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Cikar Beyani:

o|lla¢ endustrisi
o Tutun endustrisi
cBagka ticari isletme ve kuruluslarla ilgili
her hangi bir ¢cikar beyanim yoktur.




Sunum Plani:

o Calisma turleri
o Kesitsel

o Olgu Kontrol

o Kohort

o Ozet...




Calisma Turlert:

1. Tanimlayici Calismalar: Hastalik sikliginin olgumu (prevalans, insidans,
atak hizi)

2. Analitik Calismalar (Hastalik ile etken arasindaki iligkinin incelenmesi,
nedensellik)

3. Girisimsel (Mudahale) Tipi Calismalar: Tani / Erken Tani, Tarama veya
Tedavi araci ile hastaligin prognozunu olgme




Tanimlayici Calismalar:

o Farkli degiskenlerin sikliklarini inceler

* Turkiye’deki kadinlarin boy ortalamasi
* Cukurova bélgesinde allerjik rinit sikligi




Analitik Calismalar:

o |[ki veya daha fazla degisken arasindaki iligkileri inceler
- Outcome (hastalik, sonug, olay): bagimli degisken
- Exposure (maruziyet, etken): bagimsiz degisken

* Biomass maruziyeti ile KOAH iligkisi
* Bel gcevresi ile apne-hipopne indeksi iligkisi




2x2 Tablosu

Hastalik (sonug, outcome)

Etken +
(Maruziyet,
exposure)




Ana Sonuc (Primary Outcome):

o Hipotezin odak noktasi
o Orneklem buyukligu hesaplamalarinda belirleyici
o Arastirma sorusuyla ilgili olmali

o Olcimler kesin ve dogru olmal

* Akciger kanseri, akciger kanseri cerrahisi sonras! mortalite, mekanik
ventilasyondan ayriima (weaning)




Ikincil Sonuclar (Secondary Outcomes):

o Yeni hipotezler olusturmakta kullanilabilir
o Cogu calisma, ikincil sonuclarini yorumlayabilecek guce ulasamaz
o [kincil sonuglari sinirh tutmak gerekir

o Kesinlik ve dogruluk onemlidir ancak, ana sonucun arastiriimasina oncelik
vermek gerekir

o *Pulmoner hipertansiyon tedavisi ile ilgili bir arastirmada PAP degisimi
birincil sonug iken, dispne skorundaki degisim ikincil sonug¢ olabilir

o *Cevresel asbest temasi ile mezotelyoma iliskisi arastirmasinda asbestozis
Ikincil sonucg olabilir




Exposure (Bagimsiz Degisken):

o Nedensel birliktelikte, sonucu (bagimli degisken, hastalik, outcome)
etkiledigi dusunulen ogeler: riski/sikligi arttirabilir/azaltabilir

o Calismanin ozelligine gore bir calismada bagimsiz degisken olan bir 0ge,
baska bir calismada bagimli degisken olabillir.

* “Sigara icmenin astim hastaliginin gelisimi uzerine etkisi var midir?”
bagimli degisken: astim, bagimsiz degisken: sigara

* «Astimi olan ve olmayanlarda sigara icme orani farkli midir?»
bagimli degisken: sigara, bagimsiz degisken: astim




Bilimsel Arastirma Yontemleri

- Retrospektif Kohort

- Kesitsel
- Olgu-Kontrol
- Prospektif Kohort




Kanit Piramidi:
Sistematik
Derleme
Klinik Calismalar
Kohort Calismalari

Olgu Kontrol Calismalari

Kesitsel Calismalar

Olgu Sunumu / Olgu Serisi

Hayvan Calismalari



Calisma Tasarimi:

Arastirma Sorusu

4

Calisma Tasarimi

4

Calisma Tasarimina Gore Veri Toplama

4

Veri Analizi

3

Calisma Raporu Yazma




Calisma Tasarimi:

o Calisma tasarimina karar verirken anahtar nokta;
«Zamany  «Zamansallik»

ZAMAN
- o




Calisma Tasarimi:

ZAMAN




Kesitsel Calismalar:




Kesitsel Calismalar:

- Hastalik ve karsilasilan madde (etken) bilgisi ayni zamanda toplanir

- Calisma toplumu
Hasta (etken var/yok)
Saglikli (etken var/yok)

- Anket calismasi, surveyans




Kesitsel Calismalar:

Kronik hastaliklari arastirmak icin uygun (hastaligin gelisim zamanini
tam saptamak olanagi yok)

Prevalans hizi hesaplanabilir
Insidans hizi hesaplanamaz (hastalik gelisim hizi)

Fatal, kisa surede beliren, nadir hastaliklar i¢cin uygun degil (ornegin
grip)




Ne Zaman Kesitsel Arastirma Yapmayi Dusunelim?

o Halk Sagligi acisindan onemli bir durumun veya hastaligin prevalansini,
maliyetini, hastalik yukunu saptamay! istedigimizde;

Or: Turkiye'deki KOAH prevalansi, HIV’e bagl tedavi maliyeti

o Belli bir durum icin kaynak saptamasi yapmak istedigimizde;
Or: Samsun’daki yogun bakim yatak sayilari ve dagilimi, Aile hekimi
sayisl, Isyeri hekimi sayisi

o Saglik calisanlarinin ya da hastalarin egilim ve tutumlarinin saptanmasi
Or: KOAH'li hastalarda tani alma sonrasi sigara icme davranisi




Kesitsel Arastirma Planlarken...

Arastirma sorusunun belirlenmesi

Populasyonun belirlenmesi

Orneklem yapilmasi

Bagimli ve bagimsiz degiskenlerin (Exposure ve Outcome) belirlenmesi
Gecerli yontemler belirlenmesi ve kullaniimasi

N

Arastirmanin yapiimasi

*Calismaya katilim oraninin (kapsayicilik) yuksek olmasi cok onemli
*Fotograf cekimi




Guclii Ozellikler Sinirhiliklar

1. Daha hizli ve gorece daha ucuz 1. Ortaya konulan iligkiler her zaman
2. Tanimlayici gerceqi yansitmayabilir
3. lliskileri ortaya koyabilir 2. Secim hatasi
4. Baska arastirmalara onculiik edebilir 3. lligkileri gdsterebilse de
5. Bilinmeyen bir durumla ilgili gok iyi «nedensellik» ortaya koymaz
bir baslangi¢ noktasi 4. Insidans 6grenilemez

5. Sagladigi kanitlar bakimindan en
zayIf gozlemsel arastirma turu
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KOAH Prevalansindaki Farkliliklarin Olasi Sebepleri Neler
Olabilir?

o Bu degisiklikler gercekten dogru olabilir

o Calismanin yapildigi toplumun ozelliklerindeki farklilik

o Kullanilan tani kriterlerindeki farklilik

o Farkl cihazlarin kullanimi

o Spirometrik degerlendirmede farkli metotlarin kullaniimasi
o Teknisyen egitimindeki farkliliklar







BOLD Calismasi:

o KOAH diinya 6lgeginde dnemli bir saglik sorunudur. Ozellikle gelismekte
olan ulkelerde ve kadin nufusunda KOAH’lI hasta sayisi artis
gostermektedir.

o KOAH prevalansi ve mortalitesine iligkin bilgilerimiz yetersizdir.

o KOAH aslinda oldugundan daha az tani konulan ve dolayisiyla daha az
tedavi edilen bir hastaliktir.




BOLD Calismasinin Arastirma Sorulari

o KOAH prevalansi nedir? Risk Faktorleri nelerdir?

o KOAH prevalansi yas, cinsiyet, sigara icme durumuna gore ulkeden ulkeye
farkhlik gosterir mi?




BOLD Calismasinin Yurituldugu Ulkeler:
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® Completed
@ In progress N
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BOLD SUBSITES ¢ /
@ Completed \
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® Completed ‘




Kesitsel Calismaya Baslarken...

o Arastirma
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Kesitsel Calismaya Baslarken...

o Calismay! kimler Uzerinde yapacagim ?
o Orneklemi nasil olusturacagim ?

o Bagimsiz degiskenler ve bagimli degiskenler neler olacak? Neleri
arastiracagim ?

o Bu verileri nasil, hangi aracglarla toplayacagim ?

o Calismayi nasil ylratecegim?




Kesitsel Calismalar...

o Hastalik yuklerinin anlasilmasinda en ise yarar calisma tasarimi
o Aclk ve anlasilir tasarim
o Kullanilan yontemlere bagli olarak daha ucuz olabilir

o Sonuglarin dogru sekilde yorumlanabilmesi verilerinizin kalitesine bagldir




Olgu Kontrol Calismalarti:

o Hastalarin toplumu temsil eden kontrol grubu ile karsilastiriimasi

o Etken, karsilasilan madde ile ilgili bilgiler retrospektif (gecmise yonelik)
olarak toplanir

o Nadir hastalik icin uygun




Maruziyet
(Risk Faktorii)

Hastalik (Sonuc)
+ —




Olgu Kontrol Calismalari Nasil Planlanir?

o Olgu grubu belirlenir (olgulari-hastalari- temsil etme gucu)
o Kontrol grubu belirlenir (kontrolleri-sagliklilari- temsil etme gucu)

o Degiskenler olgulur

4 )

Risk faktoru olgularda kontrollere gore daha mi fazla?

\_ J




Hastalik (Sonug)

+ —

+ 50 20
RF

50 80

Olgularda odds (ihtimal) 50/50 =1
Kontrolde odds (ihtimal) 20/80 =0.25
Odds orani 50:50/ 20:80=1/0.25=4




Gucliu Ozellikler

 Daha az harcama, daha azisg yuku -
* Nadir hastaliklari arastirmak igin en
uygun arastirma sekili .

Sinirhliklar

Karsilasilan madde hakkinda bilgi
hastalik gelistikten sonra toplanir
Karsilasilan maddeyle ilgili bilgi
hastalik durumundan etkilenebilir
(recall bias: etkenle ilgili bilgiyi
hatirlamada hastalik durumuna

bagli farkhliklar)

Kanser tanisi alan hastalar gegmisteki
temaslari daha iyi hatirlamaya egilimli
olabilirler.

*Nedenselligi gosterme gucu var

ancak sinirli




Hypertension prevalence in obstructive
sleep apnoea and sex: a population-based
case—control study

J. Hedner*, K. Bengtsson-Bostrom™', Y. Peker*, L. Grote*,
L. Rastam”™ and U. Lindblad™’

ABSTRACT: Obstructive sleep apnoea (OSA) is a recognised risk factor for hypertension (HT).
The current authors investigated confounders of this association in a sex-balanced community-
based sample of patients with HT (n=161) from the Skaraborg Hypertension and Diabetes Project
(n=1,149) and normotensive controls (n=183) from an age and sex stratified community-based
population sample (n=1,109). All participants underwent ambulatory home polysomnography.

Severe OSA (apnoea-plus-hypopnoea index (AHI) =30 events-hq} was found in 47 and 25% of
hypertensive and normotensive males, respectively. The corresponding numbers in females were
26 and 24%, respectively. The odds ratio (OR) for HT increased across AHI tertiles from 1.0 to 2.1
(95% confidence interval: 0.9-4.5) and 1.0 to 3.7 (95% CI: 1.7-8.2) in males, but not in females
where the OR increased from 1.0 to 1.8 (95% CIl: 0.8-3.9) and 1.0 to 1.6 (95% Cl: 0.7-3.5).
Regression analysis correcting for age, body mass index (or waist-hip ratio) and smoking did not
eliminate the association between OSA and HT in males.

The present data suggest that obstructive sleep apnoea is highly prevalent in both the general
population and in patients with known hyperension. The contribution of obstructive sleep apnoea
to hypertension risk may be sex dependent and higher in males than in females.




1e primary aim of the present case-control study was
explore OSA as a risk factor for HT in two community-based

samples; patients with HT treated in primary care (cases)
Nort ive subjects from a random populat cample

(controls). An additional aim of the study was to investigate
the influence of sex on this association.

Amac: Hipertansiyon ile OUAS iligkisini arastirmak
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Olgu
(hastalik):
Hipertansiyon

Risk etkeni:
OUAS

Ht/Non-Ht:
yaF, cinsiyet
eslestirme
psg : OUAS
tanisina gore
karsilastirma



Kohort Tipi Calismalar:




Kohort Tipi Calismalar:

o Belli bir risk faktorune sahip olanlarla olmayanlarda hastalik geligsimini
karsilastirma

o Risk (insidans) farki, zaman iginde arastirilir

o En 1yl gozlemsel arastirma sekili

o Veri genelde prospektif olarak toplanir

o Baglangicta kohort icinde o hastaliga sahip kisi yoktur (saglikl)




Maruziyet
(Risk Faktorii)

Hastalik (Sonug)
+ —

I |




Kohort Tipi Calisma Nasil Planlanir?

1. Kohort tanimlanir
2. Risk ve sonuc degiskenleri olculur
3. Sonucun ortaya cikisini izle

+
(+) S
Risk faktoru

Rolatif risk
= (2/3)/(1/3)
=2.0

(-) S




Statik Kohort:

Sonuc¢

Risk

| Risk = ¢/c+d |




Dinamik Kohort:

Risk (+) ——

Risk (-)

Yil

RR = 2/3/2/3 =1
AMA

RR=2/5 hy/Z/thy =1




Prospektif Kohort & Retrospektif Kohort

o Her veri tabanindan retrospektif kohort cikmayabilir.

o Temel demografik veriler ile etken / risk olabilecek olaylarin kayit tamligi
ve kayit kalitesi

o |zlem boyutu olmasi




Gucliu Ozellikler

Karsilasilan madde bilgisi hastalik
gelisiminden once toplanir

Calisma toplumunun sec¢imi hastalik
durumundan bagimsiz

Bir etken icin birden fazla sonuc¢
(hastalik) arastirilabilir

Nedensellik agiklamada guclu (RR)

Sinirlhiliklar

« Pahall ve zaman alici

« Nadir gorulen, latansi (gelisme
suresi) uzun hastaliklar icin uygun
degil

« |zlemden kopmalar bilgi kaybina,
yanilgiya yol acgabilir (loss to follow-

up)




Respiratory disease mortality among US coal miners; results
after 37 years of follow-up

Abstract

Objectives—To cvaluate respiratory related mortality among underground coal miners after 37
of follow-up.

Meth
rolled between 1969 and 1971 was evaluated with lite table analysis. Cox proportional haza

nderlying cause of death for 9033 underground coal miners from

models were fitted to evaluate the exposure-response relationships between cumulative exposure
to coal mine dust and respirable silica and mortality from pneumoconiosis, chronic obstructive

r disease (COPD) and lung cancer.

Results—Excess mortality was obsC R=79.70, 95% CI 72.1 to
87.67), COPD (SMR=1.11, 95% CI 0.99 to 1.24) and lung cancer (SMR=1.08; 95% CI 1.00 to
1.18). Coal mine dust exposure increased nsk for mortality from pneumoconiosis and COPD.
Mortality from COPD was significantly elevated among ever smokers and former smokers
(HR=1.54, 95% CI 1.05 to 3.22; HR=1.52, 95% CI 0.95 to 2.34, respectively) but not current
smokers (HR=0.99, 95% CI 0.76 to 1.28). Respirable silica was positively associated with
mortality from pneumocomosis (HR=1.33, 95% CI 0.94 to 1.33) and COPD (HR=1.04, 95% CI




METHODS

The design of this cohort has been previously described.”'** In brief, 9078 working
underground coal miners were enrolled from 31 US mines between 1969 and 1971.
Intformation on respiratory symptoms, work history, smoking history and demographics
were collected at enrolment by questionnaire. Participants recerved full-format postero-
antenor chest radiographs. Geographical region was used as a proxy for coal rank (coal-rank
region), a measure of the coal’s fixed carbon content. The propensity of coal to cause CWP
has been shown to increase with coal rank.”® As with previous analyses of this cohort, we
defined regions in decreasing coal-rank order as follows: eastern Pennsylvama, eastern
Appalachia (central Pennsylvania and eastern West Virgima), western Appalachia (westem
Pennsylvania, western West Virginia, eastern Ohio, western Virgimia, eastern Kentucky,
Tennessee and Alabama), Midwest (western Kentucky, Illhinois and Indiana) and West
{Colorado and Utah).”




Exposure estimates

Estimates of cumulative coal mine dust exposure for each mine were previously developed

as the summation of the products of each job-specific dust concentration and the duration of
time worked at that job.”* For this study, we constructed estimates of respirable quartz dust
exposure by using Mine Satety and Health Admimistration comphance data from 1932 to
2002. Data were obtained from Mine Safety and Health Administration under the Freedom
of Information Act and estimates were compiled with technical assistance from the National
Institute for Occupational Safety and Health Division of Respiratory Disease Studies. We
determined the mean per cent silica within each of the five regions for each Lainhart job
grouping.~ Lainhart groupings include the following job categories: underground face,
transportation, mamntenance and miscellaneous activities; and, surface transportation,
maintenance, tipple, strip mining and miscellaneous activities. We calculated job-specific
silica estimates by multiplying the percentage of respirable silica for each region and
Lainhart job category by the mean coal mine dust concentration estimate for each job within

the region. We then assigned an individual cumulative silica exposure estimate to each study
participant by summing the product of the number of years at each job by the corresponding

region-specific and job group-specific silica exposure estimate.




Vital status ascertainment

We determuined the vital status of thas cohort through 31 December 2007. We submutted

records of the 5636 participants alive when the previous follow-up concluded (31 December
1993) to the Social Secunty Admimistration to determine vital status. We then submutted the
3081 records identified as deceased or unknown to the National Death Index to confirm vital

status and obtain cause of death.

Employment termination date

We sought termination date for employment as a coal miner for cohort members from the
United Mine Workers of Amenca Health and Eetirement Funds (UMWA Funds) and the
Department of Labor (DOL), Office of Workers” Compensation Programs. When conflicting

dates were provided, we considered the DOL date more rehable. We coded any termination

date greater than 1 year after death as missing.




Ozet. ..

o Calisma tasariminin secimi onemili
o Ancak arastirma sorusu ve arastirmanin planlanmasi en onemili

o lyi planlanmis bir kesitsel ¢calisma ko6t planlanmis bir kohorttan daha
guvenilir ve anlamli bilgi sunabilir

o Arastirma planlama ve yapma karmasik ve yetkinlik gerektiren bir surec
o Ekip
o Inat




Kaynaklar:

o Designing Clinical Research_Stephen B. Hulley

- MECOR Slayt Setleri




