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Hekimin deneyimi, hastanin tercihleri ve en iyi kanitlarin entegre edildigi
sistematik bir yaklasim
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En iyi kanit ! (Klinik- Laboratuvar)

Sistematik derlemeler
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Prof.Dr. Hamdl Ogilg’Gin
nn sunumundan almmgtir,
uk

Duyarhlik ve Ozgiill

Duyarhlik ( Sensitivite )

Bir testin gercek hastalan bulma yetenegidir.

Duyarlilk = DP/ (DP + YN)

(DP + YN)

Ozqiilliik ( Spesifisite )

Bir testin gercek saglamlan bulma yetenegidir. (DN + YP)
Ozgiilliik = DN / ( DN + YP)




Prof.Dr. Hamdl Otig’lin
sunumundan alinmgtr.

Pozitif Ongorii Degeri ( Positive Predictive Value, PV+)
Bir testin verdigi sonucun gergegi yansitma gucudur.

Pozitif ongoru degeri, pozitif
sonucla karsilasan  bir hekimin,

“bu sonucu alan hastanin
gercek bir hasta olma olasiligi
nedir ?”

sorusunun yanitini verir.

R

>

Pozitif ongoru degeri
( positive predictive value )

PV+ = Dogru Pozitif /Toplam Pozitif




Prof.Dr. Hamdi Og0g'0n
sunumundan alinmigtr.

Negatif Kestirim Degeri (Negative Predictive Value, PV-)

-

Negatif kestirim degeri ise,
ayni sekilde negatif test sonucu

3 ile karsilasildiginda,

N “bu kisinin gergekten bir

Negatif kestirim degeri saglam olma olasilig nedir?”

sorusunun cevabini olusturur.

PV- = Dogru negatif/ Toplam negatif




Prof.Dr. Hamdl Og0s'0On
sunumundan ahinmigtir.

Pozitif Olabilirlik Orani (Likelihood Ratio (+), LR+)

Pozitif olabilirlik orani; pozitif sonuglarin icindeki gercek ve yanls
sonuclarin oranini verir.

LR+ = Duyarlilik /(1-Ozgiilliik )
Dogru (+) / Yanhs (+)

Ornek:
Bir test icin duyarlilik 0.90, ozgulluk 0.85 olarak bulunmus olsun.

0.90/ (1 - 0.85) =

Test yaklasik her 6 dogru pozitife karsi 1 yanls pozitif sonug verir.



Prof.Dr. Hamd! Oglg'an
sunumundan alinmgtr.

ODD Ratio ( Sans Orani )

ODDS, iki segenekli bir olayda, bir secenegin gerceklesme sans oranini
anlatir.

Vaka: Fenilketonuri taramasi yapiyorsunuz. Hastaligin
insidansi 1/2000. Fenilalanin tarama testinin LR (+) =40.
Pozitif citkan bir sonucun gercek hasta olma olasig nedir.

Test oncesi olasilik =1/ 2000
(TO Odd orani)

Test sonrasi Odd ratio= TO Odd orani x LR

Test sonrasi Odd ratio= (1/ 2000) x 40= 1/50

ihtimal 40 kat: artti ve 1/50 oldu. Atrik bu 50 kisiden ileri
test yapabilirsiniz



Prof.Dr. Hamdl Ogtg’in
sunumundan alinmigtir.

“Receiver Operating Characteristic” ( ROC ) Grafigi

ROC grafigi, iki ya da daha fazla testin, tanisal ayinm gucunu
karsilastirmak uzere kullanilabilir.
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PSA ve performans degerlendirmesi
randomizasyonun onemi
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Forest plot of sensitivity and specificity of tPSA testing.
Harvey et al. BMC Urology 2009 9:14



Risk analizi ornegi

Maternal serum AFP and outcomes

Unaffected

Down
Syndrome
Open
Spina
Bifida

02 03 0507 1 2 3 5 7 10 20
Alpha-fetoprotein (MoM)



Spina Bifida icin ornek risk belirleme

32
31
25
36
23
43
11

33
50
25
23
34
20
62

39
28
42
21
37
30
19

37
18
27
38
53
29
28

Soru 1: 41 gebe icin belirlenen AFP median degeri

nedir?

15 20-20-23-...-30- ...47-53-57= 30 U/L

45

57 Soru 2: AFP sonucu 60 U/L olan gebenin MoM degeri
nedir?

% 60/30= 2

Soru 3: Test oncesi ihtimal (Odd orani) 1:2000 olan bu

gebe icin spin abifida riski nedir?

2 x1:2000= 1:1000



Down

Syndrome en 6 rn e k Va ka

0203 05071 2 3 5 70 20 Soru 4: Yanls pozitif orani nedir?

Alpha-fetoprotein (MoM)

Son alti ay igerisinde sizin laboratuvarinizda 343/9990= %3.4
toplam 10000 bayan i¢in tarama SB taramasi +
yapilmistir. > 2 MoM uzerinde gebe sayisi 350 YP /YP+DN
dir. Yapilan ileri testler ile 7 gebenin pozitif

gozienmintir, o neast oldust
gbzlenmistir. Soru 5: Saptama orani nedir?

710 = %70
Hasta Saglkl DP / YN+DP

(+) (-)

>2 MoM 7 343 350 Soru 6: Pozitif sonucglardaki hasta
(+) DP YP olasiligi nedir (PPV)?

<2 MoM 3 9647 9650 7/1350 = 1:50 (%2)
() YN DN DP / YP+DP

10 9990 10000




Ornek -2

1000 gebe tariyoruz

. Saptama orani (SO-DR) nedir?

L J 00
'i‘ LHv HHH,H 3/5 = % 60

‘] X X X

Ii“i] Ii“i“i] @ Yanls pozitif orani (YP-FP) nedir?
90/995=%9
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Tan icin esik deger
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Ornek: Meme Kanseri

Klinik
metod

Belirtec

Aile
Hikayesi

BRCA1
BRCA2

Mamografi
ve muayene

Fizik muayene, gorintileme,
biopsi, lenf nodu durumu ve
patolojik inceleme

Fizik mauyene
Goruntuleme

ER,PR,HER2/NEU, Ca15-3

molekiiler inceleme, PET




Risk

Istenmeyen etkilerin ortaya
¢cikma durumu ve sonuglaridir

Risk Yonetimi

Istenmeyen etkilerin goriilme olasiliginin
hesaplanmasi ve degerlendirilmesini ve
azaltimasi ile ilgili onlerleri kapsar.

ISO Guide 73:2009
Risk management - Vocabulary




Arastirmalar ve
veri toplamalar

Risk belirleme ve

degerlendirmesi

Risk ne kadar 6nemlidir (Olasilik x siddet)
Ne yapilmaldir?



Risk matriksi

Consequences
Insignificant Minor Moderate Major




14971:2007 specifies a process for a manufacturer to identify the
hazards associated with medical devices, including in vitro
diagnostic (IVD) medical devices, to estimate and evaluate the
associated risks, to control these risks, and to monitor the
effectiveness of the controls. The requirements of ISO 14971:2007
are applicable to all stages of the life-cycle of a medical device

Risk analysis

« Intended use and
identification of
characteristics related to the
safety of the medical device

+ |dentification of hazards

+ Estimation of the risk(s) for
each hazardous situation

Risk evaluation

e
Risk assessment

\

Risk control

¢ Risk control option
analysis

* Implementation of risk
control measure(s)

¢ Residual risk evaluation

¢ Risk/benefit analysis

¢ Risks arising from risk
control measures

¢ Completeness of risk
control

!

Evaluation of overall residual
risk acceptability

Risk management report

Production and post-production
information

Risk management



Laboratuvarlarnn farkh bir bakis agisi!
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Risk Analysis is coming to medical laboratories. But for too many E . Ix I ma i= .

labs, Risk Analysis is 2 buzzword without meaning, an approach |
without defined technigue. In this book, Dr.Westgard surveys the e - @ 1
150 standards {150 14971, 150 22367) as well as the CL5I guidelines t t t
(EP18, EP23) and the Joint Commission methodology for Proactive 11 | ls
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Risk Reduction.

After providing an overview of the general approach to Risk Analysis, - . [ ]
Dr.Westgard explains how to adapt the principles for the medical : .
laboratory, using data-driven tools and practical implementation tips: T2E |

! Map
* Process maps, flowcharts and fishbone diagrams | | R
| mm * Risk Acceptability matrices = S FMEA .
E + Assessment of hazards through Failure Mode Effect Analysis (FMEA) i

B + Fault Tree Analysis (FTA) and Failure Reporting, Analysis and Comrective ] I
E S . : N0 —— Qc PLAN

W + Six Sigma metric integration into the Risk Analysis techniques 1 1
i i s 1 T

1 Using Six Sigma metrics, Dr.Westgard shows how Risk Analysis 1 = m Sigma-metrics QCFrequency H
| can be converted from an arbitrary and qualitative technique, into I - Risk Matrix Residual Risk
something concrete, quantitative, and relevant to medical laboratories t | = " S - L4
~ andthe patients they serve. I = | | Designing Analytic QC Plans

E ~ Forlaboratories serious about adopting Risk Analysis in their o | -
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- support of their instruments - this is an essential reference. .
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EP18-A2

Vol. 29 No. 26
Replaces EP18-A
Vol. 22 No. 28

Risk Management Techniques to Identify

and Control Laboratory Error Sources;
Approved Guideline—Second Edition

Laboratory Failure Sources and CLSI Evaluation Protocols Documents




Hastaliklann etyolojisi

Genetik faktorler (mutasyonlar, lipoprotein seviyeleri, homosistein ve

lipit metabolizmasindaki genler, pihtilasma, 16kosit adezyonu, inflamasyon............... )
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Toplam riske katkilan nedir ?



RISK ANALIZLERINI HANGI HASTALIKLAR ICIN KULLANILIYOR?

- KARDIYOVASKULER HASTALIK
« KANSERLER

« OSTEOPOROZ

 FMF (Ailevi Akdeniz Atesi)
 Alzheimer

« Haemokromatoz

« Gaucher hastaliz

+ Kistik fibroz

« Alfa 1 antitripsin eksikligi

« Sitokrom P450* CYP2C9, CYP2C19

« Colyak Hastalizi, HLA DQ2 ve DR4(DQS8)



KORONER KALP HASTALIGI RiSK FAKTORLERI

50 -
40
30

20

S-year CYD risk per 100 people

10

Reference TC = Smoker HDL = 39 Hale Diabetes 60 years
270 mg/fdL mgfdL

Cumulative absolute risk of C¥D at five years Cumulative absolute rigk of
cardiovascular disease (CVD) at five years according to systolic blood pressure and
specified levels of other risk factors. The reference category is a nondiabetic,
nonsmoking 50 year-old woman with a serum total cholesterol (TC) of 154 mg/ddL
(4.0 mmol/L) and HDOL-cholesteral of 62 mg/dL (1.6 mmal/L). The CWD risks are
given for systolic blood pressure levels of 110, 130, 150, and 170 mmHg. In the
other categories, the additional risk factors are added consecutively. As an
example, the diabetes category is a 50-year-old diabetic man who is a smoker and
has a total cholesteral (TCY of 270 mg/dL (7 rmrmol/Ly and HDOL-cholesterol of 39
mgsdL {1 mmolsL). (Adapted from Jacksan, R, Lawes, CM, Bennett, D&, et al, Lancet
2005; 365:434).

KALP DAMAR HASTALIGI RISKINIZI BILIYOR MUSUNUZ ?

CINSIYET, YAS, KAN BASINCI, TOTAL KOLESTEROL DEGERLERINE G3 RE 10
YILLIK KALP DAMAR HASTALIGI RISKININ BELIRLENMESI
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Nasil Hesaplayacaksiniz? KOIeSteFOI (mg/ﬂl)
AT ! ’ Risk oranini artiran durumlar
1. Cinsiyetinize ve sigars kullanim durumunuza
g-re kolonunuzu belirleyin 1. Ailede kelp demer hestaliginin olmasi,

2. Orta b-I-mdeki yas sutunune g-re yas
grubunuzu belieyin

altinda olmasi) veys
3. Sistolik kan basinzine g-re sol dikey sutunds SCME o
yerinizi belifeyin ),

aktif, homosis!

2. HDL Kolesterol d-&-ki-g- (<35 mgAll nin

erid (> 150 mgAll), C
ajen, epolipoprotsin,

— Lipoprotein (a) y-kseklikleri
4. Altyatay s-t-nda total kolesterol degerinizi 15% ve iistii 10 vil
isaretleyin 10%- 14% vi 3. Seker hastaligi
5. Sistolik kan basinci ve kolesterol degerinizin 5% -9% ireriginde kalp 4. Sismenlik ve hereketsiz yasem
Kesistigi noktayi bulun. 3% -4%
damar 5. Stres
6. Bu deger sizin risk oreninizdir- Sizin yaklasik 2% hastaligi
gi . o -
olarak 10 yillik s-re ierisinde, kelp damer 1% Bu durum|arde bir - st yas grubu riskine yekin risk
hestaligi ge-irme olesiliginizi ifede etmektedir. < 1% gerirme riski ertisi olur

®® www.escardio.org/Prevention

EUROPEAN
SOCIETY OF
CARDIOLOGY




Framingham /
ATP lll point scores in men

Estimation of cardiovascular
risk in an individual patient
without known cardiovascular
disease

UploDate.

Age, years Points

20 to 34 -7
35 to 39 -3
40 to 44 0
45 to 49 3
50 to 54 6
55 to 59 8
60 to 64 10
65 to 69 12
70 to 74 14
75 to 79 16
Total cholesterol mg/ Age 20 Age 40 to Age 50 Age 60 Age 70
dL (mmol/L) to 39 49 to 59 to 69 to 79
<160 (3.4) 0 0 0 0 0
160 to 199 (3.4 to 5.15) 4 3 2 1 1
200 to 239 (5.17 to 6.18) 8 6 4 2 1
240 to 279 (6.2 to 7.21) 11 8 5 3 2
=280 (7.24) 13 10 7 4 2
Age 20 Age 40to Age 50 Age 60 Age 70
to 39 49 to 59 to 69 to 79
Nonsmoker 0 0 0 0 0
Smoker 9 7 4 2 1
HDL cholesterol mg/
dL (mmol/L) Points
=60 (1.55) -1
50 to 59 (1.29 to 1.53) 0
40 to 49 (1.03 to 1.27) 1
<40 (1.03) 2
Systolic blood Untreate
pressure, mmHg d Treated
<120 0 0
120 to 129 1 3
130 to 139 2 4
140 to 159 3 5
=160 4 6
10-year 10-year
risk, Point risk,
Point total percent _ total percent
<9 <1 17 5
9 1 18 6
10 1 19 8
11 1 20 11
12 1 21 14
13 2 22 17
14 2 23 22
15 3 24 27
16 4 =25 =30




Diger Risk faktorleri

Laboratory Medicine Practice Guidelines

Emerging Biomarkers for Primary Prevention
of Cardiovascular Disease and Stroke

Table 1. Emerging Risk Factors for Cardiovascular

Disease

C-Reactive Protein Interleukins (eg, IL-6)

Serum amyloid A Vascular and cellular adhesion
molecules

Soluble CD-40 ligand Leukocyte count

Fibrinogen Plasminogen activator inhibitor 1

D-dimer Tissue-plasminogen activator

Factors V, VII, VIII Small dense LDL

Lipoprotein(a) Apolipoproteins A1 and B

LDL and HDL subtypes Oxidized LDL

Homocysteine Lipoprotein-associated
phospholipase A,

Microalbuminuria creatinine (glomerular filtration
rate)

Cystatin C Infectious agents

Apo E genotype Fibrinopeptide A

Remnant lipoproteins  von Willebrand factor antigen

THE ACADEMY OF AACC

. NATIONAL ACADEMY
of CLINICAL BIOCHEMISTRY



Inflamasyon belirtecleri

hsCRP

Klasik risk analizleri < %5 1-A
ise olcimune gerek yoktur

Klasik risk analizleri %5- 10 1-B
ise yasam yasam sitilini
belirlemek icin onerilir

Klasik risk analizleri %10- 1-A
20 tedavi planlamasinda
hsCRP olgumu yapilabilir

Tedavi takibinde kullanimi Yetersiz veri

a

Table 2. American Heart Association/American College of Cardiclogy Classificati y of Indications

| Conditions for which there is evidence and/or general agreement that a given procedure or treatment is useful and
effective
Il Conditions for which there is conflicting evidence and/or a divergence of opinion about the usefulnessiefficacy of a
procedure or treatment
lla Weight of evidence/opinion is in favor of usefulness/efficacy
llb Usefulness/efficacy is less well established by evidence/opinion
IIl Conditions for which there is evidence andfor general agreement that the procedure/treatment is not useful/effective and
insome cases may be harmful
Weight of Evidence
A Data derived from multiple randomized clinical trials that involved large numbers of patients
B Data derived from a limited number of randomized trials that involved small numbers of patients or from careful analyses
of nonrandomized studies or observational registries
G Expert consensus was the primary basis for the recommendation

CRP
o5_ [d<itmg/L []1-3mg/L M >3 mg/L

P=0.14

20
P=0.02

15+

Yo

10

P=0.03
P=0.28

Ligla il

<6 6-10 11-14 1519 >20

Framingham Estimate of 10 Year Risk (%)

THE ACADEMY OF AACC

. NATIONAL ACADEMY
of CLINICAL BIOCHEMISTRY



U.S. Preventive Services Task Force
| Soaich _

» Resource Links [BX] E-mail Updates

SN\

You Are Here: U3, Preventive Services Task Force = Topic Index = Coronary Heart Disease: Montraditional Risk Factars

LSPSTF Home

Using Nontraditional Risk Factors In Coronary Heart Disease
Risk Assessment

Release Date: Qctober 2008

This tapic page summarizes the 3. Preventive Services Task Force (USP3TF) recommendations on using nontraditional risk factors in
screening for coronary heart disease.

Summary of Recommendation ! Supporing Documents

Summary of Recommendation

+ The L5, Preventive Services Task Force (USPSTF) concludes that the evidence is insufficient to assess the balance of benefits and
harms of using the nontraditional risk factors discussed in this statement to screen asymptomatic men and women with no history of

Wwems (select "Clinical Considerations" for suggestions for practice when evidence is insufficient).

The nontraditional risk factors included in this recommendation are_ ankle-brachial index
[ABI), leukocyte count, fasting blood glucose level, periodontal disease, carotid intima-media thickness {carotid IMT), coronary artery
calcification (CAC) score on electron-beam computed tomography (EBCT), homocysteine level, and lipoproteinia) level,

Top of Page ﬂ

Supporting Documents

Ilsing Maontraditicnal Risk Factors In Coronary Heart Disease Risk Assessment, October 2008
¥ Recommendation Statement (PDF File, 230 KB; PDF Help}



Inflamasyon belirtecleri
hsCRP

Table 4. Population Distributions of hsCRP (mg/L; N = 35,930)"

Percentile
5th 10th 25th 50th 75th 90th 95th
American woment 0.2 0.3 0.6 1.5 3.5 6.6 9.1
American men 0.3 0.4 0.8 1.6 3.2 6.1 8.6
European woment 0.3 04 0.9 1.7 34 6.2 8.8
European men 0.3 0.6 0.8 1.8 3.3 6.5 8.6

*Data from Rifai (103) and Imhof (104).
10nly women not taking hormone replacement therapy.

CDC/AHA

sinir deger > 3.0 mg/L artmis risk
> 10.0 mg/L yuksek risk

Tekrarlanabilirlik < %10 (daha dar olmasi isteniyor)
Stabil ( 4 C’de 60 gun)
Biyolojik varyasyon yaklasik %30

. NATIONAL ACADEMY
of CLINICAL BIOCHEMISTRY

THE ACADEMY OF AACC



NATIONAL ACADEMY

Diger belirtecleri [E=EE

Lipoprotein alt Onerilmiyor - A Metodlar yetersiz
gruplar Standardizasyon yok
(small dance LDL) Veriler yetersiz
Lipoprotein a Onerilmiyor 111-A Metod yetersiz (CV %20)

Veriler yeterli ve gerekliligi
saptanamamistir

ApoB Tedavi takibi I-A Uygun. Ancak LDL-C ve
Apo Al Risk belirleme 1I-B non-HDL-C’ye katkisi
olmadig i¢in onerilmiyor

Kreatinin, Cyctatin C, Onerilmiyor 111-C

eGFR

Homosistein < 10 umol/L II-C hsCRP ile paralellik gosteriyor.
10-15 int. risk Analitik problemleri mevcut.
15-30 yUksek risk Ornek toplama ve o6l¢iim

>30 ¢ok yuk. risk sorunlari mevcut.



Koroner kalp hastaliginda polimorfizm ve
genetik risk faktorleri

Red marker line (top)
Positive control

] Factor v RE06Q (Leiden)

] Factor vV H1299R (R2)

] Prothrombin G20210A

1 Factor XIIl V34L

1 B-Fibrinogen -455 G>A

] PAI-1 4G/5G

1 HPA-1 a/b .
] MTHFR CBTTT

1 MTHFR A1298C ¢
1 HFE C282Y o
1 Ape B R3500Q

] Apo E 2/3/4

Green marker line {bottc:r‘r.

Calismalar arsinda onemli ¢eliskiler mevcut

Meta analizler

faktor Il (G20210A variant),

faktor V Leiden (G1691A)

faktor VII (R353Q),

glikoprotein (GP) llla reseptor (PIA1/A2)

* methylenetetrahydrofolate reduktase (MTHFR, C677T).

factor Il ve factor V polimorfizmlerini iliskisi yok
GP llla PIA1/A2 (OR 1.12, 95% CI 1.01 to 1.24)
factor VII R353Q —

RQ ve RR genotipi ic  (OR0.78, 95% Cl1 0.65 to 0.93)
QQ genotipi (OR 0.53, 95% C1 0.27 to 1.03)
MTHFR TT homozigot (OR 1.30,95% Cl 1.11 to 1.52)



Kanserler

RETIREMENT BLUES: HOW SAFE IS YOUR PENSION?

Newsweek

The Hunt for the

Breast
GCancer
Gene

Jo Cunningham, 59,
had breast cancer
Her daughter
Julie, 29, had a
preventive
mastectomy. Will
Alexandra, 5,

be spared?

HMajor Breast Cancer Susceptibility Genes

Gene Associated Chromosome Gene
syndrome site frequency

ERC &1 HEOC * 17921 Rare

ERC &2 HEOC 1Zq12-13 Rare

pS3 Li-Fraurneni 17p1E.1 Very rare

FTEM Cowden 10q22-23 Very rare

ATH Ataxia-telangiectaszia 11q22-23 Carnrnon
(heterozygotes)

STE11 Feutz-Jeghers 19p1Z2.3 Very rare

* HBOC : Hereditary breast ovarian cancer syndrorne

Risk of Breast Cancer

Percent of Percent of
population all breast
CANCEr CASes

Genetal population a0 20 to B85
Pasitive farily history breast cancer? 2 15 to 20
Positive BRCAT or 2 mutation 0.1 Stog

t Breast cancer in a first-degree relative

Gene penetrance
for breast cancer

“ery high
High
High
High

Low to moderate

High

Average lifetime
risk of breast
cancer, percent

11 to 12
20 to 25
55 to 85



[rata derived from

Characteristics of study
population

Variables in rodel

Definition of family history

Yalidated?

Strengths

Lirnitations

Best uze

Breast Cancer Risk Assessment Models?

Gail model
ECLDFP

2852 caszes, age 33 years
In =ity and invasive cancer
146 contrals

Caucasian

Annual scresning

FH of breast cancer

fge of menarche

#ge at first live birth

Mumber of breast biopsies

Presence of atypical hyperplasia in
breast biopsy

Race

Mother or zizter

es

Inzorporates risk factors other than FH

Dioes not incorporate paternal FH of
breast or ovarian cancer

Does not consider age of onget of breast
cancer in relatives

Effect of numbet of breast biopzies
[without atypical hyperplazia) may
cause inflated risk estimates

Calculation of breast cancer rizk in
abzence of family history in wormnen

Ceterrmination of eligibility for tamoxifen
for breast cancer risk reduction

Claus model
CAasH

4720 patients, aged 20-34 years
Invasive cancer

4528 controls

Caucasian

Mot routine by screensd

FH of breast cancer

First- or zecond-degree relatives
{maternal ar paternal)

Mo

Maternal and paternal FH

#ge of onset of breast cancer

Separate tables to calculate rizk of
breast cancer based on FH of ovarian
cancer +/- breast cancer

Calzulation of risk dependent on age of
praband

Lirnited to specific corbinations of
affected relatives (eg, no table for
rnother-maternal grandmothet)

Coes not incorporate risk factors other
than FH

Calculation of breast cancer risk in
presence of family history

BCLOF : Breast Cancer Detection Demonstration Project; CASH: Cancer and Steroid Hormone Study ; FH: family

history.

T Reproduced with permission from: Domchek, S, Eizen, &, Calzone, K, et al. Application of breast cancer risk
prediction models in clinical practice. J Clin Oncal 2003 ; 21 :593, Copyright © 2003 American Society for Clinical

Oncology .

UpToDate 16.1 (2011)



Osteoporoz nedenleri.
OST E O P 0 ROZ 1. Daha 6nce kirik hikayesi
2. Aile hikayesi
3. Sigara
4. DusUk vucut agirhg (< 58 kg)
5. Ostrojen diistklUz
6. DusUk kalsiyum alimi
7. Alkol kullanimi
8
9
1

Kemik mineral dansitesi Sk ai
ik diismeler

Gorme bozuklugu olanlar

am L Sex: Female Height: 157.0 cm :
Patitun sor. vo1ca Ethnicity: White Weight: 75.0
DOE: 01 Jamuary 1948 Menoptuse Age, 45 gl 70 ks 0.Hastalik ve zayiflik
Scan information:
Scan Date: 18 May 2006 ID: A05180619
Scan Type: f Lumbar Spine 0.05 percent
Analysis: 18 May 2006 14:14 Version 12.3 risk
Lumbar Spine (auto low density) t\é 0.1 percent
Operator:  ERSAN 8 risk
Model: QDR 4500C (S/N 49458) =
Comment: 2
i 0.5 percent
= risk
: 1 percent
E risk
E
_E 5 percent
E risk
E 10 percent
DXA Results Summary: = risk

55 &0 &5 70 75 80 a5 90

Age, years

r .". ! o " BMD and bone turnover markers are independent
i“f:fi‘;" ou predictors of hip fracture risk
Total BMD CV 1% .
WHO Classification: Osteoporosis = 4.8

Tatal Fracture Risk: High 1. 3
®

8 4
Total 57.21 33.67 g
o

D g 3
Total BMD CV 1.0% g
WHO Classification: Osteoporosis 2

e ey 5 2
Physician's Comment: Fracture Risk: High H
<

1

°

Low hip BMD High CTX High free Low hip BMD
b-Pyr HighCTX  High free
D-Pyr




Kirik riski belirleme

F RAX © VWHO Fracture Risk Assessment Tool

Home Calculation Tool \J Paper Charts FAQ References English v

Calculation Tool

Please answer the questions below to calculate the ten year probability of fracture with BMD. ‘ *
Country: Turkey NamellD: Aboutthe rick factors -/II
Questionnaire: 10. Secondary osteoporosis = Mo . Yes
_ Weight Conversion
'lﬁge (hErU'V'EEn 40'90'}"Ear3)0rDatE of birth 11, Alcohol 3 ormoe units per day 2 Mo O Yes
. Pounds == kg
Age Date of bitrth: 12 Femaral neck BMD {gfcm2)
T e [ o =
: ' Select DXA | v | |
288K BMalE @ Female ( Clear | Calculate

3. Weight (ko)

]
4. Height {crm)

Height Conversion

Inches s cm

&, Previous fracture « MO Ves
6. Parentfractured hip o Moo Yes
7. Current smoking o) NO () YBs
8. Glucocorticoids o Mo Yes 00006321

; s Individuals with fracture risk assessed
4. Rheumatoid arthritis o MO Yes since 1st June 2011



waﬂl () NOVARTIS (Rl '-%EHERING
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FOSAMAX $
T SEMANAL T0eg Aq'ﬁﬂ 5“‘%

4 ﬂuna ﬁ%‘}“}‘ﬁ
SCREENING FOR OSTEOPOROSIS
CLINICAL SUMMARY OF U.S. PREVENTIVE SERVICES TASK FORCE RECOMMENDATION

Population Women age 265 years without Women age <65 years whose Men without previous known
previous known fractures or 10-year fracture risk is equal fractures or secondary causes
secondary causes of osteoporosis to or greater than that of a of osteoporosis
65-year-old white woman
without additional risk factors

Screen MNo recommendation

Recommendation Grade: |
Grade: B (insufficient evidence)




Anoploidi ve Risk Analizleri

Estimated Risk of Down Syndrome by Maternal Age and Gestational Age?

Laboratory Name
Laboratory Adress

Maternal age (years) Risk at 12 weeks PRisk at 16 weeks Risk at 40 weeks

20 171062 141200 1/1527
Result Down syndrome screening 25 1/948 1/1062 1/1352
Name Imaginary Sample ID diabetes no zZ0 1 /626 1/703 1./895
Patient D.OB. 11/01/1 Fetuses 1
Dayofserumtaking 1802005 Age at delivery ° 366.?3 STnoin no 31 1/543 1/610 17776
Date of report: 02/04/05 Weight [kg] 61 IVF no v 17461 1/518 1/659
LMP 20/10/04 Ethnic origin Caucasian
Corrected MoM's and calculated risks i3 1/383 1/430 1/547
AFP 713 \U/mi | 1.93 Corr. MoM | Gestational age at sample date 17 + 2 34 1 "ll31 2 1 IESD 1 l'll44E'
uE3 4.4 ng/mi 1.49 Corr. MoM | determination method LMP 35 1 l'll249 1 l'llzal:l 1 l'lIESE'
HCG  [15600 muimL| 0.70 Corr. MoM | Physician 26 14196 15220 15280
Rt ] £ 1/152 1171 15218
Tr.21 risk it 17117 15131 14167
S 9 1789 1/100 1/128
i 40 1/62 1/75 1/97
41 1751 1/57 1/72
Aﬂ: risk 42 1738 1743 1455
e tadapted from Micolaides, KH. Am J Obstet Gynecol 2004 ; 1591 :45.

1315 17 19 21 23 25 27 29 31 33 35 37 39 4143 45 47 49| Age

Down Syndrome Risk

The calculated risk for Trisomy 21 is below the cut off which represents a low risk.

After the result of the Trisomy 21 test it is expected that among 3408 women with the same data, there is
one woman with a trisomy 21 pregnancy and 3407 women with not affected pregnancies.

The calculated risk by PRISCA depends on the accuracy of the information provided by the referring

physician. ) ) - ) ) The Effect of Selecting Different Risk Cut—offs on Triple Test Performance®
Please note that risk are and have no value!
Equivalent to Detection False positive
Term risk maternal age rate, rate,
cut-off cut-off of percent percent
—

Neural tube defects risk Risk for trisomy 18 x1 in 250 *Z7 I ==} 4.9
The corrected MoM AFP (1.93) is located in the | The calculated risk for trisomy 18 is < 1:10000, P—
low risk area for neural tube defects. which indicates a low risk.

1 in Z00 i ZE T2 5.9

1 in 350 st T4 5.8

TReproduced with permission from wald et al. Triple marker performance with gestational
age estimated by ultrasound.

below cut off Below Cut Off, but above Age Risk above cut off




Anoploidi hikayesi
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Down Sendromu tanisi

Prenatal Screening for Down Syndrome
in 14 EUROCAT Countries (Special Report 2010)

Nat’l Policy 15t Trimester 2"d Trimester
Austria NO
Belgium YES NT/serum
Croatia NO NT serum
Denmark YES combined
Finland YES combined
France YES combined
Ireland NO
Italy YES NT/combined triple
Malita NO

Netherlands YES
Spain (Catalonia) YES

Sweden NO
Switzerland YES
UK YES

NT/serum/combined triple

combined quad

combined (routine in parts of Sweden)
combined triple

combined triple/quad

(>90% DR at <2% FPR by April 2010)

EUROCAT: European Surveillance of Congenital Anomalies




Risk Formulleri *

i Risks for DS

* Determine the “marker dependent” likelihood
ratio by calculating Hps and H\j axected

'p -l
" 1 xp[_z R z}

= c
[Mo(27)”"? -det(R)"? 2

* LR = Hpg divided by H\jpaffected

 Post-test Odds = Pre-test Odds x LR

* First-trimester risk calculation for trisomy 13, 18, and 21: comparison of the
screening efficiency between 2 locally developed programs and commercial
software. Clin Chem. 2011 Jul;57(7):1023-31.



2. trimester tarama | ris-

hCG

AFP’ x uE3

2"d Trimester Serum Markers in
Down Syndrome Pregnancies

AFP uk3 hCG inhA

Data from FASTER




Birinci trimester test

F Malone, with permission

First Trimester
Combined Test:
* NT ultrasound

» serum PAPP-A

» serum [1-hCG

NT

f-hCG  PAPP-A
Data from FASTER




NT degerlendirilmesi

NT reference data (medians)

Can a single set of medians be used for all sonographers?

I— ~-1 Mecan
Tk 10k
| centile
t

aatal,

i

HitH]

1 2 34 5 6178 9 11121

HOSPITAL




Dunya ve Turkiye ne kullaniyor

£
YAZILIMCI PROGRAM R

Typolog Prisca

Logical Medical Systes . Alpha S "

Pamaimetibaiae.d st TrimastaiRiatforms IMMULITE® 1000
m NTD Laboratories Ultra-Screen m— AT

‘ ki
n Genaco Genaco JU
[ GeneCare GeneCare 7 St e st s 1
i oot
’ o R o 3
|8 Benstéch W L e P
— O T I sy
l w==Gamma ma T21 T e B S
g o e = =
4 s oo
. i “®HOD Systems rk3 S D e O T
T np s . L T
!:‘ i *a itabde Girona, Dr. True Trueta E;E EEE
W MediTech Computer System Medi-T: e
. Pt wees [ wo [ERE [ 0w [T0R
n Ortho

n ]‘.gpppmhe EDV-Systeme

DelfiaXpress

Instruments not available for this application in the US COUDERO




Performanslar

Detection Rate (%)

Performance of the Integrated Test

at 5% false positive rate

e SURUSS
@ FASTER

94%

100;
90| 79%

801 69%

701

60

501

4011 30%

301

201

10

MA + triple  quad combined
2™ trimester 15" trimester

serum  full
-integrated-

‘ Performance of the Integrated Test

1007
901
801
701
601
501
407
307
201
107

Detection Rate (%)

o SURUSS
@ FASTER
PN
at(‘.’% alse positive rate
p—

60%

50%

(-

1]

MA + triple quad combined

2" trimester 1t trimester

85% DR at 1%

SURUSS study: (n=47053) Serum, Urine and Ultrasound Screening Study (Semin Perinatol. 2005

Aug;29(4):225-35)

The FASTER study-NIH, (n=38167) ( (NEJM 2005;353:2001)

AFP, free B-hCG , total hCG, uE 3 ve PAPP-A — flouroimmunoassay ( AutoDELFIA, Perkin Elmer™

(Life Sciences, USA)

Inhibin A- ALISA (Oxford Bioinnovation and Diagnostic Systems Laboratories Incorporated, UK)




Kombine kullanimlar artmaktadir

120% -
~~Combined | | | -
100% <~ Integrated ‘ {ﬁ
~O=Sequential ; §e /\ s
° 80% [t R) A \/
Y
ﬁ v A T S — _ A — f_#dj N B W
3 New ACOG Guidelines | | [ A | / |
€ 40% ](*’ \1; : VU
E | MOy —_,J
v ~L &R A oo
. eoiimh Wg®oy
20% {— f T %pf:ﬁ' -
0% Lovettmelron w-a-fhfi_jujdj |




Ardisik test

Contingent Screening

l — /= l |
0 13 26 40
weeks

Step 1: - 1t trim. NT + PAPP-A (+ B-hCG)

- very high risk (21 in 25 or 1 in 50) called Screen Positive
and offered CVS (<1% of all women screened)

- very low risk (<1 in 2000) called Screen Negative
and have no further testing (60-70% of all women screened)

Step2: -all between 1in25o0r1in 50 and 1 in 2000 go on to full
integrated test (30-40% of all women screened)

- high risk by integrated test (=1 in 100) called
Screen Positive and offered amniocentesis (7-2% of all
women screened)



Software for Prenatal Down Syndrome Risk Calculation: A
Comparative Study of Six Software Packages
Clinical Chemistry 45, No. 8, 1999

S I — I TN S T T S S Bt

. Detection rate of 54.4 —66.4.% anda £ 2 e
false-positive rate of 2.4 — 6.8%. -
 For example, at 20 years, the risk
varied from 1 in 710 (Prenat Screen)

to 1in 378 (DIANASoft and Prisca) X
200 | @\%”m

e — Ty o+ g 1y e ———— t
18 @0 23 24 28 20 30 32 34 BE A8 40D 42

Abbott Prenatal Soft | = | BioChem DIANASoft Chiron T21 CIS bio PrenatScreen Wallac MultiCalc
B
Contral cases e
Patients <30 years (n = 321) 10 (3.1%) . e 6(1.8%)  6(1.87%) 4 (1.2%)
Patients 30-34 years (n = 163) 13 (7.9%) . 7(43%) 5(3.0%)  4(2.45%) 2 (1.2%)
Patients 35-37 years (n = 45) 13 (28.8%) L e 9(20%) 9 (20%) 7 (15.5%)
Total (%) (n = 529) 36 (6.8%) . 23439 20 (3.8%) 19 (3.6%) 13 (2.4%)
b ]
Down syndrome cases e
Patients <30 years (n = 25) 10 (40%) . Efes 8(32%)  7(28%) 5 (20%)
Patients 30-34 years (n = 45) 29 (64.4%) . 20(64.4%) 29 (64.4%) 27 (60%) 26 (57.7%)
Patients 35-37 years (n = 55) 44 (80%) | 39(70.9%) 40 (72.7%) 37 (67.2%) 37 (67.3%)
Total (%) (n = 125) 83 (66.4%) :g:g;z:::ggg:: 77 (61.6%) 77 (61.6%) 71 (56.8%) 68 (54.4%)

DO %61.6, FPR %4.3



Comparison of combined, stepwise sequential, contingent, and integrated
screening in 7292 high-risk pregnant women.

Guanciali-Franchi P, lezzi |, Palka C, Matarrelli B, Morizio E, Calabrese G, Benn

Prenat Diagn. 2011 Nov:31(11)

Table 1. Summary of Down syndrome DR and FPRs for each protocol

First trimester Second trimester Net
Protocol DR (%) FPR (%) DR (%) FPR (%) DR (%) FPR (%)
Combined test 17/21 (81)  294/7271 (4.0) — — 17721 (81) 294/7271 (4.0)
Integrated test — — 19/21 (90) 2477271 (3.4) 19/21 (90) 2477271 (3.4)
Sequential test 17/21 (81)  294/7271 (4.0) 2121 (10) B7/7271(1.2) 19/21 (90) 381/7271 (5.2)
Contingent test 11721 (52) 1077271 (0.1) 8/21 (38) 180/7271 (2.5) 19/21 (90) 190/7271 (2.6)

DR, detection rate; FPR, false-positive rate.

1 - I : _gSoﬂware

~ A
¥ G = —

Immulite 1000 chemiluminescent = SE—chie =
immunometric assays (Immulite, mmma. = iz D
Medical System; Genoa, ltaly) ﬁ‘ *5ERE I




Laboratuvar performanslar:

e bbb 13 Prociar Gkl

The National Acadﬂmy of
Clinical Biochemistry

Presents

LABORATORY MEDICINE PRACTICE GUIDELINES

MATERNAL-FETAL RISK ASSESSMENT
AND REFERENCE VALUES IN PREGNANCY



Dis Kalite Degerlendirme

Instand e.V.
EQAS

Fertility, 1st trim. screen. May - 2011

Ubier - Str. 20/ PF
40223 / 40093 Dusse
Tel (0211)159213- 0

survey FAX (0211) 159213 - 30_
target decision participants success rates (%)

Fertility, 1st trim. screen. 305 SSEE value limits mean cv  number sample total
1. PAPP-A U/L

immuite Kol.1 G.48 X.1 T os dBE i e

Immute Kol2 G.43 S % W el N Mo
all methods M.0-9999 21 L e o e St b R e 2280
2. free b-chain hCG U/L ;

all methods M.0-9999

Fertility 2nd trim. screen. 306

1. AFP ug/L

all methods M.0-9999 B 5 NEifs | Leagl oo
2. hCG total U/L

all metiods M.0-9999 | 53385 30855 o%eo | &isso tog T
3. free estriol nmol/L

neues Reagenz G.43 X.1 20| 488 2850 10 | bas Tes ° Fron 2
altes Reagenz G.43 2 A ol Tl e o0, ane
et i e




Uclii testin tekrarlanabilirligi

ho
o

—
o

Alteration In risk ratio (%)
a2 o

N
o

w
o

L TN
UE3 1,0 0,9 1,1 1,1 \i
hCG 0,9 09 1,1 1,1
AFP 105 | 09 1,1 0,9 1,1

Serdar MA, (International Journal of Gynecology and Obstetrics (2006) 93, 28—32)




Gulhane Askeri Tip Akademisi

2008 yili icerisinde

Test sayisi Pozitif test
— 2.Trimester test 3192 228 % 7.14
— 1.Trimester test 540 30 % 5,55

352 amniosentez 9 Down Sendromu
« 252 Test pozitifligi
88 Maternal yas nedeni
12 Diger

7 (%78) vaka 35 yas Uzerinde
352 amniyosentez komplikasyon gorulmedi (ACOG 1/1600)

3 Down sendrom dogumu gerceklesmis
- 1ki hastada da 2. trimester tarama negatif saptanmustir



Cut off ?

Screening for Down syndrome is based on a risk estimate (40). The woman’s age provides the a priori risk,
which is adjusted based on the likelihood ratio of the analyte values in Down syndrome pregnancies compared to

e e
B B S
REs R R e e e R e
R e e B B e e b e B e R e e B e B e b e B e R e e
S B S S S SR
e e D B B SRR,
s
B e B e e e e ]

R R s

one-third of the initial screen positives have overestimated gestational ages, giving falsely positive results. The
detection rate of the screening program exceeds 60%. Since the population parameters in affected twin pregnancies
are unknown, screening in twin pregnancies is performed by adjusting the analyte MOMS to the corresponding
levels in a singleton pregnancy, and applying the risk algorithm.

it
it
&
i
&
i
&

100%
cut-off
80% -
2
£ 60% |
Laborazory Mobcine Pracics Guddises :‘E ’
The National Academy of 2 o
A N A Q b
Clinical Biochemistry »
Presents 20% -
0% -

— |

LABORATORY MEDICINE PRACTICE GUIDELINES 0% 9 oo 4% A% 50%

1-Specificity (false-positive rate)
MATERNAL-FETAL RISK ASSESSMENT
AND REFERENCE VALUES IN PREGNANCY

Clinical Chemistry. 2003;49:69-76



Minimum standartlar

SOGC 2007

Available Screening Options that Meet
Minimum Standard
(75% DR with a 5% FPR)

« First Trimester Screen

 Second Trimester Quad Screen ~—
« Two Step Screens:

« Contingent

« Integrated

« Serum Integrated

« Sequential

3. “The screening strategy chosen will depend on
availability of CVS and of personnel trained in NT
measurement ...

ACOG Practice Bulletin, No. 77, January 2007



Risk kabul edilebilir mi?
Risk yonetiminde karar alma asamasi

Kacinilabilir mi?

— Riski olusturan faktorlerden
uzak durma

Azaltilabilir mi?
— Riskin etkilerini azaltma

Aktarilabilir mi?
— Yonlendirme (sigorta)

Kabul edilebilir mi?
— Risk ile yasamaya devam




Sonuclar ve Yorumlar

Bugun icin tibbi risk belirleme tedavi
takibinde onem kazanmistir (kalp
hastaligi, kirk riskleri vs gibi)

Topluma uygulanmasinda farkl
gorusler vardir.

Bireysel bilgi ve alg duzeyleri onemlidir

Risk analizinde kullanilan laboratuvar
testleri ile ilgili standardizasyon
calismalan eksiktir. Ve laboratuvar
gruplan bu ¢alismalarin icerisinde yer
alamamis veya gec¢ kalmislardir.




Tani icin esik deger
______ EEIEaceier :— — — — » Stabil

_ v Kotiiye gidis

-
-

Rekiirens icin esik deger

Rekiirens

Siire c Ri§k _ Tarama Siniflandirma, dereceleme Rekiirensin
analizleri gozlenmesi
Lokal veya sistemik tedavi segimi ..
Amag Korunma Erken tan S——— Erken miidahale

Kalp hastaliklan

Kanserler
meme
pankreas
kolon
Osteoporoz

Uzun ve saglkli yasamak igin

Sigara tuketiminin azaltimasi
Alkol kisitlanmasi

DusuUk kalorili ve yeterli mineral, vitamin destegi olan beslenme

Duzenli egzersiz

Gerekli asilarin yapilmasi
Tek eslilik ve korunma
Stres yonetimi



Kime fayda saglayacak ?

« SIGORTA SIRKETLERINE

. ILAC ve TEST FIRMALARINA E or'TO.I’)"'
. SAGLIK CALISANLARINA
(DOKTORLARA, HASTANELERE) |

« HASTALARA



Surec¢

Amacg

__Tamiigin esikdeger = T -
N > Stabil Rekiirens icin esik deger

_ v Kotiiye gidis

-
-

S Rekiirens

Risk Tarama Siniflandirma, dereceleme Tedavinin
analizleri Takibi
Korunma Erken tani Lokal veya sistemik ted_a\{l Secill Erken miidahale

ve yanitin tahmini

\_/

Ornek: Meme Kanseri

Klinik
metod

Belirtec

Aile
Hikayesi

BRCA1
BRCA2

Mamografi
ve muayene

Fizik muayene, goriintileme,
biopsi, lenf nodu durumu ve
patolojik inceleme

Fizik mauyene
Goriintiileme

ER,PR,HER2/NEU, 2o

molekiiler inceleme, PET




Amac

64

e Hastaliklarin erken
donemde tanisinin
konmasi

e Hastaliklarin onlenmesi
veya ertelenmesi.




Tarama igin

Uygun bir testiniz olacak ve kabul edilebilir POD (PPV) ve
NOD (NPV) degeri olmali

Onemli veya toplumsal sorun olan ve sik gériilen durumlar
olmal

Hastalik saptandiginda etkin ve uygulanabilir tedavisi olmali
Ve bu tedavi, tani erken kondugu icin daha iyi sonuc¢ vermeli
Maliyet etkin olmal

Hedef poplilasyon icin kabul edilebilir olmal:

Devamli ve araliksiz uygulanabilmeli

Hastalara gliven vermeli ve onanmali

Shahram Shahangian,

Laboratory-Based Health Screening: Perception of Effectiveness, Biases,
Utility, and Informed/Shared Decision Making

LABMEDICINE, Volume 37 Number 4, April 2006



Taramayi etkin kilan faktorler

Health Special Report |

Klinisyenlerin onerisi T ERETWAE R TEND |20

Trs BES0N

Dir, 02z Lessons from my cancer scare + Is your cell phone safe? of oy g ek gne

onemli
Tarama araliklari - zamani

Taramanin uygun
sunulmasi ve anlasilir
olmasi

Karar ve uygulama siireci
hakkindaki bilgilendirmeler

Shahram Shahangian,

Laboratory-Based Health Screening: Perception of Effectiveness, Biases,
Utility, and Informed/Shared Decision Making

LABMEDICINE, Volume 37 Number 4, April 2006



Taramayi etkinligini azaltan durumlar

Length Bias

Soreening

Yavas ilerleyen hastaliklar veya
cok hizliilerleyen durumlar '”‘“E.Qj‘;iﬁzmﬂ b T
(Length bias) TN |

Erken tani konmasi miimkiin Asoressve COncer SxgDx e
olmali (Lead-time bias).

Screening tends to
detect more indolent
CANCErS,

i..
Yanlis pozitif test sonuclari Sk
Psikolojik stres, korku, o
. Lead-time Bias
anksiyete o e

With screening, the lead time in diagnosis prolongs survival
even if death is not delayed.

Sx= Symptoms
[ - Diagnosis

Shahram Shahangian,
Laboratory-Based Health Screening: Perception of Effectiveness, Biases, Utility, and Informed/Shared Decision Making
LABMEDICINE, Volume 37 Number 4, April 2006
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Screening for Prostate Cancer

Release Date: August 2008

B4 E-mail Updates

This topic page summarizes the U3, Preventive Sernvices Task Force (USPSTF) recommendations on screening for prostate cancer.

Summary of Recommendations / Supporting Documents / Published Comments and Response

Summary of Recommendations

+ The USPSTF concludes that the current evidence is insufficient to assess the balance of benefits 4
Grade: | Statement.

+ The USPSTF recommends against screening for prostate cancer in men age 75 years ol
Grade: D Recommendation.

Top of Page La)

Supporting Documents
Screening for Prostate Cancer, August 2008

Recommendation Statement (POF File, 210 Kl
Suppeoring Aricle (PDF File, 195 KB, POF Help)
Evidence Synthesis (FDF File, 420 KB; POF Help)

Clinical Summary (FOF File, 115 KB; PDF Help}

Annals of Internal Medicine

Crmnvicar GUIDELINES

Screening for Prostate Cancer: U.S. Preventive Services Task Force

Recommendation Statement

U5 Preventive Sences Task Force*

Deescription: Update of the 2002 US. Preventive Services Task
Force (USPSTF) recommendation statement about screening for
prostate cancer

Methods: The USPSTF evaluated randomized, controlled trals of
the benefits of prostate cancer soreening; cohort and cross-sectional
studies of the psychological harms of false-positive prostate-specific
antigen test results; and evidence on the natural history of prostate-
spedfic antigen-detedied prostate cancer o address presioushy
identsfied gaps in the evidence from the 2002 USPSTF recommen-
dation.

Recommendations: Current evidence Is insuffident to assess the
baflance of benefits and hanmms of soeening for prostate cancer In
men younger than age 75 years (| statement).

Do not screen for prostate cancer in men age 75 years or older
(Crade D recommendabion).

An i Med. 2008;149:185.191.
For author afflation, sse o of it

"For a kst of Task Force members, see the Appendix javailabe 2
warar. annaks crg).

L F

vyFYywvwewy

Video: How to Talk with Your Patients When Evidence Is Insufficient (3:40 minutes, Windows Media®)

ééluredal Cancér: gCI’EEI’;ng’ (EUUB}V
Gynecalogic Cancers: Counseling (Inactive)
Lung Cancer; Screening (2004)




Lab Tests Online: -

Peer-reviewed MNon-commercial Patient-centered

.
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A public resource on clinical lab testing from the laboratory professionals who do the testing '..‘IIQ 2kl
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Understanding Your Tests Listerioszis Outbreak: Labs Pinpoint Source of Illness e e s il

Inside the Lab belo:.r E’_F‘“f”g}:mgme
4n outhreak of cantaloupe-borne listeriosis that began in late August and 4D 1esls Uniine

In the News expanded to 28 states is the deadliest focdborne outbreak in the United States in

Article Index over 25 years. The Centers for Disease Caontrol and public health laboratories

ul
m
=
3
0
I

have coordinated throughaout the outhreak to identify the source and limit the

About This Site
number of cases. Read the full aricle to learn more.

Send Us Your Comments Tests
- y 4 Lizt of all testz and =ynonyms |
Topics in the News Test not listed? =
S-HlLA
Our Supporters . e ; ; = 17-Hydroxyprogesterons
MNew Study Finds Mo XMRV Link to Chronic Fatigue Syndrome, but AJG Ratio
Thiz public rezource would not be Dehate Cbntinues 2 )
pozzible without 2ubstantial ACE 3
corporate and association November 4, 2011 —
support.
Arecent study has concluded that current tests do not reproducibly detect Murine Conditions/Diseases
leukemia viruses (MLYY, including xenatropic-MLY-related virus CMRVIALYS, in List of all conditions/dizeazes -
) ) ) Acideziz/slkaloziz =
Our Awards Rlood samples from people with chronic fatigue syndrome (CF2), so blood donor ACS ; =
screening is unwarranted. Debate, however, continues and maore studies are in Addizon'z Dizeaze
z i
the waorks to further examine the assaciation, if any, between XMREY and CFS. :ﬁ:r;;:l:qlrrf””'c'””w
Allergies bt

Task Force and Other Health Organizations Revise Cervical Cancer
Screening Guidelines

November 2, 2011 Lizt of zcreening recommendationz -
- Mewborns
(rg_. 2 ; ; : Infantz
e The L2 Freventive Services Task Force (WEPETF) has released a draft : =
AsouLasas T Children
M:‘:;;fm recommendation statement that contains changes toits previcus guidelines for Teenz ]
4 . . - . i & £
00 s cenvical cancer screening. Three other health organizations have released their ORIy i
Wl Adultz b
Gmrwrst mgrnd

proposed joint recommendations as well. Both sets of guidelines recommend




KANITIN NITELIGE (U.S. Preventive Services Task Force)

Kod Randomize yontemli Kanitlarin tanimi
calisma
| Evet Randomize
kontrollii cal’sma
-1 Evet Randomize olmayan
iyi tasarlanmis kontrolli ¢calisma
-2 Hay!ir lyi tasarlanmis kohort, vaka kontrol calismalar
11-3 Haylr Bir ¢cok seride kontrolsuz ¢alismalarda
dramatik sonuglar
i Hayir Uzman gorusd, tanimlayici ¢calisma ve vaka
raporlari
A Mutlaka uygulanmal Yiiksek oranda etkili
Uygulanmali Orata diizeyde etkin.
C Zay!f Net etkisi ¢cok zay!f
D Uygulanmamall Net faydas! yok ve ya zararli
I Veri yetersiz Etkin degil ve/veya etkinligi ile ilgili
bilgiler yetersiz

70



UPSTF nin mutlaka uygulanmal
(A) grup tarama testleri

Hastalik / Test Hedef popiilasyon -YIL

Serviks kanseri
(Pap smear test)

Rektum kolon kanseri
(Gaitada gizli kan)

Lipit metabolizmasi bozukluklari
(Total / HDL kolesterol)

Asemptomatik Bakteridri

Klamidya enfeksiyonu

Cinsel aktif bayan (2003)
>65 yas Ustl (D)(2003)
HPV (l) (2003)

50 yas ustu kadin ve erkek (2008) (her yil)

(RR 0.85, Cl: 0.78,0.92)
(Magstream/HemeSelect; FlexSure OBT/Hemoccult ICT; OC-

Hemodia; Monohaem) S€N=%61-91, Spe= %91
Hemoccult Il igcin Sen= %25-38, Spe= %98

>35 yas Erkek ve yuksek riskli, > 45 yas
kadinlar (2008) (2-5 yil) (A)

20-35 (B) risk olanlara igin

20-35 (C) risk olamayanlar igin

12-16 haftalik gebeler (2008)

> 24 yas cinsel aktif ve gebe olmaya
bayan (2007)



Figure 3A—C. Results of Meta-anlaysis of Statin Trials

Figure 3A: Effect of Treatment on Total CHD Events

Treatment Control OR Weight OR
Study n/N n/N (95%Cl Random) % (95%Cl Random) Year
Clofibrate Co-op 167 £5331 208 § 5296 - 267 0.79[064,0.97] 1978
LRC 155 11906 187 #1900 —a—| 231 0.&1[0651.01] 1984
HHS 56 7 2051 G4 72030 — ar 0.B5[0.46,0.82] 1987
ACAPE 57459 97460 = 0s 0.55[0.18,1.66] 1994
WOSCOPE 174 13302 248 3293 —B— 237 0.B8[056,0.83] 1995
CAS 37151 21153 . 04 1.53[0.25 9.29] 1995
SENDCAP 1481 3783 - nz2 0.33[0.03,3.27] 1995
TexCAPS 56 /3304 95 /3301 —_— 103 0.58[0.41,0.80] 1998
Total(95%Ch) B17 /16585 837 116516 0.72[0.65,0.80]
Chi-square 5,55 (df=7)P. 059
2 5 1 5
Favors Treatment Fawors Control

Figure 3B: Effect of Treatment on Total CHD Mortality

Treatment Control OR Weight OR
Study n/N n/N (95%Cl Random) % 195%CI Random) Year
Clofibrate Co-op 365331 34 /5296 213 1.05[0.661 68] 1978
LRC 30/1908 3871900 — 202 0.78[0.481.27) 1984
HHS 14 42051 1972030 _ 98 0.73[0.36,1 45] 1987
ACAPS 0/459 47450 ¢ 06 0.11[0.01,2.06] 1394
WOSCOPS 5043302 7373293 — B 358 0.68(0.47 0.94] 1995
TexCAPS 17 13304 251330 _— 123 0.68(0.37 1.26] 1996

Total(359%ChH 147 116353 193 716280
Chi-square 4.06 (df=5) P 0.54

0.76[0.62,0.95]

2 5 1 i 5
Figure 3C: Effect of Treatment on Total Mortality
Treatment Control OR Weight OR

Study n/N n/N 95%Cl Random) Y% 95%Cl Random) Year
Clofibrate Co-op 1241533 86 /5208 —— 208 1.44[1,09,1,90] 1975
LRC 68 /1908 7141900 18.4 0.95[0.68,1.34] 1954
HHS 4572051 4272030 —a 152 1.08[0.69,1 52 1987
ACAPS 17459 87480 @ 4—m 13 0.12[0.02,0.99] 1994
WOSCOPS 106 /3302 13513293 —a— 218 0.78[0.60,1.01] 1995
TexCAPS 15213304 145 13301 —a— 227 1.05[0.83,1.32] 1998 =

Total(95%C1) 496 /16353 487 116280 U.S. Preventive Services Task Force

Chi-stuare 14.48 (df=5) P: 0.01

1.01[0.79,1.28]

=)

T T . : Screening for Lipid Disorders

Favors Treatrment Favors Control (2008'201 1)




UPSTF nin mutlaka uygulanmal
(A) grup tarama testleri (devam)

Hastalik / Test Hedef popiilasyon -YIL

Hepatit B enfeksiyonu Hamile kadinlar ilk miracatda (2006)
HIV enfeksiyonu Eriskin bireyler ve gebeler (2006)

Sifilis enfeksiyonu Yiksek riskli kadinlar ve gebeler (2004)
D (Rh) uyumsuzluk testi Hamile kadinlar ilk miracaatda (2004)
Konjenital hipotroidi Yeni doganlar (2008)

Fenilketoniiri Yeni doganlar (2008)

Hemoglobinopatiler /Orak hiicreli anemi  Yeni doganlar (2007)*

Penisilin prilaksisi orak hiicre anemili cocuklarda pnémokok enfeksiyonunu azaltir
odds ratio =0.37, 95% Cl 0.16 — 0.86)
Afrikan-Amerikalilarda 1/375. Turkiye genelinde siklik % 0.37-0.6 arasinda



UPSTF’'nin diger onerileri

Hastalik / Test

Mesane kanseri

Meme kanseri

Kolon ve Rektum kanseri

Kolon ve Rektum kanseri

Akciger timoru

Pankreas

Prostat

idrar analizi, NMP22
(BRCA 1/BRCA 2)

(Gaitada gizli kan)

(Fekal DNA)

(Balgam incelemesi)

Hedef popiilasyon -YIL

1 (2011)

D (2004);
B (2004)- Yuksek riskli kadinlar

C (2008) 76-85 yas (Rutin dnerilmiyor)
D (2008) > 85 yas yas Usti ((Onerilmiyor)

| (2003)
(Fekal DNA= veri yetersiz)

| (2004)

D (2004)

| (2008); 50-74 yas arasi
D (2008)- > 75 yas Uzeri



Prostat kanseri ve PSA

Prostate cancer: Changes over time average annual age-adjusted
incidence and mortality rates in the United States, 1975-2007

250 —

o 200 Incidence

=]
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=]
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'%- 150 -

-
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2 100

)

5

507 Mortality
a T T T T T T T T
1975 1980 1985 1990 1935 2000 2005 2007
Year of diagnosis
ecision aids for prostate cancer screening
Resource Website Available from
"Should I be tested for prostate cancer?” www.cancer.org/prostatemd American Cancer Society
"Prostate cancer screening: A decision guide” www.cdc.gov/cancer/prostate/pdf/prosguide.pdf Centers for Disease Control and
Prevention
"Prostate cancer screening: A decision guide for African Americans” www.ustoo.org/PDFs/CDC_PCa_Screen_Guide_Ad.pdf Centers for Disease Control and
Prevention

"La Deteccion del Cancer de Prostata: Una guia para Hispanos en los
Estados Unidos”

"Is a PSA test right for you?”

"Prostate cancer screening: Should you get a PSA test?”

"PROSDEX: A PSA decision aid”

www.cdc.gov/cancer/prostate/pdf/prostate_cancer_spanish.pdf | Centers for Disease Contral and

Prevention
www.healthdialog.com Foundation for Informed Medical Decision
Making
www.mayoclinic.com/health/prostate-cancer/HQ0 12732 the Mayo Clinic

WWW.DI’OSdeX.EOm

University of Cardiff, UK

ource: Walf, AMD, Wender, RC, Etzioni, RB, et al. American Cancer Society Guidelines for the Early Detection of Prostate Cancer. Undate 2010, CA Cancer ] Clin 2010; 60:70.



Laboratory Medicine Practice Guidelines

Use of Tumor Markers in Testicular, Prostate,
B — Moderate

Colorectal, Breast, and Ovarian Cancers : _ _
Edited by Catharine M. Sturgeon and Eleftherios Diamandis "I - EVIdence from Iarge prospeCtlve StUdleS.

16 Use of Tumor Markers in Testicular, Prostate, Colorectal, Breast, and Ovarian Cancers

Table 6. NACB Recommendations for the Clinical Use of PSA Serum Markers in the Management of Prostate Cancer

NACB Recomur faviioons Strength of
Marker Application (2008) LOE* Recommendation*™ Reference

Early Detection: Age-specific No Expert B (146)
reference ranges opinion
Staging/prognosis Yes 11 B (193, 201, 205, 206,
523-526)
Surveillance/monitoring Yes 11 B (527, 528)
% TPSA Differentiation of prostate Yes i B (160, 529)

ranrar fram haninn

Table 7. Recommendations by Different Expert Groups for Use of PSA, Complexed PSA, and Percent Free: Total PSA As Tumor Markers for Prostate Cancer

NACB/ NICE
ASTRO EGTM ESMO EGTM NCCN USPSTF 2008 NACB
Marker ACS (138) ACP (530) (527) AUA (528) EAU (531) (148) (532) 2002 (15)  (533) (534) (121, 138)  2008*

available avalable
for men

<T5 years

of age.
Screaning

for men

75 years

or older

nat
recommendead
(533)

Early detection: None None None Nona
Age-gpacific published  published published published
reference ranges

N No None Yaos (NACB) MNone N

one one None
published published publishad published published

Early detection: None Mone MNone N M Yes Mone Yes Yes
PSA velocity published published published

one MNone Mone Nonre one
published published published publighed publighed publighed



Genel olarak PSA ile ilgili oneriler

 Eger serum PSA taramaya karar

i ) Screening for Prostate Cancer | CLINICAL (GUIDELINES
verdiyseniz her 2 veya 4 yilda

— (Grade 2 B)
Figure. Analytic framework for screening for prostate cancer.
« Taramada rektal muayene ot 5P
— (Grade 2 B) Screening
* Anormal DRE veya PSA > 7 ng/ml lizerinde
biyopsi dnerilir | Surgeny VY
Early : Reduced
— (Grade 2C) Population  Screening | detection of . d_! . mortality
. . isk tate [ Radiation —»| 54/
* 65 yas Uzerinde PSA 1 ng/ml altinda ise e / ey g morbidity
HH E A A
tarama kesilir Ao
— (Hastalar 76 istiyor*) deprivation
@ Watchful
A Grade 2B: Recommendation is a weak recommendation. walting
A Grade 2C: Recommendation is a very weak
recommendation; other alternatives may be equally @

reasonable.

*Optimization of PSA Screening Policies: A Comparison of
the Patient and Societal Perspectives
Med Decis Making. 2011 Sep 20



AFP ve tarama

Table 2. Recommendations for Use of AFP in Liver Cancer by Different Expert Groups

AASLD Asian BrSocGE EASL EGTM ESMO French Japanese NCCN 2010 NACE 2010
2005 Oncology 26 2003 131 137 1999 2008 4 SOR 132 EBCIGI 135

40 Summit 2001 2007/2008
136 127, 128

Application

LOE SOR

B S N S i B
B e e R
i R i S R i
R e LT e e e e e

S i P

b b BRI
i i i i
5 5 £ b
b b £ bt
b b £ b
i i i i i i
i B i B i i
i i s i i
i i ik

S
i ik

ultrasound) in high risk
groups (i.e. patients
with chronic hepatitis B
or C virus or cimhosis)

i
i

i

e
i

SR
S



Laboratory Medicine Practice Guidelines

Follow-up Testing for Metabolic Diseases
Identified by Expanded Newborn Screening
Using Tandem Mass Spectrometry

Edited by Michael J. Bennett

r.ﬁx NATIONAL ACADEMY

cB of CLINICAL BIOCHEMISTRY
THE ACADEMY OF AACC

e




FOLLOW-UP TESTING FOR METABOLIC DISEASES IDENTIFIED BY
EXPANDED NEWBORN SCREENING USING TANDEM MASS
SPECTROMETRY

Table 3-1 Disease-Specific Follow-Up Testing Recommendations

Disorders of Amino Acid Screening Follow-Up Follow-Up Additional ::f:;:wmw:w
- L e e S
Catabolism and Transport Marker Analyses Markers Testing References
Phenylketonuria (includes benign Phenylalanine  Plasma amino Phenylalanine Urine pterin 23-26
hyperphenylalaninemia, and acids metabolites
biopterin metabolic defects)  Tyrosine Tyrosing Dihydropteridine
reductase activity
Tyrosinemia ‘ ‘ . ‘ y g
Type 1 Tyrosine Urine organic  Succinylacetone Mo additional testing - & 27-39
; i Vi : i
acids indicated Z:**t&&&;tya@,‘&a@%" o
' i B
Type 2 Plasma amino Tyrosine =1000 yM o
- . -
acids on prgganta{mn e
pocezac . : : . s ; -
Maple Syrup Urine Disease |soleucine + Plasma amino Isoleucine, Leucine, Mo additional testing - 40-43
leucine + acids valine, alloisoleucine indicated
alloisoleucine
Citrullinemia -
—— : — i o
Type 1 (ASA Synthase) Citrulline Plasma/Urine  Citrulline Ammonia, bilirubin, = & @ 44-53
et L e
amino acids  Argininosuccinate, Alk Phos, GGT. -
o i . E . Seioshaaa ey
Type 2 (Citrin) Citrulline Genetic testing may

distinguish | and II.
i«y*gg,ygg :
e

i
=

NATIONAL ACADEMY

of CLINICAL BIOCHEMISTRY
THE ACADEMY OF AACC



Yenidogan taramalar:

D'L'mya: 1/1500-3.000 (toplam KMH sikhgi)

Tuirkiye(2010)
Yenidogan tarama sonuglari (~1.300.000 bebek/yil)

Hasta sayisi Ulkemiz? Diinya (genel)
Konjenital hipotroidizm 2543 1/1270 1/2000-4000?
Fenilketonuri 182 (479%) 1/6228 1/10.000-30.0003
Biotinidaz eksikligi 199 1/7116 1/60.0004

*Hiperfenilalaninemi (HPA)  Tiirkiye, PKU’nun en sik gorildiigi ulkelerden biridir.

http://emedicine.medscape.com/article/947781-overview
Wolf B. Worldwide survey of neonatal screening for biotinidase deficiency. J Inherit Metab Dis. 1991;14:923—7




Turkiye ne kullaniyor?

TSH PERFORMANSI

|] The TSH Standards used in this kit is calibrated against
I] A WHO 2nd LR.P of h'TSH 80/558.
O

" TI VAR 7. Proficiency test:

o

R

i

. Accuracy was studied using DGKL (GERMANY) Quality
Control samples (TS1/08).
@ Sample No. DGEL Enriched Value NTSH Kit

B!nsu!!lﬁzgmaﬂ Easy Procedures + Accurate Results s CERIRERE (TSII;e:llIlllljme
Whole blood)

999497511 10.5 (6.30-14.7) 10.3

9999751-2 4.70 (2.30-7.10) 3.4

BE09751-3 26.2 (157 -36.7 ) 28.2

99997514 17.0 (10.2 -23.8 ) 15.8

3. Jenerasyon 81/565
2. Jenerasyon 80/558.

http://www.nibsc.ac.uk/documents/ifu/81-565.pdf



Turkiye ne kullaniyor?

Labsystems

1) the European Working Standard for Phenylalanine (EWS-Phe) since 1996 and the 1st
ISNS Reference Preparation for Neonatal Screening for TSH, phenylalanine and 17 a-
hydroxyprogesterone in blood spots since 2005

eluent

Incubate
A)1hatéo°Cor B) 2hat37°C

Incubate 15 min at RT

Phenylalanine test procedure

Punch 3 mm sample disks, add 8o ul

Incubate 30 min at RT on a shaker

Transfer 5o ul eluate, add 5o ul incuba-
tion mixture.

Add 200 ul copper reagent

Measure at ex. 390 nm, em. £85 nm

Reproducibility
Table 3 Procedure A
| Sample Mean Standard CV%
no. concentration deviation
{mg/100 mil) {mg/100 ml)
| Within-run imprecision (10 replicates)
| 1 1.5 0,2 12,1
2 5.2 0,3 59
3 9.3 0,6 6,3
| Between-run imprecision (10 successive runs,
averages of 4 replicates)
| 4 1,8 0,2 114
5 5.2 0.5 9.4
B 10,6 0.8 7.9
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Figure 15. Bias Plot of Phenylalanine Values by Method
Quarter 1, Specimen 3
Expected Value [E‘lul",l1 406.02 umol/L whole blood

CV% 10-30

5% UL

5% LL

Figure 22. Bias Plot of Free Carnitine (CO(L)} Values by Method

Quarter 4, Specimen 3
Expected Value (EV)' 7.69 pmol/L whole blood

CV %20-50

a‘-"—% 858 UL

ESIK DEGERLER

Domestic

Analyte Min/Max
T4 3.5-8.0
TSH 19.4-61.0
17-OHP 22-105
Galactose 6.5-20.0
Phenylalanine 121-206
Tyrosine 138414
IRT 39.6-170
GALT 0.74.0
Foreign

Analyte Min/Max
T4 4083
TSH 7.5-50.0
17-0OHP 2.5-199.8

Galamﬂsa b

Tyrosine 200-500
IRT 40-150
GALT 1.2-5.0




(.E; NATIONAL ACADEMY

Tandem MS ile tarama QB e s

A

Sivi Azot

65°C 30 dk

Asetonitril +Su

CPPREPREREREEQ N o

..................

Lo e ot s ves o 00 G 3

Center for Disease Control and Prevention. Using tandem mass
spectrometry for metabolic disease screening among newborns: a report of
a work group. MMWR 2001; 50 (No. RR-3):1-40.



Tandem MS ile tarama ( $A\, NATIONAL ACADEMY
Ile tanisi konabilen hastaliklar

of CLINICAL BIOCHEMISTRY
"THE ACADEMY OF AACC

Table 1. List of Conditions, Abbreviations, and Levels of Evidence

Condition Abbreviation
1 Medium Chain Acyl CoA Dehydrogenase Deficiency MCAD A-l
2  Phenylketonuria (inc. benign hyper PHE, & BH4 defects) PKU A-l
3 Biotinidase Deficiency BIOT B-lI
4  Congenital Adrenal Hyperplasia CAH A-l
5 Isovaleric acidemia IVA A-ll
6 Very Long Chain AcylCoA Dehydrogenase Deficiency VLCAD A-ll
7  Maple Syrup Urine Disease MSUD A-l
8 Long Chain Hydroxy AcylCoA Dehydrogenase Deficiency LCHAD B-ll
9  Glutaric Acidemia (all forms) GA
Type 1 GA1 A-l
Type 2 GAZ B-Il
10 HMGCoA Lyase Deficiency HMG A-ll
11 Trifunctional Protein Deficiency TFP A-ll
12 Multiple Carboxylase Deficiency MCD B-lll
13  Methylmalonic Acidemia (all forms) MMA A-ll
Mutase MuT A-ll
Cbl CBL A-ll
14  Homocystinuria HCY B-lll
15  3-Methylcrotonyl CoA Carboxylase Deficiency MCC C-li
16  Propionic Acidemia PA A-ll
17 Primary Carnitine Deficiency PCD B-II
18  Thiolase Deficiency KT B-ll
19  Citrullinemia CIT B-1lI
20  Argininosuccinic Acidemia ASA B-llI
21 Tyrosinemia (all forms) TYR
Type 1 TYR 1 B-lll
Type 2 TYR 2 B-ll
Type 3 TYR 3 B-ll
22  Short Chain AcylCoA Dehydrogenase Deficiency SCAD C-lr

23  Medium/Short Chain Hydroxyacyl Coa DH deficiency SCHAD B-lll




Yillar icinde supheli pozitif cikan konjenital
hipotroidi tanisi alan bebek sayisi
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Uygunsuz kan alma orani: % 2.15
Tekrar istenen kan ornegi orani: % 5.80




Yillar icinde supheli/hasta ¢ikan fenilketonuri
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Uygunsuz kan alma orani : % 2.07
Tekrar istenen kan ornegi orani ' % 2.33




Supheli pozitif cckan BE tanisi alan bebek
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Uygunsuz kan alma orani : % 2.60

Tekrar istenen kan ornegi orani - % 0.38




Gebelik suresi taramalari

Yenidogan Donemi |

Gebelik Gebelik sireci
oncesi Hemodglobin, kan grubuigin

kan taetkiki hemen istenmelidir.

\

Folik asit

Hemoglobin
tetkiki
tekrarla.

f | EI L)
Hafta 12345678000 RBMI567BUDN2B385857890NRBHIN®% 8(51 2 #

dnerilir

Tarama
testleri
hakkinda

Isitrme

fenidodan i
tetkiklerini anlat.
kontroli

anbilgi
verlmeli.

Key to screening programmes
[[] pown's syndrome & Fetal Anomaly Ultrasound [Ji] Newborn Blood Spot

[ sickle Cell & Thalassaemia [] Newborn Physical Examinations
. Screening for infectious diseases in pregnancy . Newborn Hearing



Onetriler

Maternal-Fetal Risk Assessment and the Laboratory

The laboratory role in risk management strategies varies with the strategy and the time of pregnancy in which it is
important. Table I-2 indicates examples of such strategies.

Table I-2. Example of Laboratory-Based Gestation Specific Risk
Reduction Strategies Decreasing Perinatal Risk in Diabetes

Time sensitivity Intervention Outcome objective
Pre-conception Controlling blood glucose in Decrease risk of congenital
known diabetics abnormality

Second trimester Maternal serum screen Detect possible neural tube defect
16 — 20 weeks or other congenital anomalies
8 weeks Glucose screen Detect and manage

abnormal glucose tolerance
Third trimester Assess fetal lung maturity Decrease neonatal respiratory
distress syndrome

Post-natal Monitor neonatal glucose, calcium Prevent and manage neonatal
metabolic problems




Gestasyonel Diabet

* Gestasyonel diabetes mellitus

(GDM), gebelikte baslayan veya ilk s s
tanisi gebelik sirasinda konan ¢esitli l & Phicas s
] in mother

derecelerdeki glukoz intoleransi
olarak tanimlanur.

Brings extra glucoe
1o baby 1
i f

.'"'I.

* Gebelikte tanisi konan diyabet

— Asikar (overt) ‘%\ X

— Gestasyonel diyabet

=

i

Caues baby 19 put
on eatra wedght
-

Proceedings of the 4. International Workshop-Conference on Gestational Diabetes Mellitus. Chicago, lllinois, USA.
14-16 March 1997. Diabetes Care 1998; 21 Suppl 2:B1.

American Diabetes Association. Standards of medical care in
diabetes - 2010. Diabetes Care. 2010; 33: S11-S61.

Committee opinion no. 504: screening and diagnosis of gestational diabetes mellitus. Obstet Gynecol
2011; 118:751. ACOG



Gebelikte gorilen hiperglisemi ile ilgili kabul
gormiis tarama ve tani testleri (1998-2011)

ADIPS (1998) The Australasian Diabetes in Pregnancy Society
Tarama: 50gr sinir 140
Tani: 75 gr OGTT

ACOG (2001) American College of Obstetricians and Gynecologists
Tarama: 50 gr sinir 140
Tani: 100 gr OGTT Carpenter/Coustan veya National Diabetes Data Group

SOGC (2002) Society of Obstetricians and Gynaecologists of Canada

ACE (2007) American Association of Clinical Endocrinologists
Tum gebelere tarama yapilsin
Dusiik riskli gebeler 24-28 haftada, yliksek riskli gebeler 20. haftada taransin
Tarama: 75gr

IADPSG (2008) International Association of Diabetes and Pregnancy Study Groups
ADA (2010) American Diabetes Association

ADA (2011) American Diabetes Association



ADA (2011) American Diabetes Association

8 Saatlik aclhk sonrasi uygulanan 75-g i IR
OGTT sonuglarindan birinin pozitif [ }ic'll 1 ‘I{ Uil IO
olmasi tani koydurur. - -

alik 292 mg/dl (5.1 mmol/1) A
1 h 2180 mg/dl (10.0 mmol/I)
2 h 2153 mg/dl (8.5 mmol/I)

Level of evidence (B)

American Diabetes Association. Diagnosis
and classification of diabetes mellitus.
Diabetes Care 2011; 34 Suppl 1:562.



llave durumlar ve testler

Table VI-3. Predictors of Preterm Birth < 35 wks’
Predictor Odds Ratio
Fetal fibronectin (> 50 ng/mL) 6.6
Alkaline phosphatase (> 90® percentile) 4.0
History of preterm birth 4.0
Cervical length (£ 25 mm) 3.9
Maternal serum alpha-fetoprotein (> 90" percentile) 3.9
Granulocyte CSF (> 75" percentile) 3:1
“From reference 75.

The National Academy of
Clinical Biochemistry

MATERNAL-FETAL RISK ASSESSMENT
AND REFERENCE VALUES IN PREGNANCY



Hemoglobinopati taramalari

7 Tertiary referrals \ Antenatal
from other hospitals clinic
1 Screening Booking:
2 Partner testing 1 Information

Laboratory
1 FBC (Hb, MCV, MCH}
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3 HPLC {%HbA,)
4 Confirmatory tests
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Turkiye’'de beta-talasemi

el e e tasiyici sikhig %2,1 olup,
- W:“"*"'M”':.. sy L e yaklasik 1.300.000 tasiyici ve
- A T e 5500 civarinda hasta vardir.
(Ve Dol )L g Ayrica her yil tasiyici sikligina
v T oo 9OTE 300—400 hasta gocugun
M e - diinyaya gelmesi

beklenmektedir.
Yilhk saptanan 150-250
arasindadir
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