|| ANTIANGINAL DRUGS I

LEARNING OUTCOMES

Recognize variables contributing to a
balanced myocardial supply versus

demand

Expand on the drugs used to alleviate
acute anginal attacks versus those
meant for prophylaxis & improvement
of survival

Detail the pharmacology of nitrates,

other vasodilators, & other drugs used | |
as antianginal therapy. :




MINICASE |

Helmi, a 62-year-old male smoker with T2DM &
hypertension presents with a 4-month history of
exertional chest pain.

Physical examination shows a BP of 152/90 mm Hg
but is otherwise unremarkable.

The ECG is normal, & laboratory tests show a fasting
blood glucose value of 110 mg/dL, glycosylated
hemoglobin 6.0%, creatinine 1.1 mg/dL, total
cholesterol 160, LDL 120, HDL 38, & triglycerides 147
mg/dL.

He exercises for 8 minutes, experiences chest pain, &
Is found to have a 2-mm ST-segment depression at
the end of exercise.







Typical distribution
of referred pain
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)u say it's a sharp, stabbing pain. Hmmmm
\ ... sharp ... stabbing pain.”







Angina
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| Coronary Arteries ..

In Exercise

- Respiration in sk m T, Demand for O2 & glucose T, So CO has toT
- Gfeater amount of bld to be delivered to sk m (we need perfusion
to |)

So we need to Tthe amount of bld that go into the hrt (CO) toT .
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WHAT IS BASIC MECHANISM OF ANGIA PECTORIS?

WHAT ARE THE DETERMINANTS OF
OXYGEN DEMAND & SUPPLY?

ANGINA PECTORIS IS A CONSEQUENCE
OF MYOCARDIAL OXYGEN DEMAND
EXCEEDING MYOCARDIAL OXYGEN SUPPLY

Myocardial
Oxygen
Balance
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Types of Angina Pectoris

oz

Stable Angina

Variant Angina

Effort : Prinzmetal.
Typical. l
- a- receptor
Atherosclerosis. mediated V.C.
. With or without
Exercise, atherosclerosis.
Emotion, l
Heavy meal. Pain even at rest
l
I Pain
.\"?. \D

‘ Unstable Angina

Accelrated.

v

Severe type.

change in pattern.

T frequency& or
duration of pain.
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u Traditional ‘Approach- ﬂ New approaches

Metabolic
modulation
(Trimetazidine)

K+ channel openner

(Nicorandil)

Sinus node
inhibition
(lvabrading)

Calcium
Channel Blocker

Venodilator Arteriodilator

-- preload l -- Cardiac work ] -- afterload
- ) [ Coronary dilatation [ -
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Afterload
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drug solution

adhesive

inert layer

rate-controlling
membrane

Key' Onset of action
- Duration of action

Nitroglycerin

Sublingual
tablet or
spray

Oral,
sustained-
release

Trans-
dermal

=



Isosorbide dinitrate

Sublingual

Oral,
slow-
release

Isosorbide mononitrate

Oral, 30 min
extended-
release ¢ -
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Mechanisms of Clinical Effect
The beneficial and deleterious effects of n#rate-mduced vasodilation are summarzed m Tablke 12-2.

TABLE 12-2 Beneficial and deleterious effects of nitrates in the treatment of angina.

Effect Mechanism and Result

Potential beneficial effects

Decreased ventricular volume Decreased work and myocardial

Decreased arterial pressure oxygen requirement

Decreased ejection time

Vasodilation of epicardial Relief of coronary artery spasm

coronary arteries

Increased collateral flow Improved perfusion of ischemic
myocardium

Decreased left ventricular Improved subendocardial

diastolic pressure perfusion

Potential deleterious effects

Reflex tachycardia Increased myocardial oxygen
requirement; decreased diastolic
perfusion time and coronary
perfusion

Reflex increase in contractility Increased myocardial oxygen
requirement



