:-81
Cardiowvascular cdeath
—1z0 146 .86 (0-65-1-14)
120-129 210 ©:91 (O 74—1.12)
120-139 365 1-02 (0-86-1-20)
140149 461 101 (O-86—-1-19)
150-159 2386 - 1-04 (O-88-1-23)
160-169 304 0-82 (0-70-0.-97)
=170 484 1.00 (Q-88—-1.14)
Adjusted Piaweracton 1-:O0
Unadjusted P acion ©18
All—cause death
=120 462 0-81 (0-69-0-95)
120-129 706 1-02 (0-90-1-16)
130-129 1078 : 0.99 (0-89-1.10)
140-149 1303 1-01 (O-92-1-11)
150-159 1155 ©.98 (0.88-1.09)
160-169 863 ©-91 (©-82-1-01)
=170 1076 O-97 (0-89-1-06)
Adjusted pihwracaon 1-QO0
Unadjusted P eacuon ©F 2 o775 1.0 1-5

HR per S miim Hg reduction

in systolic blood pressure




Yasam tarzi degisikligi ve antihipertansif ilac baslama.

Diger risk faktorleri
(RF), klinik belirti
gostermeyen organ
hasar (OH) veya
hastahik

Baska RF yok

1-2 RF

=3 RF

OH, evre 32 KBEH veya

diyabet

OD/RF’ler ile
semptomatik KVH,
evre =4 KBH veya
divabet

Kan Basina (mmHg)

Yiksek normal
SKB 130-139 veya
DKB 85-89

KB girisimi yok

- 'ﬁsamtam

degisiklikleri

= KB girisimi yok

Yasam tarzi
degisiklikleri
KB girisimi yok

Evre 1
SKB 140-159 veya

DKB 90-99

Birkag ayhk yasam
tarz-_dﬁﬂlsiidikkeﬂ -

Yasam tarzi

degisiklikleri
=<140/90 hedefiyle KB
ilaclarimn eklenmesi

Yasam tarzi
degisikliklieri
<140/90 hedefivle KB
ilaclarimmn ekilenmesi

Evre 2
SKB 160-179 veya
DKB 100-109

Yasam tarzi
degisiklikleri
<140/90 hedefivle

KB ilaclarinin
aklanmeasi

Yasam tarzi
degisiklikleri
<140/90 hedefiyle
KB ilaclarimin
eklenmesi

Yasam tarz
degisiklikleri
<140/90 hedefiyle
KB ilaclarimin
eklenmesi

Evre 3
SKB =180 veya
DKB =110

Yasam tarzi
degisiklikleri
Hemen <140/90
hedefi ile KB ilac
tedavisi

Yasam tarzi
degisiklikleri
Hemen <140/90
hedefi ile KB ilag
tedavwvisi

Yasam tarzi
degisiklikleri
Hemen <140/90
hedefi ile KB ilacg
tedavisi

Yasam tarzi
degisiklikleri
Hemen <140/90
hedefi ile KB ilac
tedawvisi

Yasam tarzi
degisiklikleri
Hemen <140/90
hedefi ile KB ilag
tedawvisi




KT kan
basincini
dusurme
K gerekli
mi?

* Evet
* Hayir

Kan basinci ve kardiyovaskuler risk degerlendirilerek

Olciim Yontemine Gore Hipertansiyon Tanisi

Kategori SKB DKB
(mmHQg) (mmHgQ)

Klinik = =140  velveya 290
Ev =135 ve/veya =85

Ambulatuvar kan basinci

24 saatlik ortalama =130 ve/veya =80
Gunduz ortalamasi =135 ve/veya =85

SKB: Sistolik kan basinci; DKB: Diyastolik kan basinci.

Aydogdu et al: Turk Kardiyol Dern Ars 2018, 47(6); 535-546




2018 ESC/ESH Guideline

Ofis kan basinci degerine gore tedaviye baslama

Yiksek normal KB
130-139/85-89 mmHg

|

Yasam tarzi dnerisi

:

KVH, &zellikle KAH'I olan
¢ok yliksek riskli hastalarda
ilac tedavisi disin

Evre 1
Hipertansiyon
140-159/90-99 mmHg

Yasam tarzi dnerisi

:

KVH, bobrek hastaligi veya
HBOH olan yuksek veya ¢ok

yuksek riskli hastalarda
hemen ila¢ tedavisi

l

/’—

3-6 ay yasam tarzi
degisikligine ragmen KB
kontrol altina alinamayan
KVH, bdbrek hastaligi veya
HBOH olmayan diistik riskli

hastalarda ilac tedavisi

&

4

Evre 2
Hipertansiyon
160-179/100-109 mmHg

Yasam tarzi dnerisi

:

Evre3i

Hipertansiyon
> 180/110 mmHg

l

Yasam tarzi énerisi

:

Tium hastalarda
hemen ilag tedavisi

l

Hedef 3 ay icinde
KB kontroll

Tum hastalarda
hemen ila¢ tedavisi

L

Hedef 3 ay iginde
KB kontroltu

HBOH: Hipertansiyona baglh organ hasari




Ilag * RAS blokeri monoterapi
* RAS blokeri (ACEI veya ARB) +

tedavisi (KB

* RAS blokeri (ACEI veya ARB) +
diuretik

* KKB + diuretik

* RAS blokeri+ beta blokeri




RAAS Blokaji: ACEI? ARB?

Randomize kontrolli calismalardan elde edilen metaanalize gore ACE inhibitorleri Ml,

KV kaynakli 61ium ve tim nedenli 6lumde belirgin azalma saglarken, ARB ler ile anlaml fayda
Saglanamamistir.

Table. Risk of Myocardial Infarction, Cardiovascular Mortality, and All-Cause Mortality in Parallel Meta-
Analyses of Placebo-Controlled Trials of Angiotensin-Converting Enzyme Inhibitors and Angiotensin Receptor
Blockers
ACEIl vs Placebo ARB vs Placebo
Infarction Death Death N on Death Death N
High risk, Bangalore 0.83 (.83 0.89 s 0.93 .02 1.01 TS
G2 394 B 28
at al (0.78-0.9) [0.7-0.99) (0.80-1.0) {0.85-1.03) {0.92-1.14) 0.96-1,06) &
High risk, Savarese® 0.81 0.9 0.91 53741 0.9 1.03 1.01 54 471
0.75-088 | 078103 | 085098 | (0.6-1.02 085126 | o410 |T77C
Diabetes mellitus, (.83 0.89 1.21 1.03
: . 219497 13304
Cheng® s 0.70-009) | m7o-ngg |21 NA oa—18 | @iy |10
Hypertension {LB7 {191 1.03 1.01 :
: NA 49440 N B5 256
Thomopotlos et 4 0.78-098 | (0.85-0.98) 3 0.94-1.135 | (0.97-1.08

Values Indicate hazard ratio (95% confidence interval). ACE indicates angiolensin-converting enzyme Inhibitor;, ARB, angictensin |l recepior blocker

Circulation. 2017;135:2088—-2090




Enalapril Etki Mekanizmasi

Cift Yonlu Etki Mekanizmasi?-2

|| Anjiyotensinojen || || Damar ”
' — : endpteh
| Renin Enalapril _ _
|| Anjiyotensin | || | " Bradikinin " )" Nitrik "
! | v ' ) OUKSIC
X . - X
rem Enalaprilat - I
Y
Anjiyotensin Il || (I : ' '
Inaktif :
. al Vazodilatasy
peptidler N
AT, AT,
* Vazokonstriiksiyon * Vazodilatasyon
* Renal sodyum * Apoptozis
reabsorpsiyonu « Diferansiyasyon
* Hiicre blyumesi ve * Antiproliferasyon
nu—nli#e nnnnnnnnn

ACE: Anjiyotensin Donusturtct Enzim }
1. Dr. Aytekin Oguz. Renin-anjiyotensin-aldosteron sistemi inhibisyonu ve kardiyovaskuler koruma. Turk Kardiyol Dern Ars - Arch Turk Soc Cardiol 2009: 37:4-12. 2. Ramipril Kisa Urlin Bilgisi



Vascular Health and Risk Management Dove

8 REVIEW
Combination therapy with lercanidipine and
enalapril in the management of the hypertensive
patient: an update of the evidence

Vascular Hualth ard ik Managament

Pharmacological Lercanidipine Enalapril
characteristics

Molecular weight 648.2 49253

Form Citrine powder Off-white powder
Solubility in water No Yes

Half-life 3 hours 1.3 hours
Absorption Gastrointestinal Gastrointestinal
Secretion Urine, feces Urine, feces

'l ~11 saat

Enalapril on ilag
formunda
iretilerek

yarilanma omrii

1.3 saatten ~11

saate kadar
uzatiimistir.

Enalapril

’l 24 saat

Enalaprilat aktif

formu ile klinik

etkililigi 24 saat
siirmektedir.

" ~1 saat

Enalapril hidrofilik

yapidadir, hizh
etki baslangicina
sahiptir.
(~1 saat)

Christina Antza et al. Vascular Health and Risk Management 2016:12 443-451.




Enalapril, Gunde Tek Doz ile 24 Saat Boyunca
Etkin Kan Basinci Kontrolu Saglar

Vadi/tepe orani %50 nin iizerinde olan molekiiller
giinde tek doz kullanilir.

%100 |
0,80 — % 11
%60 —
%40 —
%20

%0 —

% 67

SKB DKB
Enalapril vadi/tepe orani - AKBM sonuclar

AKBM: Ambulatuar Kan Basino Monitrizasyonu

Grafik referanstan uyarianmisir,

Yusoff K et al. Int J Cin Pract 1999:53(4).277-80.




1,234

Enalapril Mortaliteyi Azaltir

Galisma Hasta Sayisi Yag llag Mortalite Azalmasi
CONSENSUS

(Cooperative Noth Scandinavian 253 70 Enalapril 188 giin %27 ‘
Enalapril Survival Study)

V-HeFT I . -

(Vasodilator-Heart Failure Trial) 804 61 Enalapril 2.5y %14 ‘
SOLVD Tedavi

(Study of Left Ventricular 2569 61 Enalapril 41.1 ay %16 #
Dyshunction)

SOLVD Koruma

(Study of Left Ventricular 4228 59 EI"IEI!HIJI'” 37.4 dy %8 ‘
Dysfunction)

[“QT,I?BSS};IEHU% ertension in 4695 >60 Ena!april E 2 ‘y’li %26 ‘
o Nitrendipin+HCTZ ?




Monoterapi
mi?

’/f\ML\:lﬂ"\f‘Ilf\lﬂ

HT PATOGENEZI: MULTIFAKTORYEL

* Hipertansiyon patogenezi multifaktoryel
(Genetik, Sempatik sinir sistemi, insulin
direnci, Nat11, RAAS)

* Evre 1 disindaki hipertansif populasyonda
monoterapi ile hedef kan basinci degerlerine
ulasma orani dusuk (%30-50)

Tek ilactan beklenen KB dususleri
Sistolik KB 7-13 mmHg
Diastolik KB 4-8 mmHg

* Hedef kan basinci degerlerine ulasmak icin,

hastalarin bayuk bir bolimunde birden fazla
ajanla tedavi gereklidir.




Monoterapi hastalarin %40- 50 sinde yeterli
degqil
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cCcB a, Agonist p-blocker Diuretic a, ACEIl Placebo
(dilitiazem) (clonidine) (atenolol) (HCTZ) Antagonist (captopril)
(prazosin)

*Response=DBP <90 mm Hg at the end of titration period and having maintaineda DBP of <95 mm Hg
for 1 year withoutdrug tolerance.
Mean baselineBP = 152/99 mm Hg.

Adapted from Materson BJ et al. Am J Hypertens. 1995;6:189-192.




Hedef KB'ye ulasmak icin tipik olarak birden
fazla antihipertansifilaca ihtiyag vardir

Galisma Ulagilan SKB (mmHg)
Hipertansiyon ALLHAT 138
HOT 138
ACCOMPLISH 132
Diyabet ACCORD (yogun) 119
ACCORD (standart) 133
INVEST 133
IDNT 138
RENAAL 141
ABCD 132
UKPDS 144
Bobrek hastali@n  AASK (distik) 128
AASK (olaiian) 1
MDRD (dtigik)* 126
MORD (olagan)* 134

2 3 +

KB ilaglarinin sayisi

—

*Daha diigik we odagan KB hedelerd igin ayn ayn verilbmamiy KB Saglanom saps: Baioris GLoet abl fem Soc Hypertans. 20148{21:127-41.




Tedaviye nasil baslanmali!

® HaSta|arIn buyuk gOQurﬂugunda Kombinasyon, ilacin dozunu iki katina ¢ikartmaktan
hedef kan basinci degerlerine S kat daha etil..
ulasabilmek icin birden fazla ilac e S T o S R
Tl 1.04 1.00 {0.95_5—1.39}
kullanilmasi gerekmektedir. j% + W, T W
- |ki ilacin sabit dozda kombinasyonu,
tedavi semasini basitlestirerek tedavi g o
uyumunu artirmaktadir. =y — L
* Pek cok hastada kan basinci kontrolU T ——

Iki ilacla da basarilamamakta uc¢ veya
daha fazla ilacin kombinasyonunu
kullanmak gerekmektedir.




Outcome Treatment strategy HR (95% Cl) P

Any CV events Monotherapy l 1.00 (Ref)
S . <.001
Combination therapy 0.84 (0.79, 0.90)
Heart failure Monotherapy ¢ 1.00 (Ref) & il
Combination therapy ® 0.65 (0.51, 0.82) '
Cerebrovascular  Monotherapy ¢ 1.00 (Ref)
; e —— 027
disease Combination therapy 0.85(0.74, 0.98)
Ischemic Monotherapy ¢ 1.00 (Ref)
2 gt —— <.001
heart disease Combination therapy 0.80(0.71, 0.91)
Death Monotherapy ® 1.00 (Ref)
- el <.001
Combination therapy 0.80(0.72, 0.89)
| |
0.5 1 2

ReaF, et al. Hypertension. 2018;72:846-853.




Tedavi

Drug treatment strategy for hypertension

Recommendations Class® | Level”

Among all antihypertensive drugs, ACE inhibitors, ARBs, beta-blockers, CCBs, and diuretics (thiazides and thiazide-like
drugs such as chlorthalidone and indapamide) have demonstrated effective reduction of BP and CV events in RCTs, and thus
are indicated as the basis of antihypertensive treatment strategies.”

Combination treatment is recommended for most hypertensive patients as initial therapy. Preferred combinations should

comprise a RAS blocker (either an ACE inhibitor or an ARB) with a CCB or diuretic. Other combinations of the five major

233,318327.329,341-34
classes can be used. Z%318327.329.3 5

It is recommended that beta-blockers are combined with any of the other major drug classes when there
are specific clinical situations, e.g. angina, post-myocardial infarction, heart failure, or heart rate control. *%!

It is recommended to initiate an antihypertensive treatment with a two-drug combination, preferably in an SPC.
Exceptions are frail older patients and those at low risk and with grade 1 hypertension (particularly if SBP is
<150 mmHg) 342,346,351

It is recommended that if BP is not controlled® with a two-drug combination, treatment should be increased to a
three-drug combination, usually a RAS blocker with a CCB and a thiazide/thiazide-like diuretic, preferably
as an SPC 9350

It is recommended that if BP is not controlled” with a three-drug combination, treatment should be increased by the addition

of spironolactone or, if not tolerated, other diuretics such as amiloride or higher doses of other diuretics, a beta-blocker, or

an alpha-blocker.”"”

d‘291.293.199

©ESC/ESH 2018

The combination of two RAS blockers is not recommende

ESC/ESH 2018



SABIT DOZ KOMBINASYONLARI AVANTAJLARI

Dogru antihipertansif sabit doz kombinasyon
igin, su kosullar karsilanmalidir:'-34

 TERAPOTIK ETKIDE ARTIS!
« ADVERS ETKILERDE AZALMA' 4

o~ | + KULLANILAN DOZDA AZALMA!
e oo o BB'ler . DIR ENC VEYA TOLERANSTA AZALMAI
| ’ « HASTA UYUMUNUNDA ARTIS'

 TEDAVI MALIYETINDE AZALMA!

| | * ADITIF veya SINERJISTIK ETKI MEKANIZMASI!-2
ARB'ler
REFERANS
i 58 Paczkowska-Walendowska, et al. Int. J.

Environ. Res. Public Health 2022; 19:

4156-74

Sabit doz kombinasyonu mevcut clanlar dUz ¢izgiyle g8steriimistir.®

Gdrsel 1 numaralt referanstan uyaranmistir. 3. .




RAAS BLOKERI TEMELLI KOMBINASYON TEDAVISI

~ TIYAZID VE TIYAZID BENZERI KKB ILE KOMBINASYONA UYGUN
DIURETIK ILE KOMBINASYONA UYGUN
Asiri sivi yuku Metabolik sendrom
Yuksek tuz alimi Sol ventrikul hipertrofisi
Sagliksiz (fast food) beslenme Tip 2 diyabet
Tuz hassasiyeti ile birlikte asir kiloluluk Anjina pektoris*
Kalp yetersizliginin semptomatik Stabil koroner arter hastaligi
tedavisinde
Hiperkalemi KOAH
Bilek odemi (KKB kaynakli olmayan) Alt ekstremitelerde ateroskleroz*
KKB intoleransi Bdbrek yetmezligi
Hasta tercihi Gut
Tuz hassasiyeti ile birlikte tip 2 diyabet Dilretik intoleransi
Sodyum retansiyonu ile birlikte bobrek Hasta Tercihi
Tablo referanstan uygulanmi %r. Co
yetmezligi

uuuuuuuuuuuuuuuuuuuuuuuuuuuuu

kanal blokeri, KOAH: Kronik Obstruktif Akciger Hastah{jl
*Anti-iskemik 6zellikler



2018 ESC/ESH Guideline

Komplike olmayan hipertansiyonda temel ilac tedavi stratejisi

k Tablet

Baslangic¢ Tedavisi

Ikili kombinasyon

2. Adim

Uclii kombinasyon

3. Adim
Uclii kombinasyon +
spirolakton veya
diger ilaclar

‘ ACEi veya ARB + KKB veya diliretik

l

‘ ACEi veya ARB + KKB + diliretik

l

| Direngli Hipertansiyon

Spironolakton (25-50 mg 1x1) veya baska
ditiretik, alfa-bloker veya beta-bloker ekleyin.

Diisuik riskli 1. evre hipertansiyon (sistolik
KB <150 mmHg) hastalarinda veya gok
yash (=80 yas) veya kirilgan hastalarda
monoterapiyi disunin.

Daha ileri inceleme igin
hipertansiyon merkezine
yonlendirmeyi disinn.

Beta-Blokerler

Kalp yetmezligi, angina, post-MI, AF gibi durumlar veya hamile veya hamileligi
planlayan genc¢ kadinlar gibi beta-bloker kullanimlari icin spesifik bir endikasyon
varsa, herhangi bir tedavi basamaginda beta-bloker kullanimini diistintn.




2020 International Society of Hypertension Global
Hypertension Practice Guidelines

ESSENTIAL

* Use whatever drugs are
available with as many
ol the ideal charac-
teristics (see Table 9)
as possible.

* Use free combinations if
SPCs are not available
or unaffordable

* Use thiazide diuretics
if thiazide-like diuretics
ara not available

= Use alternative to DHP-
CCBs if these are not
available or not tolerated
(i.e. Non-DHP-CCBs:
dittiazem or verapamil).

LESSENTIAL J OPTIMAL J

Consider beta-blockers at

any treatment step when

there is a specific indication

for their use, e.q. heart failure,
angina, post-MI, atrial fibrillation,
or younger women with,

or planning pregnancy.

Hypertension 2020; 75: 1334-1357

L OPTIMAL J
Step 1 | A+ Cone
Dual low-dosed
combination
Step 2 A Cae
Dual full-dose
ideally Single combination
Fill Combination |
Therapy (SPC) | - A+C+D
Triple combination
| :
Step 4 A+C+D
(Resistant Add Spironolactone

Triple Combination
+ Spironolactone or
other drug”

a) Consider monotherapy in low risk grade 1 hypertension or in very old (=80 yrs) or frailer
patiens.

b) Consider A + D in post-stroke, very elderly, incipient HF or CCB intolerance.

c) Consider A + C or C + D in black patients.

d) Caution with spironclactone or other potassium sparing diurgtics when estimated
GFR =45 mi/min/1.73m? or K >4.5 mmol/L.

A = ACE-Inhibitor or ARB (Angiotensin Recaptor Blocker)

C = DHP-CCB (Dihydropyridine -Calcium Channel Blocker)

D = Thiazide-like diurelic

Supportive references: A + C, %7 Spironolactone,” Alpha-blocker,™ C + D™,

" Alematives inciuce: Amilonda, doxarosin, eplerencne, clonidine or beta-Dlockar.

# low-dose generally refers to halt of the maximum recommended dose

RCT-based benefits between ACE-1's and ARB's were not always identical in different

patient populations. Choice between the two classes of RAS-Blockers will depend on

patient charactenstics, availability, costs and tolerability.




Turk Hipertansiyon Uzlasi Raporu 2019

Antihipertansif Tedavi

!

=150/90 mmHg

<150/90 mmHg’

- Kan basinc - S
3
Monoterapi hedefte dedi Kombinasyon Tedavisi

ACE inh/ARB+KKB veya ACE inh/ARB+dioretik

l’ l’ §Kan basinci hedefte degil
ACE inh/ARB Beta
‘\-’IE‘;FEI blokerler ACE inh/ARB+KKB+didretik
KKB *‘
veya
didiretikler ACE inh/ARB+KKB+ditretik+splronolakton

'Kan basinct hedefinin =130 mmHg oldufu durumiarda dojrudan kombinasyon tedavist baglanabilir,
‘Betablokerier spesilik bir neden cimast durumunda (KKY, KAH, angina peklons veya gebelik planiayan hasta) baglanabilir
*Ug veya dort lag gerektiren durumiarda tedawvi etkinlik ve uyumunu artirmak igin ilaglardan en az birinin serbest doz kombinasyonu seklinde ve sabit

doz kombinasyondan farkl zamanda uygulanmas: (biri sabah digerl akgam) onerflir.
HT: Hipertansiyon; ACE: Anjlyotensin ddnistiricl enzim; ARB: Amjivotansin reseptor biokereri; KKB: Kalsiyum Kanal blokenier,

Ayvdogdu et al: Turk Kardivol Dern Ars 2019, 47(6): 535-546




P : Objectives: The aim of this study was to evaluate the
O”glnal Article efficacy and safety of combinations of lercanidipine (L)} and

W enalapril (E)} at different doses on office and home blood
pressure (BP) in patients with Stage 2 hypertension.
EH@CtS on Oﬂice and hOme blOOd pressure Ofthe Study design: This was a randomized, double-blind,

e (oS : . 4 = : . placebo-controlled, factorial study conducted in 100
lercanldlplne_enalaprll Comblnathﬂ m patl‘ents Wlth centres from sewven couniries. Patients with office DBP
Stage 2 hypertension: a European randomized, 100—109 mmHg and home DBP at least 85 mmHg at the

& = end of a Z2-week placebo run-in period were randomized
Controlled Cl][]_]cal trlal to a 10-week treaiment with placebo, L (10 or 20mg), E

{10 or 20 mg) or the four L-E combinations. The efficacy
Giuseppe Mancia®, Antonio Coca®, Irina Chazova®, Xavier Girerd?, Hermann Haller®, parameters were office DBP at tmugh (primary), SBF at
Paolo Pauletto', Danuta Pupek-Musialik?, Yevgeniya Svyshchenko”, on behalf of the FELT trough and home SBP and DBP. Office BP was measured
investigators at each wisit in both the sitting and the standing position,
while lome BP was measured twice in the morming and
twice in the evening for at least 3 days before treatment
and at study end. Safety parameters included adwverse
events, laboratory tests and 12-lead ECG.

Results: A total of 1039 patients were randomized (48%
men, mean age 54 years, mean BhI 20 kgfrnz_ A40% obese
patients}). Baseline BP was similar in all groups and lower
for home than for office values (149/95 and 159/

102 mmHg, respectively). A marked placebo effect was
observed on office but not on home BP. Combination
therapy was superior to placebo at all doses for both office
and home BP. The greatest effect was observed in the
L2O/E20 group, in which the SBER/DBP fall amounted to
—19.2/—15.2 and —13.2/—7.5 mmHg for sitting office and
home BP, respectively. Similar reductions were cbserved on
standing office BP. The L2OVEZ2D combination was
associated with less cough, palpitations and leg cedema
than monotherapies, with no increased rate of dizziness or
hypotension.

Conclusion: I Si:
= EEEl

ok A R e e ity prod
Keywords: combination therapy, enalapril, essential
hypertension (Stage 2), factorial study design, home blood

pressure, lercanidipine

Mancia G, Coca A, Chazova |, Girerd X, Haller H, Pauletto P, Pupek-Musialik
D, Svyshchenko Y; FELT investigators.] Hypertens. 2014 Aug;32(8):1700-7




Original Article
boeEn
Effects on office and home blood pressure of the
lercanidipine-enalapril combination in patients witl
Stage 2 hypertension: a European randomized,
controlled clinical trial
Giuseppe Mancia®, Antonio Coca®, Irina Chazova®, Xavier Girerd”, Hermann Haller”,

Paolo Pauletto’, Danuta Pupek-Musialik?, Yevgeniya Svyshchenka", on behalf of the FELT
investigators

TABLE 1. Baseline demographic and clinical characteristics of the intention-to-treat population

Placebo E10 L10 E20 L10+ ET0 L0+ E20 L20 + E10 L20 -+ E20

N=1 N=118 N=116 N=11 N=11& N=118 N=110 N=116
Maies (%) 50.5 41.5 a4.3 48.6 44.0 481 5.5 48.2 a5.7 479
Age (years) S4.7+98 t48+99 536+08 L1 +084 054497 SMM0+102 530+£100 519+102 5584101 538+910
White (%) 94:1 92 941 9.1 100 100 992 100 991 994
BMI {kg/m*) 2089+489 2934+52 3060+48 3092+52 2973+48 303B+4E 2977x48 2986+47 2911153 NB6+4.10

Othice 58P (mmHg) 1605105 1588+103 1585+104 1588+87 15824107 1991+102 1594105 1586£104 1580£107 15831104
Otfice DBEP (mmHg) 103.2+24 1032+22 1029+25 1031+26 1033+28 10830x26 1028+34 1028+£31 1031+£310 1031+£29
Ofhce HR ibfmin) Hex108 TI3£11.0 778193 718+106 785453 734+95 MBIl T84x113  711x89 JB1x105

Data are shown as % or as mean = standard dewiation (30). E, enalapnl; HR, heart rate; [TT, intention to treat; L, lercanidipine.




Original Article
R
Effects on office and home blood pressure of the
lercanidipine-enalapril combination in patients witl
Stage 2 hypertension: a European randomized,
controlled clinical trial

Giuseppe Mancia®, Antonio Coca®, Irina Chazova®, Xavier Girerd®, Hermann Haller®,
Paolo Pauletto”, Danuta Pupek-Musialik?, Yevgeniya Svyshchenko”, on behalf of the FELT
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TABLE 2. Baseline home DBP and SBP - intention-to-treat population

Placebo E10mg L10mg E20mg L20mg L10+E10mg L10+E20mg 120+E10mg L20+E20mg Overall

N=105 N=109 N=110 N=104 N=103 N=114 N=113 N=102 N=109 N=969

Home SBP (mmHg) 1480+£124 1477£123 1508£12.1 1472+£123 1498=123 1500£115 150.1£711.3 1485120 1480+11.9 1489+12.0
Home DBP (mmHg) 93.5+586 93.6+6.0 95.8+58 949+7.1 944+56 95.5+5.7 95.7+6.3 95.6+56.5 944461 948+6.1
Home HR (beats/min) 75.2+9.8 74489 76.0+89 F1.1+95 76.2+87 764102 759+96 759493 758490 #5993

Data are shown as % or as mean +standard deviation (SD). E, enalapril; HR, heart rate; ITT, intention to treat; L, lercanidipine..

TABLE 3. Adjusted office and home blood pressure changes at end of treatment in the intention-to-treat population

Placebo L10mg L20mg E10mg E20mg L10 + E10 L10+ E20 L20+E10

(N=111) (N=116) (N=109) (N=118) (N=111) (N=116) (N=118) {N=110)

Office BP (N=1025)
SBP {(mmHg) —9.6 —11.0 —13.0 —14.7*" —15:3* —15.8™ —152" —17.1° —19:2°
DBP {mmHg) —88 —10.4 =13.0° —13.8° =113 —14.2° —12.8" —14.0° —152°

Placebo E10mg L10+E10 L10 +E20

(N =89) (N =96) (N=102) (N=103)

Home BP (N = 854)
SBP (mmHg) —2.4 -8.8 —7.7* -a.1" -92* -1.2 —-10.6° —9.6° -13.2
DBP {mmHg) —1.5 —4.6" —5.5* —-6.2* —5.3* —6.4° —6.5° —6.8" =5

Data refer to the differences between last on-treatment visit and baseline, adjusted for baseline values. Means + SD are shown. P values refer to between-group differences.
“P<0.001 versus placebo.
**P < 0.05 versus placebo.

TABLE 4. Difference between office immediate standing and sitting blood pressure at end of treatment in the safety population (N =1036)

Placebo L10mg L20mg E10mg E20mg L10+E10 L10 + E20 L20+E10 L20+ E20

(N=113) (N=117) (N=113) (N=119) (N=111) (N=117) (N=118) (N=112) (N=116)

SBP {mmHg) 1.0 (9.8) =29(13) —0.5 (10.0} —0.5 (9.6 0.3(8.8) —0.5(9.7) —=2.0{10.7) 0.5 (9.9) —1.1 49.1)
DBP (mmHg) 2.4 (6.7) 2.8 (5.9) 3.3(6.3) 3.5(5.8) 2.7 (6.3} 4.1 (7.1} 34(7.0) 35 {m 2.51{5.7)




Original Article
Effects on office and home blood pressure of the
lercanidipine-enalapril combination in patients witl

Stage 2 hypertension: a European randomized,
controlled clinical trial

Giuseppe Mancia®, Antonio Coca®, Irina Chazova®, Xavier Girerd®?, Hermann Haller®,

Paolo Pauletto', Danuta Pupek-Musialik?, Yevgeniya Svyshchenko®, on behalf of the FELT
investigators

TABLE 5. Adverse events during

the double-blind treatment period (sa population)®

Adverse Placebo E10mg Li0mg E20mg L20mg L10 -+ E10mg L10+ E20 mg L20+ E10mg L20 + EX0myg Owerall
events N=113 N=119 N="117 =111 N=113 N=117 N=118 N=112 N=116 N=1036
Axny TEAE

Mo. of events 36 34 I 43 39 30 =Tl 35 42 348

. {%ey 27 (23.9) 23 {19.3) 26 {222} 30 27.0) 29 [25.7] 20(17.7) 30 (25.4] 261(23.2) J9025.7) 240 123.3)
Treatment-related adverse events”

Mo of events ] 11 13 1d 13 14 18 14 12 115

n 4%} 6 (5.3) g {76 71600 12{10.8) 10 {B.8] 0 {8 5} 121{10.2} 10 {89 10 (8.6} 85 (23]
Adverse events leadimg o withdrawwal

Mo ot events o 3 2 2 . 3 | 4 ) 21

i {%) 211.8] .1 T 2117 2{1.8) 2101.8) 217 1{0:8) S5 g 2:01.7) 181{1.71

“dcverse events swith onset of increased severity anylime atter the date of first dose of dowble-bBhind study drug and up to 30 days atter the last doss
“Conszidered definitely, probably or possibly related to study drug.




Effects of the lercanidipine-enalapril combination vs. the corresponding monot

herapies on home blood pressure in hypertension: evidence from a large data

base

Mancia, Giuseppe; Omboni, Stefano; Chazova, Irina; Coca, Antonio; Girerd, Xavier;
Haller, Hermann; Parati, Gianfranco; Pauletto, Paolo; Pupek-Musialik, Danuta;
Svyshchenko, Yevgeniya; on behalf of the FELT Study Group Journal of

Hypertension34(1):139-148, January 2016. doi: 10.1097/HJH.0000000000000767

Placebo (n=89) Monotherapy (n=370) Combination therapy (n=395) All {n = 854)
Age (years, means + S0) 54.7+10.3 542+98 537103 5404101
Elderly, age. =65 years (%) 18.0 13.5 13.7 14.1
Malas (%) 46.1 44.9 486 46.7
Whites (%) 100.0 99.5 99.5 995
Height (cm, means £ 50) 168.7 £8.8 168.9+85 169.4 +9.1 169.7+88
Weight (kg, means + 5D) 843150 853+ 16.2 85.1+16.7 85.14+16.3
BEMI (kg.fmz, means + 50) 296446 29857 29649 28.7+50
Obesity (BMI =30 kg/m?, %} 404 43.5 418 42.4
Concomitant therapies (%) 438 42.7 40.8 419
Previous antihypertensive treatment (%) 61.8 65.7 64.6 64.8
Office SBP (mmHg, means +SD) 1606+ 10.8 15884102 159.0+103 1591 +103
Office DBP (mmHg, means +50) 103.4+2.2 103.2+£2.5 103.0+34 103.3+2.9
Home SBP (mmHg, means = 50) MT0£116 1487 +123 1493 +11.7 14884119
Home DBP (mmMg, means + SD) 929+5.2 9451 6.2 95.3 461 94.7 261
PL Mono Combo PL Mono Combo
190 4 P <0.001 P < 0.001 F< 0.001 o
PR {am— — p
160.6 153.8 159.0 = P
170 - _10 3
s ] [ 1469 [ 1433 Yiga :IE: 10 ~
= £ I8
= l > —20
= =
a. 130 o £ =551
7 1 S —30 - —13.7 .
o - = —15.
110 o _:Z B
= i P=001
P = 0.001
120 - o
P = 0.001 P = 0.001 P = 0.001
T 1 —— = -
. M0 1034 103.2 103.0 IE i
== : 82.0 £ 80.3 I B87.4 E
= 100 . 1B
£ | - [ 2 _20
% 90 j T—"—'; . ] 1.4 1
o -13.0
70 —35 J . £ < 0.05 F =005
B T B T B T P aam

@ Wolters Kluwer

Demographic and clinical data of
the intention-to-treat population (n
=854) at the time of
randomization. Data are also
separately shown for the placebo,
monotherapy and combination
therapy groups. Numbers refer to
means (£SD) or relative
frequencies (%)

Office systolic (S) and diastolic (D)
blood pressure (BP) values at baseline
(B) and end of treatment (T) for the
placebo group (PL, n=89), the group
under monotherapy with enalapril or
lercanidipine (mono, n=370) and the
group under combination with the two
drugs (combo, n=395). Treatment-
induced BP changes from baseline are
also shown (right panels). Data are
shown as absolute mean values (£SD)
and mean changes (95% confidence
interval) from baseline. P values for
statistically significant differences refer
to BP changes as adjusted for baseline
BP values.

Copyright © 2023 Wolters Kluwer Health, Inc. and/or its subsidiaries. All rights reserved.
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Lerkanidipin Enalapril kombinasyonu
Metabolik Sendrom Parametrelerinde
lyilesme Saglar?

Baslangic

203 = 40
31 (28-42)

12. hafta

212 =+ 50
37 (31-41)

24, hafia F

207 = 41
36 (29-43)*~

Total Kolesterol
HDL Kolesterol

Trigliserid

161 (111-191)

148 (96-187)

141 (@1-210)™

Serum Glikoz

5.2 (4.7-5.7)

5.4 (4.8-5.9)

5.3 (S.0-5.6)

instilin

13 (10-19)

16 (12=20)

14 (1T 1=21)

HOMA-IR

3.0 (2.3-5.0)

3.9 (2.9-5.0) 3.9 (2.7-5.7)

T ——
HDL : Yilksek dansiteli Epoprotein—-«clesteraol HOMA-BER: Homeostatic Model Assesment — Inslin Rezistans:
“p = 005 (baslanglca Kivas ik}
™ p =< OLDS {enalagrilhidrokloratiyvazide knras ile)

 Enalapril serum ghrelin seviyelerinin regulasyonunda rol
alarak metabolik sendrom parametrelerinde iyilesme
saglar.?

 Lerkanidipin ile lipid profillerinde iyilesme, glikoz

1. Lezerze Ghidoni et al, Vascul Prarmacal, 2007 May 921641 2. Bilge Avger et 2l Paptides &7 (2015] 33443, Claudio Borghi el al, Clin Drug bvastio 2000, 300(12): £43-854
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474 calismanin meta-analizin
sonuclarina gore diuretik kullanimi
kolesterol ve trigliserid duzeylerinde
anlamli derecede artisa neden
olabilir.?

Diyabetik hastalarda diuretik
kullanimi HDL kolesterol
seviyelerinde azalmaya neden
olabilir.

22 calismanin meta-analiz
sonuclarina gore diuretik kullanimi
yeni baslangicli diyabet gelisim
riskinde artis ile
iliskilendirilmektedir.?

Lipid degerlerinde (mmel/L) degisim

60

40 -

20—

Lipid degerlerinde degisim

r p=0.020 —|

-

r
=1

Diiretik kullanirm ve
LDL-K
degerlerinde degigim

Didretik kullanami ve
Trigliserid
deferlerinde degisim

TT———

1.Kasiske BL, Ma JZ, Kalil RS, Louis TA. Effects of antihypertensive therapy on serum lipids. Ann Intern Med 1995;122:133-
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RAAS BLOKERI TEMELLI KOMBINASYON TEDAVISI

~ TIYAZID VE TIYAZID BENZERI KKB ILE KOMBINASYONA UYGUN
DIURETIK ILE KOMBINASYONA UYGUN
Asiri sivi yuku Metabolik sendrom
Yuksek tuz alimi Sol ventrikul hipertrofisi
Sagliksiz (fast food) beslenme Tip 2 diyabet
Tuz hassasiyeti ile birlikte asir kiloluluk Anjina pektoris*
Kalp yetersizliginin semptomatik Stabil koroner arter hastaligi
tedavisinde
Hiperkalemi KOAH
Bilek odemi (KKB kaynakli olmayan) Alt ekstremitelerde ateroskleroz*
KKB intoleransi Bdbrek yetmezligi
Hasta tercihi Gut
Tuz hassasiyeti ile birlikte tip 2 diyabet Dilretik intoleransi
Sodyum retansiyonu ile birlikte bobrek Hasta Tercihi
Tablo referanstan uygulanmi %r. Co
yetmezligi

uuuuuuuuuuuuuuuuuuuuuuuuuuuuu

kanal blokeri, KOAH: Kronik Obstruktif Akciger Hastah{jl
*Anti-iskemik 6zellikler



Vaka
tedavi
Karari

* Yasam tarzi degisikligi
* DUsuk doz dual kombinasyon
(Enalapril 20 mg + lerkadipindipin 10mg )

e 2-4 hafta sonra serum ure, kreatinin,
potasyum

* Kan basinci kontroll icin 6 hafta sonra vizit
(Gelmeden onceki 7 gun ev kan basinci takibi
onererek)




Va ka * 6 hafta sonra vizitte
KT

* Polk Kan basinci 145/85 mmHg
* Ev 0lcum ortalamasi 140/85 mmHg




Ofis kan basinci tedavi baslama esik degerleri (2018)

- Ilk amac kan basincini
<140/90

mmHg tum hastalar icin

« < 65 vyasalti <130/80 mmHg

 KBH SKB 130-139 mmHg

« = 65 yas SKB 130-139
mmHg

* Tum hastalar icin DKB <80
mmHg

Hipertansiy

Ofis sistolik KB tedavi hedef degerleri

+ Diyabet  + KBH + KAH + inme/TIA |
on .
18-65 yas 130 130 <140-130, 130 130 70-79
veya tolere  veya tolere tolere veya tolere veya tolere
edilirse edilirse edilirse edilirse edilirse
daha asagisi daha daha daha
120'nin asagisi asagisi asagisi
altina 120'nin 120’nin 120'nin
indirme altina altina altina
indirme indirme indirme
65-79 yas 130-139, 130-139, 130-139, 130-139, 130-139, 70-79
tolere tolere tolere tolere tolere
edilirse edilirse edilirse edilirse edilirse
> 80 yas 130-139, 130-139, 130-139, 130-139, 130-139, 70-79
tolere tolere tolere tolere tolere
edilirse edilirse edilirse edilirse edilirse
Diyastolik 70-79 70-79 70-79 70-79 70-79
tedavi
hedefi

mmHQg)




Va ka * 6 hafta sonra vizitte
KT

* Polk Kan basinci 145/85 mmHg

* Ev 0lcum ortalamasi 140/85 mmHg

Tedavi Karari

* Enalapril 20 mg + lerkadipindipin 20mg
* Gelecek vizit 1 ay sonra (ev olcumu onererek)




Va ka * 6 hafta sonra vizitte
KT

* Polk Kan basinci 130/75 mmHg

* Ev 0lcum ortalamasi 125/80 mmHg

Tedavi Karari

* Enalapril 20 mg + lerkadipindipin 20mg
* Gelecek vizit 3 ay sonra (ev olcumu onererek)




Hipertansif
hastalar da

kardiyovasku
ler riski
etkileyen
faktorler

* Arterial sertlik
* Nabiz basinci (yash) = 60 mmHg
 Karotis - femoral pulse wave velocity > 10

m/s

* EKG sol ventrikuler hipertrofisi
* EKO sol ventrikul hipertrofisi

* Albuminuri

* KBH

* Ankle - brachial index<0.9

- lleri retinopati (hemoraiji, eksuda , papil

odemi)
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Comparison of lercanidipine plus hydrochlorothiazide vs.
lercanidipine plus enalapril on micro and macrocirculation
in patients with mild essential hypertension

Curolinag De Cioceis” © Muassimoe Sa

Ma Coschig
Fran wleris Brami' +
Alin e Clandia Agabiti Rosel!

Central pulse pressure

70

60

50 -

40

O Lercandipine+Enalapnl
m Lercanidipine + HCTZ

mm Hg

30

20

Basal Lercadipine alone  Combination

30 esansiyel hipertansiyon tanili hasta

4 hafta boyunca gunde 20 mg lerkanidipin oral
olarak tedavi sonrasi

lerkanidipin + enalapril (n = 15) veya lerkanidipin
+ hidroklorotiyazid (n = 15) kombinasyonlari ile 6

takip. ediliyor .
B}(Jvar-ﬁlmenyoranlnm (WLR) ve retinal
arteriyollerin diger morfolojik parametrelerinin
non-invaziv olcumleri, taramali lazer Doppler akis
olcer veya adaptif optikler kullanilarak
yapildi. Kapiler yogunluk, kapilleroskopi ile
degerlendirilirken, nabiz dalga hizi 6lcumu ve
merkezi kan basinclary basineg dalga-formu-analizi
. o  aps lation [20] that microvascular and macrovascular alterations
Ile degerlend Irl I |y0 . may represent potential drug targets in hypertension, since

they may be reliably assessed during antihypertensive
treatment. In addition, alterations both in the micro and in the

macrocirculation are interrelated and may influence each
other [54]. Most importantly, the study has confirmed that the

Son ug (@) | ala k' her |k| te ra p0t| k kom b| nasyonla ka N baS| NClI nda calcium channel blocker lercanidipine in combination with

bir dusus gozlenmesine ragmen lerkanidipin hem
monoterapide hem de enalapril ile kombinasyon halinde
(hidroklorotiyazid ile karsilanmamis) mikrovaskuler yapiyi

lyilestirebilmektedir.

the ACE inhibitor enalapril is more effective than the com-
bination lercanidipine plus hydrochlorothiazide in improv-
ing microvascular structure. The regression of structural and
functional alterations in both large and small arteries may
have a relevant clinical impact,|




PAIT-Survey Follow-Up: Changes in Albuminuria in Hypertensive
Diabetic Patients with Mild-Moderate Chronic Kidney Disease

ncesco Fici' « ENif Ari Bakir® - Elif llkay Yiice® - Serdal Kanuncu® - Wim Makel® - Bahar Arican Tarim®
1.7.8,

PAIT-Arastirmasi
Hafif - Orta Derecede Kronik Bobrek Hastaligi
Olan
Hipertansif Diyabetik Hastalarda
Albuminurideki Degisimler

* PAIT arastirmasi, mevcut durumda RAAS inhibitorleri-
KKB kombinasyonlari ile tedavi altinda olan diyabetik
hipertansiyon hastalarinda albuminuri prevalansini

degerlendirmek amaciyla tasarlanmis gozlemsel,
kesitsel bir calismadir.

* Bu calismada albuminuri bulunan ve bulunmayan ve
amlodipin-valsartan, amlodipin perindopril, Lerkanidipin-
Enalapril, verapamil-trandolapril, nitrendipin-Enalapril ve
felodipin-ramipril tedavileri ile 6 ay boyunca idame
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PAIT-Survey Follow-Up: Changes in Albuminuria in Hypertensive
Diabetic Patients with Mild-Moderate Chronic Kidney Disease

Francesco Flel' - ENF Ari Bakie’ - ENf llkay Yies" - Secdal Kaouncu® - Wim Makel® - Bahar Arican Tarim!
Micolds Aoberto Robles' 746

ecebvedt § Biwemiter J015/ Actepted: | lanusry 1030
i ki Sockty of Hypsiension K00

Abstract
Mean (SD) Introduction Albuminuria is an early marker of kidney disease and reduction of albuminuria translates into a decreased
occurrence of cardiovascular and renal outcomes,
Aims To evaluate the changes in the prevalence of albuminuria in diabetic hypertensive patients treated with several com-

Amlodipine valsartan Amlodipine perindopril Lercanidipine enalapril Verapamil trandolapril

SBP binations of renin-angiotensin aldosterone system with calcium channel blockers.
Before 139.9 (18.8) 137.6 (17.9) 138.5 (18.1) 135.3 (18.7) Methods We analysed data from 668 unselected patients from the PAIT survey (mean age 60.4 + 10.2 years, prevalence of
After  134.7 (16.5)** 1325 (15.7)** 131.9 (14.0)** 132.9 (15.8)** males 38%). with and without albuminuria, maintained for 6 months with the previous treatment with amlodipine-valsartan,
DBP amlodipine perindopril, lercanidipine-enalapril, verapamil-trandolapril, nitrendipine-enalapril and felodipine-ramipril Albu-
Before  83.8 (10.2) 83.6 (10.2) 85.2(12.9) 82.8 (9.4) minuria was assessed, as urinary albumin-creatinine ratio, using a Multistic-Clinitek device analyzer. Microalbuminuria
After  81.2(8.6)%* 81.3(9.3)* 81.5 (7.8)%* 80.0 (10.4)* was defined as a loss of 3.4-33.9 mg albumin/mmol creatinine (30-300 mg/g) and macroalbuminuria as a loss of > 33.9 mg
##p <0.01 albumin/mmol creatinine (> 300 mg/g). Blood pressure was measured with a validated digital device.
Results At baseline, albuminuria was present in 310 subjects (46.4%) (microalbuminuria in 263 (84.8%), macroalbuminuria
*p<0.05 AR WA Feoheel! e
in 13.2%), and normoalbuminuria in 53.6% 338. After 6 months, the prevalence of subjects with albuminuria was signifi-
Treatment Amlodipine- Amlodipine- Lercanidipineenalapril Verapamil cantly lowered (p<0.01) by 23.5% (microalbuminuria - 23.9%, p<0.01 and macroalbuminuria - 21.3%). The prevalence
NS e '[,rﬁ?d“'a' of subjects with microalbuminuria was reduced with all treatments: amlodipine-valsartan ~ 15.6%, amlodipine-perindopril
o omhaais — 11.8%, lercanidipine-enalapril - 41.3% and verapamil-trandolapril - 19.2%. Data with nitrendipine-enalapril and felodi-
Before (n) 77 68 92 26 pine-ramipril were not analyzed, due to the low number of patients. The frequency of patients with normoalbuminuria was
ALtbE 651 ““R 54’&3 21 : significantly higher (p <0.01) with lercanidipine-enalapril compared with any other treatment. Blood pressure was signifi-
A () - 12 — — 3 — 3 ; sl
% —15.6% C11.8% 4139 S cantly (p<0.01) reduced, with a similar effect between treatments.
Macroalbuminuria Condlusions The treatments decrease the prevalence of subjects with albuminuria, showing a significant difference among
i«;fnm ll i 1*(: :f- ; the different drug combinations, favoring the use of new dihydropyridine calcium channel blockers, such as lercanidipine,
ter 2 2 3 g : i T : ; ]
A ) s o Sy o combined with RAAS inhibitors, to control albuminuria in diabetic hypertensive patients.
% — 27.8% — — 25.0% -
Normoalbuminuria
Before 122 75 133 28
After 140 83 175 33
A (n) + 18 + 8 + 42 + 3
% + 14.8% =+ 10.7% + 2B.6%** + 17.8%*

#%#p <0.001 vs baseline. [McNemar test]

**p < 0.05 vs baseline. [ McNemar test]

*p < 0.05 vs other groups, [Chi-square test]



Efficacy and tolerability of the fixed lercanidipine-
enalapril combination in the treatment of patients
with essential hypertension

L. Christian Rump
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Cough
Dizziness
Flushing

Oedema peripheral

Abstract

The purpose of this first prospective ob-
servational cohort study after launch was
to document the efficacy and tolerability
of therapy with the fixed combination of
lercanidipine HCI (CAS 132866-11-6), a
third-generation calcium antagonist, and
the angiotensin converting enzyme (ACE)
inhibitor enalapril maleate (CAS 76095-
16-4) in patients with essential hyperten-
sion in daily practice. Both parts of the
observational study were conducted with
the fixed combination of enalapril mal-
eate 10 respectively 20 mg and lercanidi-
pine HCI 10 mg, one part with Zaneril”
and the other with Zanipress”. The fixed
combination is marketed under these
product names in Germany.

The data of 8,440 patients with a mean
age of 62 years and a mean body mass
index (BMI) of 28 kg/m* were evaluated.
84 % of the patients had already received

pre-treatment for essential hypertension.
26 % of all the patients were known to
have had hypertension for at least
10 years. Around 70 % had further conco-
mitant diseases.
The mean blood pressure before the
beginning of the study was 162.5/
94.5 mmHg, the mean reduction after
around three months was 28.4/
13.5 mmHg. Just under 80 % of the pa-
tients reached the desired target blood
pressure after the observation period.
The global assessment of the physi-
cians shows that the efficacy of the drugs
was “very good” to “good” for 94 % of the
patients. Global tolerability was assessed
as “very good” and “good” for 97 % of the
patients. Compliance was stated as “very
good" and “good” for 97 % of the patients.
Adverse drug reactions were documented
for 2% of all patients.

H
e Table 2: Laboratory parameters at Visit 1 and Visit 3.
Nausea
Patients within | Patients within
o7 Laboratory parameter reference range | reference range
~ Visit 1 (%) ~ Visit 3 (%)
Albumin (n =4,109) 85.8 90.7
Creatinine (n = 4,061) 90.1 93.6
LDL (n=2,574) 50.9 62.7
HDL (n = 2,441) 66.8 77.1
HbAlc (n=2,077) 39.3 43.8

Arzneimittelforschung
2010;60(3):124-130




1) Metabolik parametreler _ LERKANIDIPIN + ENALAPRIL
iizerine olumlu etki ki Etki Mekanizmasi ile Hedef Organ Korumasi
gosterir

2) Diyabetik hipertansif =
hastalar '

3) Kardiyovaskller
koruma

4) Nefroprotektif
5) Yiksek tedavi yanit

O ra n I Lerkanidipin | SVH Geriletir** Bobrek Hasarindan Korur'™ ggilieekrfm'f:zgikardi‘ gztﬁiﬁii:rsluE[};;Z'SI;gnndmeie"2
6) Te k do Zla h a Sta U yU mu Enalapril | Atrial Fibrilasyonu Azaltir®| Bobrek Hasarindan Korur® | SVH Azalfir Mortaliteyi Azaltir®

/) Yuksek hasta glivenligi

£ Silngm Rl oe gl Vanepemtisaid sk Fs Ranageinenl 51 B RS A5 Drug Investing 2010;30(12):843-54. 3. Shi Y et al. Cardiovasco Res 2002;54(2)456-61.

S Hiieang fore G ok Boy Baiioveec | e T e o 4. Davies RO et al. Br | Clin Pharmacol 1984;18 Suppi 2:2155-2295. 5. CONSENSUS

1. Lorenzo Ghiadoni et al. Vascul Pharmacal. 2017 May,92:16-21. 1. Borghi C. Vasc Health Risk Manag 2005:1(3):173-82. 2. Borghi C. Cicero AF. Cin
4. L Chnistian Rump et al. Arzneimittefforschung . 2010:60(3):124-30.

Trial Study Group. N Eng ] Med 1987;316:1429-35.
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Alinacak Mesa/

Hipertansiyon tanisi ve Kardiyovaskuler sistem risklini azaltmak icin

uyumaktan vazgecin !!!
llginiz icin tesekkir ederim
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