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mong women, breast cancer is the most common cause
Aof cancer-related death worldwide, and case fatality

rates are highest in low-resource countries. Over 457,000
deaths result from breast cancer annually, accounting for >1.6%
of female deaths from all causes (1). Projecting to 2010, the an-
nual global burden of new breast cancer cases will be 1.5 million,
and an ever-increasing majority will be from Low Middle Income
Countries(LIMC). Globally, breast cancer is the most common can-
cer among women, comprising 23% of the 1.1 million female can-
cers that are newly diagnosed each year (1,2). Approximately 4.4
million women who were diagnosed with breast cancer in the last
5 year currently are alive, making breast cancer the single most
prevalent cancer in the world. Despite the common misconcep-
tion that breast cancer is predominantly a problem of wealthy
countries, the majority of breast cancer deaths in fact occur each
year in developing rather than developed countries.

Breast cancer is an urgent public health problem in high-resource
regions and is becoming an increasingly urgent problem in low-
resource regions, in which incidence rates have been increasing
by up to 5% per year. Although global breast cancer incidence
rates have increased by approximately 0.5% annually since 1990,
breast cancer rates in Turkey, Japan, Singapore, and Korea have
doubled or tripled in the past 40 years (2). Despite the younger
age structure of most developing countries, breast cancer already
accounts for approximately 45% of the incident cases and 54% of
the annual deaths (2).

The breast cancer burden in LMICs predictably will continue to
increase in coming years on the basis of 1) increasing life expec-
tancy and 2) shifting reproductive and behavioral patterns associ-
ated with heightened breast cancer risk(Westernizing Life). Even
assuming conservatively that there will be no change in under-
lying age-specific rates, there could be a nearly 50% increase in
global incidence and mortality between 2002 and 2020 due to
demographic changes alone (1,2). These increases will be dispro-
portionately high in the developing world.

Favorable breast cancer survival rates in developed countries
have been attributed to early detection by screening and timely
and effective treatment. But, poorer survival in LMICs is largely
due to the late presentation of the disease( lack of awareness, low
education, lack of screening programms), which, when coupled

with limited resources for diagnosis and treatment, leads to par-
ticularly poor outcomes(2).

Breast cancer screening modalities include breast self-examina-
tion (BSE), clinical breast examination (CBE), and screening mam-
mography.

Final results from trials of BSE in Russia and Shanghai have been
published (3,4,5). The effect of BSE on all-cause mortality in St.
Petersburg, Russia, a community without routine mammogra-
phy screening, was evaluated in a trial that met criteria for fair
quality. Despite a significant increase in the number of cases
of breast cancer detected when BSE instruction was provided,
there was no reduction in all-cause mortality (3). A good-quality
randomized trial conducted in Shanghai, China, indicated breast
cancer rates of 6.5 per 1000 for women instructed in BSE and 6.7
per 1000 for control participants after 11 years of follow-up (6).
The number of women who died of breast cancer was the same
in both groups. Published meta-analyses of randomized trials
and nonrandomized studies of BSE also indicate no significant
differences in breast cancer mortality between BSE and control
groups (7,8,9).

Few trials have evaluated the effectiveness or harms of CBE in
decreasing breast cancer mortality. In countries with widely prac-
ticed mammography screening, the use of CBE rests on its addi-
tional contribution to mortality reduction. The Canadian National
Breast Screening Study-2 trial (CNBSS-2 trial), which compares
mammography with CBE versus CBE alone, showed no difference
in mortality between these 2 approaches (10).

Breast cancer is known to have an asymptomatic phase that
can be detected with mammography. Mammography screen-
ing is sensitive (77% to 95%), specific (94% to 97%), and ac-
ceptable to most women (11). Screening mammography is the
single modality that has been shown to improve breast can-
cer mortality in prospective randomized trials, but its cost is
prohibitive in many settings. When screening mammography
is employed in LMICs, target populations and screening inter-
vals need to be selected in a way that is judged to be optimal
for the overall population and within the scope of available
resources. Breast cancer carries poorer prognosis in young pa-
tients and its frequency in women below 40 years of age is 20%
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in Turkey and up to 30% in developing Asian countries (12,13).
Thus, screening younger women in LMICs requires more atten-
tion and resources to implement.

In LMICs, the average age of women with breast cancer is 10 to
20 years younger than in the western world. In our Turkish Breast
Cancer Registry Program, 45% of patients are premenopausal, but
in developed countries, this rate is 25%. The rate of women under
40 years old is 53% in US, but it changes from 58% to 83% in differ-
ent regions of Turkey(68%) (12,13). That means, Turkey and other
developing countries have a younger women population and this
causes relatively high rate of breast cancer in women under 40
years old. However, this observation does not suggest that the
incidence of breast cancer is higher in younger women in LMICs
than in more developed countries. This age difference is primarily
because of the differences in the age structures of the different
populations, with relatively fewer older women in LMC popula-
tions. Therefore, recommendations that early detection begin at
a younger age in LMICs than in developed countries should be
studied. Results of our study with a title of “Breast cancer screen-
ing for women aged between 40 to 69, in Bahcesehir, Istanbul will
help to understand the place of screening mammography and
screening age period in a developing country, Turkey (14). This
study also evealuates the value of mammographic screening in
women aged between 40 to 49 (14).

U.S. Preventive Services Task Force (USPSTF) reviewed eight im-
portant randomized prospective clinical trials in 2009 to deter-
mine the effectiveness of mammography screening in decreasing
breast cancer mortality among average-risk women aged 40 to 49
years and 70 years or older, the effectiveness of clinical breast ex-
amination and breast self-examination, and the harms of screen-
ing (15). The conclusions of this survey show that mammography
screening reduces breast cancer mortality for women aged 39
to 69 years; data are insufficient for older women, false-positive
mammography results and additional imaging are common. No
benefit has been shown for clinical breast examination or breast
self-examination.

According to results of review, the USPSTF has recommended
against routine screening mammography in women aged 40
to 49 years (15). The decision to start regular, biennial screening
mammography before the age of 50 years should be an individual
one and take into account patient context, including the patient’s
values regarding specific benefits and harms. The USPSTF recom-
mends biennial screening mammography for women between
the ages of 50 and 74 years. It concludes that the current evidence
is insufficient to assess the additional benefits and harms of
screening mammography in women 75 years or older. The USPSTF
also concludes that the current evidence is insufficient to assess
the additional benefits and harms of clinical breast examination
beyond screening mammography in women 40 years or older.
The USPSTF recommends against clinicians teaching women how
to perform breast self-examination.
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The most controversial recommendation of the Task Force is to
delay the onset of routine screening mammography from 40 to 50
years of age. Many observers were concerned that this move away
from intensive screening might signal a shift away from the war
on cancer, posing a threat to advocacy organizations such as the
American Cancer Society. But at a deeper level, the recommenda-
tions raise concerns about access to potentially lifesaving care.

Examination of the available data, however, suggests otherwise.
The Task Force concluded that among women between 39 and 49
years of age, screening mammography results in a 15% reduction
in the risk of death from breast cancer, with the prevention of a
single death from breast cancer requiring the screening of 1904
women. Clearly, screening mammography does offer an identifi-
able survival benefit to women in this age group (16).

What about the harm of screening? The harm of mammography
includes radiation risk, short- and long-term anxiety associated
with false-positive results, biopsy for benign lesions, and the pos-
sibility that some breast neoplasms detected on mammography
are nonprogressive and thus overtreated. The risk of a radiation-
induced cancer from low-dose mammography(7cGy) is so low
that although theoretically possible, it would be impossible to
measure empirically (16,17). The possibility that some breast can-
cers are nonprogressive has been a source of considerable inter-
est, but the weight of evidence from long-term studies suggests
that itis a small problem and mostly confined to ductal carcinoma
in situ (18,19,20). Studies that have concluded that the magni-
tude of overdiagnosis is large have commonly examined popu-
lation data over a period of limited duration and confused over-
diagnosis with background increases in incidence and increased
incidence associated with the lead time gained from screening
(20). The more common and more directly measurable harm as-
sociated with mammography includes the inconvenience from
additional imaging resulting from false positives, benign biopsy
for abnormal findings, and short- and longterm anxiety resulting
from false-positive results.

Despite of the USPSTF recommendations, the ACS still recom-
mends that average-risk women should begin annual mammog-
raphy at the age of 40 years. Women also should be informed
about the scientific evidence demonstrating the value of detect-
ing breast cancer before symptoms develop, and that the bal-
ance of benefits to possible harm strongly supports the value of
screening and the importance of adhering to a schedule of regu-
lar mammograms (21). The benefits of mammography include
a reduction in the risk of dying from breast cancer, and if breast
cancer is detected early, less aggressive surgery (ie, lumpectomy
vs mastectomy, sentinel lymph node biopsy vs axillary lymph
node dissection), less aggressive adjuvant therapy (ie, hormonal
therapy alone), and a greater range of treatment options. Women
should also be told about the limitations of mammography, spe-
cifically that mammography will not detect all breast cancers, and
that some breast cancers detected with mammography may still
have poor prognosis. Furthermore, women should be informed
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about the potential for false positives, some of which may not be
resolved with additional imaging, and that if not, a biopsy will be
required to rule out the possibility of breast cancer.

These changes in the recommendations were unanticipated.
Based on prior evidence reviews, the only new data that the USP-
STF was likely to consider was from the results of the UK Age Trial,
which randomized women aged 40 to 41 years to a group invited
to screening versus usual care to measure the effect of mammog-
raphy in a group of women in their 40s without any age migration
past age 50 years (22). The Age Trial observed a 17% reduction
in breast cancer mortality in the group invited to screening com-
pared with the control group (relative risk [RR], 0.83; 95% confi-
dence interval [Cl], 0.66-1.04.11), a result that was consistent with
results from earlier trials, and also consistent with the less sensi-
tive screening protocol applied in this study,33 ie, double-view
mammography on the first exam and single-view mammography
on subsequent exams. The USPSTF updated the meta-analysis of
all trials excluding the Edinburgh trial, and concluded that an in-
vitation to mammography was associated with a 15% reduction
in the risk of dying from breast cancer among women screened
in their 40s, and a 14% reduction in risk for women screened in
their 50s (23).

As the case can be made that breast cancer is an important health
problem for women in their 40s, is the evidence of benefit so small
and the magnitude of harm so great that their previous recom-
mendation for screening women in their 40s should be rescinded?
With respect to benefit, the randomized trials provided convinc-
ing evidence that mammography screening saves lives principally
by advancing the lead time and reducing the incidence of ad-
vanced disease (21). However, the summary RR from metaanalysis
of all the trials is not a good measure of effectiveness for several
reasons. First, the trials measured the effectiveness of an invita-
tion to screening, not actually being screened. Second, in a meta-
analysis, trials with ineffective protocols are combined with trials
that had effective protocols. It is well established that in some of
the early trials, women were screened with protocols that were es-
pecially limited for women under age 50 years (24). These ineffec-
tive protocols are characterized by long screening intervals (>24
months) and single-view mammography. It is also evident from
examining the RR of being diagnosed with an advanced breast
cancer in the different trials why some trials showed significant
mortality reductions and some did not, because there is a strong
association between the magnitude of the risk reduction of be-
ing diagnosed with an advanced breast cancer and the eventual
observed mortality reduction (25). This was especially the case
with 2 second-generation trials, the Gothenburg Trial and the
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Malmo trial, which screened women at a shorter interval (12 to
18 months) with double-view mammography and observed 44%
and 36% mortality reduction, respectively (26,27).

There are a few organized population based screening programs
in Turkey. Mostly, opportunistic screening has been performed
in different centers. For this reason, we have started “Bahcesehir
Breast Cancer Screening Program”in 2008 in Istanbul Turkey. Aims
of the study are to detect possibility of implementation of an or-
ganized population based breast cancer screening program in
Turkey, as a developing country. This trial will also help to find the
age (40 or 50 years) to start screening and cost effectiveness of
screening mammography. This long term (ten years, 2010-2018)
program will include 4.500 asymptomatic women between the
aged 40 to 69. Physical examination and, two views of mammo-
gram have been performed to invited women. Additional views
and/or ultrasound are performed in patients with BIRADS 0 mam-
mograms. 3.650 women screened in two years, and recall rates for
additional views were 15% in 2009, and 20% in 2010, respectively.
1855 women (57.5%) aged 40-49 years, and 1370 women(43.5%)
aged 50-69 years were screened. 13 breast cancer were diagnosed.
Seven of them were the aged 40 to 49, and six of them were over
50 years old. Four patients had ductal carcinoma in situ (DCIS),
and eight patients had stage | breast cancer. Only one patient with
stage Il breast cancer and required systemic chemotherapy. Pre-
liminary results of the trial showed that screening mammography
is feasible and should be started at age 40 years old.

As a conclusion, screening mammography for women in their 40s
is clearly effective. The problem is that the benefit is tiny and ex-
pensive. BSE and CBE have advantages to increase breast cancer
awareness in women.

As we move forward, we must remember that mammography
may be our best tool for breast-cancer screening, but we urgent-
ly need more accurate and cost-effective screening methods to
decrease the burden and mortality rate of breast cancer. Our un-
derstanding of the molecular basis of breast cancer continues to
evolve, and we now view it as a family of distinct disease subtypes
which may well require their own screening tools. Moreover, the
evolution of breast-cancer treatment is likely to have a profound
effect on the way we conceptualize screening. There may be room
for debate about the optimal age at which to begin screening and
the optimal frequency of screening, but there is no debate that
technical advances will make these controversies fade. Although
we must optimize what is available today, we must also promote
far better approaches for tomorrow.
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Sunuldugu kongre; “The relationship Between The Risk of breast Cancer “Beta Adrenerjik Resptor-2 (ADRB2) Kodon 27 polimorfisms.” The Congress of XVI. National Cancer.

19-23 April, 2007, Antalya.

INVESTIGATION OF RELATION BETWEEN CODON 27 BETA-2 ADRENERGIC
RECEPTOR POLYMORPHYSMS WITH BREAST CANCER

ABSTRACT

Breast Cancer is a common cancer in the world with high mortality rates.
Besides the environmental factors, genetic factors have an important role
in etiology of breast cancer. Genetic factors are tumor supressor genes, pro-
tooncogenes and genetic polymorphysms. There are reports in literature
that polymorphysms in Beta-2 Adrenergic Receptor (ADRB2) gene can be a
risk factor for breast cancer. In our study; ADRB2 gene codon GIn27 - Glu
polymorhpysm’s role in etiology of breast cancer is analysed in Mersin sample-
Turkish population.

190 breast cancer patients are followed by Clinical Oncology Polyclinics in
Mersin University Medical Faculty. 132 healty people with similar age and
gender characteristics are followed in control group. Sample population is 322
people. Mean age is 50,7+8,6 in patient group and 48,5+8,5 in control group.

In our study, ADRB2 gene codon 27 GIn27 > Glu polymorhpysm does not ap-
pear to be a significant risk factor in etiology of breast. Being older than 60
years old, having a body mass index (BMI) greater than 25 and having familial
breast cancer history appear to be a risk factor. Distributions of ADRB2 geno-
types for breast cancer according to presumed risk factors: Glu/Gln and Glu/
GIn+Glu/Glu genotype in people younger than 50 years old, Glu/Gin, Glu/
Glu and Glu/GIn+Glu/Glu genotype in premenopausal age group and Glu/
GIn and Glu/Glu genotype in people who has menarchial age less than 13 have
higher risk of having breast cancer.

Key words: breast cancer, ADRB2 gene, polymorphism, Turkish population,
Mersin sample.

OZET

Diinyada ve iilkemizde kadinlar arasinda yaygin goriilen ve mortalite orani
en yiiksek olan kanserlerin baslarinda yer alan Meme kanserinin etiolojisinde
cevresel faktorlerin yaninda genetik faktorlerde onemli yer tutmaktadir. Ge-
netik faktorler icinde tiimdr supressor genler ve protoonkogenler yaninda ge-
netik yapidaki polimorfizmler yer alir. Genetik etmenler icinde; ADRB2 geni
iizerindeki bazi polimorfizmlerin meme kanserine yakalanmada risk faktorii
olabilecegine dair goriis ve calismalar bulunmaktadir. Calismamizda Tiirk po-
pulasyonu - Mersin drnekleminde meme kanserli bireylerde, ADRB2 geninin
kodon 27'deki GIn—> Glu polimorfizmi ile meme kanserine yakalanma riskine
olasi etkisi aragtinlmigtir.

Arastirma populasyonu; Mersin Universitesi Tip Fakiiltesi Klinik Onkolojide
meme kanseri tanisi konulmus 190 kisi deney grubu, ayni yas ve cinsiyet ozel-
likleri goz oniinde tutularak secilen saglikh 132 kisi de kontrol grubu olmak
lizere 322 kisiden olusmustur. Kontrol grubunda ortalama yas 48,5+8,5, de-
ney grubunun yas ortalamasi 50,7+8,6 dr.

ADRB2 geninin kodon 27'deki GIn27 = Glu polimorfizminin meme kanseri-
ne yatkinliktaki roliinii arastirdigimiz bu ¢alismada; ADRB2 gen polimorfizmi-
nin meme kanserine yakalanmada risk faktorii olmadig saptanmigtir. Meme
kanserin yakalanmada risk faktorii oldugu diisiiniilen faktorlerden; 60 ve iize-
rinde yas, Beden kitle indeksin (BMI) * 25 olmasi ve ailede meme kanserli bir
bireyin bulunmasinin meme kanserine yakalanmada risk faktorii oldugu be-
lirlenmistir. Diger Risk faktorleriyle ADRB2 geninin kodon 27'deki GIn—> Glu
polimorfizmi iligkilendirilerek incelendiginde; <50 yas grubunda Glu/Gin ve
Glu/GIn+Glu/Glu genotipi tagiyanlarin, Premenepozal grupta: Glu/Gln, Glu/
Glu ve Glu/GIn+Glu/Glu genotipi tagtyanlarin, Menars yasi <13 olanlarda Glu/
GIn ve Glu/Glu genotipi tastyanlarin meme kanserine yakalanma riskleri daha
yiiksek oldugu saptanmustir.

Anahtar sozciikler: meme kanseri, ADRB2 geni, polimorfizm,
Tiirk populasyonu, Mersin érneklemi.

Giris deniyle olusan 6lumlerin % 80'i meme kanserine bagl iken,

Meme kanseri diinyada kadinlar arasinda en yaygin gériilen 1985’ den itibaren akciger kanseri bu siralamada meme kan-

kanser tiridir. Avrupa'da her yil 180 bin, Amerika Birlesik ~ Serini ge¢mistir. Meme kanserinin gelisme riski yas ile dogru-
Devletlerinde ise yilda 182 bin yeni meme kanseri olgusu sap- ~ dan iliskilidir ve yas arttikca gorilme sikligi giderek artmak-
tanmaktadir. 1948-1985 yillari arasinda kadinlarda kanser ne- tadir (1).
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Meme kanserinin nedeni tlim boyutlariyla bilinmemektedir ancak;
Genetik, cevresel, hormonal ve psikolojik etkenlerin meme kanse-
ri olusumunda rol oynadigi kabul edilmektedir. Bununla beraber
meme kanserli kadinlarin %70-80'i bu risk faktorlerine sahip degil-
dir. Meme kanseri goriilme sikligi ve mortalitesinin diinya tizerinde
Ulkeden uilkeye ve hatta ayni lilkede yasayan etnik gruplar arasinda
farklhlik géstermesi ve meme kanserine sahip kisilerin ailelerinde de
bu kanserin goriilmesi meme kanseri olusumunda genetik etken-
lerin dnemli bir role sahip oldugunu gostermektedir. Meme kan-
serinin etiyolojisinde yer tutan genetik etmenlerin basinda Epider-
mal Bliylime Faktorii Reseptor geni (EGFR/HER) mutasyonlari gelir.
Meme kanserlerinde % 05 -10 kadari ailesel 6zellik tasir ve bu gru-
bun major genleri BRCA1 ve BRCA2 gen mutasyunlaridir (2). Ayrica
pek ¢ok genin polimorfizmi ile meme kanseri riski arasindaki iliskiy-
le ilgili olarak caligmalar yapilmistir. Glutathione S-transferaz (GSTs)
gen ailesi, COMT, Sitokrom p450 genleri ve Beta-2-Adrenergic Re-
septor gen (ADRB2) bunlardan bazilandir (2,3).

ADRB2 geni 5 numarali kromozomda lokalize olmustur ve bu ge-
nin 6 farkli polimorfik formu oldugu belirlenmistir (4). Bu polimor-
fizmler aminoasit degisikliklerini icermektedir. Adrenerjik resep-
torler o ve B olmak lizere 2 gruba aynilirlar. Ayrica bu gruplar da o,
., , B, ve B, seklindealt gruplara ayrilir. B, reseptérii adrenalin ve
ndradrenaline ayni derecede duyarli ike , B, reseptéri adrenaline
duyarliligi néradrenaline duyarliigindan daha fazladir (5). Beta 2
adrenerjik reseptorlerin adiposit lipolizi ve termogenik aktivitede
rol oynadigi ve bu nedenle reseptorleri kodlayan genlerdeki poli-
morfizmlerin obezitede bireysel varyasyonlarda etkisi oldugu ve
ayni zamanda postmenapozal meme kanserinde 6énemli bir risk
faktori olabilecegi diisuniilmektedir (6).

Adrenerjik reseptdr genlerinin polimorfizmleri daha ¢ok astim hasta-
hg ile ilgili olarak ¢alsilmis fakat meme kanseri ile ilgili olarak tek bir
calisma yapilmistir (7). Bu arastirma sonucunda belirlenmesi muhte-
mel olan ADRB2 gen polimorfizmleri ile meme kanseri riski arasindaki
iliski risk grubundaki hastalarin nceden belirlenebilmesi ve erken ta-
niya gidilmesi icin tani kriteri olabilecektir. Calismamizin temel hare-
ket noktasi; ADRB2 geninin kodon 27'deki GIn27 - Glu polimorfizmi
ile meme kanseri arasindaki iliskiyi Mersin yoresi 6zelinde Tirk top-
lumunda ortaya koymak ve meme kanserine yatkinlikta bu polimor-
fizmin roltind belirlemek olmakla beraber ayni zamanda bu gen po-
limorfizminin 6rneklemimiz temelinde Tiirk populasyonundaki fre-
kanslarnida belirlenmistir. Zira bu bilgi; ileride baska hastaliklarla ya-
pilacak ¢alismalarda ADRB2 geninin kodon 27'deki GIn27 = Glu po-
limorfizmi ile iliski saptanmasi durumundea; ilgili polimorfizmin Tiirk
populasyonundaki frekansina dair hazir dnbilgileri olusturacaktir. Ay-
rica meme kanseri icin risk faktorii olabilecegi dustindlen risk fak-
torlerinden; Yas, sigara kullanimi, Beden kitle indeks (BMI) ve ailede
meme kanseri 8ykusii yonlinden ayrintili degerlendirme yapilmistir.

Materyal ve metod

Arastirma Populasyonu:
Mersin Universitesi Tip Fakiiltesi Klinik Onkoloji biriminde Temmuz
2004 - 2006 tarihleri arasinda meme kanseri tanisi konulmus 190
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Sekil 1. ADRB2 geninin kodon 27 (GIn—>Glu) polimorfizmine ait genotiplerin
elektroforez sonrasi goriiniimii: 2,3,6,8 ve 11 nolu drneklere ait bireyler GIn/
GIn (homozigot yabanil); 1, 4,5,7,9 ve 10 nolu drneklere ait bireyler ise GIn/Glu
(heterozigot polimorfik) genotipine sahiptir.

kisi ile ayni yas ve cinsiyet 6zellikleri g6z 6niinde tutularak segilen
saglkh 132 kisi de kontrol grubu olmak tizere 322 kisiden olusmus-
tur. Kontrol grubunda ortalama yas 48,5+8,5 iken deney grubunun
yas ortalamasi 50,7+8,6 dir. Kontrol grubu ve hasta grubunu olustu-
ran bireylerin bilgi ve onaylar dahilinde kendilerine; yas, viicut agir-
g1, boy, sigara icme durumlari ve ailelerindeki meme kanseri dyku-
leri gibi bilgileri iceren anket formlari doldurulmustur.

Metod

Her bireyden, 1 ml, % 2'lik EDTA iceren 15 ml'lik santrifiij tiplerine
7-8 ml periferik kan alinmistir. DNA'lar standart tuzla ¢oktlirme yon-
temine gore elde edilmistir (7). PCR ve RFLP teknikleri kullanilarak
ADRB2 geninin kodon 27'deki GIn27 - Glu polimorfizmi belirlen-
di. Oncelikle F 5'- GGC CCA TGA CCA GAT CAG CA-3've R 5'- GAA
TGA GGC TTC CAG GCG TC -3’ primerleri kullanilarak PCR yapild.
PCR ortami 30- 100ng. DNA, F ve R primerlerinin her birinden 12.5
pmol, 0.5 UTaq DNA polimeraz (MBI Fermentas , 15mmol/ L MgCl,
ve Tul gliseroliceren 2.5 ul Gene Amp 10X PCR buffer ve 0.15mmol/
L dNTPmix ile final hacim 25 pl olacak sekilde distile sudan olustu-
ruldu. PCR sartlari: ilk denatiirasyon 94 °C'de 4 dakika ; 30 dongli 95
°C'de 1 dakika denattirasyon, 63 °C'de 1 dakika primer baglanmasi
(annealing) ve 72 °C'de 1 dakika sentez (extension); son olarak da 1
doéngu 5 dakika 72 °C'de sentez seklinde gerceklestirildi. PCR tirlin-
leri 1 saat 37 °C'de 1 Unite /tal (Roche Molecular Biochemicals) ile ke-
sim icin inkiibe edildi. inkiibasyon sonrasi tiriinlere 0.5 ug/ml ethidi-
um bromid igceren %2.5'lik agarose jelde 100 volt'ta elektroforez uy-
gulandi ve goriintiileme sistemi ile goriintiilenerek degerlendirme
yapildi. Buna gore genotipler; GIn27 homozigot icin 174, 97, 55 ve
27 bp.lik dort ayn bant ve Glu27 homozigot icin 229, 97 ve 27bp’lik
i¢ bant olarak gozlendi (Sekil 1).

istatiksel degerlendirme: Kontrol grubu ve meme kanserlilere
ait ADRB2 geninin kodon 27 (GIn=>Glu) polimorfizmine ait allel
ve genotip oranlarina ait bulgularimiza ki-kare testi uygulanarak
56z konusu polimorfizmin meme kanseriyle iliskisinin olup olma-
digi arastirildi. Ayrica ADRB2 genotiplerine ait risk katsayilari (OR),
Meme kanserine yakalanmada etkisi oldugu distintlen diger risk
faktorleri ve bu risk faktorlerinin ADRB2 kodon 27 genotipleriyle
meme kanserine yakalanma riski agisinda iliskisi Lojistik Regres-
yon analizi ile dederlendirildi. Tim hesaplamalarda SPSS Version
1.5 Paket Programi kullanildi.
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Tablo 1. Sigara kullanimi, Beden kitle indeksi ve Ailede meme kanseri

oykiisii ile meme kanserine yakalanma riskinin degerlendirilmesi.
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Tablo 2. ADRB2 kodon 27 polimorfizmi allel ve genotiplerinin kontrol grubu
ve meme kanserli gruptaki dagilimlari.

Kontrol Hasta P

Demografik Ozellikler N=132 N=190  Degeri

Sigara Kullaniyor  n (%) 33 (25) 57 (30) 0,325
Kullanimi Kullanmiyor n (%) 99 (75) 133 (70) 0,816
BMI (kg/m?) < 274 n(%) 89 (67,5) 114 (60) 0,194
= 27,4 n (%) 43(32,5) 76 (40 0,050

Ailede Meme  Var n(%) 15(11,36) 36(18.94) 0.014
Kanseri Oykiisii Yok n (%) 117 (88,64) 154 (81,06) 0,362

Bulgular

ADRB2 geninin kodon 27 GIn->Glu polimorfizmi ile meme kan-
seri riski arasindaki iliskinin arastirildigi bu ¢alismada elde edi-
len bulgular bireylerin yas dagilimi géz éniine alinarak yapilan
degerlendirmelerde; toplam 190 kisiden olusan meme kanser-
li hastanin 29 tanesinin 40 yas altinda, 48 tanesinin 40-49, 72 ta-
nesinin 50-59 ve 41 tanesinin ise 60 yas Ustl grupta yer almak-
tadir. Sadece 60 ve lizeri yas grubunda ADRB2 geninin kodon
27 GIn->Glu polimorfizmi gorilen meme kanserli birey daha
yuksektir (p=0.01). Sigara kullanimi ile meme kanserine yaka-
lanma riskini degerlendirdigimizde sigara kullaniminin meme
kanserine yakalanma acisindan risk olusturmadigi saptanmistir
(p=0,325). Beden kitle indeks dederi < 25 olanlar kontrol gru-
bunda 41 kisi (%21,6) iken, meme kanserlilerde 49 kisi (%34,5)
dir. BMI degeri =25 olanlar kontrol grubunda 93 kisi (%65,5) iken
meme kanserlilerde 149 (%78,4) kisidir (P=0.05). BMI = 25 olma-
sinin meme kanserine yakalanmada 6nemli bir risk faktori oldu-
gunu gostermektedir. Ailede meme kanseri dykisu olanlar kont-
rol grubunda 15 kisi (%7,89) iken meme kanserlilerde 29 kisiye
(21,96) yukselmektedir (P=0,006), Yani ailede meme kanseri 6y-
kisi bulunmasi meme kanserine yakalanma riskini 3,3 kat arttir-
maktadir (Tablo 1)

ADRB2 geninin kodon 27'deki GIn=> Glu polimorfizminin alel ve
genotiplerinin kontrol grubu ve meme kanserlilerdeki dagilimina
ait genel bulgular ayrintil olarak cizelge 2'de verilmistir. Bulgular
Uzerinde yapilan istatistiksel degerlendirmelerde; Kodon 27 po-
limorfizmi alel (p=0.763) ve genotip (p=0.604) oranlariyla meme
kanserine yakalanma riski arasinda bir iliskinin olmadigi saptan-
mistir (Tablo 2).

ADRB2 kodon 27 GIn—> Glu polimorfizmi genotipleri ile meme
kanserine yakalanmada rol oynayan diger risk faktorlerini birlik-
te inceledigimizde: <50 yas grubunda Glu/GIn genotipini tagiyan-
larin meme kanserine yakalanma riski 2,9 kat, Glu/GIn+Glu/Glu ge-
notipi tastyanlarin 2,7 kat daha yuiksek oldugu saptanmistir. Pre-
menepozal grupta: Glu/GIn genotipini tasiyanlarin meme kanse-
rine yakalanma riski 3,22 kat, Glu/Glu genotipini tasiyanlarin 4,03
kat, Glu/GIn+Glu/Glu genotipi taglyanlarin 2,7 kat daha ytiksek ol-
dugu saptanmistir. Menars yasi <13 olanlarda Glu/GIn genotipini
tastyanlarin meme kanserine yakalanma riski 3,41 kat, Glu/Glu ge-

Kontrol Meme Kanserli P
ADRB2 Genotipleri N=132 (%) N=190 (%) Degeri
GIn/GIn 68 51,52 90 47,36
Glu/GIn 54 40,90 84 44,21
Glu/Glu 10 7,57 16 8,42 0.763
Gln Allel Frekansi 190 71,97 264 69,47

Glu Allel Frekansi 74 28,03 116 30,53

notipi tagtyanlarin 2,8 kat daha yuiksek oldugu saptanmistir (Tablo
3). ADRB2 kodon 27 GIn-> Glu polimorfizmi genotipleri ile meme
kanserine yakalanmada rol oynayan diger risk faktorlerinden; Ai-
lede meme kanseri 6ykiisi, sigara kullanimi, BMI ve ilk gebelik ya-
styla meme kanserine yakalanma riski arasinda iliski olmadigi sap-
tanmistir.

Tartisma ve sonug

Meme kanserine yakalanmada rolii oldugu dusunilen diger risk
faktorlerinden; Yas artisinin genel olarak meme kanserine yaka-
lanma riskini etkilemedigi belirlenmistir. Ancak yas gruplarina
gore ayrintili inceleme yapildiginda 60 yas lzerinin meme kanse-
rine yakalanmada risk faktort oldugu belirlenmistir (p=0.04). Bu
bulgu Topuz'un gorusiyle uyum icindedir. Sigara kullananlarin
orani kontrol grubunda % 25 iken meme kanserli grupta %30 ol-
makla beraber meme kanserine yakalanmada risk faktorii olma-
digi ortaya konmustur (p=0,325). Beden kitle indeks (BMI) degeri
=25 olanlar kontrol grubunun % 65,5'ini olustururken meme kan-
serlilerde bu oran % 78,4%e yiikselmektedir. Sonug olarak =25 BMI
degeri meme kanserinde 6nemli bir risk faktoridir (P=0.05). Ai-
lede meme kanseri 6ykiisu olanlar kontrol grubunda %7,89 iken
meme kanserlilerde 21,96'ya yiikselmisdir. Bu durumda ailede
meme kanseri dykusu olanlar olmayanlara gore 3,3 kat daha yuk-
sek meme kanserine yakalanma riski tasimaktadir (P=0,006) Eras
Erdogan ve arkadaslari: Mangenez superoksid dismutaz enzim
polimorfizmi ve meme kanserine yakalanmada etkili risk faktorle-
rinin meme kanserine yakalanmada etkisini inceledikleri ¢alisma-
da 60 ve Ugzeri ileri yas, =25 BMI ve Ailede meme kanseri 6ykusu-
niin meme kanseri icin risk faktori oldugunu belirlemislerdir. S6z
konusu ¢ faktor (60 ve Uzeri yas, =25 BMI degeri ve ailede meme
kanseri 6ykusu) icin her iki calismanin bulgular 6rtiismektedir.

Galismamizda ADRB2 geninin kodon 27'deki GIn—> Glu polimorfiz-
mi allel (p=0,604) ve genotip (p=0.763) oranlarinin meme kanse-
rine yakalanma agisindan bir risk faktori olmadigr belirlenmistir.
Meme kanseri riski ile ADRB2 gen polimorfizmi arasindaki iliskinin
arastinldigi tek cahismada: Huang ve arkadaslari, Asya kdkenli 200
meme kanserli hasta ve ayni etnik kokene sahip 182 saglikli kontrol
degerlendirilmis ve ADRB2 mutant allel ve genotipleriyle meme
kanseri riski arasinda bir iliski olmadigini saptamislardir(p=0,426).
Diger risk faktorlerinden; yas, menars yasi, menopoz durumu ve
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Tablo 3. ADRB2 kodon 27 polimorfizmi genotipleri ile diger risk faktorlerinin iligkisi.

Glu/Glu

Glu/GIn+ Glu/Glu

Risk factors GIn/GIn Glu/Gln

Yas P <0.001
<50 years Reference 2.9 (1.25-4.79)
=50 years Reference 0.7 (0.39-0.94)
Aile Oykiisii

Yes Reference 1.95 (0.71-5.17)
No Reference 1.03 (0.56-1.64)
Sigara kullammi

Yes Reference 0.84 (0.4-1.9)
No Reference 1.40 (0.8-2.4)
Menopoz durumu P<0.001
Premenopause Reference 3.12 (1.48-6.64)
Postmenopause Reference 0.65 (0.36-1.5)
BMI

<25 kg/m? Reference 1.52 (0.66-3.98)
=25 kg/m? Reference 1.2 (0.70-2.05)
ilk gebelik yagi

<20 Age Reference 1.25 (0.5-3.16)
=20 Age Reference 1.24 (0.7-2.45)
Menars yasi P=0.048
<13 Reference 3.41 (0.88-12.9)
=13 Reference 1.17 (0.61-1.68)

2.5 (0.70-7.81)

1,54 (0.53-4.07)

1.7 (0.2-14))
2.0 (0.6-5.8)

P=0.050

4.03 (0.91-16.23)
1.28 (0.36-4.71)

0.71 (0.2-2.48)

2.71(0.77-9.52)
2.63 (0.48-14.81)

P=0.049

2.8 (0.35-21.94)
2 (0.66-5.82)

P=0.001

2.7 (1.34-4.82)
0.82 (0.52-1.26)

21 (0.81-5.78)
1.1 (0.65-1.91)

0.9 (0.41-2.2)
1.5 (0.81-2.35)

P<0.001

3.22 (1.70-7.29)
0.8 (0.39-1.33)

2.23 (0.54-5.27)
1.14 (0.66-1.76)

1.54 (0.7-3.39)
1.3 (0.78-2.29)

3.3 (0.89-10.74)
1.14 (0.62-1.80)

BMI'nin meme kanserinde risk faktéri olmadigini, Ailede meme
kanseri dykilistiniin ise meme kanserine yakalanmada risk faktoru
oldugunu belirlemislerdir. Bulgularimizi kiyasladigimizda ADRB2
geninin kodon 27'deki GIn27 - Glu polimorfizmi allel ve genotip
oranlarinin meme kanserine yakalanma acisindan bir risk faktora
olmadigi ve ailede meme kanseri 6yklistiniin meme kanserine ya-
kalanmada risk faktorii oldugu seklindeki bulgularimiz 6rtiismek-
tedir. BMI ve ileri yas'in meme kanserindeki rolline iliskin bulgula-
rimiz ise uyusmamaktadir.

Calismamizin temel sonucu; Mersin 6rneklemi temelinde Tiirk Po-
pulasyonu icin; ADRB2 geninin kodon 27'deki GIn=> Glu polimorfiz-
minin allel ve genotiplerinin kontrol ve deney gruplarinda dagili-
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ERKEN TANIDA NE KADAR ONEMLI?
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Bu ¢alisma, 17. Ulusal Cerrahi Kongresi'nde sunulmustur. 26-29 Mayis 2010, Ankara
BREAST SELF-EXAMINATION: HOW IMPORTANT IS IT IN EARLY DIAGNOSIS?
ABSTRACT

Even though the health sciences develop, the interventions in diagnosis and
therapy develop and change rapidly, the sensitivity of the society about the
risks of health increases; breast cancer still remains to be a global issue which
threatens the life of women. Breast cancer worldwide takes the first place in
between the whole types of cancer that have been observed among women.
It comes as the second after the lung cancer when men and women together
concerned. The surprisingly rapid increment of cancer incidence data in Turkey
which is a low-middle income based country, makes it obligatory to focus on
the studies of the early diagnosis.

Until the recent years; breast self-examination (BSE) for diagnosing the
breast cancer in early stage, was introduced as an application that has to
be applied by the women and guarantees their life. BSE has also been men-
tioned in breast cancer scanning guidelines by the authorities. In the last few
years randomized controls in various studies showed that BSE is not efficient
enough for early diagnosis and according to this fact, the breast health au-
thorities agreed that BSE is important to raise the awareness as a scanning
method; however it has a limited effect alone on the breast cancers’ mortal-
ity. On the other hand; it can’t be refused that costless BSE takes an important
place and role in the low-middle income countries like Turkey, where all the
people don't have health insurances and enough budget to effort the expen-
sive routine mammography control.

Key words: breast self-examination, breast cancer, early diagnosis.

deki hizli gelisim ve degisimlere, saglik riskleri konusunda

toplumdaki duyarliigin giderek artmasina karsin, meme
kanseri kadinlarin yasamini 6nemli élctide tehdit eden, evrensel
bir sorun olma 6zelligini ne yazik ki hala siirdirmektedir. Diinya'da
kadinlarda gorilen tiim kanserler arasinda % orani ile meme kan-
serinin ilk sirada; kadin ve erkek birlikte degerlendirildiginde ise
akciger kanserinden sonra 2. sirada yer aldigi ve kanserden 6lim
nedenleri arasinda 5. oldugu gorilmektedir (1,2). 2005 yilinda
Diinya'da yasamini yitiren toplam 58 milyon kisiden 7.6 milyonu-
nun (%13) kanser; 502.000 kisinin meme kanseri nedeniyle kay-
bedildigi belirtiimektedir (2). Turkiye'de Saglik Bakanhgi Kanserle

S aglik bilimlerindeki ilerlemelere, tani ve tedavi girisimlerin-

OZET

Saglik bilimlerindeki ilerlemelere, tani ve tedavi girisimlerindeki hizh geli-
sim ve degisimlere, saglik riskleri konusunda toplumdaki duyarligin gide-
rek artmasina karsin, meme kanseri kadinlarin yagamini 6nemli dl¢iide tehdit
eden, evrensel bir sorundur. Diinya'da kadinlarda goriilen tiim kanserler ara-
sinda meme kanserinin ilk sirada; kadin ve erkek birlikte degerlendirildigin-
de ise akciger kanserinden sonra geldigi goriilmektedir. Diisiik-orta gelirli iil-
keler grubunda olan Tiirkiye'deki kanser insidansi verilerinde gozlenen carpi-
a artis, meme kanserinde erken tani calismalarina agirlik verilmesini zorun-
lu kilmaktadr.

Yakin ge¢mise kadar meme kanserinin erken tanisi i¢in kendi kendine meme
muayenesi (KKMM), kadinlarin yapmasi gereken, yasamlarini giivenceye alan
bir uygulama olarak tanitilmis ve meme sagligi otoritelerince meme kanse-
ri tarama rehberlerinde yer verilmistir. Son yillarda gerceklestirilen randomi-
ze kontrollii cesitli calismalarda KKMM'nin, erken tanida etkin olmadigi bil-
dirilmis; bu dogrultuda, meme saghdi otoriteleri KKMM'nin tarama yontemi
olarak farkindaliklarin arttiriimasinda 6nemli oldugu ancak tek basina meme
kanseri mortalitesini azaltmada sinirli bir etkiye sahip oldugu sonucuna var-
mislardur. Tiirkiye'nin de icinde yer aldigi gelismekte olan diisiik-orta gelirli iil-
kelerde tiim bireylerin saglik giivencelerinin olmamasi ve ekonomik yetersiz-
likler nedeniyle pahali bir yontem olan diizenli mamografi yaptirma oraninin
diisiik olmasi, hichir maliyet gerektirmeyen KKMM'ni, meme kanserinin erken
tanisinda tartismasiz onemli bir gereklilik ve kaginilmaz bir uygulama olarak
onemli bir yere oturtmaktadir.

Anahtar sozciikler: kendi kendine meme muayenesi, meme kanseri, erken tan.

Savas Dairesi Bagkanligi'nin 2005 yili verilerine gére 1999 yilinda
100 binde 58.13 olan kanser insidansinin; 2005 yilinda 100 binde
173.85'e yiikseldigi; kadinlarda meme kanserinin 100 binde 35.47
ile ilk sirada, kadin ve erkeklerdeki kanserlerin ortak degerlendi-
rilmesinde ise 100 binde 17.96 ile 4. sirada yer aldigi bildirilmek-
tedir (3).

Morbidite ve mortalite orani azimsanmayacak oranda olan meme
kanserinin ozellikle kadinlarin sagligi/yasami acisindan tasidigi
risk ile erken evre, etkili tedavi ve iyi prognoz iliskisi dikkate alindi-
ginda, erken tani calismalarinin yasama gecirilmesinin dnemi agik-
ca ortaya cikmaktadir. Mamografi, klinik meme muayenesi (KMM)
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ve kendi kendine meme muayenesi (KKMM) uygulamalarini ice-
ren tarama yontemlerinin hedefi, meme kanserinin erken dénem-
de tanilanmasi, etkili/basaril tedavi ve daha uzun bir yasam san-
sinin saglanmasidir.

Diinya Saglk Orgiitii'iiniin (DSO) bir kurulusu olan IARC (Internati-
onal Agency for Research on Cancer), 2002 yilinda diisiik-orta ge-
lirli Glkelerde 514.000; gelismis tilkelerde 636.000 yeni meme kan-
seri tanisi konuldugunu ancak dustik-orta gelirli Glkelerdeki mor-
talite oraninin, glic tani ve yetersiz tedavi nedeniyle gelismis lilke-
lerden daha fazla (duslk-orta gelirli Gilkelerde 221.000 6ltim, %43
mortalite; gelismis tlkelerde 190.000 6liim, %30 mortalite) oldu-
gunu bildirmistir (4). DUslk-orta gelirli ilkelerdeki meme kanseri
insidansinin gelismis tlkelere gére daha hizli artis géstermesinde,
bati yasam tarzinin benimsenmesi, dogurganlik, laktasyon 6zellik-
lerinin degismesi, kotl beslenme ve eksojen faktorlere (hormon
tedavisi) daha fazla maruz kalma gibi nedenlerin etkili oldugu be-
lirtilmektedir (1,4).

Dusuk-orta gelirli Glkeler grubunda olan Turkiye'deki 2005 kanser
insidansi verilerinde de cok carpici bir sekilde gdzlenen bu artis,
meme kanserinde erken tani ¢calismalarina agirlik verilmesini zo-
runlu kilmaktadir. Meme kanserinin erken tanisinda uygulanacak
programlarin basariya ulasabilmesi icin hedef kitlede farkindali-
gin artmasini saglayacak etkin egitim programlarinin yayginlasti-
rilmasi, boyle bir programin gerekliligine inanma, bilgi ve uygula-
malarini davranisa donUstlrilmesi gerekmektedir (4).

Kendi kendine meme muayenesinin tarihsel gelisimi

1900°1G yillarin baslarinda Amerika’li bir cerrah olan William
Halsted'in “lokal bir hastalik olarak baglayan meme kanseri tanisi,
erken donemde konulabilirse daha kolay tedavi edilebilir” gori-
st ile; yine Amerika’li bir cerrah olan Hugh Auchincloss’'un 1927'de
kadinlarin kendi memelerini kendilerinin muayene etmelerinin
¢ok 6nemli oldugunu kavramasi ve diistincelerini“buytik bir olasi-
likla kadinlar memelerindeki kitleleri hekim tarafindan yapilan fi-
zik muayeneden c¢ok daha once bulabilirler... Meme kanserinin
korkutucu mortalitesinin azaltilmasinda en 6nemli yol budur...
20 yas ve Uzerindeki her kadin yasami boyunca her bes haftada
bir memesinde kitle olup olmadigini dislinerek kontrol etmelidir”
seklinde agiklamasiyla KKMM'nin temelleri atilmistir (5,6).

KKMM programlari ilk kez 1950’li yillarda Kuzey Amerika, Avrupa
ve Avusturalya'da baslamis ve gliniimiize degin surdurilmastir.
Bu suirecte KKMM ile ilgili cok sayida film, video ve brosur/el kitap-
¢1g1 gibi egitim materyalleri hazirlanarak, KKMM’'nin énemi, nasil
yapildigi ve yararlari anlatiimis, basin araciligi ile ortak mesajlar ve-
rilmistir (6). Saglik organizasyonlari, dernekler ve saglik profesyo-
nellerinin de destekledigdi egitim kampanyalari, kadinlarin kendi
saglik kontrollerinde sorumluluk almalarinda etkili olmus ve iler-
leyen dénemde KKMM, meme kanseri tarama programinin esas
o6gelerinden biri olarak klinik meme muayenesi (KMM) ve mamog-
rafi ile birlikte tarama rehberlerinde yer almistir.
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Kendi kendine meme muayenesi nedir?

KKMM, meme kanserinin miimkiin oldugunca erken dénemde ta-
nilanmasini saglamak amaciyla kadinlarin, meme ve cevresinde-
ki bolgeyi, olagan disi kitle ve sekil degisikliklerini belirlemek igin
diizenli araliklarla, sistematik bir sekilde, ayni yontemi kullanarak
muayene etmesidir. Her kadinin kolayca uygulayabilecedi, ekono-
mik ve kolay bir yontem olan KKMM, memeye basitce dokunmak-
tan farkli, 6zel olarak kanseri aramak/arastirmak amaciyla gelisti-
rilmis bir tekniktir. Meme dokusunun daha iyi taninmasi ve olasi
degisikliklerinin belirlenebilmesi icin, KKMM'nin diizenli ve peri-
yodik araliklarla yapilmasi, kisilerin meme muayenesine istekli ol-
masl, muayene teknigini iyi bilmesi ve pratik yapmada kendilerini
sorumlu hissetmeleri gerekmektedir (5).

Dizenli KKMM yapan kadinlarda kitlelerin, daha az KKMM yapan-
lara gore daha kicuk ve daha lokalize oldugunu bildiren ve me-
medeki kitlelerin %80 oraninda kadinlarin kendileri tarafindan
KKMM sirasinda ya da rastlantisal olarak ortaya ¢iktigini belirten
¢ok sayida calisma bulunmaktadir (7,8,9,10).

Kendi kendine meme muayenesi, erken tanida etkili mi?

Yakin zamana kadar ¢ok sayida organizasyon tarafindan 20 yas ve
Gzerindeki her kadinin ayda bir kez KKMM yapmasi kuvvetle 6ne-
rilmekte ve kadinlar bu teknigin etkinligini gosteren kanit olma-
sa da KKMM'nin yasami glivenceye aldigina inanmakta; ¢cok sayi-
da arastirma bulgusu da, kadinlarin bu inancini desteklemekte idi
(9,11,12,13,14,15).

Amerikan Kanser Dernegi'nin 1959'da gerceklestirdigi ilk kohort ca-
lismasinda, 13 yilin sonunda KKMM yapan ve yapmayan kadinlarda-
ki 6lim oraninin ayni oldugu bildirilmis; ancak KKMM'ni 6gretme-
de yetersiz caba gosterildigi, bagli olarak katiimcilarin uyguladigi
KKMM'nin kalitesinin disuk olabilecegi varsayimina dayanarak so-
nuclar cok kabul gérmemistir (9). Stillman (1977) calismasinda, ka-
dinlarin KKMM'ni neden yapmadiklarini inceleyen Gold (1964) ve
Hobbs'un (1972) arastirmasina yer vermistir. Gold (1964), kadinla-
rin memelerine gerekli dnemi neden vermediklerini arastirmis, bil-
gi eksikligi, fizyolojik etkenler ile utanma, heyecan, korku gibi davra-
nissal faktorlerin, bu durum tizerinde etkili oldugunu bulmus; 6zel-
likle kadinlarin, elle muayene teknigini bilmemelerinin, bu neden-
lerin basinda geldigini vurgulamistir. Hobbs'un 1972'de yaptidi ¢a-
lismada ise kadinlarin KKMM'ni strekli ve diizenli araliklarla yapma-
malarinin, meme dokusunun noddilli bir yapisinin olmasi nedeniy-
le kitleyi bulmada gtigliik cekmeleri ve neyi aradiklarini tam olarak
bilmemelerinden kaynaklandigini belirtmistir (11).

Ancak izleyen yillarda ozellikle randomize kontrollii calisma-
lar 6ncesi, KKMM'ni diizenli olarak yapan kadinlarda gercekles-
tirilen ¢ok sayida arastirmada, KKMM'nin yasam slresine yarari-
na iliskin, karisik sonuglar elde edilse de meme kanserinde kitle-
yi ilk bulan kisilerin kadinlarin kendileri oldugu, KKMM yapanlar-
da kanseri erken dénemde belirleme oraninin, yapmayanlardan
yiksek bulundugu net bir sekilde bildirilmistir (7,11,12,13,14,16,
17,18,19,20,21,22,23).
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Yakin gegmiste Rusya'da ve Cinde yapilan iki randomize kontrolll ¢a-
lisma sonuglari, KKMM'ne iliskin yapilan onerilerde degisiklige ve tar-
tismali gériislerin ortaya clkmasina neden olmustur. ilk calisma, St. Pe-
tersburg- Rusya'da 1985-1990 yillari arasinda 40-64 yas arasi 122.471
kadin 5 yil izlenerek (24); ikinci calisma Shanghai-Cinde 1989-1994
yillar arasinda 31-64 yas arasi 267.040 kadin 10 yil izlenerek gercek-
lestirilmistir (25). Bu ¢alismalarin her ikisinde de arastirmacilar, yakla-
stk 400.000 kadini arastirmaya katilmaya ikna etmis ve bu kadinlar
randomize yontemle iki gruba ayirmistir. Bir grup kadin KKMM egiti-
mi almis, kontrol grubu ise egitim almamistir. Her iki grup yillarca iz-
lendikten sonra, meme kanserinden 6lenlerin sayilari agisindan grup-
lar arasindaki farkliliklar karsilastinlmustrr. iki calismadan elde edilen
veriler, KKMM egitimi alan kadinlar ile egitim almayan kadinlardaki
sonuglarin benzer oldugunu, KKMM'nin meme kanseri mortalitesini
azaltmada etkili olmadigini, diizenli KKMM muayenesi yapan deney
grubunda, selim kitle biyopsisinin daha fazla yapildigini gostermis-
tir. Cin'deki calismada, KKMM yapan kadinlarin meme kanserini er-
ken dénemde belirledigine iliskin ¢cok az kanit bulunmustur (24,25).
Cochrane sistematik tarama calismasinda ise; KKMM'nin hicbir yararli
etkisinin olmadigi ve biyopsi sayisini arttirdigi bildirilmekte ve kadin-
larin KKMM'ni yapmamasi 6nerilmektedir (26).

Bu iki randomize ¢alisma ve Cochrane ¢alismasini da iceren ¢ok sa-
yida calismada, KKMM'nin meme kanseri mortalite oranini azalt-
madigi, selim kitle biyopsi sayisini arttirdigini, bagh olarak, sag-
ik bakim kaynaklarinin gereksiz harcanmasina, bireyde stres olu-
sumuna, memede yara izi ve sekil bozukluguna neden oldugu
bildirilmistir (9,10,26,27,28, 29,30,31). Farkl olarak Kanada Ulu-
sal Meme Kanseri Tarama Grubu'nun 2000 yilinda 50-59 yas arasi
40.000 kadinin 9-13 yil izleyerek gerceklestirdigi randomize kont-
rolli calisma sonucunda yilda bir kez KMM ile ayda bir KKMM'nin
guvenirliligi konusunda kesin kanitlara ulasilmistir (7).

Bu sonuglar dogrultusunda, meme sagligi otoritelerinin gelistirdigi
yeni 6neriler kapsaminda, KKMM'nin tarama yontemi olarak farkin-
daliklanin arttinlmasinda 6nemli oldugu (Tablo 1); KKMM'nin tek ba-
sina meme kanseri mortalitesini azaltmada sinirli bir etkiye sahip ol-
dugu ve bu nedenle KKMM ile birlikte KMM ve mamografi ¢ektirme-
nin de 6nemli oldugu bildirilmistir (8,32,33). Glinimiizde mamog-
rafi, meme kanserinin erken evrede saptanmasinda etkili bir yon-
tem olarak kabul edilse de sinirli kaynaklara sahip distik-orta gelir-
li Ulkelerde, toplum temelli mamografi goérintileme programlari-
nin gergeklestirilmesi miimkiin olmadigindan, meme kanseri ancak
gec evrede ve timor capi biyldiginde saptanmaktadir. Bu ne-
denle meme sagligi bilin¢lendirme programlarinin temel diizeydeki
onerilerinde, meme kanseri egitim programlarina yer verilmistir. Bu-
radaki amag; KKMM'ni diizenli olarak yapmayan kadinlarda, KKMM
egitimi ile meme kanseri farkindahgini arttirabilme, semptomlarin
erken tanilanmasini ve bildirilmesine katki saglayabilmektir (1).

Kendi kendine meme muayenesi erken tanida 6nemli mi?

Evrensel temelde toplumlarin sosyo-kiltiirel ve ekonomik 6zellik-
ler ile glinimUze degdin yapilan ¢alisma sonuglari elestirel bir yak-
lasimla degerlendirildiginde KKMM'nin 6nemli bir uygulama oldu-
Ju ortaya ¢ikmaktadir.

The Journal of Breast Health 2011 Vol: 7 < No: 1
Meme Sagligi Dergisi 2011 Cilt: 7+ Sayi: 1

Tablo 1. Semptomsuz kadinlarda kendi kendine meme muayenesine iliskin

oneriler (33)

Tarama Yontemi  Ozelligi

Kendi kendine - 20 yasindan itibaren yagam boyu ayda bir kez
meme muayenesi yapilmasinin 6nemi anlatiimalidir.
- Her kadina KKMM’nin yararlari ve sinirliliklari
anlatiimalidir.
- Normal olmayan bir degisim gozlendiginde saglik
personeling bagvurulmasinin 6nemi anlatiimaldir.
- KKMM yapan kadinlarin muayene teknigi kontrol
edilmeli ve diizenli olarak saglik kontrolii yaptirmanin
Gnemi anlatiimalidir.
- Kadinlarin KKMM’ni diizensiz yapmalari ya da hig
yapmamalar kabul edilebilir.

Neden 6nemli?

e Meme kanserlerinin biyik bir cogunlugunun kadinlarin kendi-
leri tarafindan bulundugu ve KKMM yapan kadinlarda, meme
kanserinin daha erken evrede belirlendigini bildiren cok sayi-
da calismanin (7,12,16,18,34,35) yani sira KKMM ile ilgili ulusla-
rarasi diizeyde yeni dneriler gelistirilmesine neden olan Rusya
ve Cin'de yapilan randomize kontrollii ¢alismalarda her ne ka-
dar KKMM'nin, meme kanseri mortalitesini azaltmada etkisinin
olmadigini ya da sinirl oldugunu ileri stiren kanitlar olsa da, bu
calismalarda da memedeki kitlelerin %80'inin ilk kez kadinlarin
kendileri tarafindan bulunmus olmasi, KKMM destekleyen bir
bulgu olarak degerlendirilebilir.

Meme kanseri taramalarinda en etkin tarama yontemi olarak
kabul edilen ve randomize calismalarla mortaliteye etkisi kanit-
lanmis olan mamografinin (36), 6zellikle 50-69 yas arasi kadin-
larda gucli bir tarama yéntemi olduguna iliskin kanitlar bulun-
makta, 50 yasin altindaki kadinlarda ise meme dokusunun daha
yogun olmasi ve yanls pozitiflik verebilmesi nedeniyle tanida-
ki etkinliginin tartismali oldugu (7,37); genc¢ kadinlarda ve yo-
gun meme dokusu olanlarda dijital mamografinin daha duyarl
oldugu ancak bu konudaki calismalarin yetersiz oldugu bildiril-
mektedir (37). Ayrica mamografi taramalarinin 1-2 yilda bir ya-
pildigi dikkate alindiginda ¢ekimler arasinda gegen siirede me-
medeki olasi degisikligi belirlemek icin de KKMM'nin yapilma-
si gerekmektedir. Bu nedenle, 20 yas ve tizerindeki geng kadin-
larda KMM ile birlikte surdirilen KKMM meme kanserinin erken
tanisinda 6nemli bir yontemdir (33).

Son yillarda, mamografi ile tarama programlarinin yayginlasma-
si sonrasi meme kanseri tanisinda bir artis gézlendigi; rutin ma-
mografiden alinan radyasyonun, meme kanserinin baslangicinda
ve ileri donemlerinde kiimulatif risk yarattigi; mamografi sirasin-
da basing altinda kalan/sikisan memedeki kilcal damarlarin cat-
layarak malign hicrelerin yayllmasina neden olabilecegi bildiril-
mektedir (7,38). Literatiirde, ¢ok sik yer almamakla birlikte ma-
mografi ile ilgili bu tir olasiliklarin, KKMM'nin olumsuzluklarin-
dan daha fazla riskli olabilecegi distiniildigiinde, KKMM teknigi,
meme kanserinin erken dénemde belirlenmesinde 6nemlidir.

W



The Journal of Breast Health

o0

o Saglik kontrollerinin yapilmadigi ya da sinirli oldugu, bagh olarak
gec tani ve yetersiz tedavi nedeniyle meme kanseri mortalite ora-
ninin ylksek oldugu Tiirkiye'nin de icinde yer aldigi disiik-orta
gelirli Glkelerde, memedeki kitleyi bulmak icin KKMM'nin 6nem-
li bir uygulama oldugu ve erken tani calismalarinda, bu muayene
tekniginin egitiminin temel 6de oldugu bildirilmektedir (1,6,30).
Dusuk-orta gelirli tilkelerde tim bireylerin saglik glivencelerinin
olmamasi ve ekonomik yetersizlikler nedeniyle pahali bir ydntem
olan diizenli mamografi yaptirma oraninin dusiik olmasi, hicbir
maliyet gerektirmeyen KKMM'ni, meme kanserinin erken tanisin-
da 6nemli bir yere oturtmaktadir (30).

o Ayrica Hindistan Ulusal Kanser Enstitiisti verilerinde, meme kan-
seri tanisi konuldugunda, kadinlarin %76'sinin hastaliklarinin lIl.
ve V. evresinde oldugu, Bati Afrika lilkesi Gana'da ise hastalarin
neredeyse tamaminda ileri evrede tani konuldugu bildirilmek-
tedir. Turkiye'de son yillarda yapilan istatiksel bir degerlendir-
mede ise, klinige basvuran hastalarin sadece %4.8'inde meme
kanserinin, tarama mamografisi sirasinda ve palpe edilemeyen
doénemde bulundugu; hastalarin %90'inin basvuru nedeninin
memelerinde agrisiz bir kitle sikayeti oldugunu belirten rapor,
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RESEARCH ARTICLE/ARASTIRMA YAZISI

INFORMATION AND SUPPORT NEEDS OF WOMEN WITH
PRIMARY RELATIVES WITH BREAST CANCER

Gokee Aslan’, Esin Ceber?

'Nigde Universitesi, Ziibeyde Hanim Sagilik Yiiksekokulu Ebelik Baliimi, Nigde, Tiirkiye
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Bu calisma, Ege Universitesi Saglik Bilimleri Enstittisii, Ebelik Anabilim Dalinda tez olarak sunulmus ve Ege Universitesi Bilimsel Arastirmalar Miidiirligii tarafindan desteklenmistir.

MEME KANSERi OLAN BIREYLERIN BiRiCi DERECE AKRABALARININ BiLGi VE
DESTEK GEREKSINIMLERI

0ZET

Amag: iki asamada gergeklestirilen arastirmanin; birinci asamasi; Chalmers ve
Thomson (1996) tarafindan gelistirilmis Information and Support Needs Qu-
estionnaire (Bilgi ve Destek Gereksinimleri Olgegi)nin gecerlik ve giivenirligi-
ni degerlendirmek amaciyla metodolojik, ikinci asamasi; meme kanseri olan
bireylerin birinci derece akrabalarinin bilgi ve destek gereksinimlerini belirle-
mek amaayla tamimlayia olarak gergeklestirilmistir.

Hastalar ve Yontem: Birinci asamada dlcegin gegerlik ve giivenirligini saptamak
icin 10.06.2005-15.02.2006 tarihleri arasinda Ege Universitesi Meme Poliklinigi
ve Radyasyon Onkolojisi boliimlerine basvuran meme kanserli bireylerin birin-
d derece akrabalan ile goriisiilmiistiir (n=100). ikinci asamada, 01.03.2006—
15.05.2006 tarihleri arasinda, ayni yerde, ilk ¢alisma kapsamina alinmayan
meme kanserli bireylerin birinci derece akrabalan ile goriisiilmiistiir (n=150).

Bulgular: Olgedin Kendall iyi Uyusum Katsayisi W: 0.244 ve p<0.01 olarak; birindi
ve ikindi uygulama arasindaki test-tekrar test giivenirlik katsayisi bilgi gereksinimi
r=0.99, destek gereksinimi r=0.99 olarak yiiksek diizeyde bulunmustur. Ol¢egin
zamansal siirecteki tutarliigmin yeterli diizeyde oldugu belienmistir (p=0.00).
Ol¢egin birinci uygulamasinda Cronbach alpha katsayisi bilgi gereksinimleri igin
0.87, destek gereksinimleriicin 0.91; ikinci uygulamasinda sirasiyla 0.85, 0.90 ola-
rak saptanmis ve dl¢egin giivenirligi yiiksek bulunmustur (0.80<a<1.00). Geger-
ligi ve giivenilirligi aragtirmanin birini béliimiinde saptanan 6l¢egin uygulamasi
sonucunda, birinci derece akrabasi meme kanseri olan kadinlarin 6zellikle bilgi ge-
reksinim puan ortalamalarinin yiiksek oldugu saptanmigtir (destek gereksinimi, X
=1.98+0.97, bilgi gereksinimi, X =3.46+0.29).

Sonug: Bilgi ve Destek Gereksinimleri Ol¢egi Tiirk kadinlar icin gegerlik ve gii-
venirligini olan bir dlcektir. Kadinlarin bilgi gereksiniminin destek gereksini-
minden daha yiiksektir. Olcegin birinci derece akrabasi meme kanseri olan ka-
dinlara uygulanmasi verilecek hizmetlere yol gdsterici olabilir.

Anahtar sozciikler: meme kanseri, bilgi, destek, ihtiya, dlcek

ABSTRACT

Purpose: The research was conducted in two stages; the first stage was car-
ried out methodologically to assess the validity and reliability of the Informa-
tion and Support Needs Questionnaire developed by Chalmers and Thomson
(1996). Second stage was conducted descriptively to determine the informa-
tion and support needs.

Patients and Methods: The validity and reliability of the scale an interview
was conducted with the first-degree relatives of individuals with breast can-
cer who referred to Breast and Radiation Oncology Department of Ege Univer-
sity (n=100) in 10 June 2005-15 Feb. 2006. The second stage of the research
was carried out at same departments between the dates of 01 March - 15 May
2006 (n=150).

Results: The Kendall Compatibility Coefficient of the scale was found as W:
0.244 and p<0.01. Test-retest reliability coefficient information and support
needs and between the first and second applications were found as r=0.99. It
was established that the consistency of scale at temporal stage was at a suf-
ficient level. Cronbach alpha coefficient information need was found 0.87 and
support need 0.91; they were found 0.85 and 0.90 respectively. The reliability
of the scale was found high (0.80<a< 1.00). As a result of application of the
scale which its validity and reliability were determined in the first section the
mean scores especially of information needs of the women who has a first-
degree with cancer were found high (X =1.98+0.97 for support need and X
=3.4620.29 for information need).

Condusion: Women's information need was found higher than their support need.

Key words: breast cancer, information, support, need, scale

Introduction emphasizes the importance of age at emergence (1, 2). Therefore,

Breast cancer is the development of breast cancer in the family,  especially in first degree relatives such as mothers and sisters of

the degree of the relationship to the women women with breast ~ women with a history of breast cancer, much more than those

cancer, family history of breast cancer in first degree relatives and without risk factors should be closely monitored and observed
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(3,4). women who have breast cancer in their families can live in
fear and anxiety, and are adversely affected by reflecting on this,
so the diagnosis of breast cancer is emphasized as a family disease
(5,6). Therefore, first-degree relatives of breast cancer patients
share their experiences with breast cancer patients and they
themselves are considered at risk (5,7). Rees and Bath expressed
that correct perception of individual risk and compliance practic-
es, and early diagnosis is effective in reducing the fears and anxi-
ety (5,6). Thus, first-degree relatives of patients with breast cancer
must be identified so their needs can be met through information,
education and support. (3).

In our country, studies have generally examined the needs of in-
dividuals with breast cancer (2) or the education given to women
with breast cancer (7), but the genetic aspects of the individual’s
first-degree female relatives with breast cancer risk will determine
the needs of the Turkish reliability and validity of a scale used was
detected. In this context, the main purpose of the study, women
with breast cancer information and support needs of first-degree
female relatives to measure developed by Chalmers and Thomson
Information and Support Needs Questionnaire to determine the
reliability and validity of Turkish version. In addition, this study,
the scale included in the study area by the operation of the first-
degree relatives of breast cancer in women with breast cancer to
determine the needs for the information and support.

Material and Methods

Research type: Two-stage research, the first phase is the Informa-
tion and Support Needs Questionnaire to assess the validity and
reliability of the methodology and the second phase a descriptive
study was conducted to determine the information and support
needs of the first degree relatives of individuals with breast can-
cer.

Location of the study, the universe and sample: The data Ege
University Department of Breast (DB) and Department of Radia-
tion Oncology (DRO) was carried out by conducting face to face
interviews.

The first stage of the study and the example of the methodologi-
cal part of the universe; 10.04.2005-15.11.2005 DRO between DB
and consisted of first-degree relatives of women admitted with a
diagnosis of breast cancer. Validity and reliability of the scale used
in this study to determine the sample size of the first chapter, on
the basis of the number of scale items, item number at least three
times the number of samples is planned to be taken. In this di-
rection, scale, 29 items of the scale is the Turkish version of the
planned implementation of at least 87 people, who agreed to par-
ticipate in research study at the end of the scale, was applied to
100 people.

The second phase of the study tested the validity and reliability
of the Information and Support Needs Questionnaire field appli-
cation was carried out between 01.12.2006-15.05.2006. Between
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Determinin validity of the scale

A) Language validity

The scale has been translated from english by
the researcher

English to Turkish translation of the scale by
five expert

After selecting the most appropriate
statements as a result of these translations,
the survey re-form English translation of the
last Turkish native English speakers

4

B) Scope (content) validity:

The scale generated Turkish from, content
validity, 9 faculty member and a doctor for a
total of 10 experts reviews over 100 points for
each item measuring the degree is given.

Figure 1. “First-degree relatives of individuals with breast cancer information
and support needs scale” run of the validity of the flow chart

these dates, question forms the DB and DRO are first-degree fe-
male relatives of women with breast cancer admitted to the cen-
ter of all of the applied sampling only since.

Data collection: Data collection of socio-demographic features of
women by a questionnaire consisting of 37 questions and “First-
degree relatives of individuals with breast cancer information and
support needs scale”was used in two forms. Data collection phase
took 13 months.

First-degree relatives of individuals with breast cancer infor-
mation and support on the scale of needs; In 1996, Chalmers
and Thomson (8) and developed by the work done by researchers
with the same 2001 (9), and in 2003 (10) re-arranged. Breast can-
cer information and support needs of individuals including rela-
tives of the scale consist of 29 items. Likert-type scaling method
was used in the scale. 4 ranging from”0” (the most important (4),
important (3), somewhat important (2), junk (1), is not suitable (0)
ratings are based on the information requirements, the results are
evaluated. Support the requirements to be met, ranging from”0”
from the”4"to (completely (4), fairly (3), little (2), no (1), is not suit-
able (0) ratings are based on the results evaluated.
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Evaluation of data: first-degree relatives of breast cancer infor-
mation and support needs of individuals used for the validity of
the scale (Figure 1) and reliability (Figure 2) to operate on the flow
chart of the operations is given. For the computer analysis of data
obtained from the research Statistical Package for Social Science
(SPSS) was 13.0 package programs.

Determining the validity of the scale: Language validity, the
study used ‘Information and Support Needs Scale’ for the adapta-
tion of the Turkish community in the first phase of research is to
test the validity of the scale was carried out in studies on the valid-
ity of the language. First, the scale has been translated from Eng-
lish by the researcher. Then, who knows the scale of the two lan-
guages (Turkish, English), four experts have been translated from
English by a faculty member and an expert physician. After select-
ing the most appropriate statements as a result of these transla-
tions, the survey re-form English translation of the last Turkish na-
tive English speakers and providing education in both languages
were made by an expert. First degree relatives of individuals with
back translation of Breast Cancer-Specific Information and Sup-
port Needs Questionnaire made the necessary corrections in
comparison with the original scale and the scale was finalized.

Scope (content) validity, the scale generated Turkish form, con-
tent validity, 9 faculty members and by a doctor for a total of 10
experts reviews over 100 points for each item measuring the de-
gree is given. Kendall Coefficient of Concordance (W) was used to
make the terms more understandable.s; the scale a result of rec-
ommendations made by the experts was finalized.

The scale reliability determination: the scale, the reliability
determination, test-retest reliability, Pearson’s Product Moment
Correlation technique, internal consistency ‘Cronbach’s Alpha
Analysis; ‘Total Score Correlation technique 7 Two Half Test Reli-
ability ¥ Guttman Splitt-half ‘and the’ Spearman-Brown reliability
coefficients were used.

Ethics in research: During the planning stage of the research,
Ege University Izmir Ataturk School of Health Research Commit-
tee, Consultation and approval from the ethics committee, for the
conduct of the Faculty, the official was allowed. The aim of the
research provides information about women in the study, volun-
teers participated in and received verbal permission.

Results

Validity and reliability of the women in work (n = 100) were 15%
of the 35-39 age group, the mean age was 14.63 + 38.29 (min: 15,
max: 70), 57% were married, 56% of the high school graduates,
60% work, 41% were housewives. 49% of the income levels of
women at expense of income as stated. 71% and 43% of women
with breast cancer in the child's mother was found to be relatives.

Findings concerning the validity of the scale: Content validity
of ten experts consulted for the ‘Information and Support Needs
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Determining the reliability of the scale

Stability Test ‘ ‘ Internal consistency ‘

\ 4
Test-retest
rebiality

Total score
Correlation

Cronbach’s Alpha
Analysis

Two half test
reliability

Guttman splitt-half
reliability

i
i

Pearson’s moment
correlation

Spearman-Brown
reliability

A
Turkish adaptation of the scale

Figure 2. “First-degree relatives of individuals with breast cancer information
and support needs scale” run of the reliability of the flow chart.

Questionnaire’ items from the lowest and the highest scores and
the mean scores of items were examined in the average score of
expert opinions, the lowest average score of 20th item (Remind-
ers for breast self-examinations (ie, sent out in the mail or by tele-
phone) (X =77 + 7.29), the highest average score in the 14th sub-
stance (information about possible risk factors in breast cancer
(eg, oil-rich diet, such as hormone replacement therapy) (X =99 +
3.16), respectively. Kendall Coefficient of Concordance analysis of
the expert opinion of a good harmonization W: 0244 and p <0.01
was obtained.

The findings concerning the reliability of the scale: Informa-
tion and Support Needs Questionnaire between the first and sec-
ond applications of the test-retest reliability coefficient of r = 0.99
the need for information, support requirement r = 0.99, respec-
tively (Table 1). Information and Support Needs Questionnaire
temporal consistency of the process were significantly (p = 0.00).

Information and Support Needs Questionnaire for both the first
and second applications, information and support needs of high-
level Guttman Split-half, Spearman-Brown reliability Cronbach’s

Table 1. ‘Information and Support Needs Scale test-retest reliability Result

Test-retest n IN SN
Applications

r p r p
1st Applications 100
2nd. Applications 100 Vi LLbd tee

IN: Information Needs - SN: Support Needs

v
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Graphic 1. ‘Information and Support Needs Scale Correlation Chart of the First
and Second Application Article.

alpha and correlation coefficients were obtained. Information and
Support Needs Questionnaire consistent with each other in terms
of two halves of the information and support needs and high
reliability was found to be separate. First practice, Guttman split-
half reliability coefficient of 0.75 need for information, support
requirement 0.84, the correlation between two semi-information
requirement 0.60, 0.78 need for support, information need of the
Spearman-Brown reliability coefficient of 0.75, 0.87 support re-
quirement, 15-point first-half Cronbach alpha value of the infor-
mation requirement 0.75, 0.84 and 14-item 2 support is needed
Cronbach alpha value of 0.84 part requirement information, sup-
port requirement was found to be 0.88.

Information and Support Needs Questionnaire Cronbach’s al-
pha coefficient was calculated for the Likert-type scale. Informa-
tion and Support Needs Questionnaire 0.87 for the first practice,
Cronbach alpha coefficient information requirements, support
requirements, 0.91, 0.85 for the second application, information
requirements, support requirements were found to be 0.90. Ac-
cordingly, first-degree relatives of individuals with breast cancer-
specific Information and Support Needs Questionnaire reliability
levels were high (0.80 < a <1.00).

Findings about the scale internal consistency: First-degree
relatives of women with breast cancer, Information and Support
Needs Scale each of the twenty-nine-item scale mean when an
item and item-total correlations and alpha values, the first appli-
cation of scale items (Information Needs Alpha = 0.85, Support
Needs Alpha = 0.90) and the second application (Information
Needs Alpha = 0.87, Support Needs Alpha = 0.91) were evaluated
for the first and second application was a relationship between
(Graphic 1).

First-Degree Relative with Breast Cancer Information and
Support Needs of Women on the average score Results: The
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first phase of the study, Information and Support Needs Scale for
Turkish women, after the second stage, the validity and reliabil-
ity of the scale, first-degree relatives of women with breast can-
cer in another group (150) were applied. 14% of the women were
aged 40-44, mean age was 38.59 + 14.50 (min: 15, max: 76), 59.4%
third of married, 32.7% 'of them are high school graduates, 56%,
7 of them working, 38% were housewives. Women expressed that
64% of the income status of women 'income equivalent to ex-
penses as and 72.7% of children expressed. 43.3% of the women
third of his mother, 34.7% of them are sister's breast cancer, their
relatives put the average duration of breast cancer diagnosis was
31.26+35.89 months. Women 62.7% of relatives of breast cancer
are considered a risk to himself, while 32.7% percent stated that
he did not know whether there is risk.

Table 2 shows the distribution of the mean scores of these women
need to learn. Information and Support Needs Questionnaire va-
lidity and reliability study tailored to the post of Turkish women
in the highest average scale score (X? = 3.78 + 0.41) 21 times
(‘regular examinations of my breasts by a knowledgeable health
professional (ie, physician, nurse, etc)) seems to have. The lowest
average score of the scale, the need for information is (X = 2.90
+ 1.64) item 9 ('Information about my daughter’s risk for breast
cancer’), and 10" item (X = 2.90 +1.64) (' Information about how
to talk with my children about their possible risks for breast can-
cer’), respectively. The mean total score of information needs was
the X = 3.46 + 00:29. First-degree relatives of women with breast
cancer need to support the distribution of scores is examined, the
average total score of the support requirement was found to be X
= 1.98 + 0.97. Support the need for the highest mean score (X =
1.78 +£3.55) 13" item (' Information about how to support my rela-
tive during her experience with breast cancer’) were determined.
The lowest score on the need for support in the (X> = 1.40 + 1.10)
9t item (‘Information about my daughter’s risk for breast cancer’)
were determined.

Discussion and Conclusions

The first phase of this study, Information and Support Needs Scale
for Turkish women as a result of the implementation of the validity
and reliability of this scale was high, and the need for information
was high for first-degree relatives of women with breast cancer..

Validity, reliability of the scale is applied to women’s characteris-
tics; Chalmers (10) compared with the reliability and validity stud-
ies carried out by women, mean age, marital status and having
children to each other in a similar situation, in terms of education
and income level were found to be different from each other. In
this situation our country and the UK’s socio-cultural, socio-eco-
nomic structure is thought to be due to differences..

A scale was developed in a different country, another culture is not
sufficient to use the translation of one language into another lan-
guage. At this stage, evaluation and analysis are needed in many
(11, 12). As a result, first-degree relatives of women with breast

W
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Table 2. Breast Cancer Information Needs of Women With First-Degree Relative Distribution of Scores

Information Needs n=150 Support Needs n=150
Items Ort. S.S Ort. S.S
1. Information on how to talk with my relative about her experience with 3,72 0,44 1,98 1,19
breast cancer
2. Information about what causes breast cancer 3,63 0,48 1,95 0,99
3. Information about the treatments for breast cancer 3,56 0,61 1,76 0,93
(eg, radiation, chemotherapy, side effects, etc)
4. Information about the emotional reactions of 3,46 0,59 1,70 0,93
women who are newly diagnosed with breast cancer
5. Information about the emotional reactions and physical symptoms of 3,95 0,49 1,76 0,97
women who are undergoing treatment for breast cancer
6. Information about how to talk with my family 3,41 0,65 1,80 1,01
(spouse/partner, children, siblings, etc) about my relative’s
experience with breast cancer
7. Information about my own personal risk for breast cancer 3,52 0,62 1,88 1,01
8. Information about how to talk with my family about my risk for 3,58 0,49 1,75 0,97
breast cancer
9. Information about my daughter’s risk for breast cancer 2,90 1,64 1,40 1,10
10. Information about how to talk with my children about 2,90 1,64 1,53 0,95
their possible risks for breast cancer
11. Information about changes in my health habits 3,70 0,45 1,84 0,99
that might lower my risk for breast cancer
12. Information about ways | can help to decrease my relative’s suffering from breast 3,58 0,49 1,92 0,98
cancer
13. Information about how to support my relative during her experience with breast 3,68 0,46 1,98 0,97
cancer
14. Information about possible risk factors for breast cancer (eg, high-fat diet, hormone 3,68 0,46 1,87 0,92
replacement therapy, etc)
15. Information and demonstration of breast self-examination 3,58 0,49 1,82 0,92
16. Information about mammography screening (ie, how often | should be screened) 3,52 0,50 1,74 0,95
17. Information about how to change my behavior to promote my health 3,42 0,68 1,64 0,79
18. Information about genetic counseling for myself and my children 3,49 0,50 1,60 0,83
19. Reminders for mammography appointments (ie, sent out in the mail or by 3,40 0,75 1,60 0,85
telephone)
20. Reminders for breast self-examinations (ie, sent out in the mail or by telephone) 3,42 0,49 1,48 0,80
21. Regular examinations of my breasts by a knowledgeable health professional 3,78 0,41 1,71 0,97
(ie, physician, nurse, etc)
22. Support to help me carry out breast self-examination on a regular basis 3,49 0,50 1,58 0,86
23. Support to help me deal with my worries about my relative’s illness 3,53 0,50 1,65 0,83
24. Have a knowledgeable health professional watch me do breast self-examination 3,49 0,50 1,72 0,86
and check whether | am doing it properly
25. Have someone to talk to about my worries about my relative with breast cancer 3,41 0,49 1,70 0,77
26. Have a group to attend for support 2,98 0,71 1,63 0,74
27. Support to help me “come to terms” with my feelings of risk for breast cancer 3,24 0,70 1,56 0,63
28. Support to help develop a “plan” if | should get breast cancer 3,36 0,77 1,58 0,66
29. Support to help me decrease my worries about getting breast cancer 3,44 0,49 = 2
S ]
Total 3,46 0,29 1,71 0,61
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cancer, Information and Support Needs Questionnaire and expert
opinions that the alignment of the scale was found to be valid. As
a result of the implementation of two times with 15 days of the
scale reliability coefficient is high and the temporal consistency of
the process was adequate. Information and Support Needs Scale
single-and double the number of items consistent with each oth-
er in terms of two half of the information and support needs and
high reliability were found to be separate. Cronbach alpha value
of the first half for the first practice, the need for information, 0.87,
0.91 for the need for support, 0.85 for the second practice, the
need for information, and support for the requirement was 0.90.
Similarly, the scale is organized by Chalmers in 2001, the English
version of the Cronbach alpha value of 0.92 for the need for infor-
mation, the support requirement was found to be 0.91. According
to the results of the study, Information and Support Needs Scale
of substances consistent with each other and the same feature in
their completed materials were determined to occur, the scale re-
liability has a high correlation which was found between the scale
items.

The first phase of the study, first-degree relatives of women with
breast cancer, Information and Support Needs Questionnaire
has the validity and reliability study. The second stage, the scale
reliability and validity for Turkish women, another group of first-
degree relatives of women with breast cancer (150) wasapplied.

Applied to the scale degrees of kinship between the relatives
of women with breast cancer was examined at the highest rate
of women (43.3%) of mothers with breast cancer. Similarly,
Gengturk'iin (7) study examined the degree of proximity to the
relatives of women with breast cancer in 43.8% of women of the
mother’s with breast cancer, Chalmers et al. (10) study, 64% of the
women in his mother’s breast cancer was found. Cay (13) preven-
tion and early diagnosis of cancers unique to women, the study
examined the effectiveness of nurses in 55% of women (n = 11)
as a result of first-degree relatives of breast cancer supports the
findings. To detect breast and cervical cancer risk groups in the
Tiurkdemir's study 27.5% of women's of first-degree relatives of
patients with cancer and cancer in 6.2% of them was found to be
breast cancer (14).

All first-degree relatives of women with breast cancer are at risk
for breast cancer and this is important for these women. Although
the average age of women at risk for breast cancer under the
age of 50 is considered (38.59 + 14:50) the women in the group
of genetically high risk of breast cancer, should not ignore breast
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cancer information and support.t (2, 15, 16). 62.7% of women, pa-
tients with breast cancer in a family that considers itself to be a
risk for the development of breast cancer in the study. Similarly,
Chalmers (8) first-degree relative of a study of women with breast
cancer, 41% stated that they saw themselves very much at risk.
Chalmers and Thomson (9) in another study, first-degree relatives
of women with breast cancer patients dealing with breast cancer;
they also feel that they are at risk for breast cancer and trying to
look for information on breast cancer said. The researchers, the
risk of breast cancer in women, they see themselves informed
about the disease, with cases of individual control and would still
feel fear, says the lower level (2).

First-degree relatives of the study, 150 women with breast cancer
'Information and Support Needs Questionnaire' was applied. The
highest score for the scale, the need for information and support
'4 'information needs to be given the average score of women (X
=3.46 £+ 0.29) higher mean score in the need for support (X =1.71
+ 0.61) were significantly lower. The scale is applied to different
groups support the information needs of women is higher than
the stated requirements (9,10). This information will be developed
for first-degree relatives of women with breast cancer need to
show that programs will help (2.5).

Most women need breast cancer information and support the
need for breast examination. Relatives of those with breast cancer
disease would like to talk about their experiences and how they
could reduce their risk of breast cancer utilizinf information about
changes in health habits. Chalmers, the most important informa-
tion and support needs of women in the individual risk of breast
cancer, breast cancer risk factors, early diagnostic methods, and
noted that information on health habits that can reduce the risk
of breast cancer (9,10). Sources, the emotional pain of breast can-
cer in women at high risk require genetic counseling, information
about the prevention and detection of breast cancer, and emo-
tional support (expressing their feelings, ensure that the specific
strategies for managing stress, talking with women that are simi-
lar). coping with the loss of family members with breast cancer
can mean psychological and genetic counseling to help with their
decision-making is seen as helpful support. (2,17,18,19). First-de-
gree relatives of breast cancer are women who desire education
programs so they can be prepared to give priority to the issues
that will be significant.
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TURKIYE'DE 2000-2009 YILLARI ARASINDA HEMSIRE
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Sunuldugu Kongre: This study was presented as poster at 15-16 April 2010 The Hague, The Netherlands 7" EONS spring convention in partnership with V&VN.

THE EVALUATION OF THE STUDIES OF NURSE AND MIDWIVES’ RELATED TO
BREAST CANCER IN TURKEY BETWEEN THE YEARS 2000 AND 2009.

ABSTRACT

Purpose: Evaluate the studies which are related to breast cancer in terms of
the researchers, study type, sample type and subject areas and were carried
out between 2000 and 2009 in Turkey.

Patients and Methods: The study data was gathered from the medicine and nurs-
ing databases, thesis screening,congress books, Turkish online published journals.
109 studies in which at least a nurse or a midwife researcher and was involved
were incdluded in this study.During analysis of the data, SPSS 14.0 was used.

Results: The data was gathered from online journals 65% from the thesis’s
26.6%, and from congress books 8.3%. There was an increase in studies since
2005. However, this increase is not statistically significant (fisher X’=13.51,
p>0.05). When the type of research was examined 74.3% of the studies were
descriptive, 24.8% were experimental or semi-experimental and 0.9% was
methods-based. When researchers profile investigated more studies were
performed by academician nurses and midwives (88.1%) than the nurses
and midwives working at the clinic (11.9%) and this result was statistically
significant (fisher X*=4.79, p<0.05). The studies were evaluated in terms of
the research subjects and listed in the order of 33.9% breast cancer, 25.7%
breast self examination (BSE), 24% health-belief model, 9.2% mastectomy,
5.5% other screening tests and 3.7% breast cancer risk factors.

Conclusion: The studies regarding clinical practice of the nurses are inad-
equate in Turkey. Therefore nurses, midwifes and academicians should be
encourge to work in clinical studies and should guide them and let them put
evidence-based results into practice.

Keywords: breast cancer, breast cancer studies, nursing

Giris

Meme kanseri diinyada ve Tiirkiye'de kadinlar arasinda en sik go-
rilen kanser tipidir. (1-3-4-5). Ozellikle enduistrilesmis ilkelerde
(Kuzey Amerika ve tim Avrupa llkelerinde) insidans giderek art-
maktadir. Yasam boyunca bir kadinda meme kanserine yakalanma
riski Avustralya icin 1/13 iken, Japonya icin 1/50 olarak bildirilmis-
tir (2-4). Ulkemizde de 2005 yili verilerine gére; meme kanseri gé-

OZET

Amag: 2000-2009 tarihleri arasinda (Ocak 2000-Eyliil 2009) hemsire/ebelerin
meme kanseri ile ilgili calismalarini, aragtirma tipi, 6rneklem ve konu agisin-
dan degerlendirmektir.

Hastalar ve Yontem: Calisma verileri, tip ve hemsirelik alanlarindaki veri ta-
banlarindan (PubMed, sience direct vb.), tezlerden, kongre kitaplarindan ve
diger Tiirk¢e yayinlanan online dergilerden elde edilmistir. En az bir arastir-
maanin hemsire/ebe oldugu 109 calisma degerlendirilmeye alinmistir. Veri-
lerin analizinde SPSS (for Windows 14.0 Client Version) kullaniimistir.

Bulgular: Verilerin %65'i dergilerden, %26.6's1 tezlerden ve %8.3'ii kongre ki-
taplanindan elde edilmistir. 2005 yilindan itibaren yapilan calismalarda bir
artis gozlenmistir. Ancak bu artig istatistiksel olarak anlaml bulunmamig-
tir (fisher x¥’=13.51, p>0.05). Arastirmanin tipi incelendiginde; calismalarin
%74.3'ii tammlayici, %24.8'i deneysel ve yan deneysel, %0.9'unun ise me-
todolojik oldugu goriilmiistiir. Aragtirmalar klinisyen hemsire/ebelerden cok
(%11.9) akademisyen hemsire/ebeler tarafindan (%88.1) yapilmistir. Bu so-
nug istatistiksel olarak anlamhidir (fisher x’=4.79, p<0.05). Calismalar konu-
lar agisindan degerlendirildiginde ise; %33.9'u meme kanseri, %25.7'si ken-
di kendine meme muayenesi, %24'ii saglik inan¢ modeli, %9.2'si mastekto-
mi, %5.5'i diger goriintiileme yontemleri ve %3.7'si meme kanseri risk faktor-
leri seklinde listelenmistir.

Sonug: Tiirkiye'de hemsirelerin klinik uygulamalarina yonelik calismalar ol-
dukga yetersizdir. Bu nedenle, hemsire/ebe ve akademisyenlere meme kan-
seriile ilgili klinik calismalara yonlendirmek, rehberlik etmek ve ¢ikan kanita
dayali sonuglar uygulamalarina yansitabilmelerini saglamaktir.

Anahtar sozciikler: meme kanseri, meme kanseri calismalari, hemsirelik

rilme orani % 35.47 olup, kadin kanserleri arasinda birinci sirada-
dir. (6). Meme kanseri mortalite orani gelismis (ilkelerde %30 iken,
az gelismis Ulkelerde ise, %43 olarak bildirilmistir (7).

Meme kanserinin kadinlarda en sik gorilen kanser olmasi, mortali-
te ve morbidite oranlarinin ylksek olmasi diinyada oldugu gibi ul-
kemizde de saglik personellerini bu konuya daha duyarli hale ge-
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tirmektedir. Ulkemizde meme kanseri ile ilgili calismalar Saglik Ba-
kanligi ve Bakanligin Kanserle Savas Dairesi Baskanligi tarafindan
yuruttlmektedir. Kanser Erken Teshis, Tarama ve Egitim Merkezleri
(KETEM) “Erken teshis hayat kurtarir!” prensibiyle yola ¢ikarak 6zel-
likle meme, serviks ve kolorektal kanserler ile ilgili tarama prog-
ramlarini yiriitmektedirler. 2008 yili sonu itibari ile Turkiye'nin 81
ilinde toplam 84 KETEM kurulmus olup, halen bu birimler devlet
hastaneleri biinyesinde faaliyetlerine devam etmektedir. Bu mer-
kezlerde, kanserden korunma ve tarama yontemleri hakkinda egi-
tilmis doktor, hemsire, ebe, rontgen teknisyeni ve tibbi teknisyen-
ler cahismaktadir (9).

Ayrica Turkiye'de pek cok dernek (Tibbi Onkoloji Dernegi, Turk
Kanser Savas Kurumu, Onkoloji Hemsireligi Dernegi) ve Universi-
te meme kanseri ile ilgili toplumsal ve akademik cesitli faaliyetler-
de bulunmaktadir. Tirk hemsireleri tarafindan 1989 yilinda kurul-
mus olan Onkoloji Hemsireligi Dernedi'nin Meme Kanseri Hemsi-
religi alt komisyonu da meme kanseri ile ilgili faaliyetlere destek
vermektedir.

Meme kanseri ile ilgili tani, tedavi ve hastalikla bas etme sireci di-
ger hastaliklara gore daha komplekstir. Bu siirec, kapsamli fiziksel
ve psiko- tedavi ve bakim ilkelerini kapsar. Bu nedenle meme kan-
serli kadinlar daha kapsamli hemsirelik bakimina ihtiya¢ duyarlar.
Meme kanseri onkolojinin en yogun arastirma alani olmasi nede-
niyle yenilikler daha siktir ve bu yenilikler bakimin hizli bir sekilde
degismesine neden olmaktadir.

1970 yilindan itibaren meme kanserinin ydneteminde 6nemli baz
degisiklikler yasanmaktadir. Multidisipliner yaklasim bu yenilikler-
den biridir. Multidisipliner yaklasimda ekibin icinde; meme cerra-
hi, meme bakim hemsiresi, (breast care nurse BCN), patolog, rad-
yalog ve onkolog bulunmaktadir (14). Meme bakim hemsiresi eki-
bin icinde ayri bir 5Sneme sahiptir. Ornegin meme bakim hemsire-
leri tarafindan bakim verilen kisilerin fiziksel ve psikojik sonuclari-
nin daha iyi oldugu, bakimda devamin saglandig, hastalarin teda-
vi ve hastalik stireci hakkinda daha iyi danismanlik ve destek aldik-
lari belirtilmistir. ik olarak “meme bakim hemsireligi ” 1970'i yilla-
rin ortalarinda Avrupa'da ortaya ¢ikmig ve giderek yayginlasmis-
tir (13-14). Anglo-Amerikan ve iskandinav ilkelerinde de meme
merkezlerinde bulunmaktadir ve bu merkezlerde kadinlar “meme
bakim hemsiresi”- breast care nurse (BCN) adi altindaki uzman
hemsireler tarafindan bakim almaktadirlar (12). Turkiye'de ise he-
niz hemsirelik alaninda meme kanseri konusunda uzmanlasma
mevcut degildir ve yapilan calismalar da oldukga kisithdir.

Amacimiz, Turkiye'deki meme kanseri ile ilgili hemsirelerin/ebele-
rin yaptiklar calismalan aragtirma tipi, 6rneklem, konu agisindan
degerlendirmek ve bundan sonraki meme kanseri ile ilgili hemsi-
relik alaninda yapilacak strateji ve hedeflere yon vermektir.
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Sekil 1. Galismalarin yayinlandigi yere gére dagiimi

Amag

2000-20009 tarihleri arasinda (Ocak 2000-Eyliil 2009) hemsire/ebe-
lerin meme kanseri ile ilgili calismalarini, arastirma tipi, 6rneklem
ve konu agisindan degerlendirmektir.

Gereg ve yontem

Veriler, Tirkiye Cumhuriyeti Yiiksek Ogretim Kurulu (YOK) Yayin
ve Dokiimantasyon Dairesi tez tarama veri tabani, Ulusal Akade-
mik Ag ve Bilgi Merkezinde bulunan (ULAKBIM), tip ve hemsire-
lik alanlarindaki veri tabanlarindan (PubMed, Science Direct vb.)
ve diger Tirkce yayinlanan online dergilerden elde edilmistir. Ta-
ramada “meme, meme kanseri, kendi kendine meme muayenesi
(KKMM), meme kanseri ve hemsirelik” gibi anahtar kelimeler kul-
laniimistir. Calismaya, en az bir arastirmacinin hemsire/ebe oldu-
gu arastirmalar dahil edilmistir. Sonucta kongre kitaplarindan 9,
tezlerden 31, bilimsel dergilerden ise 71 calisma, 13 derleme ve
1 vaka sunumu olmak {izere 125 calismaya ulasiimis, derleme ve
vaka sunumlari calisma kapsamina alinmamis ve toplam 109 calis-
ma degerlendirmistir.

Arastirmamiza dahil edilen calismalar, arastirma tipi, drneklemle-
ri, konu dagilimlari ve arastirmacilarin meslegine gore siniflandi-
rilmistir. Verilerin analizinde SPSS (for Windows 14.0 client versi-
on) kullaniimustir.

Bulgular ve tartisma

2000-2009 yillar arasinda hemsire/ebelerin yaptigi calismalar in-
celendiginde, toplam 109 calismaya ulasiimistir.

Sekil 1'de verilerin, %65.1'i (n=71) online dergilerden, %8.3'u
(n=9), kongre kitaplarindan ve %26.6'si (n=29) tezlerden elde edil-
digi gorilmektedir.

Tablo 1'de ise Tirkiye'de hemsire/ebelerin meme kanseri ile ilgi-
li calismalar ve 6zellikleri verilmistir. 2000 yilinda 1, 2001 yilinda 1,
2003 yilinda 6, 2004 yilinda 6, 2005 yilinda 7, 2007 yilinda 32, 2008
yilinda 30 ve 2009 yili eyliil ayina kadar 16 calisma 6rneklem gru-
buna alinmistir.

Arastirmalarin tipi incelendiginde; calismalarin %74.3'G (n=81) tanim-
layici, % 24.8'i (n=27) deneysel ve yan deneysel, %0.9'unun ise (n=1)

(23)
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Tablo 1. Tirrkiye’de Meme Kanseri ile flgili Yapilan Galismalar ve Ozellikleri

Meme kanseri ile 2000 2001 2003 2004 2005 2006 2007 2008 2009 Toplam
ilgili galismalarin
azellikleri

Aragtirmanin tipi n % n % n % n % n % n % n % n % n % n %

1. Tanimlayici 1 100.00 1 100.00 6 100.00 3 50.00 4 5710 5 6250 22 68.80 25 8340 14 7780 81 74.30

2, LEEEB AT 3 5000 3 4290 3 37.50 10 3130 4 1330 4 2220 27 24.80

deneysel

3. Metodolojik 1 330 1 090
Orneklem grubu

1. Kadin 1 100.00 1 100.00 3 50.00 6 100.00 4 5710 5 6250 21 6560 22 7330 11 61.10 74 67.90
2. Kiz Ogrenci 2 3330 2 28.60 5 1560 3 1000 5 2700 17 15.60
3. Saglik caliganlar 1 16.70 1 1430 2 2520 5 1560 5 16.70 2 8.00 16 14.70
4. Diger 1 1250 1 3.10 11.00 2 1.80
Aragtirmaci

1. Hemsire 1 16.70 1 1430 2 2500 2 630 4 1330 1 560 11 10.10
2. Ebe 2 670 2 180

3. Akademisyen

hemsire ve ebeler 1 100.00 1 100.00 5 8330 5 8330 4 5170 4 5000 23 7190 19 63.30 16 8890 79 71.60

4. Diger 1 1670 2 2860 2 2500 7 219 &5 1670 1 560 17 16.50
Toplam 1 100.00 1 100.00 6 100.00 6 100.00 7 100.00 8 100.00 32 100.00 30 100.00 18 100.00 109 100.00

*Degerlendirmelerde, situn yiizdesi esas alinmigtir

Tablo 2. Tiirkiye’de Meme Kanseri ile ilgili Yapilan Galismalar ve Ozellikleri

Meme kanseri ile 2000 2001 2003 2004 2005 2006 2007 2008 2009 Toplam

ilgili calismalarin

azellikleri

fjr’ﬁ’;’,zzgu . % n % n % n % n % n % o % n % n % o %
1. Marmara 110000 3 50.00 3 5000 1 1430 1 1250 11 3440 7 2330 2 1110 29 2660
2. Karadeniz 1 1670 1 14.30 5 1560 7 2330 3 1670 17  15.60
3. Ege 2 3330 4 5710 3 3750 8 2500 6 2000 5 27.80 28  25.70
4. i¢ Anadolu 1 100.00 1 1430 2 2500 5 1560 5 1670 6 3330 20  18.30
5. Akdeniz 2 630 2 180
6. Dogu Anadolu 1 1670 2 2500 5 1670 2 1110 10  9.20
o A 1 1670 1310 2 180
8. *Diger 1 1670 1 090
Toplam 1 10000 1 10000 6 100.00 6 10000 7 100.00 8 100.00 32 100.00 30 100.00 18 100.00 109  100.00

*Dogu Anadolu ve Marmara olmak iizere iki Bolge ele alinmigtir.
**Degerlendirmelerde, siitun yiizdesi esas alinmigtir
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Tablo 3. Tiirkiye’de Meme Kanseri ile ilgili Yapilan Galismalar ve Ozellikleri
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Meme kanseri ile ilgili 2000 2001 2003 2004 2005 2006 2007 2008 2009 Toplam
caligmalarin konulara gére

dagilimlari

Aragtirilan Konular n % n % n % n % n % n % n % n % n % n %
l@ﬁm&%ﬂﬁ;majs'kw 4 6670 1 1670 3 4290 1 1250 9 2810 6 2000 4 2220 28 25.70
2 Sagik inang modeli 11670 1 1670 2 2860 2 2500 5 1560 6 2000 7 3890 24 2200
3.Diger tarama testler 1 100.00 1 16.70 1 14.30 2 630 1 330 6§ 550
gégmfj'i‘ﬂm‘;‘;'e”/”s" 1 1250 3 940 4 370
5 Mastektomi 1 14.30 1 310 6 2000 2 1110 10 9.20
6.Meme kanser 1 100.00 4 66.60 4 5000 12 3750 11 3670 5 27.80 37 33.90
Toplam 1 100.00 1 100.00 6 100.00 6 100.00 7 100.00 8 100.00 32 100.00 30 100.00 18 100.00 109 100.00

*Degerlendirmelerde, sutun yiizdesi esas alinmigtir.

metodolojik oldugu gorilmektedir. 2002 yilinda ait ¢alisma buluna-
mamis ve 2005 yilindan itibaren meme kanseri ile ilgili yapilan tim
calismalarda bir artis gézlenmistir. Ancak bu artis istatistiksel agidan
anlamli degildir (fisher x’=13.51, p>0.05). Calismalarda érneklem gru-
bunu agirlikli olarak kadinlar olusturmaktadir (%67.9, n=74).

Arastirmaci profili agisindan akademisyen hemsire ve ebele-
rin daha fazla (%71.6, n=79), alanda c¢alisan hemsire ve ebelerin
(%11.9 n=13) ise daha az ¢alisma yaptigi izlenmis ve bu sonug is-
tatistiksel acidan anlamli bulunmustur (fisher x*=4.79, p>0.05).
Alanda calisan hemsire ve ebelerin meme kanseri ile ilgili calisma-
lara 6zendirilmesi ve tesvik edilmelisi gereklidir.

Calismalanin yapildigi bélgeler incelendiginde; en fazla %26.6
(n=29) Marmara Bolgesi ve %25.7 (n=17) Ege Bolgesinde yapildi-
g1, Akdeniz, Dogu Anadolu ve Glineydodu Anadolu bdlgelerinde
ise daha az calisma yapildigi goriilmektedir (Tablo 2).

Arastirmacilar (akademisyenler/klinisyenler) ile bolgeler karsilas-
tinldiginda, akademisyenlerin ¢alismalarini daha ¢ok bati bolge-
lerinde gerceklestirdikleri saptanmis olup, sonug istatiksel olarak
anlamli bulunmustur (fisher x>=31.24 p<0.05).

Saglik Bakanhgi (2003) istatistiklerine goére kadinlarda, en fazla
Marmara (say1:3.177) ve Ege Bolgesinde (say1:2.378) kanser olgu-
su mevcuttur (11).

Tablo 3'de calismalarda incelenen konular degerlendirildigin-
de; %33.9'unun (n=37) meme kanseri, %25.7'sinin (n=28) KKMM,
%24'Unlin (n=22) saglik inan¢ modeli, %9.2'sinin (n=10) mastek-
tomi, %5.5'inin (n=6) diger tarama testleri ve %3.7'sinin de (n=4)
meme kanseri risk faktorleri ile ilgili oldugu belirlenmistir.

Turkiye'de hemsirelik alaninda meme kanseri konusunda 6zel
bir uzmanlasma mevcut degildir. Bu calismalar i¢ Hastalikla-
ri ve Cerrahi Hastaliklari Hemsireligi, Dogum ve Kadin Hasta-
liklar Hemsireligi alaninda uzmanlasan ya da alanda c¢alisan
hemesireler tarafindan strdiirmektedir. Calismamiz sonuglarina
gore, Turkiye'de hemsirelerin meme kanseri ile ilgili yaptiklan
calismalarin ¢ok boyutlu olarak devam ettigini, meme kanse-
ri, KKMM ve saglik inan¢ modeli lizerinde akademisyen ve kli-
nikte calisan hemsirelerin yogunlastiklarini ve klinik uygulama-
lara yonelik konular lizerinde daha fazla arastirmaya ihtiyac ol-
dugunu soyleyebiliriz.

Sonug ve Oneriler: Tiim diinyada oldugu gibi tilkemizde de meme
kanseri ve meme kanseri ile ilgili yapilan ¢alismalar giderek art-
maktadir. Ancak hemsire/ebelerin klinik alanda yaptiklari ¢alis-
malar oldukga yetersizdir. Bu alanda calisan kuruluslara, dernek-
lere ve Universitelere diisen gorev, hemsire/ebe ve akademisyen-
leri yonlendirmek, rehberlik etmek ve ¢ikan kanita dayali sonuglar
hemsirelik/ebelik uygulamalarina yansitmalarina yardim etmektir.
Avrupa Ulkelerinde oldugu gibi meslektaslarimizin da meme kan-
seri alaninda uzmanlasarak ¢alisma ve yenilikleri takip etmeleri de
son derece 6nemlidir.

Calismanin sinirhiliklar

Calisma yurdtilurken bazi zorluklarla karsilasilmistir. Trkiye'de
meme kanseri ile ilgili sistematik incelemelere ulagilamamistir.
Calismada kullanilacak arastirmalarin bazilarinin tam metnine
ulasilamamasi bir diger sinirliligimizi olusturmustur. Ayrica calis-
ma konularina gére gruplandirmada da zorlanilmis ve bu yiiz-
den istatistik uzmaninin gérisi alinarak bu sinirlilik asilmaya ¢a-
lisilmistir.

(25)
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IS MRI IMAGING ADDITIVE TO TRIPPLE TEST IN DIAGNOSING BREAST LESIONS
ABSTRACT

In an attempt to evaluate the condition of patient with (palpable) breast le-
sions the Triple Test Score (TTS), which includes physical examination, mam-
mography, and fine needle aspiration biopsy, is the best clinical approach. In
cases where these three methods are well-integrated the diagnostic accuracy
rate leads to 100 %. In this study, 48 lesions in 46 patients are examined by
physical examination, mammography, FNAB and MR imagining (MRI). All le-
sions are diagnosed histopathologically and following that MR is compared
with the TTS. The Triple Test methods were each assigned a score of 1,2,3 for
benign, uncertain or malign. All lesions with TTS less than or equal to 4 were
accepted as benign, and all lesions with TTS greater than or equal to 6 were
accepted as malign. In order to identify all lesions with TTS equal to 5 as be-
nign or malign, histopathological examination is needed. Of the 17 lesions
with TTS less than or equal to 4 has a specifity of 100% where the MRI has a
specifity of 64%. Of the 22 lesions with TTS greater than or equal to 6 has a
sensitivity of 96% where the MRI has a sensitivity of 82%. However, 4 out of
the 9 lesions with scores of 5 were diagnosed 1 benign and 3 malign by MRI
and for 5 lesions histopathological examination is needed. Hence, in effort
to diagnose the lesions with TTS of 5 the method of MRI is higly suggested.

Key words: breast, tripple test, MRI, mammografi

Giris ve amag

Meme lezyonlarinin tanisinda hicbir yontem tek basina yeterli du-
yarhhk, 6zgullik ve tanisal dogruluk oranina sahip degildir. Bun-
dan dolayl meme lezyonlarinin tanisinda tek bir ydontemin kulla-
nilmasi s6z konusu olmayip birka¢ yontemin bir arada kombine
degerlendirilmesi ile tanisal dogruluk orani artmaktadir. Meme
lezyonlarinin degerlendirilmesinde tgli test (fizik muayene,
mammografi, ince igne aspirasyon biopsisi) ile dogru, hizl ve gi-
venilir degerlendirme yapilabilir (1,2,3). Uclii testte bu iic ydntem
ile ayr ayn lezyonlar degerlendirilir ve puanlanir. Benign bulgular
1, sipheli bulgular 2 ve malign bulgular 3 puan olarak degerlen-
dirilir. Sonra bu li¢ ydntemin puanlari toplanarak degerlendirilir.

Uclii test puani 4 ve 4’ den kiiciik olan lezyonlar benign, 6 ve 6'dan
biiyiik olan lezyonlar malign olarak degerlendirilir. Uclii test pua-

OZET

Memede kitle tespit edilen bir hastanin degerlendirilmesinde fizik muayene,
mammografi ve ince igne aspirasyon biopsisini iceren iiclii test tanida en iyi
klinik yaklagimdir. Her ii¢ parametreninde uyumlu oldugu durumlarda tani-
sal dogruluk orani %100% ulasmaktadir. Bu calismada 46 hastada 48 lezyon,
fizik muayene, mamografi, ince igne aspirasyon biopsisi ve MR goriintiileme
ile incelendi. Tiim lezyonlarin histopatolojik tanisi konuldu ve takiben MR go-
riintiileme ile iiglii test karsilastinldi. Uclii testde benign=1, siipheli=2, ma-
lign=3 puan verilir. Uclii test puani 4 ve altinda olan lezyonlar benign, 6 ve
iizerinde olan lezyonlar malign kabul edilir. Uglii test puani 5 olan olgularin
malign-benign aynmu igin histopatolojik tani gerekir.Uglii test puani 4 ve al-
tinda olan 17 lezyonda MR goriintiilemenin spesifitesi %64 iken iiclii testin
spesifitesi %7100 idi. Uglii test puani 6 ve iizerinde olan 22 lezyonda MR gériin-
tiilemenin sensivitesi %82 iken iiclii testin sensivitesi %96 dir. Ancak iilii test
puani 5 olan 9 lezyonda MR goriintiileme ile 4 lezyona (1'i benign, 3'ii malign)
olarak tani konulmustur ve 5 lezyonda histopatolojik tani gerekliligi degisme-
mistir. Bundan dolay1 MR goriintiileme iiclii test puani 5 olan lezyonlarda ta-
niya katkisi nedeni ile onerilmektedir.

Anahtar sozciikler: meme,iclii test, MRI, mammografi

ni 5 olan lezyonlar icin acik biopsi 6nerilmektedir. Bir ¢cok ¢alisma-
da Ugli testin sensivite ve spesifitesi yaklasik %100 olarak bulun-
mustur (1,3,4).

MR goriintiileme meme kanseri tanisinda duyarlihgi en yiiksek
olan radyolojik goriintileme yontemidir. MR goruintileme ile
Ucli testin karsilastirildigi kisitl sayida ¢alisma vardir. Biz bu ¢a-
lisma ile MR gorintiileme ile U¢li testi karsilastirmay! ve MR go6-
rinttlemenin Uclu teste katkisinin olup olmadigini ortaya koy-
mayi amacladik.

Gereg ve yontem

Ekim 2001 ile Nisan 2003 tarihleri arasinda memede mammogra-
fik olarak veya palpe edilebilir kitlesi tespit edilen 46 hastada 48
lezyon incelendi. 30 yasin alti kadinlardaki meme kitlelerinin ¢o-

Gonderilme Tarihi: 13 Kasim 2010 e Revizyon Tarini: 26 Aralik 2010 ¢ Kabul Tarihi: 27 Aralik 2010
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gunlugunun benign olmasi nedeni ile calismaya dahil edilmedi.
Tum hastalara fizik muayene, fizik muayeneyi takiben mammog-
rafi, MR gorintileme yapildi. Gorlintiileme yonteminden sonra
tlim lezyonlara liAB yapildi, lIAB yi takiben eksizyonel biopsi veya
operasyon ile kesin histolojik taniya ulasildi.

Fizik muayene, mammografi ve liAB sonuclari benig=1 puan, siip-
heli=2 puan ve malign =3 puan olarak degerlendirildi. MR goriin-
tilemede kitlelerin hem morfolojisi hem de kontrast tutma 6zel-
likleri g6z 6niine alinarak lezyonlar benign, malign ve siipheli ola-
rak gruplandirildi. MR gorintileme ile {icli test sonuglari birbiri
ile karsilastirildi.

Sonuglar

Toplam 46 hastadaki 48 lezyon degerlendirildi. Hastalarin 45’ ba-
yan 1'i erkek idi. Yas ortalamasi (30-85) 49,5 idi. Uclii test puani 4 ve
altinda olan 17 lezyonun tamami histopatolojik inceleme ile be-
nign olarak rapor edildi. Uclii test puani 6 ve (izerinde olan 22 lez-
yonun 21 malign 1'i benign olarak rapor edildi. Uclii test sonucu
5 olan 9 olgunun 3'l (%33) malign, 6'si benign(%66) tespit edildi.
6 puan ve Uzerinde Ugli testin sensivitesi %96 iken MR goriintu-
lemenin ise sensivitesi yaklasik %82 olarak tespit edildi. 4 puan ve
altinda Uclu testin spesifitesi %100 iken MR goériintiilemenin spe-
sifitesi %64 olarak tespit edilmistir. Uclii test sonucu 5 olan 9 olgu-
da MR goriintlleme ile, 1 lezyon malign 3 lezyon benign olarak
degerlendirilmis, 5 olguda ise slipheli olarak degerlendirilmis olup
biopsi gerekliligi degismemistir.

Tartisma

Uclii test meme lezyonlarinin degerlendiriimesinde son 20 yildir
bilinen ve uygulanan bir metodtur. Uclii testin klasik t¢lisq, fizik
muayene, mammodrafi ve ince igne aspirasyon biopsisidir. Daha
sonralari ultrasonografininde eklenmesi ile modifiye Uclii test ta-
nimlanmustir (1,3). Ucli test ile tanisal dogruluk orani bir cok ca-
lismada yaklasik %100 olarak tespit edilmistir (1,2,3,4,5). Bundan
dolayi da 6 puan ve lizerindeki lezyonlara frozen section ile defi-
nitif tedavi yapilmasi énerilmistir (1,3,4). Bizim ¢alismamizda ut¢lu
test sonucu 6 puan ve tizerinde olan 22 lezyondan 21'i malign ola-
rak tespit edilmis olup testin sensivitesi %96 olarak hesaplanmis-
tir. Benign olarak tespit edilen 1 olgu, kronik grantilomat6z mas-
tit olarak rapor edildi ve bu olguda MR goériintiileme de taniya kat-
ki saglamamistir.

Uclii test sonucu 5 puan olan lezyonlarda definitive tedavi yapil-
madan 6nce acik biopsi dnerilmektedir. Clinkli 5 puan olan lez-
yonlarin bir kismi malign bir kismi ise benigndir. Bizim ¢alismamiz-
da tiim lezyonlarin 9(%19) u i¢lu test sonucu 5 puan olup, bunlar-
dan 3(%33) U malign olarak tespit edilmistir. Literattirde Ug¢li test
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sonucu 5 puan olan lezyonlarda malignite orani %30-50 arasinda
degismektedir (2,3,4,6).

Uclii test sonucu 4 puan ve altindaki degerlerde lezyonlarin hepsi
benigndir. Bundan dolayi ti¢lii testin spesifitesi, 4 puan ve alti olan
lezyonlarda bizim calismamizda da oldugu gibi %100'dr (2,3,4)
Bir cok calismada Ul testin spesifite ve sensivitesi yaklasik %100
olarak tespit edilmis olmasindan dolayi solid meme kitlelerinin
tani ve takibinde en uygun yontemdir. Ancak Ggli test sonucu pu-
ani 5 olan lezyonlarda acik biopsi gerekmektedir.

MR goriintileme meme lezyonlarinda benign-malign ayriminda
son yillarda sik kullanilmaya baslamistir. Goriintiileme yontemle-
ri icinde en yiiksek spesifite ve sensiviteye sahiptir. Ozellikle diger
gorintileme yontemleriyle yeterli bilgi elde edilemedigi durum-
larda taniya katkisi tartisilmaz bir yontemdir (7,8). Kontrastli ince-
lemede kontrast tutan lezyon olmamasi maligniteyi ekarte etme-
de 6nemli bir kriterdir (9). Yine dinamik kontrastli incelemede hizli
kontrast tululumu ve wash-out bulgusu malignitenin kuvvetli bir
delili olup ancak lezyonlarin %50’ sinde mevcuttur.

Uclii test puani 6 ve (izerinde olan lezyonlarda ve {iclii test puani
4 ve altinda olan lezyonlarda Uglu testin Ustinligu tartisiimaz go-
rilmektedir. Bizim calismamizda da MR goriintiilemenin 6 puan
ve Uzeri lezyonlarda sensivitesi %85 (liclii testin %96), 4 puan ve
alti lezyonlarda spesifitesi %64 (licli testin %100) olup Ugli tes-
tin UstUnligu barizdir. Ancak Uglu test puani 5 olan 9 lezyondan
4'line (%44) MR gortntileme ile (1'i malign diger 3'G benign ol-
mak Uzere) tani konulabilmistir ve histopatolojik olarakta dogru-
lanmistir. Diger 5 lezyonda yine acik biopsiye ihtiya¢ duyulmustur.

Uclii test ile MR gériintiilemeyi karsilastiran calisma sayisi kisithdir
(10,11). Bu kisith calismalarin hepsinde (i¢li testin tanisal dogru-
luk orani MR goriintiilemeden bizim ¢alismamizda da oldugu gibi
yuksek bulunmustur. Bundan dolayi, meme lezyonlarinin tani ve
takibinde, meme kanserinin erken teshisinde {i¢li test rutin ola-
rak onerilmektedir (12,13). MR gorintileme ise 6zellikle implant-
I memelerin incelenmesinde, primeri belli olmayan aksillar me-
tastazi olan olgular, daha 6nce gecirilmis cerrahi nedeni ile yogun
skari olan ve dens meme parankimiolan kadinlarda tercih edilme-
lidir (13). Buna ek olarak ii¢lii test puani 5 olan stipheli lezyonlarda
MR goriintiileme o6nerilir.

Sonug olarak meme lezyonlarinin takip ve tedavisinin planlanma-
sinda U¢lu test halen altin standart olarak géziikmekte olup, MR g6-
rinttleme rutin olarak 6nerilmemektedir. Ancak Ugclu test puani 5
olan lezyonlarin degerlendirilmesinde taniya katki saglamaktadir.
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ABSTRACT

Purpose: The aim of the study was to determine if the polymorphism
152981582 exists in intron 2 of FGFR2 gene in Turkish breast cancer patients
and to investigate the correlation between conventional clinicopathological
features and gene polymorphism.

Materials and Methods: Both normal and tumoral breast tissue samples were
obtained from forty-eight breast cancer patients operated at Department of
General Surgery, Ege University Hospital between 2008 and 2009 years. Sam-
ples were stored in stabilization solution (SABiosciences). DNA samples were
isolated by using High Pure PCR Product purification kit (Roche, Mannheim, Ger-
many). FGFR2 rs2981582 was identified by specific primer-probes (TibMolBiol,
Germany) and analysed with high resolution melting (HRM) analysis.

Results: The genotypic distribution of the 48 patients for CC (wildtype), CT (het-
erozygote) ve TT (polymorphic) genotypes were found to be % 43,8 (n=21),
%41,6 (n=20) and %14,6 (n=7), respectively. No difference was observed be-
tween normal and tumor tissue samples (p>0,05). Seven patients with poly-
morphic genotype (TT) showed immunohistochemically high estrogen receptor
(ER) expression pattern and all of the polymorphic patients were luminal like
subtype. Patients with wild-type genotype (CC) were more likely to have axillary
metastases than the polymorphic (TT) group (U=36,5, p=0,043).

Conclusion: This is the first study investigating the FGFR2 gene polymor-
phism in Turkish breast cancer patients. Further analysis of the relationship
between slowly progressing luminal like subtype breast cancer and FGFR2
gene polymorphism might have implications for diagnosis or therapy of
breast cancer.
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Giris

Tek niikleotid polimorfizmlerinin (TNP), insan neslinde kanse-
re olan yatkinhgi 6ngdérmede, kanserin prognozunun belirlen-
mesinde ve tedavi seciminde etkili olup olmadigi son yillarda yo-
gun arastirmalara konu olmustur. Nitekim, meme kanseri ile iliskili
genlerdeki polimorfizmlerin, hastaliga yatkinlik, erken tani, prog-

0ZET

Amac: Bu calismada amag, Tiirk meme kanserli kadin hastalann (n=48)
normal ve kanserli dokularini, FGFR2 geninin 2 nolu intronundaki rs2981582
polimorfizmi agisindan taramak ve bu polimorfik dagilisin hastalarin kliniko-
patolojik bulgulariyla olasi iliskisini saptamaktir.

Yontem ve Gerecler: Calismada, 2008-2009 yillan arasinda Ege Universi-
tesi Genel Cerrahi boliimiinde ameliyat edilen 48 meme kanseri hastasindan
alinan normal ve kanserli dokular kullanildi. Doku 6rneklerinden, High Pure
PCR Product purification kiti (Roche, Mannheim, Germany) kullanilarak DNA
izolasyonu gerceklestirildi. FGFR2 geninin 2 nolu intronundaki rs2981582
TNP'nin belirlenmesi icin hastalarin DNA'si LightCycler 480 cihazinda Hibridi-
zasyon prob sistemi kullanilarak genotiplendi. izole edilen DNA'lar high-reso-
lution melting (HRM) analizi ile calisildi. Hastalara ait klinikopatolojik veriler
de hasta dosyalarindan ozetlendi.

Bulgular: Yapilan analiz sonucunda, 48 hastanin genotip dagilimi CC (wildtype),
(T (heterozigot) ve TT (polimorfik) genotipleriicin sirasiyla, %43,8 (n=21), %41,6
(n=20) ve %14,6 (n=7) olarak bulundu. Hastalarin normal ve kanserli dokular
arasinda genotipik farklik gozlenmedi (p>0,05). FGFR2 polimorfizmi olan 7
hastanin (TT genotipi) dstrojen reseptorii ekspresyon durumlanina bakildiginda
tamaminin immunohistokimyasal acidan kuvvetli bir ekspresyon paterni
gosterdigi ve tamaminin luminal benzeri alt tipte yer aldigi goriildii. Aksiller
metastatik lenf nodu tutulumu agisindan ise ortalamalar karsilastinldiginda
wild-type genotipteki (CC) hastalarda polimorfik (TT) gruptaki hastalara kiyasla
aksiller metastazlar daha fazla saptanmigtir (U=36,5, p=0,043).

Sonug: Bu calisma Tiirk meme kanseri hastalaninda, FGFR2 gen polimorfizminin
arastinldigiilk calismadir. Genel olarak daha iyi prognostik dzelliklere sahip oldugu
bilinen luminal benzeri alt tip ile FGFR2 polimorfizmi arasindaki baglantinin daha
aynntili caligilmasi meme kanseri tanisal/ tedavisel bilgiler saglayacaktir.

Anahtar sozciikler: meme kanseri, FGFR2,luminal alttip

noz ve tedaviye cevap gibi kritik konularla iliskili oldugu da cesitli

calismalarla gosterilmistir (1-5).

Kadinlarda en sik gériilen kanserlerden biri olan meme kanse-
rinde, Fibroblast Blyume Faktorl Reseptdr 2 (FGFR2) genindeki
TNP'lerinin de, meme kanseri gelisme riskiyle iliskili olduguna dair
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calismalar mevcuttur. FGFR2, hiicre ¢cogalmasi, invazyon, motili-
te ve anjiyogenezis gibi ¢esitli hiicresel olaylarda rol alan FGFR ai-
lesine ait bir proteindir (6-8). FGFR2'yi asiri eksprese eden meme
kanseri orijinli hiicre hatlarinda, FGFR sinyal yolaginin inhibisyo-
nunun, bu hiicrelerde cogalmayi engelleyici etkisi oldugu saptan-
mistir (9). Bu nedenle, bu reseptériin meme kanserinde onkogen
benzeri islev gordiigu disunilmektedir. Ayrica, FGFR2 gen poli-
morfizminin, meme kanserinde strojen reseptori ekspresyon
diizeyiyle iliskili oldugu belirtilmistir (10).

Cesitli poptilasyonlarda yapilan ¢alismalar, FGFR2 geninde goz-
lenen rs2981582 TNP'nin meme kanseri riskini belirlemede aday
bir polimorfizm oldugunu ortaya koymustur (11). FGFR2 geninin
intron 2'sindeki s6zu gegen tek niikleotid polimorfizmiyle meme
kanseri riskindeki artisin dayandigi temel molekiiler sebep bilin-
mese de, bu polimorfizmin Greme hormonlari artisi ile baglantili
oldugu iki buytk epidemiyolojik calismada gosterilmistir (11,12).
FGFR2 polimorfizmiyle meme kanseri arasindaki baglantilar, cesit-
li populasyonlarda calisiimistir, ancak Tiirk populasyonunda boyle
bir calisma mevcut degildir (13-14).

Bu calismanin amaci, Tuirk kadin meme kanseri hastalarinin (n=48)
normal ve kanserli dokularini FGFR2 geninin intron 2 sindeki
rs2981582 polimorfizmi agisindan taramak ve polimorfik dagilisin
hastalarin klinikopatolojik bulgulariyla olasi iligkisini ortaya koy-
maktir.

Yontem ve gerecler

Hasta ézellikleri ve klinikopatolojik siniflama

Calismaya 2008-2009 yillari arasinda Ege Universitesi Tip Fakdilte-
si Tulay Aktas Onkoloji kliniginde tedavi alan 48 kadin meme kan-
seri hastasi dahil edildi. Hastalara ait klinikopatolojik veriler deger-
lendirilirken meme kanseri icin kullanilan yeni molekiiler sinifla-
ma kullanildi. 2000’li yillarin basindan beri kullanilagelen bu sinif-
lamaya gore meme tiimorleri 4 ana gruba ayrildi (15):

1. Luminal hticre benzeri,
2. Bazal hiicre benzeri,

3. Normal epitel benzeri
4. HER2+ grup

Luminal hiicre benzeri grup icinde luminal A ve B olmak tizere 2 alt
grup daha tanimlanmistir. Bu siniflamaya gore, luminal hiicre ben-
zeri grubunun hepsi dstrojen reseptérii (OR) pozitiftir. OR pozitifli-
gi immunhistokimyasal ydontemle >%10 ve lzeri olan degerler icin
pozitif olarak kabul edilmektedir. Buna goére (+), (++) ve (+++) sid-
detinde boyanma sirasiyla zayif, orta ve kuvvetli boyanma olarak
degerlendirilmistir. Luminal A grubu ise en fazla OR ekspresyonu
gosteren timorlerdir. HER2 negatiftir. Luminal B grubu tlimérler
luminal gruba 6zgii genleri orta diizeyde eksprese eder ve bazila-
r HER2 pozitiftir. HER2 pozitifligi de ya immunohistokimyasal yon-
temle (+++) boyanma siddeti ya da floresan in-situ hibridizasyon
ile gen amplifikasyon varligina gore pozitivite gosterir. Luminal B
tipi timorleri, A tipi timorlerden ayirt etmek icin Ki-67 proliferas-
yon indeksinde %15 sinir deger olarak kabul edilmektedir (> %15
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ise Luminal B). Bazal hiicre benzeri grup ayni zamanda “triple” ne-
gatif meme kanser fenotipine sahiptir (OR-, progesteron resepto-
rii [PgR-], ve HER2 -). HER2 + grupta ise hormon reseptorlerinin her
ikisi de negatiftir.

Orneklerin elde edilmesi ve DNA izolasyonu:

Galismada 2008-2009 yillari arasinda Ege Universitesi Genel Cerra-
hi bolimiinde ameliyat edilen 48 kadin meme kanseri hastasinin
her birinden alinan normal ve kanserli dokular kullanildi. Hastalar-
dan doku 6rneklerinden DNA calisiimasi konusunda yazili onam
formu alindi.

Ameliyat sirasinda alinan normal ve kanserli dokular stabilizan
bir sollisyon icinde saklandi (SABiosciences). Doku 6rneklerinden
High Pure PCR Product purification kiti (Roche, Mannheim, Ger-
many) kullanilarak DNA izolasyonu gergeklestirildi. Elde edilen
DNA'larin miktarlari ve safliklari Nanodrop ND1000 Spektrofoto-
metre (Nanodrop Technologies, USA) kullanilarak belirlendi.

FGFR2 genindeki rs2981582 polimorfizminin belirlenmesi:

FGFR2 geninin 2 nolu intronundaki (rs2981582) tek niikleotid po-
limorfizminin belirlenmesi icin 48 meme kanserli hastanin doku
orneklerinden elde edilen DNA, LightCycler 480 cihazinda (Roc-
he Diagnostics, Penzberg, Almanya) hibridizasyon prob sistemi
kullanilarak (TIB MOLBIOL, Almanya) genotiplendi. Toplam ha-
cim 20 pl olacak sekilde, 1.0 pl reaksiyon karigimi, 2.0 pl FastStart
DNA Master, 1.6 ul (3mM) MgCl, iceren 15 pl reaksiyon karisimi,
10.4 pl DNaz icermeyen su ve 5 pl DNA (50 ng) ve LightCycler® 480
HRM Master (Roche Diagnostics) 96 kuyucuklu plakalara eklendi.
PCR reaksiyonu Lightcycler 480 cihazinda (Roche Applied Scien-
ce, Germany) asagidaki kosullarda gerceklestirildi: ilk denatiiras-
yon 95°C'de 10 dk., daha sonra 45 cevrim olacak sekilde 95°C'de
10 sn., 60°C'de 10sn., 72°C'de 15sn., daha sonra birer ¢evrim ola-
cak sekilde 95°C'de 30sn., 40°C'de 2 dk. ve 75°C'den 40°C’ye sogu-
ma seklinde gerceklestirildi. izole edilen DNA'lar high-resolution
melting (HRM) analizi ile calisildi ve hastalarin patoloji sonuglan
ile karsilastirildi. HRM analizi LightCycler® 480 cihazindaki LightC-
ycler® 480 yazilimi ile gergeklestirildi. (Versiyon 1.3.). Ayrisma egri-
leri normalize edildikten sonra, sicaklik kaymalarina bakilarak or-
nekler karsilastinildi. TUm reaksiyonlar iki kez tekrar edildi.

Istatistiksel analiz

Surekli degiskenlerin grup (normal doku vs. kanserli doku) karsi-
lastinlmasinda iki yonlii Student t-testi kullanildi. Normal dagihm
gostermeyen stirekli degiskenlerin grup karsilastirilmasinda non-
parametrik Mann-Whitney U-testi; kategorik degiskenlerin karsi-
lastinimasinda ise Fisher testi kullanildi. ikiden fazla grup ortala-
malari normal dagilim géstermeyen ikiden fazla grup ortalamalar
ise Kruskal-Wallis testiyle karsilastirildi. P degerinin 0,05'in altinda
bulunmasi istatistiksel olarak anlamli kabul edildi.

Bulgular

Calisma grubunu, 48 meme kanserli kadin hasta olusturdu. Has-
talarin ortalama yasi 50.9 (24-79) idi. Yapilan analiz sonucunda,
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Sekil 1. HRM analiziyle CC (wildtype) genotipindeki hastalarin ayngim egrileri.
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Sekil 2. HRM analiziyle TT (polimorfik) genotipindeki hastalarin ayrigim egrileri.
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48 hastanin bu polimorfizmin genotip dagilimi CC (wildtype), CT
(heterozigot) ve TT (polimorfik) genotipleri icin sirasiyla, %43,8
(n=21), %41,6 (n=20) ve %14,6 (n=7) olarak bulundu (Sekil 1-3).
Hastalarin normal ve kanserli dokulari arasinda genotipik farkhlik
go6zlenmedi (p>0,05).

Calismaya dahil edilen hastalarin, menopozal durumlari incelen-
diginde 13 hastanin premenopozal, 35 hastanin ise postmenopo-
zal oldugu gozlendi. Menapozal durum agisindan farkli genotipik
ozelliklere sahip gruplar arasinda fark gézlenmedi. Calisma grubu-
na ait klinikopatolojik veriler ve FGFR2 gen polimorfizmine ait bil-
giler Tablo 1'de 6zetlenmistir.

Hastalarin genotipik 6zellikleri ile klinikopatolojik verileri karsilas-
tinldiginda, CC (wildtype) genotipinde olanlarin 11'inin luminal A,
6'sinin luminal B ve Gguinln triple negatif, birinin de HER2 pozi-
tif oldugu gorildi. CT (heterozigot) genotipinde olanlarin ise 9'u
luminal A, 6'si luminal B, Uicu triple negatif, ikisi HER2 pozitifti. TT
(polimorfik) genotipinde olanlarin ise 6'st luminal A, biri luminal B
olarak siniflandi. FGFR2 homozigot polimorfizmi olan 7 hastanin
(TT genotipi) OR ekspresyon durumlarina bakildiginda tamaminin
immunohistokimyasal agidan kuvvetli bir ekspresyon paterni gos-
terdigi goruldu.

Meme kanseri prognoz ve evrelemesinde yer tutan aksiller metas-
tatik aksiller lenf nodu tutulumu agisindan ise ortalamalar karsi-
lastinldiginda wild-type genotipteki (CC) grup ile polimorfik (TT)
grup arasinda, polimorfik olan grup aleyhine olacak sekilde istatis-
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Sekil 3. HRM analiziyle CT (heterozigot) genotipindeki hastalarin ayrigim egrileri.

tiksel anlamli fark saptandi [0.5 lenf nodu vs. 2.9 lenf nodu(U=36,5,
p=0,043)]. Ancak her U¢ grup icin fark istatistiksel anlamliliga ulas-
madi. Timor caplari agisindan degerlendirildiginde de, lic grup
acisindan istatistiksel anlamli fark olmamakla birlikte en kiictk
ortalama timoér ¢apr homozigot polimorfizmi (TT) olanlarda (tm
¢apl:2 cm) saptandi.

Tartisma ve sonuclar

Yapilan pek ¢ok calisma ile FGFR2 geninin meme kanseri hiic-
re hatlarinda ve meme tiimoér dokularinda asiri ifade edildi-
gi tespit edilmistir (10,13). FGFR2 geni 10926 kromozomunda
yer alir ve 22 ekzon icermektedir. Easton ve ark., yaptigi bir ca-
lismada FGFR2 geninin intron 2'sindeki rs2981582 polimorfizmi
ile meme kanseri riskindeki artis iliskili bulunmustur (11). Lite-
ratlirde baska calismalar ile de FGFR2 geninin 2 nolu intronun-
daki farkli tek niikleotid polimorfizmleri (rs2420946, rs1219648,
rs2981579 ve rs11200014) ile meme kanseri gelisim riski iliski-
lendirilmistir (16,17).

Dolayisiyla, FGFR2'nin intron2'sinde yer alan genetik varyasyon-
larin meme kanseri gelisme riskiyle iliskisi pek ¢ok yayinla orta-
ya konmus olmakla beraber, bunun altinda yatan olasi molekd-
ler biyolojik mekanizmalar heniiz tam acikliga kavusmus degil-
dir. Ancak, literatiirde yer alan bilgilerden FGFR2'nin OR (+) olan
timérlerde OR (-) olan tiimérlere kiyasla belirgin olarak daha faz-
la sentezlendigi bilinmektedir (10). Bizim ¢alismamizda da, litera-
tlrle uyumlu olarak FGFR2 wild-type genotipteki (CC) bireylere ait
tiimérlerin tamami yiiksek oranda OR (+)ligi gésteren timérler-
dir. Bunlarin hepsi de luminal benzeri tipte timor olarak siniflan-
dinlmstir. Bilindigi izere, luminal hiicre benzeri grubun yaklagik
Ucte ikisi duslk ya da orta diizey histolojik grade’e sahiptir, endok-
rin tedaviye duyarlidir. Dolayisiyla, bu timérlerin diger iki geno-
tiple kiyaslandiginda daha yavas seyirli ve daha iyi prognoza sa-
hip olan tiimorler oldugunu distinebiliriz. Nitekim, meme kanse-
rinde 6nemli bir evreleme ve prognoz gostergesi olan metastatik
aksiller lenf nodu sayilarinin gruplar arasinda analizi sonucunda,
FGFR2 wild-type (CC) grupla, polimorfik (TT) grup arasinda, poli-
morfik grup aleyhine istatistiksel anlamlilik yaratan bir fark oldu-
gu da gozlemledik. O halde, FGFR2 gen polimorfizmiyle daha ya-
vas bir tiimdr gelisimi arasinda bir iliski olabilecegi ve bunun da
OR yolag ile baglantili oldugu diistiniilebilir.

=



The Journal of Breast Health 2011 Vol: 7 < No: 1
The Journal Of BreaSt Health Meme Sagligi Dergisi 2011 Cilt: 7+ Sayi: 1

Tablo 1. Galisma grubuna (n=48) ait klinikopatolojik veriler ve FGFR2 gen polimorfizmi sonuglari.

Genotip Yasi  Menapoz  Tiimdr Gapi Metastatik Aksiler Aksiller Lenf Histolojik Niikleer  Ostrojen Progesteron HER2 Ki-67 Meme Kanseri

Durumu (cm) Lenf Nodu Sayisi Nodu Sayis1 Derece Derece Reseptirii Reseptirii Alt Tipleri
CC 31 Premenapozal 1,8 0 9 2 2 %80 (3+++) %90 3+++) () %5 Luminal A
CC 58 Postmenapozal 2,5 2 17 3 3 %20 2++) %10 (2++) () %9 Luminal A
CC 40 Premenapozal 3 2 10 2 2 %40 2++) %60 (3+++) () %12 Luminal A
CC 52 Postmenapozal 3 4 16 3 3 %30 (3+++) %20 (3+++) () %10  Luminal A
CC 79 Postmenapozal 3 4 16 3 2 %100 3+++) %30 (3+++) () %12 Luminal A
CC 60 Postmenapozal 3 7 12 3 2 %10 (2+4) %10 (2++) () %6 Luminal A
CC 67 Postmenapozal 1,5 1 17 2 2 %80 (3+++) %20 (2++) () %15  Luminal A
CC 49 Postmenapozal 0,8 0 2 2 1 %90 (3+++) %60 (3+++) () %5 Luminal A
CC 60 Postmenapozal 5,5 8 14 3 2 %90 (3+++) %100 (3+++) () %15 Luminal A
CC 45 Postmenapozal 2,5 12 14 3 2 %20 (2++) %10 (3+++) () %2 Luminal A
CC 52 Postmenapozal 3 0 2 2 1 %30 (3+++) %60 (3+++) () %5 Luminal A
CC 70 Postmenapozal 1,8 0 5 3 3 %30 (2++) () () %20  Luminal B
CC 53 Postmenapozal 2,5 0 24 3 2 %30 (2++) () () %30  Luminal B
CC 54 Postmenapozal 3,5 6 21 3 2 () %30 (2++) () %30  Luminal B
CC 68 Postmenapozal 2 1 12 3 3 %20 (2++) () () %65  Luminal B
CC 37 Premenapozal 2,6 4 22 3 3 %10 (2++) () %30 (2++) %20  Luminal B
CC 61 Postmenapozal 2,5 2 25 3 3 %20 (2++) () () %25  Luminal B
CC 24 Premenapozal 5 2 15 3 2 () () () %20  Triple negatif
CC 36 Premenapozal 2,5 4 19 3 2 () () () %90  Triple negatif
CC 61 Postmenapozal 4 2 17 3 2 () () () %25  Triple negatif
CC 34 Premenapozal 2,5 0 3 2 2 () () %100 (3+++) %30  Her-2 pozitif
CT 51 Postmenapozal 1,5 0 7 2 2 %60 (3+++) %40 (2++) () %8 Luminal A
CT 46 Premenapozal 2 2 11 3 2 %100 3+++) %10 3+++) () %6 Luminal A
CT 50 Postmenapozal 2,5 1 10 2 2 %80 (3+++) %60 (3+++) () %5 Luminal A
CT 45 Postmenapozal 1,7 0 12 3 2 %40 2++) %20 (3+++) () %8 Luminal A
CT 70 Postmenapozal 5 18 18 3 1 %60 (3+++) %40 (3+++) () %15  Luminal A
CT 53 Postmenapozal 4 4 21 3 1 %80 (3+++) %100 3+++) () %8 Luminal A
CT 52 Postmenapozal 4,5 4 16 3 2 %60 3+++) %40 3+++) () %12 Luminal A
CT 51 Postmenapozal 1,7 1 15 3 2 %90 3+++) %80 (3+++) () %10  Luminal A
CT 47 Postmenapozal 6,5 0 39 1 1 %20 2++) %50 2++) ) %3 Luminal A
CT 49 Postmenapozal 4 9 15 3 3 %20 (2++) ) %30 (2++) %20  Luminal B
CT 55 Postmenapozal 3,5 3 18 3 3 %40 (2++) () %80 3+++) %30  Luminal B
CT 48 Postmenapozal 1,5 0 5 3 2 () %20 (2++) () %25  Luminal B
CT 34 Premenapozal 2 0 12 2 2 %10 (+) () %60 (3+++) %30  Luminal B
CT 47 Postmenapozal 1,5 3 12 3 2 %30 2++) %30 (3+++) %80 (2++) %45  Luminal B
CT 41 Premenapozal 3 4 26 2 2 %3 (+1) %10 (2++) %100 3+++) %35  Luminal B
CT 59 Postmenapozal 2,5 ® 19 3 2 () () () %90  Triple negatif
CT 35 Premenapozal 4 24 24 3 2 (=) () () %60  Triple negatif
CT 68 Postmenapozal 3,5 16 22 2 2 () %5 (1+) () %30  Triple negatif
CT 57 Postmenapozal 4 3 20 2 2 () () %100 (3+++) %15  Her-2 pozitif
CT 42 Premenapozal 5,5 7 29 3 2 () () %100 (3+++) %25 Her-2 pozitif
TT 50 Postmenapozal 1,5 0 12 2 2 %40 2++) %30 2++) ) %10 Luminal A
TT 48 Postmenapozal 2,5 0 8 3 2 %80(B8+++) %10 3+++) () %8 Luminal A
TT 38 Premenapozal 2,5 2 24 2 2 %10 (2++) %20 (3+++) () %10  Luminal A
TT 64 Postmenapozal 2,9 1 24 3 2 %10 3+++) %10 (3+++) () %10 Luminal A
TT 65 Postmenapozal 0,8 1 18 3 2 %100 (3+++)%100 3+++) %10 (1+) %5 Luminal A
TT 44 Postmenapozal 2,5 0 7 1 1 %20 2++) %30 3+++) () %8 Luminal A
TT 45 Premenapozal 1,8 0 3 3 3 %20 (2++) () () %20  Luminal B
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Ancak, kanser dokularinda tespit edilen FGFR2 polimorfizminin
normal dokularda da gériliip goriilmeyecegi bilinmemektedir.
Calismamizda yer alan meme kanserli hastalarin normal dokula-
riyla timor dokular arasinda polimorfizm agisindan anlamh bir
farkhhk g6zlenmemistir. Bu konuya iliskin daha genis capl hasta
serileri ile yapilacak ¢alismalara ihtiyac vardir (18,19).

Kanser, hiicrede molekuler degisikliklerle karakterize genetik bir
hastaliktir. Bu nedenle, kanser gelisimi ya da kansere yatkinlikla il-
gili genlerin ve bu genlerdeki polimorfizmlerin belirlenmesi, stip-
hesiz pek ¢ok kanserin erken tanisi ve tedavisinde yararl olabile-
cektir. Meme kanseri 6zelinde ise, genomik diizeyde sik tekrarla-
yan bir polimorfizmin saptanmasi hem erken tanida hem de teda-
vi kisisellestirilmesinde yol gdsterici olabilir. FGFR2 geninin intron
2'sindeki rs2981582 polimorfizmi bu konuda énemli bir aday ola-
rak karsimiza ctkmaktadir. Ozellikle, daha yavas bir gelisim gdster-
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MEMENIN METASTATIK MALIGN MELANOMU: OLGU SUNUMU
OZET

Memeye malign melanom veya baska herhangi bir tiimoriin metastazi nadir
olarak goriiliir. Yetmis yasinda bayan hasta, sag memesinde kitle yakinma-
styla meme klinigine basvurdu. Olgunun bilinen bir malignite oykiisii yoktu.
Once insizyonel biopsi alindi, ardindan sag modifiye radikal mastektomi ve
aksiller lenf nodu diseksiyonu yapildi. Mastektomi materyalinin kesit yiiziin-
de en biiyiik cap1 8 cm olan, sari pembe renkli, solid, iyi sinirl tiimoral lezyon
goriildii. Histopatolojik ve immunohistokimyasal dzellikleriyle olgu, meme ve
aksiller lenf nodlarinda metastatik malign melanom olarak degerlendirildi.
Bu olgu, metastatik tiimorlerin histolojik tanisi primer meme kanserlerinden
daha zor olabildigi ve memeye malign melanom metastazi nadir goriildiigiin-
den sunulmaya deger bulunmustur.

Anahtar sozciikler: meme, malign melanom, metastatik

Introduction

Metastasis of primary tumours of extramammary tissues and or-
gans to the breast is quite rare (1-3). When compared to primary
tumours of the breast, the incidence of metastatic breast tumour
is reported to be 0.3% (4), 0.78 (3) and 1.5% (5). Among tumours
with breast metastasis, malign melanoma has a predominant inci-
dence (1,2, 6-8). This case is presented due to the rare incidence of
metastasis of malign melanoma to the breast and for the purpose
of stating the difficulties encountered in the course of diagnosis.

Case Report

The visually-impaired, 70-year-old, female patient came to our
hospital due to the presence of a rapidly growing mass in her right
breast noticed by her three months ago. The physical examination
of the patient identified a hard palpable tumoural lesion in the up-
per external quadrant of the right breast with a visual swelling on
the skin and lymph nodes in the axilla as discovered via physical
examination. First, an incisional biopsy was performed.

ABSTRACT

Metastasis of a malignant melanoma or any other type of tumour to the
breast is rarely seen. A 70-year-old female patient came to the breast clinic
due to a mass in her right breast. The case did not have any known history
of malignincy. After the initial incisional biopsy, a right modified radical
mastectomy and axillary lymph node dissection were performed. On the cut
surface, a yellow to pink, solid and well-circumscribed tumoural lesion with a
maximum diameter of 8 cm was observed. Given its histopathological and im-
munohistochemical attributes, the case was diagnosed as metastatic malign
melanoma involving breast and ipsilateral axillary lymph nodes. This case was
determined to be worthy of presentation due to the fact that the histological
diagnosis of metastatic tumours can be more difficult than of primary breast
cancers and that metastasis of malignant melanoma to breast is rarely seen.

Key words: breast, malign melanoma, metastatic

In the microscopic evaluation of the incisional biopsy material, the
characteristics of the tumour were observed to be oval-round cells
creating solid islands and nest with mostly eosinophillic and some-
times clear cytoplasm, pleomorphic vesiculated nuclei and coarse
eosinophillic nucleoli (Figure 1). Due to the occasional presence of
cells with clear cytoplasm observed in the case, PAS-dPAS (Bioop-
tica) was applied for the differential diagnosis of clear cell-type (gly-
cogen rich) carcinoma and as a result, the histochemical dye was
observed to be negative. From the immunohistochemical dyes,
oestrogen (Novacastra) and progesterone receptors (Novacastra)
were also found to be negative. The case was diagnosed as a ma-
lignant breast tumour on the basis of the aforementioned findings.

Due to the fact that the extremely large tumour is located quite
close to the skin surface and due to the presence of axillary lymph
nodes considered to be clinically involved, right modified radical
mastectomy and axillary lymph node dissection was performed.

In the macroscopic evaluation of the mastectomy specimen, a tu-
mour with a maximum diameter of 8 cm was observed in the up-
per external quadrant. No pigmented lesion was observed on the
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breast skin. On the cut surface of the material, the tumour that
was located right under the skin was observed to be well-circum-
scribed, solid, yellow to pink and necrotic in patches. In addition to
the findings observed in the incisional biopsy material, widespread
lymphatic tumour emboli were observed. Metastasis was identified
in three of the twenty lymph nodes removed from the axilla.

The presence of a metastatic tumour was suspected in the mas-
tectomy specimen due to the fact that the tumour was well-cir-
cumscribed at macroscopically, there were many radial extensions
into the fat tissue, no in situ carcinoma focus or elastosis were
identified in any area there were a number of lymphatic invasion
foci around the tumour and estrogen and progesterone recep-
tors were negative, although this did not rule out primary breast
tumour. Nests created generally by the tumour and the presence
of occasional coarse eosinophillic nucleoli in the tumour cells led
to the consideration of the malignant melanoma possibility and
additional immunohistochemical dyes were applied for this diag-
nosis. According to the determinations, S-100 (Dako) was strongly
positive (Figure 2a); Melan-A (Neomarkers) was focal positive (Fig-
ure 2b); HMB-45 (Neomarkers) was negative and Ki-67 (Neomark-
ers) was 40% positive (Figure 2c). These findings provided for the
diagnosis of malignant melanoma.

In the 6™ month postoperatively, a recurring tumour was ob-
served in the axillary region and subsequently excised. Rejecting
the therapy, the patient died eight months postoperatively.
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Figure 1. Regular skin and tumour on
| surface, HE x40 (A); regular surrounding

tumour forming islands-nests and the

| necrotic area at the right upper corner,
HE x100 (C); tumoural cells with coarse,
eosinophillic nucleoli, HE x400 (D).

Discussion

The decision as to whether any mass in the breast is primary or
metastatic is of great significance for the subsequent therapy.
However, the histological diagnosis of metastatic tumours identi-
fied in the breast can be more difficult than that of primary breast
cancer (9). Certain histopathological attributes can be used for the
differentiation between primary and metastatic breast tumours.
Carcinoma in situ and elastosis areas are associated only with pri-
mary breast cancer (4). In the specimens, ductal carcinoma in situ
and lobular carcinoma in situ areas must be carefully examined
(9). In addition, atypia that is more characteristic than expected,
tumour in the form of a well-circumscribed mass with a multiple-
satellite focus around and the presence of a high number of lym-
phatic emboli in primary breast tumour are other possible hints
in the diagnosis of metastatic tumour (6). Nevertheless, immuno-
histochemical dyes are necessary for the diagnosis of metastatic
tumour or metastatic melanoma (10).

In this case, an initial diagnosis was made from the incisional biop-
sy monitored with a narrow skin ellipse on the surface, no trans-
mission to the surrounding tissue and made up solely of tumour.
Due to the large and clear-type cytoplasm of some cells, PAS-dPAS
was performed in order to examine the glycogen content and as
a result, it was found to be negative. In immunohistochemical
terms, no dyeing was identified in the tumour with estrogen and
progesterone receptors. In the subsequently evaluated mastec-
tomy specimen, the well-circumscribed structure of the tumour in
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macroscopy, lack of any in situ carcinoma focus or elastosis in mi-
croscopic evaluation and the presence of a large number of lym-
phatic invasion focus around the tumour led to the consideration
of the possibility of metastatic tumour. In addition to the lack of
pigments in any area, the nests created generally by the tumour
and the presence of occasional coarse eosinophillic nucleoli in the
tumour cells led to the consideration of the malignant melanoma
possibility. Therefore, additional immunohistochemical examina-
tions were performed, as a result of which S-100 was found to be
diffused positive and Melan-A focal positive, even though HMB-
45 was negative. In this case, no pigmented lesion was observed
on the breast skin and the observation of a number of specimens
showed that the tumour did not involve the skin. Again, no his-
topathological finding leading to the suspicion of regressing ma-
lignant melanoma was found in these specimens. These findings
provided for the exclusion of primary malignant melanoma in the
breast and the case was diagnosed as metastatic malignant mela-
noma.

Malignant melanoma of the breast can be divided into two
groups, namely primary and metastatic (11). Malignant melano-
mas observed on the breast skin account for 5% of all malignant
melanomas (2, 11). The post-diagnosis physical examination of
the patient did not reveal any melanocytic lesions in other parts of
the body. The presence of a regressed skin melanoma which the
case failed to notice due to her visual impairment was considered.

Figure 2. Diffused nuclear and cytoplasmic S-100 positivity, DAB
x200 (a); focal cytoplasmic Melan-A positivity, DAB x400 (b);
nuclear Ki-67 positivity, DAB x400 (c).

In this case, similarly to the cases reported in literature, the tu-
mour was observed to be located in the upper external quadrant
and with metastatic axillary lymph nodes (12, 13).

Metastatic spreading to the breast can occur via lymphogenic or
hematogenic courses. Lymphatic spreading frequently occurs via
the spreading of primary breast cancer in the other breast to the
lymphatics located in the anterior thoracic wall. The tumour with
the most frequent hematogenic metastasis is malignant melano-
ma, followed by lung cancer, soft-tissue sarcoma and ovary can-
cer. Other metastatic tumours include such haematological ma-
lignancy as gastrointestinal and genitourinary system malignancy
and leukaemia and lymphoma (9).

The determination of the metastatic character of a tumour iden-
tified in the breast is reported to prevent unnecessary surgical
interventions (10). Nevertheless, it is also reported that axillary
dissection is possible, if a clinically and pathologically positive ax-
illary lymph node is identified (2). In this case, due to the great size
of the tumour and the presence of palpable lymph nodes, mastec-
tomy and axillary lymph node dissection was performed.

The prognosis is rather poor in cases with diagnosed malignant
melanoma metastasis to the breast (10). Mean survival is reported
to be 10-11 months, although there are also a small number of
cases with longer survival (14). This patient did not do well with
the treatment and therapy and died in the 8" month postopera-
tively.

The first finding of a primary malignancy can be breast metastasis
(12). Similar cases with the first finding of breast metastasis have
been reported (10). In cases where indicators of primary breast
tumour cannot be clearly seen in microscopic assessment, the
possibility of a metastatic tumour must not be ruled out, the nec-
essary histopathological attributes must be sought and immuno-
histochemical studies must be performed.
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MEME KANSERi VE KRONK LENFOSITiK LOSEMININ BIRLIKTELIGI:
0LGU SUNUMU

(1743)

Maligniteler ayni anda veya birbirini takiben ayni hastada goriilebilir. Biz bu
calismada kronik lgsemi ile ayni anda olan meme kanseri nedeniyle modifiye
radikal mastektomi yapilan bayan hastayi sunduk. Histopatolojik incelemede
tipikmeme kanseri bulgulari yaninda hem memede hem de aksiller spesmen-
de atipik lenfoid proliferasyon ve mikroskopik lenfositik infiltrasyon odaklan
saptandi. Periferik kandan alinan lenfositler ve kemik iligi (D5 ve (D20 ile bo-
yand. Kronik lenfositik [semi (KLL) tanisi dogrulandi. KLL, meme kanseri ile
senkron malignite olarak teshis edildi. Meme kanserinin ozellikle KLL gibi di-
ger maligniteler ile birlikte olabilecegi akilda tutulmalidir. ikinci maligniteler,
KLL hastalarinda immiin defekt sebebiyle daha fazla goriilebilir.

Anahtar sozciikler: meme kanseri, kronik lenfositik [dsemi, senkron maligniteler.

Introduction

Chronic lymphocytic leukemia (CLL) is defined as a clonal expan-
sion of neoplastic B lymphocytes, in the blood, bone marrow, lymph
nodes, and spleen. The Majority of the CLL patients have somatic
deletions of the chromosome 13q12 .3 locus encompassing BRCA2
(1). An increased incidence of other malignant neoplasms has been
reported in patients with chronic lymphocytic leukemia/small lym-
phocytic lymphoma (CLL/SLL). Additionally, it was found that the risk
of all cancers increased two-fold in patients with CLL when compared
to an age- and sex-matched control population (2). In another study
of 2,028 patients, it was observed that 324 (16%) had a history of
other cancers and 227 (11.2%) developed other malignancies during
the follow-up period. Of those cancers 9% were breast cancer. From
a different point of view, the risk of a second cancer was found 2.2
times higher than the expected risk (3).

Breast cancer is the most common cancer in women. The BRCA1
gene, located on chromosome 17921, and the BRCA2 gene, located
on chromosome 13q12-13, are both tumor suppressor genes. Sub-
jects with germ line mutations of BRCA1 and BRCA2 genes are known
to have a very high risk of developing breast and ovarian cancer (4).

ABSTRACT

Certain malignancies may occur concomitantly or consecutively. . We present
a female patient with breast carcinoma who had chronic leukemia concur-

rently with breast cancer.. She underwent a modified radical mastectomy.
The histopathologic examination of both mastectomy and axillary specimen
revealed diffuse, atypical lymphoid proliferation and microscopic foci of lym-
phocytic infiltrations beside the typical breast carcinoma findings. Lympho-
cytes taken from peripheral blood and bone marrow aspirates were stained
with (D5 and (D20. The diagnosis of chronic lymphocytic leukemia (CLL) was
confirmed. CLL was diagnosed as a synchronous malignancy together with
breast carcinoma. It should be kept in mind that breast carcinoma may occur
concomitantly with other malignancies especially CLL. Second malignancies
occur with an increased frequency in patients with CLL, mainly because of the
immune defects associated with this disease.

Keywords: breast cancer, chronic lymphocytic leukemia, synchronous malignancy.

Chemotherapy, hormone therapy, and radiotherapy have been
shown to be very effective in reducing cancer recurrence and death
in women with breast cancer (5). The development of secondary
malignancies after the treatment of breast cancer has been well
studied (6, 7, 8). Although potential associations between leukemia
risk and various adjuvant treatment regimens have been evaluated
in many patients with breast carcinoma, existence of both tumors
in the same patient at the time of diagnosis without previous treat-
ment has rarely been described. Additionally, concomitant malig-
nancies with untreated breast carcinoma were reported rarely (9,
10, 11). Although there were a few studies describing the associa-
tion of breast cancer with chronic lymphocytic leukemia (CLL), the
concurrence of both malignancies are intriguing (12, 13). Here, we
present a patient who underwent surgery for breast carcinoma and
later was found to have CLL concomitantly.

Case report

a41 yearold premenopausal woman underwent an excisional biopsy
due to a lump in her right breast. The pathologic results determineda
diagnosis of invasive ductal carcinoma, the patient was referred to
our hospital. The physical examination revealed a 4 cm incisional scar
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in the upper outer quadrant of the right breast and an axillary lymph-
adenopathy. The other breast had no pathology in physical examina-
tion. At the time of presentation her hemoglobin, white blood cell
countand lymphocytic count were 10.4 g/dl, 17.200, % 62 respective-
ly. CA 15-3 level was 24.55 U/ml. The excised tumor measured 2 cm
in diameter. Because there was no information about the resection
margins, the patient was treated with modified radical mastectomy.
Pathologic examination showed that both mastectomy and axillary
lymph nodes contained microscopic foci of lymphocytic infiltrations.
Neither the mastectomy material nor the lymph nodes had ductal
carcinoma. However, the lymph nodes were stained strongly with
CD20 (Figure 1). All lymph nodes had diffuse infiltration with small
atypical lymphoid cells and there were also small foci of infiltrations
in the breast parenchyma. Both infiltrations revealed strong immu-
nostaining with CD 20 antibody. The pathologic examination of ex-
cised breast tissue confirmed the prior diagnosis of invasive ductal
carcinoma (Figure 2). Both the blood smear and bone marrow aspi-
rates demonstrated the predominance of lymphocytes which were
shown to be strongly CD5+ by using flow cytometric analysis with
a CD5-spesific monoclonal antibody. Estrogen and progesterone re-
ceptors in the tumor were positive.

Discussion

A woman’s chance of developing breast cancer in her lifetime is 1/8.
Identification of factors responsible for increasing an individual’s
chance of acquiring breast cancer is important in daily clinical prac-
tice for clinicians. In a study by Tsimberidou AM et al., in patients
with CLL/SLL, independent factors predicting development of oth-
er cancers were reported to be: older age, male sex, and elevated
levels of 32-microglobulin, lactate dehydrogenase, and creatinine.
Furthermore, the risk of developing second cancers in patients with
CLL/SLL was found higher than the risk reported by others. Some
exceptions like bladder and all gastrointestinal cancers with a lower
frequency were also reported. They also noted that the number of
hematologic malignancies, melanoma, and female breast cancers
was higher than expected in their patients with CLL/SLL (3). Our pa-
tient has no cancer other than breast cancer and CLL.

CLL, a disease of adults, is a type of leukemia and malignancy of
white blood cells. Most patients are asymptomatic and the diagnosis
is usually achieved by a routine complete blood test and cell count
demonstrating a high leucocyte count. Swollen lymph nodes, spleen,
liver, and eventually anemia, infections are involved in advanced CLL.
Cellular expressions of CD5, CD19, CD20, and CD23 are shown in CLL.
B-cell form presents in almost all cases, and patients with CLL are
more likely to develop secondary malignancies (14). Our patient was
referred to us with the diagnosis of breast cancer following an exci-
sional biopsy of her breast with no apparent symptoms of CLL. CLL
was diagnosed in this case, just after the pathological examination
of mastectomy tissue and lymph node specimens following surgery.
This showed microscopic foci of lymphocytic infiltrations. Lymph
nodes were stained strongly with CD20. Retrospective evaluation of
our patient revealed laboratory findings of leucocytosis, especially
predominance of lymphocytes which might be suggestive of CLL.

Concurrent malignant tumors, defined as the occurrence of two
tumors within a six month period in the same patient, is rare. In an
autopsy study, of 68 patients with multiple malignancies in 1870
cancer deaths, only 15 (0.8%) of the total had multiple synchronous
primaries. The association of breast cancer with another primary
tumor was the lowest although it was the second most frequent
tumor in this study (15). While the presence of both tumors may be
simply due to chance; other factors like genetic predisposition, im-
munological disturbance, and common environmental influences
may play a role. Concomitant malignancies with untreated breast
carcinoma were reported rarely. The concomitant occurrence of two
malignancies is a well-known and intriguing subject for the geneti-
cist because of the suggestion of a possible linkage between two
diseases through the same chromosome (16). Fruscalzo et al de-
scribed the case of a BRCA2 mutation carrier Caucasian female, who
developed (6), primary malignancies in 30 months: ductal breast
cancer, chronic lymphatic leukemia, ovarian papillary serous car-
cinoma, and endocervical adenocarcinoma (16). Patients with CLL
are at increased risk of developing second malignant neoplasms,
one of which is breast cancer. In one recent study, it was reported
that CLL associated scirrhous carcinoma of the breast occurred in
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a 55-year-old woman with Sweet’s syndrome (acute febrile neu-
trophilic dermatosis) (12). Another study reported a woman who
had been diagnosed with CLL 5 years ago, presented with invasive
ductal carcinoma with axillary lymph node metastasis. Immunohis-
tochemical staining for CD5 using a monoclonal antibody showed
that there was extensive infiltration of axillary lymph nodes and
tumor stroma with CD5 positive B lymphocytes. Widespread CD5
positivity was also seen in primary and metastatic breast carcinoma
cells. Cheung et al (17) presented a case with both invasive ductal
carcinoma and CLL in the breast. In our case, both infiltrations of
breast and axillary lymph nodes revealed strong immunostaining
with CD 20 antibody. The blood smear and bone marrow aspirates
demonstrated the predominance of lymphocytes that were shown
to be strongly CD5 positive by using flow cytometric analysis with a
CD5-spesific monoclonal antibody.

While simultaneous presentation of both diseases in the absence
of therapy is rare, the findings suggest a possible link between CLL
and breast cancer. Any allelic loss on chromosome 13 could not be
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