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Paciente com DM, HAS e DAC (IAM recente), HBAC 7%, IMC 42:

A curva J teria importancia no tratamento deste paciente?

Claudio Marcelo B. das Virgens
Salvador, 11 de maio de 2017
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Freqgliéncia de Doenca Cardiaca Isquémica por PAS, PAD e Idade

Pressao Arterial Sistolica
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Lewington S et al. Lancet. 2002;360(9349):1903-1913.

Pressao Arterial Diastolica
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O Risco de Mortalidade Cardiovaslicular Dobra a Cada
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PAS/PAD (mm Hg)

PAS = Presséao Arterial Sistélica; PAD = Pressao Arterial Diastolica.
*idade 40-69 anos, PA de inicio 115/75 mm Hg

Chobanian AV et al. JAMA. 2003;289:2560-2572.
Lewington S et al. Lancet. 2002;360:1903-1913




300.000 Por ano

Hipertensao

! Outras DVC 107.408

Lotufo, PA. RSOCESP 1996, 6: 541-7



Hipertens Riesgo Vasc. 2015;32(2):71-82

Hipertension

y riesgo vascular

o Hipertension

www.elsevier.es/hipertension

REVIEW

Optimal blood pressure targets in 2014 - Does the \!)CW
guideline recommendation match the evidence base?




Clinical Trial of BP Lowerng in Diabetic Patients:
Mean Achieved Systolic (SBP)

Mean SBP Mean SBP CVD Risk
Trial N conventional Iintensive Reduction

SHEP 583 135 146 22-56%

Syst-EUR 492 162 133 62-69%

HOT 1,501 148 144 30-67%
UKPDS 1,148 154 144 32-44%
ABCD 470 138 132 No CVD |

ADVANCE 11,140 140 135 14% mortality |

SHEP - JAMA. 1991 Jun 26:265(24):3255-64. UKPDS - THE LANCET » Vol 352 « September 12, 1998

Syst-Eur. Lancet. 1997;350:757-764. ABCD N Engl J Med 2000; 343:1969.
HOT randomised trial. Lancet 1998;351:1755—- 62. ADVANCED. N Engl J] Med 2008 Jun 6.




Relation of reduction in pressure to first myocardial infarction in
patients receiving treatment for severe hypertension.

Pres=30 arterial @ mortalidade

Causalidade Reversa
Pressdo de pulso
Hipoperfusdo coronariana

Fressao arteral

Lancet 1979, 1(8121):861-865.
JACC Vol. 54, No. 20, 2009:1827-34
Rev Bras Hipertens vol.17(3):156-159, 2010.




Curva J e Desfechos Cardiovasculares

Ongoing Telmisartan Alone and in Combination with Treating to New Targets (TNT)
Ramipril Global Endpoint Trial (ONTARGET)
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Hypertens. 2009;27:1360-9. J Am Coll Cardiol. 2009;53:A217




PRavastatin OR atorVastatin Evaluation andInfection Therapy-

Thrombolysis In Myocardial Infarction (PROVEIT-TIMI) 22 trial.
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e J-Curve Between Blood Pressure and Coronary Artery Dise:
or Essential Hypertension
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CC Vol. 54, 2009:1827-34



goressive Blood Pressure Lowering Is Dangerous: The J-Cur
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usted (A) and adjusted (B) relation between achieved (average in-treatment) diastolic blood pressure and risk of pri
me in hypertensive patients with coronary artery disease enrolled in the International Verapamil-Trandolapril Study.

tension. 2014;63:37-40




Relacao entre Reducao da SBP e a Mortalidade Cardiovascula
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Cardio-SIS Trial

1,111 patients >55 years with SBP >150 mm Hg randomized to treatment to achieve
usual BP control (SBP <140 mm Hg) or intensive BP control (SBP <130 mm Hg)
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*Composite of death, MI, CVA, TIA, CHF, angina, new AF,
revascularization, aortic dissection, PAD, and ESRD

AF=Atrial fibrillation, ESRD=End stage renal disease, CHF=Congestive heart failure,
CVA=Cerebrovascular accident, LVH=Left ventricular hypertrophy, MI=Myocardial infarction,
PAD=Peripheral artery disease, SBP=Systolic blood pressure, TIA=Transient ischemic attack




Hypertension Optimal Treatment (HOT) Study

18,790 patients with a baseline diastolic BP of 100-115 mm Hg randomized to a target
diastolic BP of <90 mm Hg, <85 mm Hg, or <80 mm Hg

Patients with Patients without
Diabetes Diabetes
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Diastolic BP goal Diastolic BP goal
More intensive blood pressure control provides greater benefit in diabetics

Hansson L et al. Lancet 1998:351:1755-1762 BP=Blood pressure, CV=Cardiovascular




UKPDS Results: Tight BP Control

Risk Reduction*

P=0.0046 P=0.019 P=0.013 P=0.0092 P=0.0038 P=0.0036 P=0.0043
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*Compared with less tight control. Captopril and atenoiol were equally effective in
reducing risk and were equally safe in patients with diabetes.

BMJ. 1998;317: 703-713




International Verapamil-Trandolapril Study (INVEST)—DM Substudy

All-Cause Mortality — US Diabetics (n=5077), including extended follow-up
60

6,400 diabetic patients from the INVEST study Not Controlled
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Cooper-DeHoff RM et al. JAMA 2010;304:61-68




Intensive Blood Glucose Control and Vascular Outcomes in Patients with Type 2 Diabetes
The ADVANCE Collaborative Group
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N Engl J Med 2008;358:2560-72.
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Effects of Intensive Blood-Pressure Control in Type 2 Diabetes Mellitus

The ACCORD Study Group
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ACCORD Results are Mixed

Intensive Standard
Events (%/yr) Events (%/yr) HR (95% Cl)
Cardiovascular Deaths 1.06 (0.74-1.52) 74

Total Stroke m 0.59 (0.39-0.89)

ACCORD study group. NEJM 2010;362:1575-1585
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UKPDS, ADVANDE AND ACCORD Trial

B Myodardial Infarction

@ Microvascular end points
Adjusted incidence per
1000 person years (%)

UKPDS

Updated mean systolic
110 120 130 140 150 160 170 blood pressure (mm Hg)

UK Prospective Diabetes Study; BMJ Vol 321: 412-419, 12 August 2000



No J-Curve in UKPDS

Any diabetes-related endpoint
{12?—1’:# per 10mm Hg* in systolic BP

Diabetes-related mortality
{1?%* per 10mm Hg# in systolic BP I
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Hazard ratio 2.0
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130 140 150 160

Updated mean systolic BP(mm Hg)
P<0.001 (95% C1)

UK Prospective Diabetes Study; BMJ Vol 321: 412-419, 12 August 2000




What Make This Difference?

ACCORD INVEST ONTARGET UKPDS

Age 62 66 66.4 53

DM duration 10 May be long? % of DM Pts
(years) =37.5

Prior CV 34% 100% MI 49%,

event (%) staba!i Ez}gina
. 0




A Lesson from Unsuccessful Trnal
- ABC Management in ACCORD

Intensive Standard

A1cC (average) 6.4% 7.9%
Blood pressure 119.3 mmHCcg 133.5 mmHg

- systolic (average)

Cholesterol (at the end)
LDL cholesterol 81.1 mg/dl 80 mg/dl
Triglyceride 122 mg/dl 144 mg/dl
HDL cholesterol 41.2 mg/dl 40.5 mg/dl J

Event rate in the standard therapy group was
50% lower than the expected rate
- Multifactorial intervention is important!




Randomized Trial of Intensive versus Standard Blood-Pressure Cont

The SPRINT Research Group
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Hypertension Treatment ACCORDing to SPRINT

P Value for
Qutcoma Event Rate per Year with Standard Treatmaent Risk Ratio (95% CI) Haterogeneity
percent
Manfatal myacardial infarction
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Combaned -*-— 0LED (0.74-1.07)
Stroke
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ACCORD trial
Combined
Brimary outcome as defined
in each trial
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ACCORD trial —

Combined

0.F7 (0U6E=0.95]

0,81 {0.72-0.92)
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Caranary Srodon Heart W Unexpected Intensive Standard

event failure  or presumed Treatment Treatment
cardiovascular Beller Helier
death

Texas Heart Institute Journal * Aug. 2016, Vol. 43, No.4




A curva J teria importancia no tratamento em DM?

l.Recomenda-se manter niveis pressoricos sistolicos<130
mmHg em portadores de DM e em pacientes de muito alto
risco cardiovascular (eventos CV prévio).

2.0 fendmeno da Curva — J pode ocorrer em portadores de
doenca aterosclerOtica arterial, na vigéncia de controle
preessorico €xcessivo.



