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Epidemiyolo i

« Saglikla ilgili tim sorunlarin ve hastaliklarin kisi-yer-
zaman 6zelliklerine gore tanimlanmasi,

« Bu sorun ve hastaliklarin nedenleri/risk faktorlerinin
belirlenmesi

 Belirlenen neden ve risk faktorlerine yonelik en uygun
¢oziim/tedavi yontemlerinin ve bunlarin kabul
edilebilirliginin/gtivenliliginin saptanmasi amactyla
kullanilan yontemler bilimi



Etkene maruziyete arastirmaci mi karar veriyor?

EVET | | HAYIR
DENEYSEL ARASTIRMA GOZLEMSEL ARASTIRMA
Gruplar rasgele mi belirleniyor? Hipotez testi var mi?
EVET HAYIR EVET HAYIR

|
Randomize Non-randomize Analitik Tanimlayici
klinik/saha klinik/saha calisma calisma
calismasi calismasi l

Galigmanin yoni ne?
v v
Etken — Sonug Sonu¢ — Etken Etken-Sonug ayni anda
| |
Kohort Vaka-Kontrol Kesitsel

Grimes&Schultz. Lancet 2002;359:57-61.



Deneysel Arastirmalar

 Analitik arastirmalarla saptanan neden-
sonug iliskilerinin en iyi test
edildigi/dogrulandigi ¢alismalardir

— Analitik yontemlerle belirlenen nedenler gergek
nedenler ise, bunlar ortadan kaldirildiklarinda
hastaligin gorilme sikligi, sekel/komplikasyon ve
6lim boyutu azalir

— Bu bulgu belirlenen nedenlerin kesin oldugunu
dogrular



Deneysel arastirmalar (Experimental studies)

Midahale arastirmalari (Interventional studies)

 Klinik arastirmalar
 Koruyucu saha ¢alismalari

* Yari-deneysel ¢alismalar (Quasi-experimental studies



Deneysel Arastirmalar

AMAC: Cozim yollarinin/korunma
onlemlerinin test edilmesi (etkinlik
diizeylerinin olgllmesi)

— Hastaliklardan korunmaya yonelik

— Saglik egitiminin saglik davraniglar: izerindeki
etkisini degerlendirmeye yonelik

— Hastaliklarin tedavisine yonelik

— Saglik hizmetlerinin iyilestirilmesine yonelik



Kanit Piramidi

http://servers.medlib.hscbklyn.edu/ebm/

Sisfemaftik Randomize
derleme ve kontrolli
meta- ¢alismalar

| analizler | RKC
Kohort

Olgu-Serileri
Olgu-Raporlari

Diglince ve klinik gorusler, editér yazilari

Hayvan ¢alismalari
In-vitro (test-tiipl) caligmalari



Randomizasyon

» Kigilerin deney ve kontrol gruplarina
tarafsiz olarak ayrilmalarini saglar

» Bilinen ve bilinmeyen karistirici
faktorlerin her iki gruba esit dagilimini
saglar

- basit randomizasyon
- tabakali randomizasyon
- blok/dengeli randomizasyon

- gapraz (cross-over) tasarim

» Allocation concealment - Randomizasyonun
gizlenmesi
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RANDOMIZASYON

(Katilanlar: gruplara ayirma)
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RANDOMIZASYON
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Sonug biliniyor, (+)
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Kontrol
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*Tedavi veya izlemeyi red, bolgeyi terk, 6liim, vb. nedeniyle

Sonug biliniyor, (+)

Sonug biliniyor, (-)

Sonug bilinmiyor™




Temel Noktalar

Deney ve kontrol gruplarinin rasgele belirlenmesi

Deney poplilasyonu, arastirmaya katilacak bireylerin belirlenmesi
« Secim kriterleri

cel\soe

« Genellenebilirlik

Denenecek miidahale
« acgtkca tanimlanmalidir (or: ilag dozu)

Sonlanim noktalari

* acgikga fanimlanmali ve élgllmelidir
* istenen - or: tedavi
+ istenmeyen - or: yan etki

Ara analiz



Korleme/Maskeleme

Arastirmada taraf tutulmasini azaltmak amaciyla uygulanir.

*Tek-kor: Arastirmaya katilan bireylerin,

Gift-kor: Arastirmaya katilan bireylerin yani sira tedaviyi
uygulayan kigilerin,

‘Uglii-kar: Arastirmaya katilan bireylerin, tedaviyi uygulayan
kisilerin ve sonucu degerlendiren/analizi yapan kisilerin
arastirmadaki kisilerin deney ya da kontrol grubunda
olmasini bilmesi onlenir.



Deneysel Arastirmalarda Elde
Edilen Epidemiyolojik Olgiitler

| HASTALIK (+) HASTALII(( ) | ToPLAM

DENEY GRUBU
KONTROL GRUBU C D C+D
TOPLAM A+C B+D A+B+C+D

Deney grubunda (D.5.) insidans = A/ A+B
Kontrol grubunda (K.5.) insidans = C / C+D
Ralatif Risk (Etkinlik) = D.G. insidans/ K. 6. insidans= (A / A+B) / (C / C+D)
Risk Farki = (K.G. insidans) - (D.G. insidans)

Etkinlik (Koruyuculuk) Orani= (K.G. insidans) - (D.6. insidans) / (K.G. Insidans)



 Risk farki: Toplumda belirli diizeyde gériilen bir
hastaliktan bu midahale ile kag kisinin yararlanacagini
hesaplamak igin kullanilir.

« Number needed to treat (NNT)
— Hipertansif komplikasyon %20
— X® tedavisi ile hipertansif komplikasyon %15
— Risk Farki: 20-15 = 5%
Tedavi edilen 100 bireyden 5'i komplikasyondan korunuyor
NNT = 100/5=20

— Y® tedavisi ile hipertansif komplikasyon %10
— Risk Farki: 20-10 = 10%
— NNT = 100/10 = 10

« Number needed to harm (NNH)



* NNT
» NNH

Yarar/Zarar Orani




« Etkinlik (Koruyuculuk) Orani: Uygulanan miidahale
yonteminin saglam kisilerin yiizde ne kadarin
hastaliga yakalanmaktan, hasta olanlarin yiizde ne
kadarini 6limden veya belirli sekellerden korudugu
veya tamamen iyilestirdigini belirtir.

KG insidans hiz1 = MG insidans hizt

Etkinlik (hastaliktan koruyuculuk) oram = —
| | KG insidans huzt



Deneysel Arastirmalarin Avantajlari

« Epidemiyolojik agidan en kaliteli verilerin saglanmasini
saglar.
— Randomizasyon

» Insidans, rélatif risk, risk farki, koruyuculuk oran
gibi gok sayida epidemiyolojik 6lgiit hesaplanabilmesi
ve nedensellik kriterlerinin test edilebilmesi nedeniyle
veri kalitesi ve sonuglarin gegerliligi agisindan ilk
sirada yer alir.



Deneysel Arastirmalarin Dezavantajlar:

‘Randomizasyon, kérleme ve izlem 6zellikleri nedeniyle insan giicd,
zaman ve para agisindan yiiksek maliyetli, uzman arastirmacilar

gerektiren ¢alismalardir.
— genellikle az sayida kigiler lizerinde yapilabilir

*Medikal alanda 6zellikle yeni bir yontem ya da ilacin, eski yontem ya
da ilaca kiyaslanarak etkinliginin arastirilmasi nedeniyle kisilerin
aydinlatilmasi ve onamlarinin alinmasi etik ve yasal bir zorunluluktur.

*Arastirmaya alinan kigilerin segilmis ve ¢alismaya katilmaya goniilld,
6zel bir topluluk olmasi nedeniyle bu arastirmalardan elde edilen
sonuglarin topluma genellenebilirligi (dis gegerliligi) diisiktdr.

*Optimal/ideal kosullarda elde edilen ilacin/midahalenin “etkinligi”,
hastanin ilacin alinma saatine, dozuna vb. uyumu gergek hayatta
farkh olabilecegi igin sonuglarin topluma yaygin uygulanmasinda elde
edilecek "etkililik" diizeylerinden farkh olabilir.



 Katilimcilarin uyumu izlenmeli ve
ylksek olmalidir

» Etkinlik (Efficacy): ideal kosullarda,
ylksek uyumla, maksimum etkiyi elde
etme amaci

» Etkililik (Effectiveness): gergek
yasamdaki durum, miidahalenin

gergekten ise yarayip yaramadigini
gorme amacil

 Intention to treat analysis



Izlemde Kayip???

» Ozellikleri digerlerinden farkl mi?
« ITT analizi
 En kotl durum senaryosu



Ilag Arastirmalart

Bir ilag veya asinin etkinliginin
degerlendirilmesi gesitli asamalardan
sonra gergeklesir

 Preklinik arastirmalar
— Laboratuvarda in-vitro deneyler

— Deney hayvanlar: izerindeki in-vivo
deneyler

 Klinik arastirmalar



Klinik Arastirmalar

Faz I calismalar: Ilacin farmakokinetik
ozellikleri, toksisitesi, biyoyararlanimi,
viicut fonksiyonlarina etkisi ve biyolojik
aktivitesinin az sayida gondilli Gzerinde
denendigi ilag gelistirme ¢alismalaridir

Faz IT calismalar: Az sayida ve segilmis
hasta tzerinde ilacin etkili doz sinirlart,
klinik etkinligi, yarari, givenilirligi,
farmakokinetik ozellikleri ve toksisitesinin
arastirildigi ¢calismalar



Klinik Arastirmalar

Faz ITIT calismalar: Faz I ve IT'de olumlu
bulunan ilaglarin genis sayida hasta
Lzerinde etkinlik, emniyet ve degisik
dozlarinin denendigi ilag gelistirme
donemi

Faz IV calismalar: Ilaglarin farmaséstik
mustahzar olarak ruhsatlandirilmasindan
sonra, kabul edilen endikasyonlarda

emniyeti, doz farkliliklari, yan etkilerinin

arastirildigi ilag gelistirme dénemidir



Etik Konular

« Arastirmacinin midahalesi +

* Yeni denemenin etkinligi belirsiz

« Arastirma durdurulmali mi?

* Bilgilendirilmis onam

* Bireyin arastirmadan ¢ekilme hakk
» Etik Kurul onayi

» Etik ilkelere uygun ¢alisma
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E https://www.consort-statement.org/ — Consort - Welcome to the CONSORT Website

Welcome to the CONSORT
Website

CONSORT stands for Consolidated Standards of Reporting Trials and encompasses
various initiatives developed by the CONSORT Group to alleviate the problems arising
from inadequate reporting of randomized controlled trials.

The CONSORT Statement

The main product of CONSORT is the CONSORT Statement, whichis an evidence-
based, minimum set of recommendations for reporting randomized trials. It offersa
standard way for authors to prepare reports of trial findings, facilitating their complete
and transparent reporting, and aiding their critical appraisal and interpretation.

The CONSORT Statement comprises a 25-item checklist and a flow diagram. The
checklist items focus on reporting how the trial was designed, analyzed, and interpreted;
the flow diagram displays the progress of all participants through the trial. The
CONSORT “Explanation and Elaboration” document explains and illustrates the
principles underlying the CONSORT Statement. We strongly recommend that it is used in
conjunction withthe CONSORT Statement. In addition, extensions of the CONSORT
Statement have been developed to give additional guidance for RCTs with specific
designs, data and interventions.
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CONSORT 2010 checklist of information to include when reporting a randomised trial*

ltem Reported
Section/Topic No Checklist item on page No
Title and abstract
1a Identificaion as a randomised trial in the title
b Structured summary of trial design, methods, results, and conclusSions for specific guidanca see CONSORT for shstracts)
Introduction
Background and 2a  Scienfific background and explanation of rafionale
objectives 2b  Specific objectives or hypotheses
Methods
Trial design 3a  Description of frial design (such as parallel, factorial) including allocation rafio
3b  Important changes to methods after trial commencement (such as eligibility criteria), with reasons
Parficipants 4a  Eligibility criteria for participants
4b  Setfings and locations where the data were collected
Interventions 5  The interventions for each group with sufficient details to allow replication, including how and when they were
actually administered
Qutcomes 6a  Completely defined pre-specified primary and secondary outcome measures, including how and when they
were assessed
6D Any changes to trial outcomes after the trial commenced, with reasons
Sample size 7a  How sample size was determined
70 When applicable, explanation of any interim analyses and stopping guidelines
Randomisation:
Sequence ga  Method used to generate the random allocation sequence
generation 8b  Type of randomisation; details of any restricion (such as blocking and block size)
Allocation 8  Mechanism used to implement the random allocafion sequence (such as sequentially numbered confainers),
concealment describing any steps taken to conceal the sequence until interventions were assigned
mechanism
Implementation 10 Who generated the random allocation sequence, who ennclled participants, and who assigned parficipants fo
interventions
Blinding 11a  If done, who was blinded after assignment fo interventions (for example, paricipants, care providers, those

CONSOAT 2010 chedkdist

Bage |



assessing outcomes) and how

110  If relevant, description of the similarity of interventions
Stafistical methods 12a  Statistical methods used to compare groups for primary and secondary outcomes
12b  Methods for additional analyses, such as subgroup analyses and adjusted analyses
Resulis
Pariicipant flow (2  13a  For each group, the numbers of participants who were randomly assigned, received intended treatment, and
diagram is stronghy were analysed for the primary outcome
recommendead) 13b  For each group. losses and exclusions after randomisation, together with reasons
Recruitment 14a Dates defining the periods of recruitment and follow-up
14b  Why the trial ended or was stopped
Baseline data 15 Atable showing baseline demographic and clinical characterstics for each group
Mumbers analysed 16  For each group, number of paricipants (denominator) included in each analysis and whether the analysis was
by original assigned groups
Outcomes and 17a  For each primary and secondary outcome, results for each group, and the estimated effect size and its
estimation precision (such as 85% confidence interval)
17b  For binary outcomes, presentation of both absolute and relative effect sizes is recommended
Ancillary analyses 18 Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing
pre-specified from exploratory
Harms 19 Al important harms or unintended effects in each group ffer spacific guidance see CONSORT for hams)
Discussion
Limitations 20  Trial imitations, addressing sources of potential bias, imprecision, and, if relevant, mufiiplicity of analyses
Generalisability 21 Generalisability (external validity, applicability) of the trial findings
Interpretation 22  Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidence
Other information
Registration 23  Regisirafion number and name of trial registry
Protocol 24 Where the full trial protocol can be accessed, if available
Funding 25  Sources of funding and other support (such as supply of dmgs}, role of funders

*We strongly recommend reading this statement in conjunction with the CONSORT 2010 Explanation and Elaboration for important clarifications on all the items. If relevant, we also

recommend reading COMSORT extensions for cluster randomised trials, non-inferiority and equivalence trials, non-pharmacological treatments, herbal interventions, and pragmatic trials.

Additional ex tensions are forthcoming: for those and for up to date references relevant to this checklist, sse wanw consort-statement. org.

CONSORT 200 chedhdist
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CONSORT

TRANSPARENT REPORTING of TRIALS

CONSORT 2010 Flow Diagram

[ Enroliment ] Assessed for eligibility (n= )

Excluded (n= )

+ Not meeting inclusion criteria (n= )
+ Declined to participate (n= )

+ Other reasons (n= )

v

Randomized (n= )

'

l

Y { Allocation J
Allocated to intervention (n= ) Allocated to intervention (n= )
+ Received allocated intervention (n= ) + Received allocated intervention (n= )
+ Did not receive allocated intervention (give ¢ Did not receive allocated intervention (give
reasons) (n= ) reasons) (n= )
4 [ Follow-Up ] A 4
Lost to follow-up (give reasons) (n= ) Lost to follow-up (give reasons) (n= )
Discontinued intervention (give reasons) (n= ) Discontinued intervention (give reasons) (n= )
4 [ Analysis \ 4
Analysed (n=) Analysed (n=)

+ Excluded from analysis (give reasons) (n= ) ¢ Excluded from analysis (give reasons) (n=

~—
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