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MECHANISMS OF DRUGS THAT AFFECT THE VASCULAR SYSTEM OF THE
HEART
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Annotation: Cardiovascular drug, any agent that affects the function of the heart and blood
vessels. Drugs that act on the cardiovascular system are among the most widely used in medicine.
Examples of disorders in which such drugs may be useful include hypertension (high blood
pressure), angina pectoris (chest pain resulting from inadequate blood flow through the coronary
arteries to the heart muscle), heart failure (inadequate output of the heart muscle in relation to the
needs of the rest of the body), and arrhythmias (disturbances of cardiac rhythm).
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When insufficient blood reaches the heart, waste products accumulate in the heart muscle and
irritate local nerve endings, causing a deep sensation of heaviness, squeezing, or burning that is
most prominent behind or beneath the breastbone and over the heart and stomach. In some
instances, the sensation may radiate into the shoulders, the neck, the jaw, or the arms on one or
both sides of the body. A feeling of constriction or suffocation often accompanies the discomfort,
though there is seldom actual difficulty in breathing. Symptoms usually subside within five
minutes. In acute cases (e.g., unstable angina or acute coronary syndrome), the skin becomes
pale and the pulse is weak. Although symptoms may be mild in some cases, the peculiar qualities
of angina pectoris may induce anxiety.

Attacks of angina can be precipitated by walking or more strenuous exertion; by anger, fear, or
other stressful emotional states; by exercise after a large meal; or by exposure to cold or wind.
Attacks are apt to recur following less or no exertion as coronary heart disease worsens. Angina
pectoris is rare in persons under middle age and tends to be more common in men than in women.
Men and women sometimes experience different symptoms; women, for example, may
experience nausea or vomiting, feel sharp pain rather than pressure in the chest, or have
symptoms of increased duration. Differences in the characteristics of angina are attributed to
differences in the underlying conditions that precipitate angina; for example, coronary artery
disease frequently is associated with angina in men, whereas coronary microvascular disease is a
common cause of angina in women.

Effects on heart function

Drugs affect the function of the heart in three main ways. They can affect the force of
contraction of the heart muscle (inotropic effects); they can affect the frequency of the heartbeat,
or heart rate (chronotropic effects); or they can affect the regularity of the heartbeat (rhythmic
effects).
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Contractions

Inotropic agents are drugs that influence the force of contraction of cardiac muscle and thereby
affect cardiac output. Drugs have a positive inotropic effect if they increase the force of the
heart’s contraction. The cardiac glycosides, substances that occur in the leaves of the foxglove
(Digitalis purpurea) and other plants, are the most important group of inotropic agents.
Although they have been used for many purposes throughout history, the effectiveness of cardiac
glycosides in heart disease was established in 1785 by English physician William Withering,
who successfully used an extract of foxglove leaves to treat heart failure. The two compounds
most often used therapeutically are digoxin and digitoxin.

Cardiac glycosides, however, have disadvantageous side effects. These include a tendency to
block conduction of the electrical impulse that causes contraction as it passes from the atria to
the ventricles of the heart (heart block). Cardiac glycosides also have a tendency to produce an
abnormal cardiac rhythm by causing electrical impulses to be generated at points in the heart
other than the normal pacemaker region, the cells that rhythmically maintain the heartbeat. These
irregular impulses result in ectopic heartbeats, which are out of sequence with the normal cardiac
rhythm. Occasional ectopic beats are harmless, but if this process continues to a complete
disorganization of the cardiac rhythm (ventricular fibrillation), the pumping action of the heart is
stopped, and death occurs within minutes unless resuscitation is performed. Because the margin
of safety between the therapeutic and the toxic doses of glycosides is relatively narrow, they
must be used carefully.

Cardiac glycosides are believed to increase the force of cardiac muscle contraction by binding to
and inhibiting the action of a membrane enzyme that extrudes sodium ions from the cell interior.
These drugs also enhance the release of calcium from internal stores, resulting in a rise in
intracellular calcium. This subsequently increases the force of contraction, since intracellular
calcium ions are responsible for initiating the shortening of muscle cells.

The disturbances of rhythm that may be caused by cardiac glycosides result partly from the
depolarization and partly from the increase in intracellular calcium. Because these rhythm
disturbances are caused by the same underlying mechanism that causes the beneficial effect,
there is no likelihood of finding a cardiac glycoside with a significantly better margin of safety.
Apart from their cardiac actions, these glycosides tend to cause nausea and loss of appetite.
Because digoxin and digitoxin have long plasma half-lives (two and seven days, respectively),
they are liable to accumulate in the body. Treatment with either of these drugs must involve
careful monitoring to avoid the adverse effects that may result from their slow buildup in the
body. The second type of inotropic agents that increase the force of cardiac muscle contractiong
includes dobutamine. Administered intravenously in moderate doses, dobutamine will increase
contractility without affecting blood pressure or heart rate.

Heart rate

The heart rate is controlled by the opposing actions of sympathetic and parasympathetic ne
and by the action of epinephrine released from the adrenal gland. Norepinephrine

sympathetic nerves in the heart, and epinephrine, released by the adrg
heart rate, whereas acetylcholine, released from parasympathetic
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competitive antagonist that acts to inhibit the stimulating action of norepinephrine on the heart is
propanolol, which slows the heart and is often used to treat anginal attacks and disturbances of
cardiac rhythm. Atropine blocks acetylcholine receptors and is used during anesthesia to prevent
excessive cardiac slowing.

There are a number of drugs that are useful in treating abnormalities in heart rate. Reentrant
rhythm and ectopic pacemakers cause abnormally high heart rates (tachycardia), and they require
treatment with drugs that slow the heart and reduce the electrical excitability of the muscle cells.
Reentrant rhythms can be eliminated by increasing the refractory period of the cells, which is the
interval following transmission of an electrical impulse during which the cell cannot be reexcited
by another impulse. Increasing the refractory period has the effect of reducing the frequency at
which impulses can be transmitted.

Quinidine, procainamide, lidocaine, and phenytoin exert their antiarrhythmic effects by reducing
electrical excitability. Quinidine and procainamide have the disadvantage that they reduce the
force of contraction of the heart and tend to lower blood pressure. They are also liable to cause
side effects such as nausea and skin rashes. Lidocaine, which is also used as a local anesthetic,
has a very short duration of action and must be given intravenously; its main use is in the
prevention of ventricular arrhythmias following acute occlusion (blockage) of a coronary artery.

An important factor tending to exacerbate ectopic pacemakers is the release of norepinephrine
from sympathetic nerves. Norepinephrine acts on beta-adrenoceptors in the heart to increase its
rate, which strongly increases the tendency for ectopic pacemakers to develop. Beta-
adrenoceptor-blocking drugs (e.g., propranolol), commonly known as beta-blockers, are widely
used to control these types of arrhythmia because they slow the actions of the heart. They also
tend to reduce the force of contraction of the heart, which can be a disadvantage, and they
produce various other unwanted effects.

In the mid-1970s the calcium channel blockers, another type of antiarrhythmic drug, were
introduced. Verapamil and diltiazem are important examples of this class of drugs. They reduce
the influx of calcium ions through the cell membrane, which normally occurs when the cell is
depolarized. This movement of calcium ions across the membrane appears to be important in the
genesis of reentrant rhythms and ectopic heartbeats. Inhibiting the influx of calcium ions is
effective in controlling many types of arrhythmia. Since calcium entry is essential for initiating
the contraction of heart muscle cells, calcium channel blockers tend to impair muscle
contractility. Since calcium entry is also important in the contraction of blood vessel smooth
muscle, these drugs cause vasodilation and tend to lower arterial blood pressure.

All the antiarrhythmic drugs discussed so far impair the conduction of the impulse for
contraction from atria to ventricles and therefore can cause heart block. Antiarrhythmic drugs
should be used carefully to avoid the various hazards and side effects that they may produce.
Heart block causes a pathological slowing of the heart and is not usually treated with drugs,
although beta-adrenoceptor agonists such as isoproterenol are sometimes used in emergencies.
An artificial electrical pacemaker device is usually fitted to provide effective long-term co
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Drugs affecting the blood vessels

Drugs affect blood vessels by altering the state of contraction of the smooth muscle in the vessel
wall, altering its diameter and thereby regulating the volume of blood flow. Such drugs are
classified as vasoconstrictors when they cause the smooth muscle lining to contract and
vasodilators when they cause it to relax. Drugs may act directly on the smooth muscle cells, or
they may act indirectly—for example, by altering the activity of nerves of the autonomic nervous
system that regulate vasoconstriction or vasodilation. Another type of indirect mechanism is the
action of vasodilator substances that work by releasing a smooth muscle relaxant substance from
the cells lining the interior of the vessel. Some drugs mainly affect arteries, which control the
resistance to blood flow in the vascular system, an important determinant of the arterial blood
pressure; others mainly affect the veins, which control the pressure of blood flowing back to the
heart and hence the cardiac output (i.e., the volume of blood pumped out by the heart per minute).

Apart from the actions of the autonomic nervous system, several other physiological mechanisms
regulate vascular smooth muscle. Of particular pharmacological importance are the renin-
angiotensin system and locally acting vasodilator substances, such as histamine, bradykinin,
prostaglandins, and nitric oxide.

Renin is an enzyme that is released into the bloodstream by the kidney when the blood pressure
falls. It acts on a plasma protein to produce a peptide, angiotensin I, which consists of a chain of
10 amino acids. This in turn is acted on by angiotensin converting enzyme (ACE) to produce an
eight-amino-acid peptide, angiotensin II (a potent vasoconstrictor), which raises the blood
pressure. ACE inhibitors, which block the formation of angiotensin II, are used in treating
hypertension, which is produced by excessive constriction of the small arteries. Drugs that block
the binding of angiotensin II to its receptor can also be used.

Other drugs used in the treatment of hypertension include methyldopa and clonidine, which work
at the level of the central nervous system; adrenoceptor-blocking drugs (e.g., propranolol, which
lowers blood pressure by reducing the cardiac output, and prazosin, which blocks the
vasoconstrictor action of norepinephrine); calcium channel blockers (e.g., nifedipine); and
nitrates (e.g., nitroglycerin tablets). Hypotensive drugs, particularly nitroglycerine tablets and
calcium channel blockers, are often used to relieve angina pectoris. Angina often is the result of
partial occlusion of the coronary vessels by fatty deposits (atheroma) or blood clots. Hypotensive
drugs reduce arterial blood pressure and cardiac output and thereby lower the work and oxygen
consumption of the heart. They also have some effect on the coronary vessels themselves, and
many direct blood toward the regions in which the flow is impaired.

Most antihypertensive drugs have a variety of unwanted effects, such as drowsiness, dizziness on
standing (due to an excessive postural fall in arterial pressure), impotence, and allergic reactions.
Though often fairly minor, side effects are a serious problem because of the long-term nature of
antihypertensive therapy, and better drugs are constantly being sought.

REFERENCES:

1. Mukhamedova, M., & Arnopolskaya, D. (2013). The Nitric Oxide
Chronic Heart Failure. International Journal of Biomedicine, 3(3),

278



INTERNATIONAL JOURNAL OF SCIENTIFIC RESEARCHERS ,

www.wordlyknowledge.uz Volume: 3, Issue: 2, 2024

e ISSN : 3030-332X IMPACT FACTOR ( Research bib ) - 7,293

2. Alyavi, B., Mukhamedova, M., & Arnopolskaya, D. (2013). The Effects of Torasemide on
Patients with Chronic Heart Failure. International Journal of Biomedicine, 3(1), 20-22.

3. Temaes, 3. O., AGgypaxmanoBa, H. @., & Myxamenosa, M. I'. (2018). XPOHUYECKAS
CEPAEUYHASI HEJJOCTATOUHOCTDH U ACIIEKTHI EE JIEUEHUS. In Hay4ssbrii mouck
B COBpeMeHHOM Mmupe (pp. 34-35).

4. ®ozunos, X. I'., lllex, A. b., bekmeroBa, ®. M., Anuesa, P. b., Myxamenoa, M. I,

Mynnabaesa, I'. V., ... & XoramoBa, M. H. (2021). Ocobennoctu naehopMarmOHHBIX

CBOWCTB JICBOTO KEITYA09YKa Y OOJIBHBIX C TOPAKCHHEM KOPOHAPHBIX apTepuil. KimHuueckas

U DKCTIepuMeHTaNbHas xupyprus, 9(3), 118-124.

Nasirova, G. A., & Mukhamedova, M. G. (2023). Chronic heart failure and COVID-19.

6. MyxamenoBa, M. I. (2023). PacnpoctpaHeHHOCTh DIEKTPOKapIUOTpaPUUIEecKUX
[IpenukropoB Buesannoit Cmeptu ¥V 3nmopoBsix Myxuun [IpussiBHOro Bospacra. Central
Asian Journal of Medical and Natural Science, 4(3), 1172-1180.

7. Mukhamedova, M., Orziev, D. Z., Uzokov, J. K., & Abdullaecv, A. X. (2023). Optimization
of antiplatelet therapy in patients with coronary artery disease and type 2 diabetes mellitus
after percutaneous coronary interventions. European Journal of Cardiovascular Nursing,
22(Supplement 1), zvad064-111.

8. Myxamenosa, M. I'., & Apnononsckas, /. . (2016). DddekTsr neTneBsIx AUypEeTHKOB B
0a3uCHOW Tepanmuu XPOHUYECKOW CEepAeYHON HeIOoCTaToYHOCTH. JKypHanl cepjiedHas
HeJoCcTaTouHOCTh, 17(1), 34-40.

9. Apnononsckas, [. W., & Myxamenoa, M. I'. (2019). Koppekuusi cucToandeckoin
TUCOYHKIIMM MHOKapAa, pa3BUBIICHCS Ha (OHE TNPOTUBOOHKOIOTHUECKON Tepanuu.
Research'n Practical Medicine Journal, 6(Cneussinyck), 49-49.

10. MyxamenoBa, M. I'., Kypruesa, III. A., & Hazaposa, X. A. (2020). CUH/IPOM
®VYHKIIMOHAJIbBHOM KAPJIUOIIATHM Y COBPEMEHHBIX ITOJIPOCTKOB. In 1184
[Ipodpunakrnyeckas meqununaa-2020: cOOpHUK HAay4dHBIX TPyA0B Bce-poccuiickoil HaydyHO-
MPAKTHYECKON KOH(EPEHIIUU C MEeKIYHApOIHbIM yuacTu-eM. 18—19 Hos6ps 2020 rona/mox
pen. AB Menbuepa, U Sxy6ooit. Y. 2.—CII6.: U3a-Bo C3IIMY um. U Meuynukoga,
2020.—304 c. (p. 105).

11. Kyp6anos, A. A., Hypmatos, XK. T., Xamunosa, I1I. 1., Pammuosa, P. K., & A0Gnxymraesa, A.
0. (2019). IIpouecc OUYMCTKM MHUHEPAIBHBIX MMOPOA OT HpuMecedt. MeXIyHapOIHBIH
aKaJIeMUYECKUH BECTHUK, (5), 125-127.

12. Kyp6anos, A. A., Hypmaros, XK. T., Pamugosa, P. K., Ymp3akosa, I1I. V., & A6nynnaesa, A.
0. (2019). ®OPMUPOBAHUSA XUJIKOTI'O BA3AJIbTA W EI'O CTPYKTYPHBIE
OCOBEHHOCTH. MexayHapoaHblii akaJeMHUUeCKHil BECTHUK, (5), 123-125.

13. Pammmnora, P. K., Axmenosuu, K. A., Anues, T., [Lxusnos, A. b., Typnuesa, O. ., &
Hypwmaros, 1. T. (2020). Tepmuueckast 06paboTka U U3MEHEHHE COOCTBEHHBIX MOKa3aTenei
0a3a1bTOB.

14. Nurmatov, J. T., Kurbanov, A. A., & Rashidova, R. K. (2019). Comparative Analysis of the
Physical and Chemical Properties of Uzbekistan's Basalts and Ways of Solutions to the
Problems of Choice of Raw Processing Directions. Land Science, 1(1), p59-p59.

15. Nurmatov, J. T., Kurbanov, A. A., & Rashidova, R. K. (2019). Comparative Analysis of the
Physical and Chemical Properties of Uzbekistan's Basalts and Ways of Solutions to the
Problems of Choice of Raw Processing Directions. Land Science, 1(1), p5S9-p59.

16. Abdurakhmanov, S. A., Rashidova, R., Mamatkarimova, B., & Sattarov, L. K g
basalt production and ways to improve basalt product qualit
geoenvironment, 62(2), 133-139.

9]

279



INTERNATIONAL JOURNAL OF SCIENTIFIC RESEARCHERS ,

www.wordlyknowledge.uz Volume: 3, Issue: 2, 2024

e ISSN : 3030-332X IMPACT FACTOR ( Research bib ) - 7,293

17. Nazarov, S., Razzokov, K., Shirinov, G., Niyozov, E., Rashidova, R., Rasulov, M., & Ganieyv,
B. (2023). Investigation of thermal properties and composition on basalts of the Aydarkul
deposit by methods DTA/DTG and X-ray diffraction. In E3S Web of Conferences (Vol. 389,
p. 01023). EDP Sciences.

18. Khasan, R., Sayfulla, N., Ra’no, R., & Mirzo, R. (2023). PHYSICO-CHEMICAL
INVESTIGATIONS OF THE COMPOSITION OF BASALT OF THE AYDARKUL
DEPOSIT. Spectrum Journal of Innovation, Reforms and Development, 13, 104-108.

19. Kamomnos, b., Kyp6anos, A., Carropos, JI., & Pammgosa, P. (2023). OCOBEHHOCTHU
OUJIbTPALIMN BA3AJIbTOBBIM ®UJIbTPOM IIPOMBIINIJIEHHBIX T'A30B OT
[TBIIN. Innovatsion texnologiyalar, 49(01), 38-43.

280




