Kalp Yetmezligi Bulunan Erigkinlerde Depresyonun
Noroimmiin Islergeleri

Ceviri: Dr. Ciineyt TAMAM

Ozet

Kalb yetmezligi (HF) biiyiik ve pahal bir halk saglig1 sorunu olup hastaneye yatma ve mor-
talite hizlariim yiiksek olusu nedeniye de gaddar bir yazgiya sahiptir. HF diinyanin her
kosesinde milyonlarca kisiyi vurmakta olup bu hastaligin 21.ytizyilda “salgin” halini almas:
beklenmektedir (Jessup ve ark, 2016). Cok iyi belgelendigi gibi HF bulunan kisiler orantisiz
derecede yiiksek depresyon hizi gosterirlerken depresyonlu hastalarda depresif olmayan has-
talara gore yazgi ¢ok daha kétiidiir. Bu boliimiin amaci okuyucuya HFdeki depresyon ¢alis-
malarini tanitmak ve psikondroimmiinolojik ilkelerin birlikte goriilen bu iki hastalig: birbir-
lerine baglayan mekanizmalara (yani, ndrohormonal ve sitokin aktivasyonu) 1s1k tutmaktir.

Anahtar sozciikler Kalb yetmezligi, Depresyon, Yangi, Renin-anjiyotensin-aldosteron
sistemi, Sempatik sinir sistemi, Bagirsak mikrobiyotas1 ve metabolitleri.

1 Giris

Kalb yetmezligi (HF), 6zellikle popiilasyonun 6nemli bir kisminin
65 yas tizerinde oldugu toplumlar i¢in ana halk saglig1 sorunudur.
HF ¢ogu kez kardiyovaskiiler hastaligin son evresidir ve yiiksek has-
taneye yatis ve mortalite hizlarindan otiirti gaddar bir yazgiya sahip-
tir. Ilging olarak HF dahil kalb hastaligina ¢ogu kez, duygu durumda
kiintlesme, diigmanlik, 6fke ve kétii yasam kalitesi dahil psikolojik
bir semptom kompleksi eslik eder [1].

Yakin tarihlerde HFde depresyon calismalari, HFli kisilerdeki
yliksek prevalansi ve tibbi yazgiy1 kétiilestirmeye olan giiglii egilimi ne-
deniyle bilimsel ilgi toplamustir [1-6]. HFdeki depresyonun etiyolojisi
halen karanlik ise de sanki bu iki rahatsizlik sempatik ve parasempatik
tontiis arasindaki denge bozuklugunu ve yangida artisi iceren benzer
bir patogenezi paylagmakta olup bu durum kendisini dolasimdaki
yangi-yandast sitokinlerin diizeyinde artis ile kanitlamaktadir [2, 4].
Depresyonun HF olayr ile de birliktelik gosterdigine dikkat eden ¢ogu
akademisyen, depresyonun HFden énce goriildiigii veya bunu izleye-
bildigi ¢ift yonlii bir fizyopatolojiyi savunmaya baslamislardir [7, 8].
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rildiigii ve depresyonu HF hastalarinin depresyonsuz olanlara gore
daha kotti klinik prognoz gosterdigi ¢ok iyi belgelenmistir. Yani,
HF ve depresyonu birbirine baglayan mekanizmalarin anlagilmasi
onemli bir bilimsel ilgi alanina dontigmiistiir. Bu iligkinin incelen-
mesinde psikonéroimmiilojik yaklagimin kullanilmas: verimli ola-
cak ve bu konuya olan dikkatte artis1 hak edecektir. $u ana kadar
laboratuar grubumuzda ve keza diger gruplar tarafindan yiiritiilen
caligmalar HF ve depresyonun artmis néroimmiin aktivasyon ve
olasilikla bagirsak disbiozu tizerinden gittigini isaret etmektedir.

Kaynaklar

1.

10.

Shapiro PA (2017) Psychiatric aspects of
heart disease and cardiac aspects of psychi-
atric disease in Critical Care. Crit Care Clin
33:619-634

Ghosh RK, Ball S, Prasad V et al (2016) De-
pression in heart failure: intricate relation-
ship, pathophysiology and most updated
evidence of interventions from recent clini-
cal studies. Int J Cardiol 224:170-177

Kent LK, Shapiro PA (2009) Depression
and related psychological factors in heart
disease. Harv Rev Psychiatry 17:377-388
Norra C, Skobel EC, Arndt M et al (2008)
High impact of depression in heart failure:
early diagnosis and treatment options. Int J
Cardiol 125:220-231

Watson K, Summer KM (2009) Depression
in patients with heart failure: clinical impli-
cations and management. Pharmacothera-
py 29:49-63

Shapiro PA (2009) Treatment of depression
in patients with congestive heart failure.
Heart Fail Rev 14:7-12

Williams SA, Kasl SV, Heiat A et al (2002)
Depression and risk of heart failure among
the elderly: a prospective community-based
study. Psychosom Med 64:6-12

Abramson J, Berger A, Krumholz HM et al
(2001) Depression and risk of heart failure
among older persons with isolated systolic
hypertension. Arch Intern Med 161:1725-
1730

Bui AL, Horwich TB, Fonarow GC (2010)
Epidemiology and risk profile of heart fail-
ure. Nat Rev Cardiol 8:30-41

Roger VL, Go AS, Lloyd-Jones DM et al
(2010) Heart disease and stroke statistics—
2011 update: a report from the American
Heart Association. Circulation 123:18-209

11.

12.

13.

14.

15.

16.

17.

18.

Mozaffarian D, Benjamin EJ, Go AS et al
(2016) Executive summary: heart disease
and stroke statistics—2016 update: a report
from the American Heart Association. Cir-
culation 133:447-454

Bahrami H, Kronmal R, Bluemke DA et al
(2008) Differences in the incidence of con-
gestive heart failure by ethnicity: the Mul-
ti-Ethnic Study of Atherosclerosis. Arch
Intern Med 168:2138-2145

Levy D, Kenchaiah S, Larson MG et al
(2002) Long-term trends in the incidence
of and survival with heart failure. N Engl J
Med 347:1397-1402

Go AS, Mozaftarian D, Roger VL etal (2013)
Heart disease and stroke statistics—2013
update: a report from the American Heart
Association. Circulation 127:e6-e245
Hunt SA, Abraham WT, ChinMHet al
(2009) 2009 Focused update incorporated
into the ACC/AHA 2005 guidelines for the
diagnosis and management of heart failure
in adults: a report of the American Col-
lege of Cardiology Foundation/American
Heart Association Task Force on Practice
Guidelines Developed in Collaboration
with the International Society for Heart
and Lung Transplantation. ] Am Coll Car-
diol 53:e1-e90

Inamdar AC (2016) Heart failure: diag-
nosis, management and utilization. J Clin
Med 5(7)

Ponikowski P et al (2016) 2016 ESC guide-
lines for the diagnosis and treatment of
acute and chronic heart failure. Eur Heart
] 18:891-975

Bristow MR (2000) B-adrenergic receptor
blockade in chronic heart failure. Circula-
tion 101:558-569



19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Kalp YetmezIi§i Bulunan Erigkinlerde Depresyonun Néroimmin islergeleri

Kessler RC, Berglund P, Demler O et al
(2003) The epidemiology of major depres-
sive disorder: results from the National
Comorbidity Survey Replication (NCS-R).
JAMA 289:3095-3105

Rutledge T, Reis VA, Linke SE et al (2006)
Depression in heart failure: a meta-analytic
review of prevalence, intervention effects,
and associations with clinical outcomes. |
Am Coll Cardiol 48:1527-1537

Gottlieb SS, Khatta M, Friedmann E et al
(2004) The influence of age, gender, and
race on the prevalence of depression in
heart failure patients. ] Am Coll Cardiol
43:1542-1549

Havranek EP, Spertus JA, Masoudi FA et al
(2004) Predictors of the onset of depressive
symptoms in patients with heart failure. ]
Am Coll Cardiol 44:2333-2338

Tousoulis D, Antonopoulos AS, Antoni-
ades C et al (2010) Role of depression in
heart failure—choosing the right antide-
pressive treatment. Int J Cardiol 140:12-18
Fan H, YuW, Zhang Q et al (2014) Depres-
sion after heart failure and risk of cardio-
vascular and all-cause mortality: a me-
ta-analysis. Prev Med 63:36-42

Chaudhry S, McAvay G, Chen S et al (2013)
Risk factors for hospital admission among
older persons with newly diagnosed heart
failure: findings from the cardiovascular
health study. ] Am Coll Cardiol 61:635-642
Vader JM, LaRue SJ, Stevens SR (2016)
Timing and causes of readmission after
acute heart failure hospitalization—in-
sights from the heart failure network trials.
J Card Fail 16:30059-30058

Freedland KE, Carney RM, Rich MW et
al (2016) Depression and multiple re-hos-
pitalizations in patients with heart failure.
Clin Cardiol 39:257-262

Krumholz HM, Chaudhry SI, Spertus JA
et al (2015) Do nonclinical factors improve
prediction of readmission risk? Results
from the tele-HF study. JACC Heart Fail
15:653-658

Kato N, Kinugawa K, Shiga T et al (2012)
Depressive symptoms are common and as-
sociated with adverse clinical outcomes in
heart failure with reduced and preserved
ejection fraction. J Cardiol 60:2330
Sherwood A, Blumenthal JA, Trivedi R et al
(2007) Relationship of depression to death

31.

32.

33.

34.

35.

36.

37.

38.

39.

167

or hospitalization in patients with heart
failure. Arch Intern Med 167:367-373
Jiang W, Alexander ], Christopher E et al
(2001) Relationship of depression to in-
creased risk of mortality and rehospitaliza-
tion in patients with congestive heart fail-
ure. Arch Intern Med 161:1849-1856

Jiang W, Kuchibhatla M, Clary GL et al
(2007) Relationship between depressive
symptoms and long-term mortality in
patients with heart failure. Am Heart ]
154:102-108

Vaccarino V, Kasl SV, Abramson J et al
(2001) Depressive symptoms and risk of
functional decline and death in patients
with heart failure. ] Am Coll Cardiol
38:199-205

Frasure-Smith N, Lesperance F, Habra M
et al (2009) Elevated depression symptoms
predict long-term cardiovascular mortality
in patients with atrial fibrillation and heart
failure. Circulation 120:134-140

Sullivan M, Levy WC, Russo JE et al (2004)
Depression and health status in patients
with advanced heart failure: a prospective
study in tertiary care. ] Card Fail 10:390-396
JiangW, Kuchibhatla M, Cuffe MS et al
(2004) Prognostic value of anxiety and de-
pression in patients with chronic heart fail-
ure. Circulation 110:3452-3456

Hallas CN, Wray J, Andreou P, Banner NR
(2011) Depression and perceptions about
heart failure predict quality of life in pa-
tients with advanced heart failure. Heart
Lung 40:111-121

Gottlieb SS, Kop WJ, Ellis SJ et al (2009)
Relation of depression to severity of illness
in heart failure (from Heart Failure and a
Controlled Trial Investigating Outcomes
of Exercise Training [HF-ACTION]). ] Am
Coll Cardiol 103:1285-1289

Lichtman JH, Bigger JT, Blumenthal JA et
al (2008) Depression and coronary heart
disease: recommendations for screening,
referral, and treatment: a science advisory
from the American Heart Association Pre-
vention Committee of the Council on Car-
diovascular Nursing, Council on Clinical
Cardiology, Council on Epidemiology and
Prevention, and Interdisciplinary Council
on Quality of Care and Outcomes Research:
endorsed by the American Psychiatric As-
sociation. Circulation 118:1768-1775



168

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Rollman BL, Herbeck Belnap B, Mazum-
dar S et al (2012) A positive 2-item Patient
Health Questionnaire depression screen
among hospitalized heart failure patients is
associated with elevated 12-month mortal-
ity. ] Card Fail 18:238-245

Lee KS, Lennie TA, Heo S, Moser DK
(2012) Association of physical versus af-
fective depressive symptoms with cardiac
event-free survival in patients with heart
failure. Psychosom Med 74:452-458
Moraska AR, Chamberlain AM, Shah ND
et al (2013) Depression, healthcare utiliza-
tion, and death in heart failure: a commu-
nity study. Circ Heart Fail 6:387-394

Lee KS, Moser DK, Pelter M et al (2017)
Two-step screening for depressive symp-
toms and prediction of mortality in pa-
tients with heart failure. Am ] Crit Care
26:240-247

O’Connor CM, Jiang W, Kuchibhatla M et
al (2010) Safety and efficacy of sertraline
for depression in patients with heart failure:
results of the SADHART-CHF (sertraline
against depression and heart disease in
chronic heart failure) trial. ] Am Coll Car-
diol 56:692-699

Jiang W, Krishnan R, Kuchibhatla M et al
(2011) Characteristics of depression re-
mission and its relation with cardiovascu-
lar outcome among patients with chronic
heart failure (from the SADHART-CHF
study). Am J Cardiol 107:545-551
Freedland KE, Carney RM, Rich MW et
al (2015) Cognitive behavior therapy for
depression and self-care in heart failure
patients: a randomized clinical trial. JAMA
Intern Med 175:1773-1782

Maes M (2001) Psychological stress and
the inflammatory response system. Clin Sci
101:193-194

Penninx BW, Kritchevsky SB, Yaffe K et
al (2003) Inflammatory markers and de-
pressed mood in older persons: results
from the health, aging and body composi-
tion study. Biol Psychiatry 54:566-572
Bremmer MA, Beekman AT, Deeg DJ et al
(2008) Inflammatory markers in late-life
depression: results from a population-based
study. ] Affect Disord 106:249-255

Beck A, Steer RA (1987) Manual for the re-
vised Beck Depression Inventory. Psycho-
logical Corportation, San Antonio

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

Stres ve Bagisiklik: Biyopsikososyal Modeller ve Klinik Karsiliklari

Linke SE, Rutledge T, Johnson BD et al
(2009) Depressive symptom dimensions
and cardiovascular prognosis among wom-
en with suspected myocardial ischemia:
a report from the National Heart, Lung,
and Blood Institute-Sponsored Women’s
Ischemia Syndrome Evaluation. Arch Gen
Psychiatry 66:499-507

Wirtz PH, Hong S, Redwine LS et al (2009)
Depressive symptoms are associated with
soluble P-selectin reactivity to acute exercise
in heart failure. Biol Psychiatry 65:801-807
Wirtz PH, Redwine LS, Mills PJ (2010)
Response regarding inflammation as a pre-
dictor of depression in heart failure. Brain
Behav Immun 24:174-175

Szabo MC, Butcher EC, McIntyre BW et al
(1997) RANTES stimulation of T lympho-
cyte adhesion and activation: role for LFA-1
and ICAM-3. Eur ] Immunol 27:1061-1068
Chen J, Fujimoto C, Vistica BP et al (2006)
Active participation of antigen-nonspecific
lymphoid cells in immune-mediated in-
flammation. ] Immunol 177:3362-3368
Adamopoulos S, Parissis J, Kroupis C et al
(2001) Physical training reduces peripheral
markers of inflammation in patients with
chronic heart failure. Eur Heart ] 22:791-797
Pyo RT, Sui ], Dhume A et al (2006) CXCR4
modulates contractility in adult cardiac
myocytes. ] Mol Cell Cardiol 41:834-844
Frangogiannis NG, Dewald O, Xia Y et al
(2007) Critical role of monocyte chemoat-
tractant protein-1/CC chemokine ligand 2
in the pathogenesis of ischemic cardiomyo-
pathy. Circulation 115:584-592

Linden W, Gerin W, Davidson K (2003)
Cardiovascular reactivity: status quo and
a research agenda for the new millennium.
Psychosom Med 65:5-8

Redwine LS, Wirtz PH, Hong S et al (2009)
Potential shift from adaptive immune ac-
tivity to nonspecific inflammatory acti-
vation associated with higher depression
symptoms in chronic heart failure patients.
J Card Fail 15:607-615

Redwine LS, Wirtz PH, Hong S et al (2010)
Depression as a potential modulator of
betaadrenergic-associated leukocyte mobi-
lization in heart failure patients. ] Am Coll
Cardiol 56:1720-1727

Redwine LS, Hong S, Rutledge T et al
(2014) Leukocyte f3-adrenergic receptor



63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

Kalp YetmezIi§i Bulunan Erigkinlerde Depresyonun Néroimmin islergeleri

sensitivity and depression severity in pa-
tients with heart failure. Psychosom Med
76:726-731

Bot A, Smith KA, von Herrath M (2004)
Molecular and cellular control of T1/T2
immunity at the interface between anti-
microbial defense and immune pathology.
DNA Cell Biol 23:341-350

Elenkov IJ (2004) Glucocorticoids and
the Th1/Th2 balance. Ann N Y Acad Sci
1024:138-146

Fairweather D, Frisancho-Kiss S, Yusung
SA etal (2004) Interferon-y protects against
chronic viral myocarditis by reducing mast
cell degranulation, fibrosis, and the profi-
brotic cytokines transforming growth fac-
tor-p1, interleukin-1{, and Interleukin-4 in
the heart. Am J Pathol 165:1883-1894
Afanasyeva M, Georgakopoulos D, Belardi
DF et al (2005) Impaired up-regulation of
CD25 on CD4+ T cells in IFN-y knockout
mice is associated with progression of myo-
carditis to heart failure. Proc Natl Acad Sci
U S A 102:180-185

Redwine LS, Mills PJ, Hong S et al (2007)
Cardiac-related  hospitalization and/or
death associated with immune dysregula-
tion and symptoms of depression in heart
failure patients. Psychosom Med 69:23-29
Wang Z et al (2011) Gut flora metabolism
of phosphatidylcholine promotes cardio-
vascular disease. Nature 472:57-63

Tang WH et al (2013) Intestinal microbial
metabolism of phosphatidylcholine and car-
diovascular risk. N Engl ] Med 368:1575-1158
Tang WH et al (2014) Prognostic value of
elevated levels of intestinal microbe-gener-
ated metabolite trimethylamine-N-oxide in
patients with heart failure: refining the gut
hypothesis. ] Am Coll Cardiol 64:1908-1191
Troseid M et al (2015) Microbiota-depend-
ent metabolite trimethylamine-N-oxide is
associated with disease severity and surviv-
al of patients with chronic heart failure. ]
Intern Med 277:717-726

Tang WH et al (2015a) Intestinal microbi-
otadependent phosphatidylcholine metab-
olites, diastolic dysfunction, and adverse
clinical outcomes in chronic systolic heart
failure. J Card Fail 21:91-96

Lim GB (2016) Heart failure: gut flora—
pathogenic role in chronic heart failure.
Nat Rev Cardiol 13:61

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

169

Sandek A et al (2007) Altered intestinal
function in patients with chronic heart fail-
ure. ] Am Coll Cardiol 50:1561-1569

Tang WH et al (2015b) Gut microbio-
tadependent  trimethylamine N-oxide
(TMAO) pathway contributes to both de-
velopment of renal insufficiency and mor-
tality risk in chronic kidney disease. Circ
Res 116:448-455

Pasini E et al (2016) Pathogenic gut flora in
patients with chronic heart failure. JACC
Heart Fail 4:220-227

Cani PD et al (2007) Metabolic endotox-
emia initiates obesity and insulin resist-
ance. Diabetes 56:1761-1772

Qin J et al (2012) A metagenome-wide as-
sociation study of gut microbiota in type 2
diabetes. Nature 490:55-60

Cani PD et al (2009) Changes in gut micro-
biota control inflammation in obese mice
through a mechanism involving GLP-2-
driven improvement of gut permeability.
Gut 58:1091-1103

Charalambous BM, Stephens RC, Feavers
IM et al (2007) Role of bacterial endotoxin
in chronic heart failure: the gut of the mat-
ter. Shock 28L:15-23

Sandek A, Rauchhaus M, Anker SD et
al (2008) The emerging role of the gut in
chronic heart failure. Curr Opin Clin Nutr
Metab Care 11:632-639

Sandek A et al (2012) Studies on bacterial
endotoxin and intestinal absorption func-
tion in patients with chronic heart failure.
Int J Cardiol 157:80-85

Nagatomo Y, Tang WH (2015) Intersec-
tions between microbiome and heart fail-
ure: revisiting the gut hypothesis. J Card
Fail 21:973-980

Sandek A, Anker SD, von Haehling S (2009)
The gut and intestinal bacteria in chronic
heart failure. Curr Drug Metab 10:22-28
Niebauer J et al (1999) Endotoxin and im-
mune activation in chronic heart failure: a
prospective cohort study. Lancet 353:1838—
1842

Sandek A et al (2014) Intestinal blood flow
in patients with chronic heart failure: a
link with bacterial growth, gastrointestinal
symptoms, and cachexia. ] Am Coll Cardiol
64:1092-1102 87.

Levine B, Kalman ], Mayer L et al (1990)
Elevated circulating levels of tumor necro-



170

88.

89.

sis factor in severe chronic heart failure. N
Engl ] Med 323:236-241

Maeda K et al (2000) High levels of plasma
brain natriuretic peptide and interleukin-6
after optimized treatment for heart failure are
independent risk factors for morbidity and
mortality in patients with congestive heart
failure. ] Am Coll Cardiol 36:1587-1593
Steffens DC et al (2010) Metabolomic dif-
ferences in heart failure patients with and
without major depression. J Geriatr Psychi-
atry Neurol 23:138-146

90.

91.

92.

Stres ve Bagisiklik: Biyopsikososyal Modeller ve Klinik Karsiliklari

Meldrum BS (1986) Drugs acting on ami-
no acid neurotransmitters. Adv Neurol
43:687-706

Riegel B, Lee CS, Dickson VV (2011) Self
care in patients with chronic heart failure.
Nat Rev Cardiol 8:644-654

Jaarsma T et al (2004) Design and method-
ology of the COACH study: a multicenter
randomised coordinating study evaluating
outcomes of advising and counselling in
heart failure. Eur ] Heart Fail 6:227-233



