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Cin Halk Cumhuriyeti’nin Hubei eyaleti, Vuhan
sehrinde 2019 Aralik ayinda ¢ikarak tim diinyayi
etkisi altina alan ve belirsizlikleriyle halen devam
eden koronavirs salgini, ciddi boyutta can kayip-
lariyla birlikte pek ¢ok agidan toplumlari derin-
den etkilemistir. Alisilagelen yagsam tarzlarini ve
toplumsal iliskileri donlsturen; “kiiresellesme”
dahil genel kabul gérmus pek cok dogruyu sorgu-
latan; “birbirine bagimlilik” olgusunu hi¢ olmadigi
kadar somutlastiran ve yerel-ulusal-kiiresel tim
sosyo-ekonomik kurumlarimizi yeniden disiin-
meye iten bu salgin toplumsal hafizalarimizda da
derinden iz birakacak gibi gorinmektedir. Salgin
esnasinda, tahmin edilecegi gibi, tim dlnyada
bagisikhk sistemini giiclendirme, virisiin bulas-
masini 6nleme arayislari igine girilmistir. Salgina
neden olan virlisiin 6n planda solunum sistemi-
ni etkilemesi, 6limin solunum yetmezliginden
kaynaklanmasi gibi sebeplerle hem medya ve
kamuoyu hem de bilim dinyasinin ilk meselesi
sigara ve tutiin kullaniminin hastaligin seyrini na-
sil etkiledigi/etkileyecegi olmustur. Bu baglamda,
2019 yilinda ortaya ¢ikan salginin tiitln ile iliskisi
incelenmistir.

Koronaviriisler ve COVID-19

Koronavirisler, yiizeylerindeki ¢ubuksu uzan-
tilar “corona (tag)” gorlinimu olusturdugundan
Coronavirus (tagh viris) olarak adlandirilan bi-
yuk bir virls ailesidir. Koronavirusler, zarfli RNA
virUsleri olup, 60-140 mm boyutunda, tek zincirli
ve pozitif polaritelidirler. Cok ¢esitli virts tirleri
barindirdiklari icin degisken hastalik tiirlerine ne-
den olabilirler (1).

insanlarda sik goriilen ve insandan insana ge-
cebilen alt tirler, soguk alginligi gibi hafif enfeksi-
yonlara yol agabildigi gibi hayati tehdit eden agir
klinik tablolara da yol acgabilir. Koronavirusler son
2019'dan 6nce Orta Dogu Solunum Sendromu
(MERS, Middle East Respiratory Syndrome) ve
Agir Akut Solunum Sendromu (Severe Acute Res-
piratory Syndrome, SARS) olmak tizere iki salgina
neden olmustur. SARS-CoV, 2003 yilinda, Cin’de
epidemiye yol acmis, 8442 kisi enfekte olmus
ve % 11 oraninda mortaliteye neden olmustur.
MERS-CoV ise 2012 yilinda 2494 kisinin enfekte
oldugu, % 34 oraninda mortaliteyle seyreden bir
salgina neden olmustur. Her iki etkenin de hay-
vanlardan insana bulastigi gosterilmistir (1).

Cin’in Hubei eyaletinin Vuhan sehrinde, ilk
vaka 8 Aralik 2019 tarihinde olmak lizere, yeni
pndémoni vakalari gorilmeye baslanmistir. Bu va-
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degiskenli regresyon analizleri ile degerlendirile-
bildigi calismalarda elde edilecek giicli kanitlara
ihtiyag vardir.

KAYNAKLAR

1. Singhal TA. Review of Coronavirus Disease-2019
(COVID-19). Indian J Pediatr 2020;87(4):281-286.
doi: 10.1007/s12098-020-03263-6

2. Wu Z, McGoogan JM. Characteristics of and Impor-
tant Lessons From the Coronavirus Disease 2019
(COVID-19) Outbreak in China: Summary of a Report
of 72 314 Cases From the Chinese Center for Disease
Control and Prevention JAMA 2020;323(13):1239-
1242. d0i:10.1001/jama.2020.2648

3. T.C Saglik Bakanhgi Halk Sagligr Genl Midurltgu CO-
VID-19 (SARS-CoV-2 Enfeksiyonu Rehber) Bilim Kurulu
Calismasi, 14 Nisan 2020. https://covid19.saglik.gov.
tr/.

4.  WHO Coronavirus disease Situation Reports -127. ht-
tps://www.who.int/docs/default-source/coronaviru-
se/situation-reports/20200526-covid-19-sitrep-127.
pdf?sfvrsn=7b6655ab_8. (Accesed on 27.5.2020)

5. Andersen KG, Rambaut A, Lipkin WI, et al. The proxi-
mal origin of SARS-CoV-2. Nat Med 2020;26:450—-452.
doi: 10.1038/s41591-020-0820-9

6. Rahman HS, Aziz MS, Hussein RH, et al. The transmis-
sion modes and sources of COVID-19: A systematic re-
view. Int J Surg Open 2020;26:125-36.

7. Zhou F, Yu T, Du R, et al. Clinical course and risk fac-
tors for mortality of adult inpatients with COVID-19
in Wuhan, China: a retrospective cohort study. Lan-
cet. 2020;395(10229):1054-1062. doi: 10.116/S0140-
6736(20)30566-3.

8. Lai CC, Shih TP, Ko WC, et al. Severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) and coronavirus
disease-2019 (COVID-19): The epidemic and the chal-
lenges. Int J Antimicrob Agents. 2020;55(3):105924.
doi: 10.1016/j.ijantimicag.2020.105924.

9. AiT, Yang Z, Hou H, et al. Correlation of Chest CT and
RT-PCR Testing in Coronavirus Disease 2019 (COVID-19)
in China: A Report of 1014 Cases. Radiology 2020 Feb
26. doi: 10.1148/radiol.2020200642.

10. Rothan HA, Byrareddy SN. The epidemiology and pat-
hogenesis of coronavirus disease (COVID-19) outbre-
ak. J Autoimmun 2020 Feb 26:102433. doi: 10.1016/j.
jaut.2020.102433.

11. Lansiaux E, Pébay P, Picard J et al. COVID-19 disease se-
verity correlates with smoking status. Preprints 2020,
2020040445. doi: 10.20944/preprints202004.0445.v1.

12. Yang X, Yu Y, Xu J, et al. Clinical course and outcomes
of critically ill patients with SARS-CoV-2 pneumonia in
wuhan, China: a single-centered, retrospective, obser-
vational study. The Lancet Respir Med 2020;28 Feb.
doi: 10.1016/52213-2600(20)30079-5.

13. Grasselli G, Zangrillo A, Zanella A, et al. Baseline Chara-
cteristics and Outcomes of 1591 Patients Infected With
SARS-CoV-2 Admitted to ICUs of the Lombardy Region,
Italy. JAMA 2020;323(16):1574-1581. doi: 10.1001/
jama.2020.5394.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

1. Novel Coronavirus Pneumonia Emergency Response
Epidemiology Team. Vital surveillances: the epidemi-
ological characteristics of an outbreak of 2019 novel
coronavirus diseases (COVID-19)—China, 2020. China
CDCWeekly. Accessed February 20, 2020. http://we-
ekly. hinacdc.cn/en/article/id/e53946e2-c6¢c4-41e9-
9a9b-fea8db1a8f51

Roser M, Ritchie H, Ortiz-Ospina E. Coronavirus Dise-
ase (COVID-19)—Research and Statistics. 2020. Avai-
lable online: https://ourworldindata.org/coronavirus
(accessed on 13 March 2020).

Emami A, Javanmardi F, Pirbonyeh N, et al. Prevalence
of Underlying Diseases in Hospitalized Patients with
COVID-19: a Systematic Review and Meta-Analysis.
Arch Acad Emerg Med 2020;8(1):e35.

Livingston E, Bucher K. Coronavirus Disease 2019
(COVID-19) in Italy. JAMA 2020,1-3. 10.1001/
jama.2020.4344.32181795.

Berlin |, Thomas D, Le Fao AL, et al. COVID-19 and smo-
king. Nicotine Tob Res 2020 doi: 10.1093/ntr/ntaa059.
Patwardhan P. COVID-19: Risk of increase in smoking
rates among England’s 6 million smokers and relapse
among England’s 11 million ex-smokers. BJGP Open
2020 Apr 7; doi: 10.3399/bjgpopen20X101067.

Public Health England. Turning the tide on tobacco:
smoking in England hits a new low. 2018; https://
publichealthmatters.blog.gov.uk/2018/07/03/turning-
the-tide-on-tobacco-smoking-in-england-hits-a-new-
low/ (accessed 2 Apr 2020).

NHS Digital. Statistics on smoking. 2019; https://digi-
tal.nhs.uk/data-and-information/publications/statisti-
cal/ statistics-on-smoking (accessed 2 Apr 2020).
Heerfordt C, Heerfordt IM, Has there been an incre-
ased interest in smoking cessation during the first
months of the COVID-19 pandemic? A Google Tren-
ds study, Public Health, https://doi.org/10.1016/j.
puhe.2020.04.012.

Klemperer EM, West JC, Peasley-Miklus C, Villanti AC.
Change in tobacco and electronic cigarette use and
motivation to quit in response to COVID-19 [published
online ahead of print, 2020 Apr 28]. Nicotine Tob Res.
2020;ntaa072. doi:10.1093/ntr/ntaa072

Strzelak A, Ratajczak A, Adamiec A, et al. Tobacco
smoke induces and alters immune responses in the
lung triggering inflammation, allergy, asthma and ot-
her lung diseases: a mechanistic review. Int J Environ
Res Public Health 2018;15(5) pii:E1033. doi: 10.3390/
ijerph15051033.

Olds JL, Kabbani N. Is nicotine exposure linked to car-
diopulmonary vulnerability to COVID-19 in the ge-
neral population? FEBS J 2020 Mar 18. doi:10.1111/
febs.15303.

World Health Organisation. Coronavirus Disease (CO-
VID-19) Outbreak. 2020. Available online: https: //
www.who.int/emergencies/diseases/novel-coronavi-
rus-2019 (accessed on 5 March 2020).

Zheng YY, Ma YT, Zhang JY, et al. COVID-19 and the car-
diovascular system. Nat Rev Cardiol 2020;17:259-260.
Altzibar JM, Tamayo-Uria |, De Castro V, et al. Epidemi-
ology of asthma exacerbations and their relation with
environmental factors in the Basque Country. Clin Exp
Allergy 2015;45:1475.



Tutiin ve Covid-19 iliskisi

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

Watanabe T. Renal complications of seasonal and
pandemic influenza A virus infections. Eur J Pediatr
2013;172:15-22.

Han L, Ran J, Mak YW, et al. Smoking and Influenza-as-
sociated Morbidity and Mortality: A Systematic Review
and Meta-analysis. Epidemiology 2019;30:405-417.
Nm HS, Park JW, Ki M, et al. High fatality rates and
associated factors in two hospital outbreaks of
MERS in Daejeon, the Republic of Korea. Int J Infect
Dis 2017;58:37-42. doi: 10.1016/j.ijid.2017.02.008.
Seys LIM, Widagdo W, Verhamme FM, et al. DPP4,
the Middle East Respiratory Syndrome Coronavirus Re-
ceptor, is Upregulated in Lungs of Smokers and Chro-
nic Obstructive Pulmonary Disease Patients. Clin Infect
Dis. 2018;66(1):45-53. doi: 10.1093/cid/cix741.

Daher N, Saleh R, Jaroudi E, et al. Comparison of carci-
nogen, carbon monoxide, and ultrafine particle emis-
sions from narghile waterpipe and cigarette smoking:
Sidestream smoke measurements and assessment of
second-hand smoke emission factors. Atmos Environ
2010;44(1):8-14.

Blachman-Braun R, Del Mazo-Rodriguez RL, L6-
pez-Samano G, et al. Hookah, is it really harmless?
Respir Med 2014;108(5): 661-667. doi: 10.1016/].
rmed.2014.01.013.

Danaei M, Jabbarinejad-Kermani A, Mohebbi E, et al.
Waterpipe Tobacco Smoking Prevalence and Associ-
ated Factors in the Southeast of Iran. Addict Health
2017; 9(2): 72-80.

Crackower MA, Sarao R, Oliveira-dos-Santos AJ, et al.
Angiotensin-converting enzyme 2 is an essential regu-
lator of heart function. Nature 2002;417, 822—-828.
Kuba K, Imai Y, Penninger JM. Angiotensin conver-
ting enzyme 2 in lung diseases. Curr Opin Pharmacol
2006;6:271-276.

Kuba K, Imai Y, Rao S, et al. A crucial role of angiotensin
converting enzyme 2 (ACE2) in SARS coronavirus-indu-
ced lung injury. Nat Med 2005;11:875-879.

Imai Y, Kuba K, Rao S, et al. Angiotensin-converting en-
zyme 2 protects from severe acute lung failure. Nature
2005;5:3594.

NCBI. ACE2 Angiotensin | Converting Enzyme 2 [Homo
Sapiens (Human)] Gene ID: 59272, Updated on 5-Mar-
2020. 2020. Available online: https://www.ncbi.nim.
nih.gov/gene/59272 (accessed on 11 March 2020).

Li W, Moore MJ, Vasilieva N, et al. Angiotensin-con-
verting enzyme 2 is a functional receptor for the SARS
coronavirus. Nature 2003;426:450-454.

National Institutes of Health, U.S.; Department of He-
alth and Human Services. Novel Coronavirus Structure
Reveals Targets for Vaccines and Treatments. 2020.
Available online: www.nih.gov/news-events/nih-rese-
archmatters/novel-coronavirus-structure-reveals-tar-
gets-vaccines-treatments (accessed on 11 March
2020).

Wrapp D, Wang N, Corbett KS, et al. Cryo-EM structure
of the 2019-nCoV spike in the prefusion conformati-
on. Science 2020 Mar 13;367(6483):1260-1263. doi:
10.1126/science.abb2507.

Hamming |, Timens W, Bulthuis ML, et al. Tissue dist-
ribution of ACE2 protein, the functional receptor for
SARS coronavirus. A first step in understanding SARS

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

pathogenesis. J Pathol 2004;203:631-637.

Zhao Y, Zhao Z, Wang Y, et al. Single-cell RNA exp-
ression profiling of ACE2, the putative recep-
tor of Wuhan 2019-nCov. bioRxiv 2020 Jan 26.
doi:10.1101/2020.01.26.919985.

Wang J, Lou Q, Chen R, et al. Susceptibility Analysis of
COVID-19 in Smokers Based on ACE2. Preprints 2020,
2020030078. doi: 10.20944/preprints202003.0078.v1
LeungJM, Yang CX, Tam A, et al. ACE2 Expression in the
Small Airway Epithelia of Smokers and COPD Patients:
Implications for COVID-19. Eur Respir J 2020; in press.
doi:10.1183/13993003.00688-2020

Bandyopadhyay AR, Chatterjee D, Ghosh K, et al. CO-
VID 19: An Epidemiological and Host Genetics Apprai-
sal. Asian J Med Sci 2020;11(3):71-76.

Cai G. Bulk and single-cell transcriptomics identify to-
bacco-use disparity in lung gene expression of ACE2,
the receptor of 2019-nCov. medRxiv 2020;published
online Feb 28. do0i:10.1101/2020.02.05.20020107
(preprint).

Chen Y, Shan K, Qian W. Asians and other races exp-
ress similar levels of andshare the same genetic pol-
ymorphisms of the SARS-CoV-2 cell-entry receptor.
Preprints 2020,2020020258. doi: 10.20944/prep-
rints202002.0258.v1.

Zhang H, Rostami MR, Leopold PL, et al. Expression of
the SARS-CoV-2 ACE2 Receptor in the Human Airway
Epithelium [published online ahead of print, 2020
May 20]. Am J Respir Crit Care Med. 2020;10.1164/
rccm.202003-05410C. d0i:10.1164/rccm.202003-
05410C.

Smith, J.C., Sausville, E.L., Girish, V., Yuan, M.L., Vasu-
devan, A., John, K.M., Sheltzer, J.M., Cigarette smoke
exposure and inflammatory signaling increase the exp-
ression of the SARS-CoV-2 receptor ACE2 in the respi-
ratory tract, Developmental Cell (2020), doi: https://
doi.org/10.1016/j.devcel.2020.05.012.

Ferrari MFR, Raizada MK, Fior-Chadi DR. Nicotine
modulates the renin-angiotensin system of cultured
neurons and glial cells from cardiovascular brain areas
of Wistar Kyoto and spontaneously hypertensive rats. J
Mol Neurosci 2007;33:284-293.

Oakes JM, Fuchs RM, Gardner JD, et al. Nicotine and
the renin-angiotensin system. Am J Physiol Regul In-
tegr Comp Physiol 2018;315:R895—-R906.

Yue X, Basting TM, Flanagan TW, et al. Nicotine down-
regulates the compensatory angiotensinconverting
enzyme 2/angiotensin type 2 receptor of the renin-an-
giotensin system. Ann Am Thorac Soc 2018;15:5126—
S127.

Brake SJ, Barnsley K, Lu W, et al. Smoking Upregula-
tes Angiotensin-Converting Enzyme-2 Receptor: A
Potential Adhesion Site for Novel Coronavirus SARS-
CoV-2 (Covid-19). J Clin Med 2020;9:841; doi:10.3390/
jcm9030841.

Cai H. Sex difference and smoking predisposition in
patients with COVID-19. Lancet Respir Med. 2020.
doi:10.1016/52213-2600(20)30117-X.

Zhi K, Wang L, Han Y, et al. Trends in Cigarette Smoking
Among Older Male Adults in China: An Urban-Rural
Comparison. J Appl Gerontol 2019;38:884—901.

World Health Organization (WHO). WHO report on the



60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

Tutlin ve Gogus Hastaliklari

global tobacco epidemic, 2019 (Country Profile: China)
https://www.who.int/tobacco/surveillance/policy/
country_profile/chn.pdf?ua=1. Accessed February 17,
2020.

Guan W, Ni Z, Hu Y, et al. Clinical Characteristics of Co-
ronavirus Disease 2019 in China. N Engl J Med 2020
Feb 28. doi: 10.1056/NEJM0a2002032.

Vardavas Cl, Nikitara K. COVID-19 and smoking: A sys-
tematic review of the evidence. Tob Induc Dis 2020
Mar 20;18:20.

Zhang JJ, Dong X, Cao YY, et al. Clinical Characteristics
of 140 patients infected with SARS-CoV-2 in Wuhan,
China. Allergy. 2020 Feb 19. doi: 10.1111/all.14238.
Liu W, Tao ZW, Lei W, et al. Analysis of factors associated
with disease outcomes in hospitalized pateints with
2019 novel coronavirus disease. Chin Med J (Engl). 2020
Feb 28. doi: 10.1097/CM9.0000000000000775.
Huang C, Wang Y, Li X, et al. Clinical features of patients
infected with 2019 novel coronavirus in Wuhan, Chi-
na. Lancet. 2020;395(10223):497-506. doi:10.1016/
S0140-6736(20)30183-5.

Lippi G, Henry BM. Active smoking is not associated
with severity of coronavirus disease 2019 (COVID-19).
Eur J Intern Med 2020 Mar 16:50953-6205(20)30110-
2.

Ernest Lo, Benoit Lasnier. Active smoking and seve-
rity of coronavirus disease 2019 (COVID-19): the use
of significance testing leads to an erroneous conclu-
sion. Eur J Intern Med 2020, May 8. doi: 10.1016/j.
ejim.2020.05.003.

Guo FR. Active smoking is associated with severity
of coronavirus disease 2019 (COVID-19): An upda-
te of a meta-analysis. Tob Induc Dis. 2020;18:37.
doi:10.18332/tid/121915.

Farsalinos KF, Barbouni A, Niaura R. Systematic re-
view of the prevalence of current smoking among
hospitalized COVID-19 patients in China: could nicoti-
ne be a therapeutic option? Intern Emerg Med 2020.
doi:10.1007/s11739-020-02355-7.

Rossato M, Russo L, Mazzocut S, et al. Current smoking
is not associated with COVID-19. Eur Respir J 2020. doi:
10.1183/13993003.01290-2020

Goyal P, Choi JJ, Pinheiro LC, et al. Clinical Characteristi-
cs of Covid-19 in New York City. N Engl J Med 2020 Apr
17. doi: 0.1056/NEJMc2010419.

Leung JM, Yang CX, Sin DD. Reply to: “Current Smo-
king is Not Associated with COVID-19” [published
online ahead of print, 2020 May 4]. Eur Respir J.
2020;2001340. doi:10.1183/13993003.01340-2020.
Peters MC, Sajuthi S, Deford P, et al. COVID-19 Related
Genes in Sputum Cells in Asthma: Relationship to De-
mographic Features and Corticosteroids. Am J Respir
Crit Care Med. 2020;10.1164/rccm.202003-08210C.
doi:10.1164/rccm.202003-08210C.

Hamer M, Kivimaki M, Gale CR, David Batty G. Lifestyle
Risk Factors, Inflammatory Mechanisms, and COVID-19
Hospitalization: A Community-Based Cohort Study of
387,109 Adults in UK. Brain Behav Immun 2020;S0889-
1591(20)30996-X. doi:10.1016/j.bbi.2020.05.059.

Guo T, Fan Y, Chen M, et al. Cardiovascular Implicati-
ons of Fatal Outcomes of Patients With Coronavirus
Disease 2019 (COVID-19). JAMA Cardiol 2020 Mar

75.

76.

77.

78.

27;€201017. doi:10.1001/jamacardio.2020.1017.
Preliminary Estimates of the Prevalence of Selected
Underlying Health Conditions Among Patients with
Coronavirus Disease 2019 — United States, February
12—-March 28, 2020. MMWR Morb Mortal Wkly Rep
2020;69:382-386. doi: 10.15585/mmwr.mm6913e2.
Patanavanich R, Glantz SA. Smoking is Associated with
COVID-19 Progression: A Meta-Analysis [published on-
line ahead of print, 2020 May 13]. Nicotine Tob Res.
2020;ntaa082. doi:10.1093/ntr/ntaa082.

Mehra MR, Desai SS, Ruschitzka F, Patel AN. Hyd-
roxychloroquine or chloroquine with or without a
macrolide for treatment of COVID-19: a multinatio-
nal registry analysis [published online ahead of print,
2020 May 22]. Lancet. 2020;5S0140-6736(20)31180-6.
doi:10.1016/5S0140-6736(20)31180-6

Mirsoleymani S, Nekooghadam SM. Risk Factors for
Severe Coronavirus Disease 2019 (COVID-19) Among
Iranian Patients: Who Was More Vulnerable? Lancet
2020 Mar 30. Preprint.



