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VAZOSPASTIK ANGINA

Mustafa KARANFIL!

GENEL BILGILER

Efordan kaynaklanmayan anginay1 ilk kez Heberden ve ark. 1772’ de tanim-
lamistir (Silvermen ,1987). 1959’ da ise Prinzmetal ve ark. 23 vakalik bir vaka
serisi ile anginanin bagka bir tlirii manasina gelen ‘variant angina’ adi ile bugiin ki
manada bildigimiz variant angina, Prinzmetal’s angina ya da vazospastik angina
(VSA) adli klinik durumu tanimlamigtir (Prinzmetal & ark., 1959). Prinzmetal’s
angina eforla olmayan ve ST elevasyonunun eslik edebildigi bir angina tiirtidiir.
Uzak doguda 6zellikle Japonya’ da daha sik goriilen bu klinik durum akut myo-
kard enfarktiisii, ventrikiiler fibrillasyon, ani kardiyak 6liim gibi ciddi klinik du-
rumlara neden olabilir (Kusama & ark., 2011). Kalsiyum kanal blokerlerinin anti-
hipertansif olarak kullanimimin artmasi nedeniyle insidansi diisme egilimindedir.
Fakat 2016’ da Kim ve ark. yayinladig1 bir calismada 2009’ dan 2011’ e kadar
yillik insidansin arttigi bulmustur (Kim & ark., 2016). 1978 ‘de Maseri ve ark.
138 vakalik bir hasta serisiyle Prinzmetal Angina’nin daha polimorfik bir hastalik
oldugunu ortaya ¢ikarmistir (Maseri & ark., 1978).

EPIDEMIYOLOJI

Cografi bolgelere gore prevelansinda ciddi farklar vardir. Bu gergek bir fark-
tan kaynaklanabilecegi gibi hastalik hakkindaki farkindalik, uygulanan tani kri-
terleri ve tani testleri ile iliskili olabilir. Amerika Birlesik Devletleri’ nde yapilan
bir caligmada Harding ve ark. 3447 koroner anjiografide (KAG) ergonovin ile
provokasyon testi yapilan vakalarin % 4’tinde vazospazm (koroner arterlerde en
az %75 spazm) tespit etmistir (Harding & ark., 1992).

Fransa’ da Bertrand ve ark. 1089 hastada metherjin ile provokasyon testi yap-
mis gogiis agrist nedeni ile KAG yapilan popiilasyonda %15 oraninda vazospazm
tespit etmiglerdir (Bertrand & ark., 1982).
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Tablo 6. Japon koroner spazm dernegi(JCSA) risk skoru

Hastane dis1 kardiyak arrest 4 puan
Sigara kullanim1 2 puan
Sadece istirahat anginasi 2 puan
Organic koroner stenoz 2 puan
Multidamar stenozu (her biri i¢in 2 puan)
Angina esnasinda ST segment elevasyonu 1 puan
Beta bloker kullanim1 1 puan

Bu skorlama sistemine gore 3 grup tanimlanmistir.0-2 puan disiik riskli, 3-5
puan orta riskli, 6 ve tizeri puan yiiksek riskli grup olarak tanimlanmistir ve bu 3
grupta MACE oranlari sirasiyla %2.5, %7 ve %13 olarak bulunmustur.

KAYNAKLAR

1. Ajani A.E., Yan B.P.,(2007), The mystery of coronary artery spasm, Heart Lung
Circ., Feb. 16(1):10-5., DOI:10.1016/j.hlc.2006.11.003

2. Araki H., Koiwaya Y., Nakagaki O., Nakamura M., (1983), Diurnal distribution of
ST-segment elevation and related arrhythmias in patients with variant angina: a study
by ambulatory ECG monitoring, Circulation, 67:995.

3. Beltrame JF, Crea F, Kaski JC, Ogawa H, Ong P, Sechtem U, Shimokawa H, Bairey
Merz CN, Coronary Vasomotion Disorders International Study Group (COVA-
DIS),(2015), International standardization of diagnostic criteria for vasospastic an-
gina, Eur Heart J., Aug., doi: 10.1093/eurheartj/ehv351

4. Bertrand M.E., LaBlanche J.M., Tilmant P.Y., Thieuleux F.A., Delforge M.R., Carre
A.G., Asseman P., Berzin B., Libersa C., Laurent J.M.,(1982),Frequency of provoked
coronary arterial spasm in 1089 consecutive patients undergoing coronary arteriogra-
phy. Circulation,Jun. 65(7):1299-306.

5. Bory M., Pierron F., Panagides D., Bonnet J.L., Yvorra S., Desfossez L.,(1996), Cor-
onary artery spasm in patients with normal or near normal coronary arteries. Long-
term follow-up of 277 patients, Eur Heart J., Jul;17(7):1015-21.

6. Corcos T., David P.R., Bourassa M.G., Val P.G., Robert J., Mata L.A., Waters
D.D.,(1985), Percutaneous transluminal coronary angioplasty for the treatment of
variant angina, J Am Coll Cardiol., 5:1046., doi: 10.4330/wjc.v2.i2.34

7. Cox 1.D., Betker H.E., Bagger J.P., Sonne H.S., Kristensen B.O., Kaski J.C.,(1999)
Elevated endothelin concentrations are associated with reduced coronary vasomotor
responses in patients with chest pain and normal coronary arteriograms, J Am Coll
Cardiol., 34:455.

8. Harding M.B., Leithe M.E., Mark DB., Nelson C.L., Harrison J.K., Hermiller J.B.,
Davidson C.J., Pryor D.B., Bashore T.M.,(1992) Ergonovine maleate testing dur-
ing cardiac catheterization: a 10-year perspective in 3,447 patients without signifi-
cant coronary artery disease or Prinzmetal’s variant angina.,J Am Coll Cardiol.,
20(1):107-11

- 345 -



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.
23.

24,

Kardiyoloji Cilt 1

Hung M.J., Cherng W.J., Yang N.I., Cheng C.W., Li L.F.,(2005), Relation of high-sen-
sitivity C-reactive protein level with coronary vasospastic angina pectoris in patients
without hemodynamically significant coronary artery disease, Dec 1;96(11):1484-
90., DOI:10.1016/j.amjcard.2005.07.055

Kaski J.C.,(1995), Management of vasospastic angina--role of nicorandil, Cardio-
vasc Drugs Ther., Mar;9 Suppl 2:221-7.

Kaski J.C., Crea F., Meran D., Rodriguez L., Araujo L.,Chierchia S., Davies G., Ma-
seri A.,(1986), Local coronary supersensitivity to diverse vasoconstrictive stimuli in
patients with variant angina. Circulation 1986; 74:1255.

Kaski J.C., Maseri A., Vejar M., Crea F., Hackett D.,(1989) Spontaneous coronary
artery spasm in variant angina is caused by a local hyperreactivity to a generalized
constrictor stimulus, J Am Coll Cardiol, 14:1456.

Kim, H. L., Lee, S. H., Kim, J., Kim, H. J., Lim, W. H., Seo, J. B., Chung, W. Y.,
Kim, S. H., Zo, J. H., Kim, M. A., Lee, J. Y. (2016). Incidence and Risk Factors As-
sociated With Hospitalization for Variant Angina in Korea. Medicine, 95(13), e3237.,
DOI:10.1097/MD.0000000000003237

Kounis N.G., Zavras G.M.,(1991), Histamine-induced coronary artery spasm: the
concept of allergic angina. Br J Clin Pract., 45:121.

Kugiyama K, Yasue H, Okumura K, et al. Nitric oxide activity is deficient in spasm
arteries of patients with coronary spastic angina. Circulation 1996; 94:266.

Kusama Y., Kodani E., Nakagomi A., Otsuka T., Atarashi H., Kishida H., Mizuno K.
(2011), Variant angina and coronary artery spasm: the clinical spectrum, pathophysi-
ology, and management, J Nippon Med Sch.;78(1):4.

Levin E.R.,(1995), Endothelins. N Engl J Med, 333:356., DOI:10.1056/
NEJIM199508103330607
Lombardi M, Morales MA, Michelassi C, Moscarelli E, Distante A, L’Abbate
A,(1993), Efficacy of isosorbide-5-mononitrate versus nifedipine in preventing spon-
taneous and ergonovine-induced myocardial ischaemia. A double-blind, placebo-
controlled study, Eur Heart J., 14:845.
Khitri A., Jayasuriya S., Habibzadeh M.R., Movahed M.R.,(2010), Coronary stent-
ing in patients with medically resistant vasospasm. Rev Cardiovasc Med., Fall.
11(4):264-70.

Maseri A.,Severi S., Nes MD., L’Abbate A., Chierchia S., Marzilli M., Balles-
tra AM., Parodi O., Biagini A., Distante A.,(1978), Variant” angina: one aspect of a
continuous spectrum of vasospastic myocardial ischemia. Pathogenetic mechanisms,
estimated incidence and clinical and coronary arteriographic findings in 138 patients,
Am J Cardiol., 42(6):1019-35

Masumoto A., Mohri M., Shimokawa H., Urakami L., Usui M., Takeshita

A.,(2002), Suppression of coronary artery spasm by the Rho-kinase inhibitor fasudil
in patients with vasospastic angina. Circulation, 105:1545.
Mayer S., Hillis L.D.,(1998), Prinzmetal’s variant angina, Clin Cardiol., 21(4):243-6
Meisel S.R., Mazur A., Chetboun I., Epshtein M., Canetti M., Gallimidi J., Katz
A., Strasberg B., Peled B.,(2002), Usefulness of implantable cardioverter-defibrillators
in refractory variant angina pectoris complicated by ventricular fibrillation in patients
with angiographically normal coronary arteries, Am J Cardiol., May 1;89(9):1114-6.

Mishra P.K.,(2006), Variations in presentation and various options in management
of variant angina, Eur J Cardiothorac Surg., May. 29(5):748-59., DOI:10.1016/j.
ejcts.2006.01.033

- 346 -



25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Kardiyoloji Cilt 1

Miwa K., Fujita M., Miyagi Y.,(1994), Beneficial effects of smoking cessation on the
short-term prognosis for variant angina--validation of the smoking status by urinary
cotinine measurements. Int J Cardiol., 44:151.

Nakano T., Osanai T., Tomita H., Sekimata M., Homma Y., Okumura K.,(2002)

Enhanced activity of variant phospholipase C-deltal protein (R257H) detected in
patients with coronary artery spasm. Circulation, 105:2024.
Nakayama M., Yasue H., Yoshimura M., Shimasaki Y.,Kugiyama K., Ogawa H., Mo-
toyama T., Saito Y., Ogawa Y., Miyamoto Y.,Nakao K.,(1999), T-786-->C mutation in
the 5’-flanking region of the endothelial nitric oxide synthase gene is associated with
coronary spasm. Circulation, 99:2864.

Okumura K., Osanai T., Kosugi T., Hanada H., Ishizaka H., Fukushi T., Kamada
T., Miura T., Hatayama T., Nakano T., Fujino Y., Homma Y.(2000), Enhanced phos-
pholipase C activity in the cultured skin fibroblast obtained from patients with coro-
nary spastic angina: possible role for enhanced vasoconstrictor response, J Am Coll
Cardiol., Nov 15;36(6):1847-52.

Park J.S., Zhang S.Y., Jo S.H., Seo J.B,, Li L., Park K.W., Oh B.H., Park Y.B., Kim
H.S.(2006), Common adrenergic receptor polymorphisms as novel risk factors for
vasospastic angina, Am Heart J., Apr;151(4):864-9., DOI:10.1016/j.ahj.2005.06.009
Pepine C.J., el-Tamimi H., Lambert C.R.,(1992), Prinzmetal’s angina (variant an-
gina), Heart Dis Stroke., Sep-Oct;1(5):281-6.

Previtali M., Ardissino D., Barberis P., Panciroli C., Chimienti M., Salerno J.A.,(1989),
Hyperventilation and ergonovine tests in Prinzmetal’s variant angina pectoris in men.
Am J Cardiol, 63:17.

Prinzmetal M., Kennamer R., Merliss R., Wada T., Bor N. (1959). Angina pectoris.
I. A variant form of angina pectoris; preliminary report, Am J Med., Sep;27, 375-88.
Rha, S.W., Park J. Y., Ryu S. K., Choi J. W., Choi B. G., Choi S. Y, Oh D. J.

(2012). TCT-437 The Impact of Gender difference on Angiographic Character-
istics During intracoronary acetylcholine provocation test in Korean patients.
Journal of the American College of Cardiology, 60(17), B124, doi:10.1016/].
jacc.2012.08.467
Selzer A., Langston M., Ruggeroli C., Cohn K.,(1976), Clinical syndrome of variant
angina with normal coronary arteriogram, N Engl J Med. 1976; 295(24):1343-7,
DOI:10.1056/NEJM197612092952403
Shimokawa H., Seto M., Katsumata N., Amano M.. Kozai T., Yamawaki T., Ku-
wata K., Kandabashi T., Egashira K., Ikegaki I.,Asano T., Kaibuchi K., Takeshita
A.,(1999), Rho-kinase-mediated pathway induces enhanced myosin light chain phos-
phorylations in a swine model of coronary artery spasm. Cardiovasc Res., 43:1029.
Silverman ME. (1987). William Heberden and Some Account of a Disorder of the
Breast, Clin Cardiol., Mar;10(3), 211-3.

Song J.K., Park S.W., Kang D.H., Hong M.K., Kim J.J., Lee C.W., Park S.J.,(2000),
Safety and clinical impact of ergonovine stress echocardiography for diagnosis of
coronary vasospasm, J Am Coll Cardiol, 35:1850., doi: 10.4070/kcj.2009.39.10.423
Stern S., Bayes de Luna A.,(2009) Coronary artery spasm: a 2009 update. Circula-
tion.May 12. 119(18):2531-4., DOI:10.1161/CIRCULATIONAHA.108.843474
Sueda S., Kohno H., Fukuda H., Ochi N., Kawada H.,Hayashi Y., Uraoka T. (2004),
Frequency of provoked coronary spasms in patients undergoing coronary arteriogra-
phy using a spasm provocation test via intracoronary administration of ergonovine,
Angiology, Jul-Aug. 55(4):403-11., DOI:10.1177/000331970405500407

- 347 -



40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

Kardiyoloji Cilt 1

Sugiishi M, Takatsu F. Cigarette smoking is a major risk factor for coronary spasm.
Circulation 1993; 87:76.

Sun H., Mohri M., Shimokawa H., Usui M., Urakami L., Takeshita A.,(2002), Coro-
nary microvascular spasm causes myocardial ischemia in patients with vasospastic
angina. J Am Coll Cardiol, 39:847.

SuzukiH.,KawaiS.,AizawaT.,KatoK., SunayamaS., OkadaR., YamaguchiH.,(1999),
Histological evaluation of coronary plaque in patients with variant angina: relation-
ship between vasospasm and neointimal hyperplasia in primary coronary lesions,
J Am Coll Cardiol. 1999 Jan;33(1):198-205.
Takahashi J., Nihei T., Takagi Y., Miyata S., Odaka Y., Tsunoda R., Seki A., Sumiyoshi
T., Matsui M., Goto T., Tanabe Y., Sueda S., Momomura S., Yasuda S., Ogawa H., Shi-
mokawa H., Japanese Coronary Spasm Association,(2015), Prognostic impact of chronic
nitrate therapy in patients with vasospastic angina: multicentre registry study of the Japa-
nese coronary spasm association. Eur Heart J., 36:228., doi: 10.1093/eurheartj/ehu313
Takagi Y, Takahashi J, Yasuda S, Miyata S, Tsunoda R, Ogata Y, Seki A, Sumiyoshi
T, Matsui M, Goto T, Tanabe Y, Sueda S, Sato T, Ogawa S, Kubo N, Momomura S,
Ogawa H, Shimokawa H, Japanese Coronary Spasm Association, (2013), Prognos-
tic stratification of patients with vasospastic angina: a comprehensive clinical risk
score developed by the Japanese Coronary Spasm Association, ] Am Coll Cardiol.,
62:1144., doi: 10.1016/j.jacc.2013.07.018

Tanabe Y., Itoh E., Suzuki K., Ito M., Hosaka Y., Nakagawa I., Kumakura M.,(2002),
Limited role of coronary angioplasty and stenting in coronary spastic angina with
organic stenosis, J Am Coll Cardiol., Apr 3;39(7):1120-6.

Taylor S.H.,(1994), Usefulness of amlodipine for angina pectoris, Am J Cardiol., Jan
27.73(3):28A-33A.
Teragawa H, Kato M, Yamagata T, Matsuura H, Kajiyama G,(2000), The preventive effect
of magnesium on coronary spasm in patients with vasospastic angina. Chest, 118:1690.
Tzivoni D., Keren A., Benhorin J., Gottlieb S., Atlas D., Stern S.,(1983), Prazosin
therapy for refractory variant angina, Am Heart J., Feb;105(2):262-6.
Yasue H., Horio Y., Nakamura N., Fujii H., Imoto N., Sonoda R., Kugiyama K, Obata
K., Morikami Y.,Kimura T.,(1986), Induction of coronary artery spasm by acetyl-
choline in patients with variant angina: possible role of the parasympathetic nervous
system in the pathogenesis of coronary artery spasm, Circulation, Nov. 74(5):955-63.
Yasue H., Mizuno Y., Harada E., Itoh T., Nakagawa H., Nakayama M., Ogawa H., Ta-
yama S., Honda T., Hokimoto S., Ohshima S., Hokamura Y., Kugiyama K., Horie M.,
Yoshimura M., Harada M., Uemura S., Saito Y., SCAST (Statin and Coronary Artery
Spasm Trial) Investigators, (2008), Effects of a 3-hydroxy-3-methylglutaryl coen-
zyme A reductase inhibitor, fluvastatin, on coronary spasm after withdrawal of calci-
um-channel blockers. J Am Coll Cardiol., 51:1742., doi: 10.1016/j.jacc.2007.12.049.
Yasue H., Nakagawa H., Itoh T., Harada E., Mizuno Y.,(2008), Coronary artery
spasm--clinical features, diagnosis, pathogenesis, and treatment, J Cardiol., Feb.
51(1):2-17., doi: 10.1016/j.jjcc.2008.01.001
Yasue H., Touyama M., Kato H., Tanaka S., Akiyama F.,(1976), Prinzmetal’s variant
form of angina as a manifestation of alpha-adrenergic receptor-mediated coronary ar-
tery spasm: documentation by coronary arteriography, Am Heart J., Feb. 91(2):148-55.
Yasue H., Touyama M., Shimamoto M,, Kato H., Tanaka S.,(1974), Role of auto-
nomic nervous system in the pathogenesis of Prinzmetal’s variant form of angina.
Circulation, 50:534.

-348 -



