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Kombinasyon mu? Sabit Doz
Kombinasyonu mu?
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Plan

Kan Basinci Kontrolunin Onemi ve
Kardiyovaskiler Sonuclar Uzerine Etkisi

Kan Basinci Kontrolinun Ganumuzdeki Duzeyi

Antihipertansif Ilaclarin Etki Mekanizmalari
Monoterapinin Etkinligi

Kombinasyon Tedavilerinin Etkinligi

Serbest Kombinasyon Tedavisi ile Sabit Doz
Kombinasyonu Arasindaki Farklar
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20/10 mm Hg_
i

KV
mortalite
riski

115/75 135/85 155/95 175/105
SKB/DKB (mm HQg)

*Individuals aged 40-70 years, starting at BP 115/75 mm Hg.

CV, cardiovascular; SBP, systolic blood pressure; DBP, diastolic blood pressure
Lewington S, et al. Lancet. 2002; 60:1903-1913.

JNC 7. JAMA. 2003;289:2560-2572.




Kan Basincinda 2 mm Hg’lik Dlsus Bile

61 prospektif, gozlemsel calismanin meta-analizi

1 milyon erigkin

7% iskemik kalp
S Ul

mortalite riskinde
Ortalama SKB’'nda azalma

2 mm Hg lik

azalma 10% inmeye bagli
mortalite riskinde
azalma

Lewington S et al. Lancet 2002;360:1903-1913.




Uzun Sdreli Antihipertansif Tedavi KV
Olaylari Belirgin Olarak Azaltir

_ Myokard Kalp
Inme Infarkttisi Yetmezligi

KV
olaylarda %20-%25
ortalama

azalma (%)
%35-%40

Blood Pressure Lowering Treatment Trialists’ Collaboration. Lancet. 2000;355:1955-1964.




“Amac: Hedefe Ulasmak”

-ARTI-

Hipertansiyon _
Diabet veya Renal Hastalik

< 140/90 mmHg < 130/




Sinvada [

KB kontrol altinda olan hastalar (<140/90 mm Hg)

Belcika 25% Kanada 16% Cin 3% ingiltere 6% Fransa 33%

Italya 9% Polonya 4% Rusya 6% Ispanya 16%

Erdine. European Society of Hypertension Scientific Newsletter 2000




ABD’de Durum

NHANES1 | NHANES2 | NHANES3 | NHANES NHANES
1976-1980 | 1980-1991 |1991-1994 | 1999-2000 | 2007-2008
Farkindalik

Tedavi

Kontrol
Veriler 18-74 yas grubuna ait.

SKB = 140 mmHg ve/veya DKB = 90 mmHg,.
Kontrol SKB < 140 mmHg ve DKB < 90 mmHg

JAMA 2010; 303:2043




Ulkemizde Durum

TUrk Hipertansiyon ve Bobrek Hastaliklari Dernegi 2012




Kan Basincini Etkileyen Mekanizmalar
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nertansif Ilaclar
(Etki Mekanizmalari)

m Etki Mekanizmasi

Diliretik Thiazide ditretikleri distal tubullerde NaCl reabsorbsiyonunu
bloke eder

ACE-I AT Il aracih etkileri (vazokonstriksiyon, aldosteron saliniminin
uyarilmasi) azaltir, kinin aracili vazodilatasyonu artirir.

AT-1 reseptor blokaji ile AT II’'nin vaskuler ve myokardial
duzeydeki etkilerini antagonize eder

Vaskuler duz kas relaksasyonu ile vaskiler direnci azaltir

Renin salinimini direk baskilayarak ve beta-adrenerjik sempatik
stimulasyonu engelleyerek myokard kontraktilitesi ve kalp
hizini azaltir




Monoterapi Yeterli mi?




ALLHAT: Hastalar

e Ortalama yas = 67

e Siyah %32

e Kadin %47

e Bazal KB: 146/84 mmHg

e Antihipertansif kullanan hasta orani %90

e Onceden Ml veya inme oykisu: %23

@p 2 Diabet: %@

ALLHAT. JAMA. 2002 288(23):2981-97




ALLHAT Calismasi ve KB Kontrolu

1ilac M 2ilac >3 llag
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6 ay 1 yil 3 yil
Kan basinci kontroli <140/90 mmHg
%049.8 %055.2 %062.3
Cushman WC, et al. J Clin Hypertens. 2002;4:393-405.




LIFE Calismasi Tedavi Dagilimi*

Losartan (ortalama doz 82 mq)

Yalniz 50 mg

50 mg + ek ilacglar*

Caligsma disi ilaclar
[] 100 mg * ek ilaclar*

L] Yalniz
1 Yalniz HCTZ ile

B Yalniz diger ilacglarla

B HCTZ ve diger
22%

ilaclarla

*Sonlanim noktasinda ya da
takip sonrasinda




Monoterapi mi? Kombinasyon

Tedavisi mi?
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Wald DS. Am J Med 2009; 122:290-300



Antihipertansif Tedavi: Kan Basinci Hedefine
Ulasmak Icin Gerekli Ajan Sayisi

UKPDS (<85 mm Hg, diastolic)

MDRD (92 mm Hg, MAP)

HOT (<80 mm Hg, diastolic)

AASK (<92 mm Hg, MAP)

RENAAL (<140/90 mm Hg)

IDNT (<135/85 mm Hg)

2 3 4

Antihipertansif ilac Sayisi

Adapted from Bakris et al, Brenner et al, and Lewis et al.




Sistolik KB “10”lar Kural,

Monoterapi |

Eklenen her ilac kan basincinda ortalama
10 mmHg ilave azalma saglar




llac Tedavisinin Etkinligi Nasil

Artirilabilir?

Farkli mekanizmalar tUzerine etki gostermeli

Kontrregulatuar sistemlerin aktivasyonuna
engel olmali

Additif etki gostermeli
Farmakokinetik olarak uyum saglamali

Bir ilacin gosterdigi yan etki digeri tarafindan
azaltiimali

llac sayisi azaltilmal




e Tercih edilen e Az etkin olanlar

kombinasyonlar — ACEi/ARB
— RAS inhibitori + ditiretik — ACEI/BB

— RAS inhibitdri + CCB — ARB/BB
CCB(nondihidropiridin)/BB

Santral etkili ajan/BB

e Kabul edilebilir olanlar
BB/Diuretik
CCB(dihidropiridin)/BB
CCB/Dilretik

Thiazide ditretik/K tutucu
ditdretik




Diliretikler ve RAS Inhibitorleri

Diuretikler

Baslangic [ |Plazma Volimu

—— | Kalp Debisi

Uzun sure ——> | Kan Basinci

—— | Arteriyal Rezistans

Kontrregulatuar
Mekanizmalar , "

» | Renal Perflizyor RAS
v Inhibitoru

T Renin/Angiotensin Aktivitesi

|
1 Arteriyal Rezistans

|

1 Kan Basinci

Moser and Setaro, Med Clin N Am 2004:88:167-187




RAS Inhibitorii + CCB

Additif etki

CCB tolerabilitesini artirir

Kalp hizi artisint RAS inhibitoru bloke eder
Periferik 6demi azaltir

Arterioler dilatasyonun yol actigi 6dem RAS
inhibitorlerinin yol actigi venodilatasyon
araciligi ile artmis basinc¢ gradientini dusurerek
bu etki saglanir.




d
CCB monotherapy

Arteriolar vasodilation Venous resistance unchangec

Increased capillary
prassure

Oedema formation

b
CCB + RAS inhibitor

Artenolar vasodilation Venous vasodilation

Capillary pressure
lowear than in A

Oedema formation reduced



ACCOMPLISH: Tasarim

Serbest
antihipertansijf
ajanlar*

Amlodipin 10 +
benazepril 40 mg

Amlodipin 5 mg +
benazepril 40 mg

Amlodipin 5 mg +
benazepril 20 mg

_

Benazepril 20 mg +
HCTZ 12.5 mg

Tarama
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Benazepril 40 mg +
HCTZ 12.5 mg

Benazepril 40 mg +
KB Hedefi <140/90 mmHg; diabet ya da HCTZ 25 mg
b6brek yetmezligi varsa <130/80 mmHg

Serbest
antihipertansijf
ajanlar*

14 Giin 1. Gun 1. Ay : 3. Ay 5. Yil
| | ]

*Beta bloker alfa bloker; clonidine; (lup ditretikleri).

Jamerson KA et al. Am J Hypertens. 2003;16(part2)193A




Sistolik Kan Basincinin Seyri

ACEI/HCTZ
N=5733

= CCB /ACEI
N=5713

Month () 6 30

FEUENE o 5377 5154 4980 2594

*Mean values are taken at 30 months F/U visit
- DBP: 71.1 DBP: 72.8




ACCOMPLISH: Baslangic kombinasyon tedavisi ile
yuksek oranda kontrol

Bazal kontrol
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ACEI/HCTZ CCB / ACEl
N=5733 N=5713

P<0.001 30 aylik takip sirasinda
Kontrol tanimi: <140/90 mmHg




Primer Sonlanim Noktasi Kaplan Meier Egrisi

ACEI/HCTZ 20% Risk Azalmasi
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800 1000 1200 1400

IIk KV morbidite/mortalite suresi (giin)

HR (95% CI): 0.80 (0.72, 0.90)
INTERIM RESULTS Mar 08




6 ay icinde KB kontrolu saglanmis 5006 valsartan ve
amlodipin hastasinin sonuclari KB kontrolu
saglanamayan hastalardan daha iyi

SKB, yas, cinsiyet, 6nceden KAH, inme ve diabet
varligl acisindan esdeger

KB kontroliinden sonraki 5 yillik donemde MI, inme
ve mortalite her 2 grupta esit

KB kontrolu ilac tipinden bagimsiz olarak sonlanim
noktalari Gzerinde 6nemli oranda vyararli etkiye sahip




INVEST

22576 hasta HT + KAH
Verapamil ve atenolol bazli rejimlerle tedavi

Tum sebeplere bagli mortalite, non fatal Ml ve
inme Uzerine etkisinin degerlendirilmesi

DM, KBY veya KY varliginda trandolapril 2mg

KB kontroll icin ilave antihipertansif




INVEST

(International Verapamil Trandolapril Study)

Kan basincinin kontrol altinda oldugu vizit orani ile klinik sonuclar arasindaki iligki

B FPrimary Outcome
For each oulcome, p-values for trend <0.001 I MI (Fatal + Nonfatal)

10.8 [ ] Stroke (Fatal + Nonfatal)

8.1

ﬂ‘ﬂ]
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>25% lo <50% >50% lo <T5%
Proportion of Visils with BP Control {(<140/80 mmHg)
Total patients (n) 3TsT 6664
Mancia G et al. Hypertension 2007;50:299-305




Valsartan vs Valsartan + HCTZ

9 cift kor, plasebo kontrolli, sabit doz
kombinasyonu iceren calismanin metaanalizi

Valsartan 80/160/320 mg

Valsartan/HCTZ: 80/12.5, 160/12.5, 160/25,
320/12.5, 320/25 mg

8 haftalik sonuclar




160 180/HCTZ

Treatment Groups




Patients Achieving Goal (%)

100 -
90
80 —
70 —

60 —

w Yalzartan 320/HCTZ

Valsartan 180/HCT.L

__— === Valzartan 320
s Valzartan™CTE 801 2.5
4 e Valsartan 160

21 28 35

Duration of Treatment (da




Kombinasyon Tedavisi Baslangicta
Kullantimali mi?

Initial Combination Therapy Reduces the Risk of
Cardiovascular Events in Hypertensive Patients
A Matched Cohort Study

Alan H. Gradman, Héléne Parisé, Patrick Lefebvre, Heather Falvey,
Mane-Heélene Laleuille, Mer Sheng Duhb

Abafracs—This study evaluated the effects of inftlal versus delnyed tremtment with a drug combination on blood pressure
(BP) contral and the nisk of cardiovascular (CV) events in hypenensive paticnts. Clinical tnalks suggest that the time 1o BP
comibrol 15 an tmportant determiinant of long-lemm oulcomes, bl real-workl evidence (s scarce, Using electionic mwdical
chans (2000—=2009), we retrospectively analyzaed 1762 adult patients with BI* elevation iniuating comblinution therapy
matched 121 with similar patients inltisting monotherapy and later switched o combination therapy, Incldence mte rmtios
Of CV evenls (myocindial Infarcuion, stroke/iransient ISChemic atac k., or BospiLLlization for heart (3 1wre ) oF all-Cause deith




Hedef Kan Basincina Ulasan

Hastalar

Log-Bank P = 0.0040
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—— Combination Therapy Add-on




Incidence Rate®

{Combination Therapy
vs. Add-on) IRRA (95% Cht P-Valuet
All Patients
{1762 Patients in Each Cohort)
Acute Myocardial Infarction (.45 v=. 0.00 0.19 {010 - 0.34) —— = (1
Stroka/TIA 257vs 284 0.70 (0.59 - 1.06) = i 01172
Hospitalization for Heart Failure .55 ws. 0.78 0.54 {0.31 - 0.95) : - 0.0311
Overall 334 vs. 4.10 0.62 (048 - 0.20) e —— 0.0002
Overall (With Death) 358 vs. 428 0.66 (0.52 -0.84) — 0.0008

Excluding Patients with Diabetes or CKD
(803 Patients in Each Cohort)

Acuie Myocardial Infarction 0.24 vs. (.68 012{0.04-037) +—B8——— 0.0002

Stroke/TIA 1.80 vs, 258 0.55 (0.23 - 0.91) 2 | 0.0200

Hospitalization for Heart Failure 0,34 ws. 0.63 041 (015 -1.14) b L { 0.0875

Overall 2.30vs. 3.55 0.44 (028 - 0.68) = t 0.0002

Overall (With Death) 240vs, 3.68 0.45 {028 - 0.69) = 0.0002
i 0.25 0.5 075 1.00 1.25

Combination Therapy Add-on
Better Better



Baslangic vs. Sonradan

Kombinasyon Tedavisi

ncidence Hate
(Combination Therapy

vs. Add-on) IRA {95% CI)t P-Valuet
All Patients
(1762 Patients in Each Cohort)
Urgent Caret 025 vs 0.28 0.88 (081 - 0.85) ' = 1 0022
Cutpatient Sarvicas 8268 vs. 0.03 0.93 (0,91 - 094} - <. 0001
Other Sarvicas 18.11 w5, 20.18 0.81 (080 - 0.81) +Hl < D001
All Services 28.62 ws. 29.50 081 {0.90 - 0.82) 8 1 < 000

Excluding Patients with Diabetes or CKD
{803 Patients in Each Cohort)

Urgent Caret 0.21 vs. 0.24 0.03 (0.81 - 1.06) : " 0.2777
Outpatient Sarvicas 7.60 vs. B.34 0.83 (0.91 - 0.85) o <0007
Other Sorvices 15.43 va, 18.02 .89 (067 - 0.90) T =,0001
All Services 23.24 vs_26.60 0.0 (0.89 - 0.01) e <0007
075 0.85 0.95 1.05 1.15 1.25
Combination Therapy Add-on

Better Better




Sabit Doz Kullanimi ve Yan Etki

478reports
(Pub-med, Weab of Science
and Cochrane Registry).

323 reports excluded [

- non-English literatura - 1|'

= not ananti-hypertensive

drugs (majority ) 155 reports on FDC of

anti-hypertensive drugs

88sludies 67 reviews commaenlaries,
(RCT, clinical trial and prospaective mata-analysas alc.
or retrospactive cohort studias) References hand-saarched
Studieswith inappropriate | | Studies with inappropriate
comparators excludeda.g. .- *  comparators excluded 8.9
placabo, single drug or placabo, single drug or
another fixed dosa anotherr figed dose
binats - - binat
combinaten [ 9 studies included G studies included ] camBinaten

15 studies included in analysis
Gupta A K et al. Hypertension 2010;55:399-407




Sabit Doz Kullanimi ve Yan Etki

Sikligi

Study

Schweizer et al. 2007 0.50 (0.21, 1.20)

Forrest et al. 1980 0.73 (0.43, 1.24)

Olvera et al. 1991 1.00 (0.40, 2.47)
Mancia et al. 2004 1.31 (0.58, 2.99)
0.80 (0.39, 1.66)

0.80 (0.58, 1.11)

Gupta A K et al. Hypertension 2010;55:399-407




Sonuc

Kombinasyon tedavisi rutin olarak kullanilabilir.
*Tercih edilen veya kabul edilebilir kombinasyonlari
kullan.

Hedefe wulasmak icin KB 220/10 mmHg
disurulmesi gerekiyorsa rutin olarak kombinasyon
tedavisi basla.

*Evre 1 hastada kombinasyon tedavisine gecersen
basladigin ilacta ilk kullandigin ilacin yan etkisini
kompanse eden bir ila¢ kullan

*Ayri ilaclar yerine sabit doz kombinasyonu kullan.




Tesekkurler




