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CA125

» Fallop tliplerinde, serviks, endometrium, periton,
nlevra ve perikardda bulunan bir glikoprotein

» Pelvik kitlelerin ayirici tanisinda “altin standart”

» Erken evrelerde sensitivitesi dusuk

» Over Ca—"silent killer’

» Erken evrede hastalarin ancak %20-30’u tani alir
(semptom yok)

» Hastalarin %$80-90’1 gec evrede tani alir ve 5 yillik
sag kalim oranlari <%30

» Over kanserlerinin %20’sinde CA125 ekspresyonu
yok!




Human epididimis protein 4 (HE4)

» 25kD’luk asidik bir protein

» Epididim, proksimal hava yollarinin
respiratuvar epiteli, kadin genital sisteminde
eksprese edilmektedir.

» Serum HE4 duizeyi, over, endometrium ve
akciger kanserinde diyagnostik bir belirtec
olabilir.

» HE4 ve CA125 kombinasyonu ile over ve
endometrium kanseri icin spesifite ve
sensitivitenin arttigi ileri strilmektedir.
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Amac:
1) Over kanserlerinde preoperatif donemde ve
benign jinelolojik olgularda HE4 ve CA 125 degerleri
ile ROMA (Risk of Ovarian Malignancy Algorithm)
indeksinin karsilastiriimasi

2) Turk kadinlarinda farklh yaslar icin HE4 icin referans
araliklarinin saptanmasi




Materyal-Metod

» 96 benign jinekolojik patoloji

» (83 premenopozal, 13 post menopozal)
(ort yag:42 £ 10) ROMA indeks algoritmasi
11 adenoma, 21 endometriozis, 30 over
kisti, 28 leomyom, 6 musinoz kist adenom
Premenopozal kadinlar icin

47 Over kanseri Prediktif indeks (Pl) =
(14 premenopozal, 33 post menopozal) ~ ~12.0+2.38xIn(HE4)+0.0626xIn(CA125)

(ort yas:56 + 14)
Postmenopozal kadinlar igin
106 saghkh Tiirk kadini Prediktif indeks (Pl)

(59 premenopozal, 47 postmenopozal)  -8.09+1.04xIn(HE4)+0.732xIn(CA125)
(yas:20-80)

Ornek tiirii: Serum \
Esik degeri:

CA 125<35 U/mL
HE4<70 pmol/L

Olgiim metodu:

Kemiluminesan mikropartikil yontemi
(CMIA) (Abbott ARCHITECT )
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Table 1. — CA 12). HE4 and ROMA index values in benign gynecologic diseases and ovarian cancer

CA125 (Umml) HE4 (pmol) ROMA index
Mean Median Mm, Max, Mean Median Mm. Max, Mean Median Min.  Max,

Benion ~ Postmenopausal (n=13) 21 51 529 CHD6L 19 929 DS 38 176
oyecologic  Premenopausel (1=8)) 86 35 017 CBOMI 1Y 1wy COI5y 05 I8
demes  Tota (96 B2 181 35 LT 487 M9 149 1029 83 69 05 318

Posmenopaisl(1=3) COANMG T4 37 37.2 %9 1500 m K
OvrinCr  Premenopasa @=14) 1762 1074 72 6607 QR4 $9 1011 GNS 56 %6

Total (n=47) 936 207 72 3MT I8 2309 359 1500 626 762 56 999

» Benign jinekolojik hastaliklarin tanisinda CA125, HE4, and ROMA
indeks acisindan premenopozal ve postmenopozal kadinlar arasinda
fark yok (p>0,05).

v HE4 ve ROMA indeksi ise hem Postmenopozal hem Premenopozal
donem over Ca’da benign patolojilere gore anlamli yiiksek (p<0.05)

» Postmenopozal dénemde CAI25 dizeyi over kanserinde benign
; /0///ere gore anlamlr yiksek (p<0.05), ama premenopozal
Teremikseklik anlamli degil (p>0.05).
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Table 2. — The AUC values and the sensitivities of CA125,
HE4, and ROMA index in ovarian cancer:

ROC Sensitivity
AUC (95% CI) 80% 90% 95%
Specificity  Specificity  Specificity

CA 125

Premenopausal  0.752 (0.63-0.81) 69 69
Postmenopausal (876 (0.73-0.95) 78 78
Overall .69-0.84] 70 65
HE4 T

Premenopausal  0.897 (0.75-0.91) 85 69
Postmenopausal (0,937 (0.82-0.98) 85 85
Overall .8?-0.96] 87 78
ROMA -

Premenopausal  0.905 (0.81-0.94)

Postmenopausal l] 086 (0.88-0.99)
Overall / ‘JD-D 98)

ROMA indeksi, %80-90-95 spesifisitede en yliksek sensitiviteye sahiptir.

Over Ca tanisinda %95 spesifitede marker sensitivitesi CA125 icin %63,
HE4 icin %78 ve ROMA indeksi icin %88

Dikmen ZG, Colak A, Dogan P, Tuncer S, Akbiyik F. Diagnostic performances of CA125,
HE4, and ROMA index in ovarian cancer. Eur J Gynaecol Oncol. 2015;36(4):457-62



CA 125 sensitivitesi premenapozal ve postmenapozal donemde ayni
HE4 ve ROMA indeksinin sensitivitesi postmenapozal donemde daha yiksek
Postmenopozal donemde en yliksek spesifiteye ve PPV degerien sahip olan : HE4

Table 3. — The sensitivity (%), specificity (“o), PPV (%),

and NPV (%) values in ovarian cancer

Sensitivity  Specificity PPV NPV
Yo Yo Yo Yo
CA125
Premenopausal 71.1 27.2 92.1
Postmenopausal 82.3 85.2 48
Overall . 73.9 53.7 79.7
HE4
Premenopausal R 30 96.1
Postmenopausal 70.6
Overall 91.4 79.5 89.5 82.9
ROMA index
Premenopausal 8 88 62 96
Postmenopausal @ 90.3 89.3 923
Overall 89.7 94 85.4 95.7

PPV= positive predictive value; NPV= negative predictive value.

Dikmen ZG, Colak A, Dogan P, Tuncer S, Akbiyik F. Diagnostic performances of CA125,
HE4, and ROMA index in ovarian cancer. Eur J Gynaecol Oncol. 2015;36(4):457-62



HE4 diizeyleri yasla birlikte, 6zellikle 60 yas
sonrasinda belirgin artmaktadir.
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Esik degeri

CA 125i¢in : 65.4 U/ml
HE4 icin 85.4 pmol/L
ROMA indeksi icin %17.85

Turk kadinlarinda serum HE4 referans degeri
(%5-95 gliven araliginda)

Premenopozal donem:28.9 - 62.4 pmol/L

Postmenopozal donem: 23.7 - 152.4 pmol/L

Dikmen ZG, Colak A, Dogan P, Tuncer S, Akbiyik F. Diagnostic performances of CA125,
HE4, and ROMA index in ovarian cancer. Eur J Gynaecol Oncol. 2015;36(4):457-62



Sonuc

» HE4 ve ROMA indeksinin sensitivitesi
postmenopozal donemde daha yuksektir.

» HE4 testi, laboratuvarin ‘“over Ca”tanisi
koymadaki degerini artirmaktadir.

» Yukse
jineko
» Yukse
jineko

< HE4 ve yiksek CA125 dizeyi =
ojik malignite
< CA125 ve normal HE4 dizeyi =benign

ojik hastalik dustindurar!




Akciger kanseri, kansere bagli 6lim nedenleri arasinda
erkekler ve kadinlarda ilk siradadir.

MESTIMATED NEW CASES OF CANCER AND DEATHS FROM CANCER IN THE

UNITED STATES
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Clinical Chemistry: Principles, Techniques, and Correlations
2013 (ML Bishop,EP Foddy, LE Schoeff)



Amac:
Akciger kanseri hastalarinda HE4 ve CYFRA 21-1
biyobelirteclerinin tanisal etkinliginin degerlendirilmesidir.

CYFRA21-1

» Sitokeratin 19’un ¢6zunebilir kismi (MW:30.000)

» Respiratuvar epitel hicreleri tarafindan eksprese edilir.

» Akciger, pankeas ve meme kanserinde yukselir.

» Tumorun buyuklagu, evresi ve sag kalim siresi ile iliskilidir.




Table 1. Patient charactenstics
Materyal-Metod
n
Grup 1: Akciger kanseri (n=53) it
45 kek g ka d|n) Squamous Cell Carcinoma 26
( er ! Adenocarcinoma 27
OI"t. ya§6339i 1057 Group 2 (mean age: 48.14+17.56 years)
Bronchogenic cyst 4
Grup 2: Benign akciger patolojileri (n=27) Pleural effusion 3
(14 erkek ve 13 kadin) Secondary pulmonary neoplasm 3
Ort.yas: 48.14+17.56 Fneumenia °
Tuberculosis granuloma 3
Pulmonary hamartoma 2
Ornek tiirii: Serum ?onzhifdms 12
.. seudotumor
Olgiim metodu: Kemiluminesan mikropartikdl _
. . ) Parapneumonic empyema 1
immunassay (CMIA) (Architect, Abbott)
. v . MNeurofibroma 1
Esik degeri: _

- Intrathoracic neuroblastoma 1
HE4: 70 meI/L Mesothelioma 1
CYFRA 21-1: 2 ng/mL Chost wall carcoma 1

Mediastinal lymphoma 1

Dikmen E, Gungor A, Dikmen ZG, Akbiyik F. Diagnostic Efficiency of HE4 and CYFRA 21-1 in
Datients with Lung Cancer. International Journal of Hematology and Oncology, 2015;25:44-50
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HE4>70pmol/L | HE4<70pmol/L | CYFRA 21-1>2ng/mL | CYFRA 21-1<2ng/mL
n (%) n (%) n (%) n (%)
e~ = N\
Group 1 39 (73.6%) 14 (26.4%) 27 (50.9%) 26 (49.1%)
Group 2 4 (14.8%) 23 (85.2%) 5(18.5%) 22 (81.5%)
p value p<0.001 p=0.011

CYFRA 21-1 HE4
(ng/mL) (pmol/L)

Squamodz Ca 6.9149.28 92.33+51.14
Adeno Ca 3.46+5.97 97.17+50.85
(p=0.028) (p=0.749)

Dikmen E, Gungor A, Dikmen ZG, Akbiyik F. Diagnostic Efficiency of HE4 and CYFRA 21-1 in
Patients with Lung Cancer. International Journal of Hematology and Oncology, 2015;25:44-50



HE4 ve CYFRA 21-1 duzeyi, evrelere gore artis gostermektedir.

p value

8 (72%)

p=0.021

HE4>70pmol/L. | HE4<70pmol/LL | CYFRA 21-1>2ng/mL | CYFRA 21-1<2ng/mL
n (%) n (%) n (%) n (%)
N\
Stages I-11 17 (60.7% 11 (39.3%) 19 (67.9%)
Stages I1I-IV 3 (12%) 7 (28%)

p=0.003

Evre I'de HE4 artisi %41.7,
CYFRA 21-1 artist % 16.7
hastada saptandi.
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Lenfovaskiiler invazyon (LVI) ile korelasyon

HE4>70pmol/L HE4<70pmol/L | CYFRA 21-1>2ng/mL | CYFRA 21-1<2ng/mL
n (%) n (%) n (%) n (%)

Lymphovascular

37 (84.1%) 7 (15.9%) 26 (59.1%) 18 (40.9%)
invasion (+)
Lymphovascular

2(22.2%) 7 (77.8%) 1(11.1%) 8 (88.9%)
invasion (-)
p value p=0.001 p=0.011

Dikmen E, Gungor A, Dikmen ZG, Akbiyik F. Diagnostic Efficiency of HE4 and CYFRA 21-1 in
Patients with Lung Cancer. International Journal of Hematology and Oncology, 2015;25:44-50
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Sensitivity (%) 73.5 50.9
Specificity (%) 85 81.4
PPV 0.90 0.84
NPV 0.62 0.45
Diagnostic accuracy 0.77 0.61

HE4 ve CYFRA 21.1 kombine edildiginde
sensitivite %77’ye ¢cikmaktadir.

Dikmen E, Gungor A, Dikmen ZG, Akbiyik F. Diagnostic Efficiency of HE4 and CYFRA 21-1 in

Lung Cancer. International Journal of Hematology and Oncology, 2015;25:44-50



Sonuc

» HE4 ve CYFRA 21.1 akciger kanseri tanisinda
potansiyel biyobelirteclerdir.

» Ozellikle HE4 erken evre timorlerde daha
fazla yukselmektedir.

» CYFRA 21-1— Squamoz hucreli kanser
tanisinda daha degerlidir.

» Bu iki biyobelirtecin kombinasyonu
sensitiviteyi artirmaktadir.

» Bu biyobelirte%)ler ile tedaviye yanitin takibi ve
reklrrens takibi yapilabilir.

Dikmen E, Gungor A, Dikmen ZG, Akbiyik F. Diagnostic Efficiency of HE4 and CYFRA 21-1 in
Patients with Lung Cancer. International Journal of Hematology and Oncology, 2015;25:44-50



