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Aragtirma makalesi / Research article

Management of abnormal cytology results and correlation of cytopathologic

results accompanied by colposcopy in our clinic

Klinigimizdeki anormal servikal smear sonuclarinin yonetimi ve kolposkopi esliginde alinan

sitopatoloji sonu¢larinin korelasyonu

Ozan Dogan', Ahmet Yildiz?, Cigdem Pulatoglu®

Abstract

Aim: Pap smear test is a major screening test for early diagnosis and treatment of cervix
cancer. The aim of our study was to assess the value of colposcopy and histopathologic
examination in the management of patients with abnormal cervical cytology by Bethesda
Classification.

Methods: In this study, we aimed to compare and evaluate the diagnosis of 12,381 cytology
material examined in our gynecology clinic during the years between 2014 and 2016 with
their cytopathology results.

Results: 498 of 12,381 patients had abnormal cytological findings (4.02%). The rates of
Atypical Squamous Cells of Undetermined Significance (ASC-US), Atypical Glandular Cells
of Undetermined Significance (AG-US), Low Grade Squamous Intraepithelial Lesions (LG-
SIL) and High Grade Squamous Intraepithelial Lesions (HG-SIL) were found to be 1.9%,
0.4%, 1% and % 0.1, respectively. Atypical squamous cell cannot exclude HSIL (ASC-H)
rate were found as % 0.4. The rate of abnormal cytology in cervical intraepithelial lesions was
2.1. Positive predictive values of abnormal smear results were 21.7% for ASC-US, 41.9% for
LGSIL, 100% for HGSIL, 12.5% for AGUS and 50% for ASC-H.

Conclusion: The Pap smear test is a cheap and easily applied screening test. Early diagnosis
of cervix cancer can be made by routine Pap smear testing. The efficiency in clinical use of
the cervical cytology screening test is determined by biopsy verification. As the ratio of
epithelial cell abnormality is variable in different populations, the ASC (Atypical Squamous
Cell) / SIL (Squamous Intraepithelial Lesion) is a more definite variable to be used for quality
assurance.

Key words: Colposcopy, cytology, cervical smear

Oz

Amag: Pap smear testi serviks kanserinin erken tani ve tedavisinde ¢ok 6nemli bir tarama
yontemidir. Bu ¢alismanin amaci, smear testinde anormallik saptanan olgularin yonetiminde
kolposkopi ve patolojik incelemenin 6neminin belirlenebilmesidir.

Gereg ve yontemler: Bu ¢alismada 2014-2016 yillar arasinda Diizce Atatiirk Devlet Hastanesi
Jinekoloji Poliklinigi’ne bagvuran 12.381 hastanin Bethesda siniflamasina gore Pap Smear
testi sonuglar1 ve kolposkopi esliginde alinan sitopatoloji sonuglari degerlendirilmis ve
karsilagtirlmigtir.

Bulgular: 12.381 olgunun 498’inde anormal sitolojik bulgular saptand1 (% 4,02). Anormal
sitolojilerin igerisinde 6nemi bilinmeyen hiicreler (ASCUS) % 1,9, Atipik Glanduler Hiicreler
(AGUS) % 0,4, Diisiik Dereceli Skuaméz intraepitelyal Lezyon (LGSIL) %1, Yiiksek
Dereceli Intraepitelyal Lezyon (HGSIL) % 0,1, Atipik Skuaméz Hiicrelerin Dislanmadig:
Grup (ASC-H) % 0,4 olarak saptanirken, anormal sitolojilerin servikal intraepitelyal
lezyonlara orani 2,1 olarak saptandi. Pap Smear’de anormal sitolojik bulgu saptanan olgularin
pozitif 6ngorii degerleri ASCUS i¢in %21,7, LGSIL i¢in %41,9, HGSIL i¢in %100, AGUS
icin %12,5 ve ASC-H i¢in %50 olarak hesaplandi.

Sonug: Pap Smear testi, ucuz ve kolay bir yontemdir. Serviks kanserinin erken tanis1 Pap
smear testi sayesinde miimkiindiir. Servikal sitolojinin klinik uygulamalarda giivenilir sekilde
kullanimi ise biyopsi dogrulamasi ile miimkiindiir. Farkli toplumlarda epitel hiicre anomalisi
orani degisken olabildigi i¢in atipik skuamoz hiicre (ASH) / servikal skuamoz intraepitelyal
lezyon (SIL) orani kalite yontemi agisindan daha net bir veri olarak degerlendirilmektedir.
Anahtar kelimeler: Kolposkopi, sitoloji, servikal smear
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Correlation of cervical smear and colposcopic biopsy results .

Introduction

Cancer is the second leading cause of death globally
and is expected to be the first cause at year 2030 [1]. Cervical
cancer is the overall second most common cancer in women and
50.000 new cases are reported yearly and 250.000 women die
from this cause [2]. According to data verified from statistical
analysis of 8 different cities of Turkey, by Republic of Turkey
Ministry of Health Cancer Department reported at 2007 that
cervical cancer is 10th cancer cause among Turkish women and
the incidence is 4.76/100.000. According to these numbers, the
incidence of cervical cancer in Turkey is decreased by using the
screening programs [3]. The natural behavior of cervical cancer
is appropriate for screening programs, and the aim of the
screening tests is to detect precancerous lesions early and avoid
death. With pap-smear usage clinically, deaths caused by
cervical cancer decreased dramatically (70% per year) [4].
Although there were 6%-50% false negative rates, this test is still
the most effective method for screening precancerous lesions [5,
6]. At the Unites States of America, approximately 50 million
Pap smear tests are done and 5% of the cases need further
examination. Colposcopy is the mostly preferable among further
examination techniques. Colposcopic examination is used for
clarifying cytological diagnosis; to determine the lesion’s place
and size, and for management of the therapy [7].

The aim of this study is to compare between
management of abnormal cervical cytology by Bethesda
Classification and correlation of histopathological diagnosis of
cervical biopsy taken under colposcopic examination in our
clinic.

Materials and Methods

In this study, 12,381 pap smears taken from patients
referred to our gynecology clinic, between the years June 2014
and June 2016 were included retrospectively. The study protocol
was approved by the Local Research Ethics Committee. All
procedures performed in this study involving human participants
were in accordance with the 1964 Helsinki declaration and its
later amendments or comparable ethical standards.

Pap smear samples were dyed with Papanicolau method
and evaluated using Bethesda system. The presence of
endocervical cells was applied as the criteria for adequate
cervical cytology. The pathological reports of the cases with
atypical squamous cells of undetermined significance (ASC-US),
atypical glandular cells of undetermined significance (AG-US),
low grade squamous intraepithelial lesions (LG-SIL), high-grade
squamous intraepithelial lesions (HG-SIL) and atypical
squamous cell cannot exclude HSIL (ASC-H) were accepted as
pathological [9]. 12.381 smear results were evaluated
retrospectively. 498 of the cases which were referred as
abnormal, colposopic examination has been made without any
medical treatment or invasive procedure. During the colposcopic
examination, by using 5% acetic acid and Lugol solution,
Schiller test was applied to the cervix and abnormal vein
evaluation was performed under the green light. Cervical biopsy
was performed for the patients with abnormal colposcopic
examinations and histopathologic evaluation was made.
Colposcopic results were grouped in normal, cervicitis, LGSIL,
HGSIL, suspected adenoid structure and carcinoma. Cervical
smear results and histopathological results were evaluated
retrospectively. SPSS was used for the statistical analysis of data.
Mean values and percentages of the descriptive data were
calculated.

Results

Abnormal cytological findings detected in 498 of
12.381 smears (4.02%). One hundred and forty one (1.1%) cases
were reported to have inadequate Pap smear samples for
evaluation. The mean age of the patients was 40.4 +£9.8 years
(range 19-65 years). Abnormal cytology rate of all cases was
4.02%. There were 242 ASC-US (48.5%), 56 AG-US (11.2%),
124 LG-SIL (24.8%), 22 HG-SIL (4.4%) and 54 ASC-H (10.8%)
cases among all abnormal cytologies. Colposcopy results of 454
of 498 patients with abnormal cytological findings were
evaluated (Table 1). The ratio of abnormal cytologies to cervical
intraepithelial lesions was 2.1.

According to the results, 35 LG-SIL (17%) and 8 HG-
SIL (4%) were detected in colposcopic biopsy of 198 patients
who were detected as ASC-US in the smear. In the colposcopic
biopsies of 124 patients with LG-SIL, 34 LG-SIL (27%) and 18
HG-SIL (14%) were detected. Two LG-SIL (10%) and 20 HG-
SIL (90%) were detected in the colposcopic biopsy of 22 patients
who had smear results as HG-SIL. Positive predictive values of
cases with abnormal cytological results were 21.7% for ASCUS,
41.9% for LG-SIL, 100% for HG-SIL, 12.5% for AGUS and
50% for ASC-H (Table 2).

Discussion

The target population for screening tests is
asymptomatic patients with no known disease. The aim of cancer
screening is to decrease morbidity, mortality and the costs.
Cervical malignant lesions have been extensively investigated
for many years with cytological, histological and physical
diagnostic methods. According to our current knowledge, it is
assumed that cervical cancer does not appear suddenly,
premalignant lesions vary from person to person, they become
invasive at the end of a certain period of time, and even these
premalignant lesions are regressed to a certain extent [8].

When the standard diagnosis criteria are used in
Bethesda System, ASC-US cases should not be more than 5% of
all cervico-vaginal smears. ASC-H is used for the lesions which
are assumed as high grade intraepithelial lesion but does not
show all HSIL criteria. It is a lesion with greater importance
compared to ASC-US [9, 10]. According to the new definitions,
the ASC-US results are expected to be significantly reduced and
the ASCUS / SIL ratio can be reduced to around 1 [11]. Five to
ten percent of all cervico-vaginal smears which are evaluated
with Bethesda system are diagnosed as ASC-US [12]. If the
ASC-US diagnosis is more than this ratio, the inspection of the
laboratory’s quality control is required.

The clinical use of ASC-US with the Bethesda system
depends on cytologists’ training, better collection of specimens,
and monitoring of laboratory diagnostic rates and quality control.
The ASC-US / SIL ratio for quality control in cytology
laboratories is an easy and useful measure. According to the
authors of the Bethesda System, this ratio should be less than 3
[13]. The aim is to prevent unnecessary smear, colposcopy,
biopsy repetition and anxiety by decreasing the diagnosis of
ASC- US which means uncertainty.
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Table 1: Comparison between pap smear results and colposcopic biopsy.

Correlation of cervical smear and colposcopic biopsy results .

Smear Normal Cervicitis LG-SIL HG - SIL Suspected adenoid Carsinoma Total
structure

ASCUS 11 (55) 144 (72.7)  35(17.6) 8 (4) - - 198
LG-SIL 3(2) 69 (55.6) 34 (27.4) 18 (14.5) - - 124
HG-SIL - - 2(10) 20 (90) - - 22
AGUS - 49 (83) - - 7 (13) - 56
ASC-H 15(27.7) 12(22.2) 27 (50) - - - 54
Total 29 274 98 46 7 - 454

ASC-US: Atypical Squamous Cells of Undetermined Significance, AG-US: Atypical Glandular Cells of Undetermined Significance, ASC-H: Atypical Squamous
Cell cannot exclude HSIL,HG-SIL: High Grade Squamous Intraepithelial Lesions, LG-SIL: Low Grade Squamous Intraepithelial Lesions

In our study, abnormal cytology ratio among all cases
was 4.02% and ASC-US ratio was 1.9%. ASCUS\ SIL ratio is
detected as 2.1. These results are compatible with the literature.
Cervix cancer is the second most common cancer in women.
very year almost 50,000 new cases are reported and around
250,000 women lose their lives due to cervical cancer. Mean age
of the diagnosis is 51, and the incidence peaks at the ages of 35-
59 and 60-64 years [14]. Early sexual intercourse, multiple
sexual partner, low socioeconomic level, smoking, vitamin A
deficiency and human papilloma virus are known risk factors
[15,16]. Increasing numbers of routine pap smear scans in
developing countries have reduced the incidence of deaths due to
invasive cervical cancer [17, 18]. For that reason, prevention of
cervix cancer and early treatment depends on the regular
screening tests in appropriate age groups and detection of the
patients with risk factors [19].

Cervical cancer screening should be done once a year
regularly since three years after the first sexual intercourse or 21
years of age. Pap smear screening should be done once a year
under the age of 30, and once in 2-3 years if there are 3 negative
smear result after the age of 30 [20, 21].

Studies proved that considering the screening of
cervical pathologies, conventional cytology has 30-87% of
sensitivity and 86-100% of specificity while liquid based
cytology has 61-95% of sensitivity and 78-82% of specificity
[22, 23]. Celik et al. [24] compared the conventional and liquid-
based cytologies evaluating 8,100 smear results, and the study
does not show any statistically significant difference between
these techniques on identifying atypical cells or other epithelial
cell abnormalities. Conventional cervical cytology is preferred in
our clinic.

Table 2. Positive predictive values of the cases identified with abnormal
cytological findings on Pap smear.

Diagnosis Percentage (%)
ASCUS 21.7
LG-SIL 419
HG-SIL 100
AGUS 125
ASC-H 50

ASC-US: Atypical Squamous Cells of Undetermined Significance, LG-SIL: Low
Grade Squamous Intraepithelial Lesions, HG-SIL: High Grade Squamous
Intraepithelial Lesions, AG-US: Atypical Glandular Cells of Undetermined
Significance, ASC-H: Atypical Squamous Cell cannot exclude HSIL

Atilgan et al. [25] identified 1.9% ASCUS, 0.1% ASC-
H, 0.2% AG-US, 0.5% LGSIL and 0.1% HGSIL in their research
in which 32,026 smear results are evaluated. Total rate was
specified as 2.8% in all of the smear results. Keskin et al. [26]
examined 18,303 smear results, and found that the rate of HGSIL
as 4.9% and the rate of benign results as 74% in 101 patients in
whom ASCUS diagnosed following the biopsy outcomes.
HGSIL was observed in 12.5% of 48 patients diagnosed with
LGSIL, and HGSIL was observed in 75% of 8 patients
diagnosed with HGSIL.

Turkmen et al. [4] determined 2.7% ASCUS, 0.2%
ASC-H, 1.1% LGSIL, 0.2% HGSIL and 0.1% AG-US in their
research which evaluated 13,610 pap smear results. They found
the rate of ASC\SIL as 2.12. In our research, 12,381 pap smear
results were investigated, abnormal epithelial cells were
identified in 498 results, and colposcopy outcomes were
evaluated in 454 of them. Abnormal cytology rate was found as
4.02%. In the abnormal cytologies, ASC-US was identified as
1.9%, AG-US as 0.4%, LG-SIL as 1%, HG-SIL as 0.1% and
ASC-H as 0.4% while the ratio of abnormal cytologies to
cervical intraepithelial lesions was found as 2.1. Positive
predictive values of the cases with abnormal cytological
outcomes in the pap smear were 21.7% for ASCUS, 41.9% for
LGSIL, 100% for HGSIL, 12.5% for AGUS, and 50% for ASC-
H. These determinations in our research show similarity between
the literature findings.

To conclude, Pap smear test is a low-priced and
manageable method. Early diagnosis of cervical cancer is
possible with pap smear test. However, safe usage of cervical
cytology in the clinical practice is available with biopsy
confirmation. The ratio of ASH/SIL is considered as clearer data
from the aspect of quality management because of the variability
in the ratio of epithelial cell abnormalities. Significance of Pap
smear test, regular check up, healthy lifestyle should be disclosed
to societies for the early diagnosis of cervical cancer.

References

1. Smith RA, Cokkinides V, Brooks D, Saslow D, Shah M, Brawley OW.
Cancer screening in the United States, 2011: A review of current
American Cancer Society guidelines and issues in cancer screening. CA
Cancer J Clin 2011, 61: 8-30.

2. Jemal A, Bray F, Center M, Ferlay J, Ward E, Forman D. Global cancer
statistics. CA Cancer J Clin 2011; 61: 69-90.

3. Ozer H, Tuncer E, Ciftci A, Keser H, Aker H, Elagédz, S, et al.
Distribution of cytological diagnoses in cervical smears with epithelial
cell abnormality and cyto-histopathological correlation. Cumhuriyet
Med J 2012; 34: 319-24.

4. Tiirkmen 1., Bassiillii N, Korkmaz P, Giineng B, Baykal C. Patients with
Epithelial Cell Abnormality in PAP Smears: Correlation of Results with
Follow-Up Smears and Cervical Biopsies. Turk Patoloji Derg 2013,
29:179-84.

5. Saslow D, Runowicz CD, Solomon D, Moscicki AB, Smith RA, Eyre
HJ, et al. American Cancer Society guideline for the early detection of
cervical neoplasia and cancer. CA Cancer J Clin 2002; 52: 342-62.

6. Kuo DY, Goldberg GL. Screening of cervical cancer: where do we go
from here? Cancer Invest 2003; 21: 157-61.

7. Benedet J, Matisic J, Bertrand M. An analysis of 84,244 patients from
the British Columbia cytology—colposcopy program. Gynecol Oncol
2004; 92: 127-34.

8. Destegiill E, Gengdal S, Ekmekci E, Aydogmus H, Ozdemir O.
Evaluation of cervicovaginal smear results at postmenopausal period
Adv Mod Oncol Res 2016; 2: 45-9.

9. Zweizig S, Noller K, Reale F, Collis S, Resseguie L. Neoplasia
associated with atypical glandular cells of undetermined significance on
cervical cytology. Gynecol Oncol 1997; 65: 314-8.

10. Giigkan R.,Kiling C ,Gdzdemir E, Giircaglar A, Nergiz O. Prevalence
and distribution of high-risk human papillomavirus in Amasya region,
Turkey. Biomed Res 2016; 27: 769-72.

11. Human papillomavirus testing for triage of women with cytological
evidence of low-grade squamous intraepithelial lesions: baseline data

&
\ g

Ii’age|64v



Arch Clin Exp Med 2017;2(3):62-65.

Correlation of cervical smear and colposcopic biopsy results .

12.

13

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

from a randomized trial. The Atypical Squamous Cells of Undetermined
Significance/ Low-Grade Squamous Intraepithelial Lesions Triage
Study (ALTS) Group. J Natl Cancer Inst 2000; 92: 397-402.

ACOG Practice Bulletin on Clinical Management Guidelines for
Obstetricians-Gynecologists. Management of abnormal cervical
cytology and histology. In: ACOG Women’s Health Care Physician’s
Compendium of Selected Publications, practice bulletinnumber 66,
September 2005.Washington (DC): ACOG Distribution Center, 2006;
603-22.

. Boztosun A, Mutlu A, Ozer H, Aker H, Yanki A. Serviko vajinal

smearde epitelyal hiicre anomalisi saptanan hastalarin kolposkopik
biyopsi sonuglarinin degerlendirilmesi. TiirkJinekolojik ~Onkoloji
Dergisi 2012; 1: 13-9.

Isaoglu U, Yilmaz M, Delibas I, Bilici A, Kabalar M. Evaluation of
37,438 consecutive cervical smear results in the Turkish population.
Arch Med Sci 2015; 11: 402-5.

Turkistanli EC, Sogukpinar N, Saydam BK, Aydemir G. Cervical cancer
prevention and early detection — the role of nurses and midwives. Acian
Pac J Cancer Prev 2003; 4: 15-21.

Soler ME, Gaffikin L, Blumenthal PD. Cervical cancer screening in
developing countries. Prim Care Update Ob Gyns 2000; 7: 118-23.
Waxman AG. Guidelines for cervical cancer screening, history and
scientific rationale. Clin Obstet Gynecol 2005; 48: 77-97.

Saraiya UB. Preventable but not prevented: the reality of cervical
cancer. J Obstet Gynecol Res 2003; 29: 351-9.

Seven A, Kogak C, Yiiksel K, Kucur S, Goziikara I. The evaluation of
cervical pap-smear results of the patients who admitted to Obstetrics and
Gynecology Clinic of Dumlupinar University Kutahya Evliya Celebi
Training and Research Hospital. Turk J Clin Lab 2015; 7: 1-4.
American College of Obstetricians and Gynecologists. ACOG practice
bulletin. Cervical Cytology screening. Number 45, August 2003. Int J
Gynaecol Obstet 2003; 83: 237-47.

Gokaslan H, Uyar EE. Screening cervical cancer with Pap smear. Turk
Aile Hek Derg 2004; 8: 105-10.

Biedka M, Makarewicz R, Kopczynska E, Marszatek A, Goralewska A,
Kardymowicz H. Angiogenesis and lymphangiogenesis as prognostic
factors after therapy in patients with cervical cancer. Contemp Oncol
(Pozn) 2012; 16: 6-11.

Belinson J, Qiao YL, Pretorius R, Zhang WH, Elson P, Li L, et al.
Shanxi province cervical cancer screening study: a cross-sectional
comparative trial of multiple techniques to detect cervical neoplasia.
Gynecol Oncol 2001; 83: 439-44.

Celik C, Gezginc K, Toy H, Findik S, Yilmaz O. A comparison of
liquid-based cytology with conventional cytology. Int J Gynecol Obstet
2008; 100: 163-6.

Atilgan R, Celik A, Boztosun A, llter E, Yalta T, Ozercan R.
Evaluation of cervical cytological abnormalities in  Turkish
population. Indian J Pathol Microbiol 2012; 55: 52-5.

Keskin HL, Secen EI, Tas E, Kaya S, Avsar AF. Servikal smear
sitolojisi ile kolposkopi esliginde servikal biyopsi korelasyonu. Tiirk
Jinekolojik Onkoloji Dergisi 2011; 3: 71-5.

2

Ii’age|65v



Arch Clin Exp Med 2017;2(3):66-70.

DOI: 10.25000/acem.336837

e-ISSN: 2564-6567

Aragtirma makalesi / Research article

Plasma Urotensin Il concentration in gestational diabetes
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Abstract

Aim: Urotensin Il (Ull) and its system is implicated in the etiology of many diseases
(including diabetes mellitus). We tried in this study to evaluate and compare UlI levels in
gestational diabetes mellitus (GDM).

Methods: Thirty-six pregnant women (15 non-GDM patients consisted group 1 and 21
GDM patients consisted group 2) enrolled in this study. The 3rd group consisted of age
matched 22 non pregnant healthy women. Plasma Ull levels were determined at the
beginning of the study. After 12 weeks of delivery, a second plasma Ull was determined
from group 1 and 2.

Results: Gestational UlI levels of both GDM and non-GDM patients were higher than
non-pregnant healthy controls (p=0.0001 for both). Both gestational and postpartum Ul
levels of GDM patients were higher than non-GDM patients but had not reached
statistical significance (P>0.05). Plasma UII concentrations in non-GDM patients
significantly decreased after delivery but not in GDM patients (p=0.036 and p>0.05,
respectively)

Conclusions: The finding of elevated gestational plasma Ull concentrations in GDM
patients which did not decrease significantly after delivery (in compare to non-GDM
patients) shows that plasma UlI levels may have a role in the pathogenesis of GDM.
Further detailed studies are needed in this field.

Keywords: Urotensin, gestational diabetes, pregnancy, glucose tolerance test

Oz

Amag: Urotensin II (UIl) ve sistemi, bircok hastaligin (diyabet dahil) etyolojisinde rol
oynar. Bu ¢alismada gestasyonel diabetes mellitusta (GDM) Ull'yi degerlendirmek ve
karsilastirmay1 denedik.

Yontem: Calismaya alinan otuzalti gebe (GDM olmayan 15 kadin hasta 1. Grubu ve 21
GDM kadm hasta 2. Grubu olusturdu). Ugiincii grup, yaslari eslestirilmis 22 gebe
olmayan saglikli bireyden olusuyordu. Plazma UII seviyeleri c¢alismanin basinda
belirlendi. Dogum sonrasi 12.hafta ikinci bir plazma UII diizeyi grup 1 ve 2 'deki
hastalardan 6l¢iildii.

Bulgular: Hem GDM hem de GDM olmayan deneklerin Gestasyonel UII diizeyleri, gebe
olmayan saglikli kontrollere gore daha yiiksekti (her ikisi i¢in p=0,0001). GDM'i
hastalarin gestasyonel ve postpartum UII diizeyleri, GDM'li olmayan gebelere gore daha
yiiksekti ancak istatistiksel olarak anlamli degildi (p=0.05). GDM'li olmayan kisilerde
plazma UII konsantrasyonlari, dogumdan sonra anlamli olarak azaldi, ancak GDM'li
kisilerde degismedi (sirasiyla, p=0,036 ve p >0.05).

Sonu¢: GDM hastalarinda dogumdan sonra anlamli bir sekilde azalmayan plazma UII
konsantrasyonlarinin yiiksek bulunmasi (GDM olmayan bireylerle karsilastirildiginda),
Ull'nin ve sisteminin GDM patogenezinde rol oynayabilecegini gostermektedir. Bu
alanda daha ayrintili ¢aligmalara ihtiyag vardir.

Anahtar kelimeler: Urotensin, gestasyonel diyabet, gebelik, glukoz tolerans testi
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Urotensin Il and Gestational Diabetes

Introduction

Urotensin Il (UT) is the most potent endogenous
vasoconstrictor peptide identified to date and its urotensin Il
receptor (UTR) are involved in the etiology of essential
hypertension. This UT/UTR system, by accelerating the
development of atherosclerosis, is also shared in the etiology of
coronary artery disease [1,2]. It has been implicated in the
pathophysiology of diabetes and metabolic syndrome by
contributing to hyperglycemia, insulin resistance, and essential
hypertension [3, 4]. It has got profibrotic effects in the heart
[5].UT and UTR expression were found to be significantly
increased in the myocardium of rats with diabetes (in comparison
with healthy controls) which suggests a possible role of UT/UTR
system in the pathophysiology of diabetic cardiomyopathy [2]. In
spite of induced hyperglycemia, exogenous and endogenous UT
displayed an inhibiting action on pancreatic beta-cell insulin
secretion [6].

Gestational diabetes (GDM) and glucose intolerance
that is first recognized during pregnancy is associated with
various maternal and perinatal adverse outcomes. The mothers
and their babies have increased risk of metabolic syndrome and
diabetes mellitus [7]. The exact cause or mechanism of GDM is
unknown but multiple factors, such as elevated human placental
lactogen (hPL) or tumor necrosis factor- o (TNF-a) levels and
decreased adiponectin levels during pregnancy, are implicated in
its etiology [8]. Tan et al.[9] noted a role of Ull gene in
susceptibility to GDM, i.e. G allele of site rs228648 increases
and homozygous of this site decreases the susceptibility to GDM.
As far as we know, there is no study evaluating serum Ull levels
in GDM patients. So in this study, we tried to compare plasma
Ull levels in GDM and non-GDM patients and healthy controls.

Materials and Methods

The protocol of this prospective study is approved by
our hospital’s ethics committee. A written consent was obtained
from all the participants. In a period of one month, a total of 450
pregnant women who referred to our laboratory for oral glucose
tolerance test (OGTT) were invited to participate in this study.
Thirty-six of them who accepted this invitation were divided into
2 groups (according to 100gr glucose loading test results); group
1 (n=15) consisted of non-GDM patients and group 2 (n= 21)
consisted of GDM patients. Also, Group 1 patients were renamed
as follows: pregnant non-GDM patients were named as Group
1A; post-partum non-GDM patients were named as Group 1B;
and Group 2 patients were renamed as follows: pregnant GDM
patients were named as Group 2A; post-partum GDM patients
were named as Group 2B. The 3rd group consisted of age
matched 22 non-pregnant healthy subjects. We used two step
approach in pregnant women. GDM was diagnosed at 24-28
weeks of gestation with 100-gram three-hour oral glucose
tolerance test (OGTT). The diagnostic criterion of the
International Association of Diabetic Pregnhancy Study Group
(IADPSG) of GDM was used [10]. Exclusion criteria for all
groups were as follows: 1-Inability to give a written consent, 2-
Age less than 18 years, 3- Presence of hypo or hyperthyroidism,
renal dysfunction, hypertension, ischemic heart disease, or
malignancy, 4- presence of chronic infections or inflammatory
status.

Behind routine biochemical parameters, blood samples
for urotensin 11 level were taken from all participants at the start
of the study. Another blood sample for urotensin Il determination
was taken from group 1 and 2 participants 12 weeks after
delivery.

Routine laboratory tests were performed in our
hospital’s laboratory and plasma Ull level was determined in

Ahenk Laboratory (Istanbul, Turkey). The details of blood
sample collection for Ull and its determination were discussed
elsewhere [11].

The homeostasis model assessment—insulin resistance
(HOMA-IR) index was calculated by the following formula:
[fasting insulin (ulU/ml) x fasting blood glucose (mmol/L)]/22.5.

Statistical analysis

Statistical analyses were performed using SPSS 22.0
statistical package for Windows. Data were expressed by
descriptive statistics (mean, standard deviation, median and
interquartile range). The distribution of variables was checked
with the Kolmogorov-Smirnov test. For a comparison of
variables of normal distribution, the t-test for independent
samples was used and Mann-Whitney U test was used for the
comparison of variables with non-normal distribution. Pearson
and its nonparametric equivalent (Spearman) tests were also used
for evaluation of the correlation between quantitative variables.
A value of p<0.05 was accepted as statistically significant.

Results

There was no significant difference in mean age
between the groups (p >0.05). Fasting glucose levels of group 2
were significantly higher than group 1 and 3 (p was 0.001, and
0.01, respectively). Although fasting glucose levels in group 1
were higher than that of group 3, it had not reached statistically
significance (p >0.05) (Table 1).

Comparing plasma Ull concentrations of the groups
showed that gestational Ull levels of both GDM (group 2A) and
non-GDM patients (Group 1A) were higher than non-pregnant
healthy controls (Group 3) (p=0.0001 for both). Also gestational
UlI levels of GDM patients (Group 2A) were higher than non-
GDM patients (Group 1A) but had not reached statistical
significance but was close to it (p =0.062). After delivery,
difference in Ull levels between the groups was same as above
(p=0.004, p=0.019 and p=0.217, respectively). Comparing
pregnancy and postpartum (PP) plasma Ull levels showed a
decrease in both GDM and non-GDM patients but it was
significant only in non-GDM patients (p=0.036) (Table 1).

Comparison of gestational and postpartum laboratory
parameters of pregnant women is shown in Table 2. Gestational
blood glucose levels were higher in GDM (Group 2A) than non-
GDM patients (Group 1A) but had not reached statistical
significance but was close to it (p=0.053). In postpartum period,
this difference was more prominent (p=0.005). Another point to
mention is that HbA1c% levels were significantly different
within and between the groups (p=0.0001, p=0.004, p=0.0001
and p=0.013, respectively).

Mean plasma glucose levels of gestational 100 gram
OGTT and postpartum 75 gram OGTT test results were different
between non-GDM and GDM patients. Additionally, none of
them remained diabetic after delivery (see figure 1 and 2
respectively for mean levels and their p values as well).

There was no significant correlation between gestational
and postpartum UlI levels and age or other study parameters of
the participants.

Discussion

The vasoactive peptide Ull has been shown to be
increased in several disease conditions as hypertension, heart
failure, atherosclerosis, kidney failure, etc. Surprisingly, its
plasma levels were found to be higher in patents underwent
kidney transplant than chronic renal failure and healthy control
subjects [11]. In addition to its vasoactive effect, it also has a
diabetogenic effect [3, 4]. This may be partially due to its effect
on insulin secretion from pancreatic cells.
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Table 1: Age and laboratory measures of the study groups.

Urotensin Il and Gestational Diabetes

Group 1A Group 2A Group 3 Group Group  Group
=58 Non-GDM (n=15) GDM (n=21) Healthy controls (n=22) 1Avs2A  2Avs3 1Avs3
Min-Max Min-Max Min-Max p value
MeantSD ————— MeantSD ———— MeantSD ————— p value
(Median) (Median) (Median)
Age (year) 28.144.9 32.545.0 30.8+6.3 0.055%T 0.05 054  0.313
AT
Glucose (mg/dL)  78.9+11.3 6?%0 92.7425.1 6?;?7 777482 ?;’4955) 0.0001 0001 001  0.698
0.37-0.53 0.22-1.26 0.05-0.39  0.0001°7
G-UT (ng/mL) 0.45+0.06 (0.46) 0.6:0.3 (0.56) 0.2+0.1 (0.16) m 0.062 0.0001 0.0001
0.12-0.93 0.01-1.27 0.05-0.39 KW m m m
PP-UT (ng/mL) 0.28+0.22 (0.19) 0.5+0.4 (0.42) 0.2+0.1 (0.16) 0.005 0.217 0.004 0.019
*p value 0.036"% 0.136°

GDM: Gestational diabetes mellitus, SD: Standard deviation, A/Tu: ANOVA (Tukey), A/Tm: ANOVA (Tamhane's T2), KW:Kruskall-Wallis,
m: Mann Whitney U, t: t test, p: gestational and postpartum Ul (paired test), w: Gestational and Postpartum Urotensin Il (Wilcoxon test), G-
UT: Gestational Urotensin II, PP-UT: Postpartum Urotensin Il, * Pregnancy & Post-partum

100 gr OGTT
250
p=0,001
200 p=0,001
fes p=0,0001
$ 150
£
2
8 100
o
=0,003
50 P
0
O min. 60 min. 120 min. 180 min.
Time
emgmmnon-G DM GDM

Figure 1: Gestational 3 hours 100 gram OGTT results of the
pregnant subjects.

75 gr OGTT

B p=0,007

120
100
80
60
40
20

p=0,042
v

Glucose (mg/dl)

O min. 120min.

Time

amgmenon-G DM w=GDM

Figure 2: Postpartum 2 hours 75 gram OGTT results of the women.

There are studies about UII/UTR system in pregnancy
and preeclampsia [12, 13]. Cowley et al. [14] has compared
plasma Ull levels between preeclampsia and normotensive
pregnant women. Although mean arterial pressure levels were
different between the two groups, plasma Ull levels were not
different. At delivery umbilical cord UlI levels were higher than
plasma UlI levels in preeclampsia group [14]. In our pilot study,
both gestational and postpartum plasma Ull concentrations were
significantly higher than the plasma Ull concentrations of the

&
\ g

healthy control group. Also both gestational and postpartum Ul
concentrations were higher in GDM than non-GDM patients but
have not reached statistically significance (but it was close to
significant in gestational period). But the important point to
mention is that plasma UlI levels of non-diabetic mothers were
decreased significantly after delivery but not in GDM mothers
(Table 1). The above Cowley’s study findings indicate that the
high plasma UlI levels in GDM patients could not be attributed
to the pregnancy alone. So it seems that Ull, in addition to its
vasoactive properties [15], it has also diabetogenic effects [6]. As
we know, there are reports about the role of Ull system in
increasing genetic susceptibility to GDM [9].

Comparing of 100 gram OGTT in non-GDM pregnant
women and GDM pregnant women reveals that plasma glucose
increases in a same manner in both (but more prominent and/or
pathological in GDM subject) (Figure 1). This similarity of
postprandial plasma glucose increase manner in both may be due
to high plasma UlI levels of them (in relation to healthy controls)
(Table 1). Unfortunately, we have not performed 100gr OGTT
test in healthy controls to compare. As we know, UII/URS has
structural similarity with somatostatin [16]. Maybe Ull (like
somatostatin) inhibits glucagon like peptide (GLP) secretion
from the gut [17]. The supporting sign of this above thesis is the
similarity between our postprandial plasma glucose response and
non GLP-1 infused obese patients of Flint’s study (which was
higher than GLP-1 infused patients during postprandial period)
[18]. Another supporting point of our thesis is recent evidence of
success of metformin and glyburide in GDM management [19].

Another point to mention is that insulin sensitivity (as
measured by HOMA-IR) was lower in GDM patients (in
compare to non-GDM persons) at gestation and this sensitivity
decreased more after delivery but not reached statistically
significance. Insulin levels were not changed significantly as
well (p >0.05 for all). Serum C-peptide levels were higher in
GDM than non-GDM patients and even (opposite to non-GDM
subjects) increased in GDM patients after delivery which made
post-partum levels of them close to significant (Table 1).
Whether this increase in c-peptide levels is a consequence or is a
result needs to be investigated. C-peptide has a regulatory effect
on B-cell function and insulin secretion. The glycated c-peptide
has a less inhibitory effect than the non-glycated one [20].This
may explain the increased insulin and HOMA-IR levels of GDM
subjects after delivery in spite of higher postpartum C-peptide
levels in GDM patients who also had high glucose and
HbAlclevels (Table 2). This fact is also true for the effect of
somatostatin and GLP-1 [20, 21].There was no significant
difference in mean postpartum UlI levels between non-GDM and
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Table 2: Gestational and post-partum laboratory results of the pregnant women.

Urotensin Il and Gestational Diabetes

Pregnancy Post-partum p value
Non-GDM (Group 1A) GDM (Group 2A) Non-GDM (Group 1B)  GDM (Group 2B)
Min-Max Min-Max Min-Max Min-Max 1A vs 1B vs 1A vs
Mean=SD  (\redian) MDD (viegian)  MA=SD (viegian)  MaESD(hiedian) 24 2B 1 2AWSZB
Glucose 66-110 72-98 82-108
(mg/dL) 78.9+11.3 (78) 92.7£25.1 6(-8179)7 88.2+6.5 (90) 95.2+7.1 (95) 0.053 0.005 0.01 0.553
Creatinine 0.3-0.7 0.4-2.5 0.6-0.8 0.5-0.9
(mg/dL)* 0.5+0.1 (0.5) 0.6+0.4 (0.5) 0.7+0.1 0.7) 0.7£0.1 0.7) 0.091 0.686 0.0001 0.0001
AST 9-24 9-34 14-33 13-52
(U/L)* 16.6+4.3 (16) 16.245.3 (15) 21+£5.04 (20) 22.6+10.2 (19) 0.802 0.675 0.042 0.002
5-26 6-47 9-58 8-53
ALT (IU/L) 1.745.7 (10) 13.3+8.1 (1) 21.8+14.4 (16) 21.3+12.0 a7 0.526 0908 0.03 0.008
Uric  Acid 2.1-45 2.5-13 3.1-53 2.1-6.4
(mg/dL)* 3.3+0.7 (3.6) 4.0£2.0 (3.5) 4.0£0.7 @.1) 4.5+1.1 (4.6) 0.378 0.117 0.004 0.007
C-peptide 0.8-7.2 1.2-99 0.9-4.8 1.1-10.1
(ng/mL) 2.7£1.9 (1.98) 32422 (2.88) 2.3£1.0 @ 3.6+£2.9 2.6) 0494 0.073 0.435 0.287
Insulin 1.1-30.5 6.5-32.1 1.9-255 7.1-26.4
(uIU/mL) 12.9+8.8 (10.6) 13.7+£5.7 (12.15) 12.0+6.9 (10.5) 13.8+4.2 (14.6) 0.771 0339 0.527 0.098
0.2-6.9 1.2-7.0 0.3-5.6 1.6-6.8
HOMA-IR 2.6+1.9 (2.04) 3.1+1.5 (2.60) 2.7+1.6 2.4) 3.3+1.1 2.9) 0.318 0.191 0.744 0.158
4.2-53 4.6-6.5 48-54 5-6.5
0,
HbAlc (%) 4.9+0.3 (4.9) 5.4+£0.5 (5.3) 5.240.2 (5.3) 5.6+0.5 (5.5) 0.0001 0.004 0.0001 0.013

SD: Standard deviation. * Non-normally distributed data, GDM: Gestational diabetes mellitus, AST: Aspartate transferase, ALT: Alanin transferase,
HOMA-IR: Homeostasis model assessment of insulin resistance, HbAlc: Glycosylated hemoglobin.

GDM patients. But their response to 75gr glucose loading test
was in a similar manner (but was significantly higher in GDM
group). Whether this is a different response due to the degree of
glycosylation of UIl between them needs to be further
investigated (see figure 2).

In Cowley et al.’s [14] study, umbilical cord Ull levels
at delivery were higher than plasma UlI levels in preeclampsia
group. In our study, we have not determined umbilical cord UlI
levels or its expression to be evaluated. Also we have not
determined insulin and /or c-peptide response in 100 gram
OGTT tests to compare.

In conclusion, the finding of elevated gestational plasma
UlI levels in GDM patients which did not decrease significantly
after delivery shows that Ull /UTR system may have a role in the
pathogenesis of GDM. Further detailed studies are needed in this
field.
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Bel ve sirt agrisi olan hastalarda muhtemel bir faktor olarak D

vitamini eksikligi: Retrospektif bir calisma

Vitamin D deficiency as a probable factor in patients with lowback and back pain: A retrospective

study
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Oz

Amag: D vitamini birgok kas iskelet sistemi fonksiyonu ile iliskilidir ve eksikligi tiim diinyada yaygin goriilen
bir saglk problemidir. Bel ve sirt agrilari da yasam kalitesinin disiikliigi, is giicii kaybi, tan1 ve tedavi
yaklasimlarinin maliyeti agisindan onemli saglik problemleridir. Bu ¢alismanm amaci bel veya sirt agrisi
yakinmasi ile basvuran hastalarda D vitamini eksikligini aragtirmaktir.

Yontemler: Hastanemize 2015 yili iginde ayaktan basvuran, D vitamini diizeyi olgiilen 18-45 yas arasi hastalar,
otomasyon sistemi tizerinden tarand1 ve ¢alismaya alindi. Serum 25-(OH) seviyesi 20 ng/ml altindaki degerler D
vitamini eksikligi, 20 ng/ml ve tizeri degerler ise normal olarak degerlendirildi. Calismaya alinan hastalar agr
sikayeti mevcudiyetine gore iki gruba ayrildi. Bel agris1 veya sirt agris1 yakinmasi ile bagvuran hastalar grup 1,
agri yakinmasi olmayan hastalar grup 2’yi olusturdu. Gruplar arasinda D vitamini eksikligi agisindan
karsilagtirma yapildi. Verilerin analizinde tanimlayici istatistikler, siirekli degiskenler i¢in ortalama ve standart
sapma, kategorik veriler igin ise say1 ve yiizde kullanildi. Kargilastirmalar icin Ki-kare testi kullanildi.
Anlamlilik %95 giivenlik araliginda degerlendirilmis olup p<0,05 anlamli kabul edildi.

Bulgular: Calisma déneminde hastanemize bagvuran 18-45 yas arasi hastalarin 28.148’inde D vitamini diizeyi
olciildiigii tespit edildi. Grup 1°deki hastalarda D vitamini eksikligi goriilme oran1 %84,5 iken, grup 2’deki
hastalarda bu oran %75,7 idi. Bel veya sirt agris1 yakinmasi olan hastalarda, olmayan hastalara gére D vitamini
eksikliginin daha yiiksek oranda goriildiigii saptandi (p=0,001).

Sonug: Vitamin D eksikligi ¢ogunlukla asemptomatik olmakla birlikte kemik ve kas agrilarina sebep olabilir.
Calismamizda bel veya sirt agris1 yakinmasi olan hastalarda, D vitamini eksikliginin daha sik oldugunu tespit
ettik. Bu sebeple bel veyasirtagrisi olan hastalarda D vitamini diizeyinin degerlendirilmesini 6nermekteyiz.
Anahtar Kelimeler: D vitamini, bel agris, sirt agrisi, agri

Abstract

Aim: Vitamin D is associated with many musculoskeletal system functions and its deficiency is a common
health problem in the world. Low back and back pain are also an important health problems in terms of low
quality of life, cost of labor loss, diagnosis and treatment approaches. The aim of this study was to investigate
the deficiency of vitamin D in patients with complaints of low back or back pain.

Methods: The outpatients between 18-45 years of age, whose vitamin D levels are measured in 2015, were
scanned through the hospital information system. Serum 25-(OH) D levels below 20 ng/mL were considered as
vitamin D deficiency, 20 ng / mL and above were normal. Patients were divided into two groups according to
the presence of pain. The patients who were with low back or back pain were treated as group 1, and patients
who did not complain pain as group 2. Group 1 and group 2 were compared in terms of the presence of vitamin
D deficiency. In the analysis of the data, descriptive statistics, mean and standard deviation for continuous
variables, and number and percentage for categorical data were used. Chi-square test was used for comparisons.
Significance was assessed at a 95% safety interval and p <0.05 was considered as significant.

Results: Vitamin D levels were measured in 28,148 of the patients between the ages of 18 and 45 who applied to
our hospital during the study period. Vitamin D deficiency was 84.5% in group 1 patients whereas it was 75.7%
in group 2 patients. A statistically significant difference was found in patients with low back or back pains, with
a higher incidence of vitamin D deficiency compared to the other group (p = 0.001). Conclusions: Vitamin D
deficiency is often asymptomatic and may cause bone and muscle pain. In our study, we frequently observed
deficiency of vitamin D in patients with lumbar or back pain. In this context, the level of vitamin D should be
evaluated during the approach to low back and back pain.

Keywords: Vitamin D, low back pain, back pain, pain

Giris

D vitamini; yagda eriyen vitaminler arasinda yer almakta olup aym1 zamanda
endojen olarak sentezlenebildigi i¢in hormon ve hormon dnciilleri olan bir grup steroldiir.
En 6nemli etkisi kalsiyum, fosfor metabolizmas1 ve kemik mineralizasyonu tizerinedir [1,
2]. Son yillarda, D vitamini eksikligi ve yetersizliginin bir¢ok kronik hastalikla iliski
icinde oldugu bulunmustur [3,4]. Ulkemizde de D vitamini eksikligi veya yetersizligi son
donemde saglikta erisilebilirligin ve imkanlarin artmasiyla birlikte daha ¢ok giin yiiziine
¢tkmaya baslamistir. Bazi kaynaklarda D vitamini eksikligi artik kiiresel bir salgin olarak
kabul edilmektedir [5]. Vitamin D durumunu degerlendirmek i¢in serum 25(OH) vitamin
D diizeyi 6lgiilmelidir. Serum 25(OH) vitamin D diizeyi >30 ng/ml durumunda yeterli
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vitamin D diizeyi, 20-30 ng/ml oldugunda vitamin D yetersizligi,
<20 ng/ml oldugunda vitamin D eksikligive <10 ng/ml ise ciddi
vitamin D eksikligi olarak kabul edilir [6].

Vitamin D igeren besin sayisinin az olmasi nedeniyle,
bu vitaminin az bir kismi (%10-20) gidalar ile alinir. Onemli bir
kismi (%80-90) ultraviyole B 1sinlar etkisiyle ciltte sentezlenir.
Sentez i¢in cilde direkt giines 1511 temasi gereklidir. Giines
isinlarinin diinya yilizeyine ulastigi agi D vitamini sentezinde
etkilidir. Ulkemizin bulundugu enlemde vitamin D sentezi
Mayis-Kasim aylar1 arasinda gerceklesir. Uygun 151n agisi saat
10.00-15.00 arasinda oldugundan, D vitamini sentezi ig¢in bu
saatlerde giinese c¢ikilmasi Onerilir. Yazin uygun saatlerde tim
viicudun giines 15181 ile ciltte hafif pembelik olusturacak sekilde
karsilagmasi durumunda, deride oral aliman yaklasik 20000 U
vitamin D dozuna esdeger diizeyde vitamin D sentezi gergeklesir
[5,6].

Diinyada yaklasik 1 milyar insanda D vitamini eksikligi
oldugu tahmin edilmektedir. Literatiire bakildiginda, vitamin D
durumu farkli iilkelerde, hatta ayni iilkenin degisik bolgelerinde
farklidir. Amerika ve Avrupa’da toplumda (huzur evinde degil)
yasayan yaslt erkek ve kadinlarin %40 ila %100’ inde vitamin D
eksikligi oldugu bildirilmistir [7]. Ulkemizde Ucar ve ark. son
yillarda Ankara bolgesinde yaptiklart bir calismada; oldukga
yiiksek oranda (%51,8) D vitamini eksikligi ve %20,7 oraninda
D vitamini yetersizligi tespit edilmistir [8].

Vitamin D eksikliginde goriilen klinik bulgular
eksikligin  derecesi ve siliresine baglidir. Cogu hasta
asemptomatiktir [9]. Eksiklik ¢ocuklarda rikets, erigkinlerde ise
osteomalazi klinik tablosuna neden olmaktadir. Bir kisim hastada
sekonder hiperparotiroidiye bagli kemik kaybi hizlanmis olup,
osteoporoz gelisir. Hastalarda eksiklik ve yetmezlik derecesine
gore, kemik mineral yogunlugunda azalma, yaygin kemik-kas
agrisi, kemik hassasiyeti, kas gii¢siizliigli, ylirlime zorlugu ve
kiriklar gelisebilir [10-13]. Calismamizda hastalarin yaygin
sikayetlerinden biri olan bel ve sirt agrisinda D vitamini
eksikliginin de goz Oniinde bulundurulmasinin gerekliligine
dikkat ¢ekmek istedik.

Gerec¢ ve Yontemler

Retrospektif gbzlemsel bir ¢alisma planlandi. Calisma
Helsinki dekorasyonuna uygun olarak yapildi. Hastanemiz 2015
yili i¢indeki ayaktan basvuran ve D vitamini diizeyi 6l¢iilen 18-
45 yas arast hastalar, otomasyon sistemi iizerinden tarandi ve
calismaya alindi. 20 ng/ml altindaki degerler D vitamini
eksikligi, 20 ng/ml iizeri normal olarak degerlendirildi.

Calisma hastalar1 agri sikayeti mevcudiyetine gore iki
gruba ayrildi. Bel agrist veya sirt agris1 yakinmasi ile basvuran
hastalar grup 1, agr1 yakinmasi olmayan hastalar grup 2’yi
olusturdu. Gruplar arasinda D vitamini eksikligi agisindan
karsilastirma yapildi.

Istatistik

Calismada elde edilen verilerin analizinde tanimlayici
istatistikler, siirekli degiskenler igin ortalama ve standart sapma,
kategorik veriler igin ise sayr ve yiizde kullanildi.
Karsilagtirmalar i¢in Ki-kare testi kullanildi. Anlamlilik %95
giivenlik araliginda degerlendirilmis olup p<0,05 anlamli kabul
edildi.

Bulgular

Calisma doneminde hastanemize bagvuran 18-45 yas
aras1 hastalarin 28.148’inde D vitamini diizeyi dl¢lildigi tespit
edildi. Grup 1’deki hasta sayisi, 229’u D vitamini eksikligi
saptanan, 42’si D vitamini diizeyi normal hastalar olmak {izere
toplam 271; grup 2’deki hasta sayisi ise 21.094°i D vitamini
eksikligi saptanan ve 6.783’ D vitamini diizeyi normal hastalar

D vitamini eksikligi & agr1

olmak {izere toplam 27.877 olarak saptandi (Tablo 1). Grup
1’deki hastalarda D vitamini eksikligi goriilme oran1 %84,5 iken,
grup 2°deki hastalarda bu oran %75,7 idi. Bel veya sirt agrisi
yakinmasi olan hastalarda, olmayan hastalara gére D vitamini
eksikliginin daha yiiksek oranda goriildiigii saptandi (p=0,001).

Tablo 1: Agr1 Yakinmast Varligr ve D vitamini Diizeyine Gore
Hasta Sayilar.

Grupl Grup2

25-OH D <20 ng/ml 229 21094 0,001

25-OH D > 20ng/ml 42 6783

Tartisma

Bel ve sirt agrisi giiniimiizde birgok insanin hayatinin
bir doneminde yasadigi toplumda sik karsilasilan problemlerden
birisi olup, yillik tedavi maliyeti, Amerika Birlesik
Devletleri’nde yapilan bir arastirma sonucuna gore milyon
dolarlart agmaktadir [12-14]. Toplumda sik goriilmesi ve 6nemli
bir saglik sorunu olmasi nedeniyle, bel ve sirt agrisin1 dnleyici
yontemlerin yeri, koruyucu hekimlik agisindan da Onem arz
etmektedir [15]. Bel ve sirt agrisinda disk dejenerasyonlari,
osteoartroz, osteoporoz ve vertebra kiriklari gibi mekanik
faktorler ¢cogunluk sebebi olmakla birlikte, altta yatan patolojik
mekanizmalar da 6nemlidir [16]. Hekimlerimiz bu yakinmalari
olan hastalarda saglik hizmeti sunumundaki imkanlarinda
artmasiyla birlikte goriintiileme yontemlerini siklikla kullanmaya
basladilar. Fakat bu beraberinde saglik harcamalarinda ciddi bir
artisa, radyoloji birimlerimizde gereksiz yigilmalara ve zaman
kaybina neden olabilmektedir.

Biz bu ¢aligmada tanis1 ve tedavisi daha kolay olan D
vitamini eksikliginin bu hasta grubunda atlanmamas1 gerektigine
dikkat ¢ekmek amaciyla bel veya sirt agrisi yakinmalari olan
hastalarin D vitamini diizeylerini degerlendirdik.
Incelemelerimiz sonucunda hastanemize bel ve sirt agrisi
yakinmastyla bagvuran hastalarda, bu sikayetler disinda herhangi
bir sebeple bagvuran hastalara oranla D vitamini diizeylerinin
daha diisiik oldugunu saptadik.

Al Faraj ve arkadaslarmin 15-52 yas arasi kronik bel
agrist olan hastalarda yaptiklar1 ¢alismada 360 hasta
degerlendirmeye alinmig, bu hastalarin 299 (%83)’unda D
vitamini diizeyleri diisiikk saptanmis ve D vitamini eksikliginin
kronik bel agrisinin major faktorlerinden biri oldugu kanaatine
varilmistir [17]. Ulkemizde 2013 yilinda yapilan bir ¢alismada
yas ortalamasi1 46,7 y1l (20-100 y1l) ve yaygin agrilar1 olan 8,457
hasta degerlendirilmis ve bu hasta grubunda D vitamini eksikligi
prevelanst %71,7 olarak saptanmistir [18].

Badsha ve arkadaglarmin yaptig1 bir ¢calismada ise agri
yakinmastyla birlikte D vitamini eksikligi saptanan 139 hastaya
D vitamini tedavisi verilmis ve %90’inda klinik diizelme
saglanmistir [19]. Buna karsin agri1 yakinmasi olan hastalarda
plasebo ve D vitamini tedavisinin karsilastirildigi 4 farkh
calismanin incelendigi bir derlemede sadece bir calismada D
vitamini takviyesinin plaseboya kars1 istiinligiiniin oldugu
gosterilebilmigtir [20].

D vitamini eksikligi yaygm goriilmesine ragmen
giiniimiizde toplum taramasi Onerilmemektedir. Yiksek riskli
kisilerde 25-OH D diizeyi oOl¢iilmesi Onerilmektedir (Tablo 2)
[21]. Bunlarla birlikte bel veya sirt agris1 yakinmasi ile gelen
hastalarda D vitamini diizeylerinin degerlendirilmesinin faydali
olacag1 kanaatindeyiz.
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Tablo 2: Vitamin D eksikligi riski yiiksek olan gruplar.

21. Tiirkiye Endokrinoloji

Yaglilar Koyu cilt rengine sahip olanlar

Obezite Vitamin D metabolizmasini hizlandiran
ilag¢ kullanimi1

Osteoporoz Glinese yetersiz maruziyet

Osteomalazi Nontravmatik (spontan) kirik olusumu

Hiperparatiroidi

Malabsorbsiyon sendromlari

2

10.

11.

12.

13

14.

15.

16.

17.

18.

Kronik bobrek Kronik karaciger hastaliklari
yetmezligi
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Aile Hekimligi Uygulamasimin Bir Egitim ve Arastirma Hastanesine

Ayaktan Hasta Basvurularindaki Etkisi

Impact of Family Medicine Implementation in outpatient admissions in an education and research

hospital

Abdiilkadir Aydin', Yildiz Atadag®, Didem Kaya®, Hatice Dilber Kosker”, Fatih Basak®, Sema Ucak®

Oz

Amag: Tiirkiye’de Saglikta Doniisiim Programi ile 2010 yili sonunda tiim yurt genelinde Aile
Hekimligi Uygulamasina gecilmistir. Bu c¢alismada Aile Hekimligi Uygulamasinin bir ii¢iincii
basamak devlet hastanesinin ayaktan hasta bagvurularina etkisinin degerlendirilmesi amaglanmigtir.
Yontemler: Hastanemizin 2007-2014 yillari arasindaki ayaktan hasta bagvuru sayilari otomasyon
sistemi ile tarand1. Saglik Bakanligi, Tipta Uzmanlik Kurulu’nun Aile Hekimligi asistan egitiminde
zorunlu rotasyon olarak belirledigi klinikler ve acil servis olmak tizere sekiz adet klinik incelendi.
2011 yili Aile Hekimligi sistemi uygulama baslangici olarak alindi. 2007-2010 yillar1 aras1 Aile
Hekimligi Uygulamas: dncesi donem, 2010-2014 yillar1 aras1 Aile Hekimligi Uygulamasi sonrasi
donem olarak ele alind1. Istanbul Anadolu yakasi niifus degisimleri diizeltmesiyle bagintilh olarak
donemler arasi bagvurular karsilastirildi. Verilerin analizinde tanimlayicr istatistikler, stirekli
degiskenler icin ortalama ve standart sapma, Olglim degerlerinin normal dagilim gostermeyen
karsilastirmalarinda Mann Whitney U Test kullanildi. Anlamlibik p<0,05 diizeylerinde
degerlendirildi.

Bulgular: incelemeye alan klinikler arasindan gdgiis hastaliklar1 ve kardiyoloji kliniklerine
bagvuran hasta sayilarinda niifus artisina oranla anlamli bir artis olmadigi goriilmiistiir. Diger
kliniklerde ise bagvuru sayilar1 niifus artisiyla bagintili bir sekilde artmaktadir.

Sonug: Aile Hekimligi Uygulamasi tiglincii basamak hastaneler iizerinde baslangi¢ i¢in olumlu
etkiler olusturmustur. Bu etkinin daha da arttirilabilmesi igin hastalarin aile hekimlerine
basvurmalar i¢in tesvik edilmesi, yeterli sayida birinci basamak saglik elemaniyla saglikta sevk
zincirinin uygulamaya alinmasi gerektigini diisiiniiyoruz.

Anahtar Kelimeler: Aile hekimligi uygulamasi, sevk sistemi, basamak

Abstract

Aim: With the health transformation program in Turkey, the Family Medicine Implementation
(FMI) was started across the nation in the end of 2010. This study attempted to assess the influence
of the FMI on outpatient applications to a third level state hospital.

Methods: The number of outpatient applications from 2007 to 2014 was screened through an
automation system. Eight clinics were examined including the clinics which Ministry of Health, the
Board of Medical Specialties assigned as a part of obligatory rotation within the scope of Family
Medicine assistant training, and emergency service. The year 2011 was taken as beginning year of
the Family Medicine system. The period from 2007 to 2010 was taken as the pre-FMI period while
the term from 2010 to 2014 was taken as the post-FMI period. The outpatient application rates of
the selected clinics were compared by periods in correlation with population changes in the
Anatolian site of Istanbul. In the analysis of the data, descriptive statistics, mean and standard
deviation for continuous variables, Mann Whitney U Test for abnormal distribution comparisons of
measured values were used. Significance was assessed at p<0,01 and p<0,05 levels.

Results: It was found that no significant increase occurred in the number of patients who applied to
the clinics of chest diseases and cardiology in parallel to population growth. In other clinics, the
number of applications increased in correlation with population growth

Conclusion: The family medicine implementation made positive effects on the third level hospital
in the beginning phase. We are of the opinion that, in order for these positive effects to be improved
further, patients should be encouraged to apply to family physicians, and a health referral chain
should be implemented with sufficient numbers of primary care personnel.

Keywords: Family medicine, general practitioner, referral chain
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Giris

Cagdas saglik sistemlerinin 6ncelikli amaglar1 arasinda,
birinci basamak saglik hizmetlerine agirlik vererek, saglik
hizmetlerine ulasilabilirligi ve bu hizmetlerden herkesin ihtiyact
oraninda yararlanmasini saglamak ve boylece kisilerin yasam
kalitelerini ve saglik standartlarini yiikseltmek yer almaktadir
[1].

Saglik hizmeti sunumunda, hizmetten yararlanan
bireylerin memnuniyeti Onemlidir. Birinci basamak saglik
hizmetlerinin siirekli egitimle gelistirilmesi ve giiclendirilmesi,
calisan hekimler ile diger saglik elemanlarinin 6zendirilmesi,
birey ihtiyaglarinin géz 6niinde bulundurularak koruyucu saglik
hizmetlerine agirlik verilmesi ve kabul edilebilir sevk sisteminin
uygulanmasi ana ilkelerdir. Bu ilkelerin hayata gegirilmesi ikinci
ve Uglincii basamakta yigilmay1 engelleyecek ve gercekten bu
basamaklarda tedavi edilmesi gereken hastalara yeterince zaman
ayrilmasini saglayacaktir. Birinci basamak saglik hizmetlerinin
etkili bir sekilde verilebilmesi, toplumun hastalik yiikiinii
azaltmasmin yani sira, ikinci ve iiglincii basamak tedavi
kuruluslarimizin da daha iyi ve kaliteli saglik hizmeti ve saglik
egitimi vermelerine firsat taniyacaktir [2].

Aile Hekimligi Uygulamasi (AHU) sevk zincirinde
onemli oranda bagar1 saglar. Hastaliklarin uygun basamaklarda
ele almmasmi ve tedavisini miimkiin hale getirir. Sevk
gerektiginde, kisinin saglik bilgileriyle birlikte dogru uzmanlik
dalina ve dogru merkeze gitmesini saglayarak, yiiksek maliyetli
ikinci ve lglincii basamak saglik hizmetlerinin daha etkili ve
ekonomik bigimde kullanimini saglar. Bu agidan aile hekimligi
ayn1 zamanda birgok yanlis yonlendirmeyi, diizensizligi, gereksiz
saglik harcamasmi, ikinci ve Tgiincli basamakta gereksiz
yigilmayt, kuyruklari ve hasta magduriyetini engeller [3, 4].

AHU ile ikinci ve igclincii basamak saglik
kuruluslarindaki gereksiz yigilmanin oniine gecilip gecilmedigi
konusu ¢ok calisilmis bir konu degildir. Bu ¢calismada AHU nun
lclincii basamak saglik kurulusundaki ayaktan hasta bagvuru
sayilarina yansimasini degerlendirdik.

Gere¢ ve Yontemler

Retrospektif gozlemsel bir ¢alisma planlandi. Caligma
Helsinki dekorasyonuna uygun olarak yapildi. Caligma protokolii
hastane yerel etik kurulu tarafindan onaylandi (UEAH-
26.08.2015/12561). Hastanemiz kliniklerine ayaktan bagvuran
hasta sayilar1 hastane otomasyon sistemi {izerinden elde edildi.
Niifus verilerinin degerlendirmesi igin hastanenin yerleskesi
nedeniyle Tiirkiye Istatistik Kurumundan alinan istanbul
Anadolu yakasi niifus verileri temel alindi. Aile hekimligi
uzmanhk egitiminde Tipta Uzmanhk kurulu tarafindan
belirlenmis zorunlu rotasyon yapilan yedi adet klinik (ig
Hastaliklar, Pediatri, Genel Cerrahi, Kadin Hastaliklar1 ve
Dogum, Psikiyatri, Gogiis Hastaliklar1 ve Kardiyoloji) ve Acil
Servis olmak iizere sekiz adet brans lizerinden degerlendirme
yapildi.

Degerlendirme donemi olarak AHU oncesi ve sonrasi
olarak iki dénem segildi. Istanbul’da AHU’ya 2010 y1li ekim ay1
sonunda geg¢ilmistir. AHU baslangic iki aylik gegis donemi goz
oniine alinarak 2011 yil1 olarak alindi. AHU 6ncesi donem 2007-
2010 yillar1 aras1 dort yillik periyot olarak alinmis olup, AHU
sonras1 donem 2011-2014 yillar1 aras1 dort yillik periyot olarak
alind1. Sekiz klinik brans i¢in niifus diizeltmesine gore baginti ile
iki donem arasindaki degisiklikler hesaplandi.

Istatistik

Calismada elde edilen bulgular degerlendirilirken
istatistiksel analizler igin SPSS 22.0 (Statistical Package forthe
Social Sciences, Power IBM Software) programi kullanildi.
Calisma verileri degerlendirilirken tanimlayic1 istatistiksel
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metodlarin  (Ortalama, Standart Sapma) yani sira Ol¢iim
degerlerinin normal dagilim gostermeyen karsilastirmalarinda
Mann Whitney U Test kullanildi. Sayisal degiskenlerin iliski

karsilastirmasinda ise Spearman’s Rho korelasyon testi
kullanildi.  Anlamlilik  p<0,01 ve p<0,05 diizeylerinde
degerlendirildi.

Bulgular

AHU oncesi ve sonrast donemde ilgili kliniklere yillik ayaktan
hasta bagvuru sayilart ve bu donemdeki niifus degisimleri
agagida tablo ve grafiksel anlatimla gosterilmistir (Tablo 1)
(Sekil 1-3).

AHU oncesi ve sonrasi donem karsilastirildiginda acil servis
(p=0,029), cocuk sagligi ve hastaliklar1 (p=0,021), kadin
hastaliklar1 ve dogum (p=0,021), ruh ve sinir hastaliklart
(p=0,043) ve genel cerrahi (p=0,027) kliniklerine bagvuran hasta
sayilarinda artis gozlemlenmektedir. Niifusun da artis1 soz
konusu oldugundan bu kliniklerdeki artis niifusun artmasindan
kaynaklanmaktadir. Niifus arttig1 halde hasta sayilari ayn1 oranda
artmayan go6gils hastaliklar1 (p=0,886), i¢ hastaliklar1 (p=0,770)
ve kardiyoloji (p=0,248) kliniklerine bagvuran hasta sayilarinda
anlamli artig olmamustir.

Tablo 1: Aile Hekimligi Oncesi ve Sonras1 Kliniklerin Sayisal Bagvuru
Degisiklikleri.

AHU Oncesi
(2007-2010)

AHU Sonrasi
(2011-2014)

Ortalama+
Standart Sapma

Ortalama =+ p
Standart Sapma

Acil Servis 390901+92103 594425+46568 0,029
Cocuk Sagligi

ve

Hastaliklar1 48694+27658 106513+£10802 0,021
Genel Cerrahi 3841148682 58906+3077 0,027
Gogiis

Hastaliklar1 38411+£8682 589063077 0,886
I¢c Hastahiklar1  104911+25616 117707+8923 0,77
Kadin

Hastaliklar1

ve Dogum 52008+12524 100831+9376 0,021
Kardiyoloji 6784+2617 111104£5005 0,248
Ruh  Saghg

ve

Hastaliklar1 12640+1626 2122646089 0,043

Bir onceki fark testinde ortaya konan aile hekimligi oncesi ve
sonras1 hasta sayilar1 farkliligi nedeni olarak niifus artis1 konu
edilmisti. Bu testte ise niifus ile bagmtili olan ve olmayan klinik
hasta sayilar1 ortaya konulacaktir. Korelasyon katsayilar
acisindan anlamlr iligkiler; acil servis (p=0,001), ¢ocuk saglig1 ve
hastaliklar1 (p=0,001), kadin hastaliklar1 ve dogum (p=0,004), i¢
hastaliklar1 (p=0,207), ruh ve sinir hastaliklart (p=0,001) ve
genel cerrahi (p=0,001) Kliniklerindedir. Bu Kliniklere gelen
hasta sayilar1 niifusla bagintiliolarak artmaktadir. Gogiis
hastaliklar1 (p=0,911) ve Kardiyoloji (p=0,289) kliniklerine
basvuran hasta sayilar1 niifus artisiyla ayni oranda artmamustir.

Tartisma

Biz bu calismada AHU’nun ikinci ve igiincii basamaklardaki
yigilmanin Oniine geg¢mesi beklentisinden yola ¢ikarak, bir
tiglincii basamak devlet hastanesinde uygulama sonrasi

&
\ g
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degisiklikleri  degerlendirdik.  incelemelerimiz  sonucunda
AHU’nun i¢ hastaliklari, go6glis hastaliklart ve kardiyoloji
kliniklerine ayaktan basvuran hasta sayilar1 iizerine baglangic
i¢cin azalma yoniinde olumlu etkileri oldugu soylenebilir. Diger
kliniklerde (¢ocuk sagligi ve hastaliklari, genel cerrahi, ruh ve
sinir hastaliklari, kadin hastaliklar1 ve dogum, acil servis) ise
anlamli bir etki saptamadik. Fakat bu bulgular1 degerlendirirken
toplumda saglikta farkindaligin artmas: ve saglik hizmetlerine
ulagimin kolaylagsmas1 gibi diger etkileyici faktorlerinde g6z
oniinde bulundurulmast ve bu alanda daha kapsamli
arastirmalarin yapilmasi gerektigini diistiniiyoruz.

6.000.000
4997548 3078563
iz 4838188
4504378 4633778 V7703@
5.000.000 - sa15082 . 2
3960515
4.000.000 1
3.000.000 1 z
ZRVIS
2.000.000 1
1.000.000
0+ 5 £ . : . . - .
2007 2008 2009 2010 2011 2012 2013 2014
‘l Yillar

Sekil 1: Yillara gore kliniklerin bagvuru sayilarindaki degisim.

Aile hekimi; kisiye yonelik koruyucu saglik hizmetleri
ile birinci basamak teshis, tedavi ve rehabilite edici saglik
hizmetlerini yas, cinsiyet ve hastalik ayrimi yapmaksizin, her
kisiye kapsamli ve devamli olarak belirli bir mekanda vermekle
ylikiimli, gerektigi dl¢iide gezici saglik hizmeti veren ve tam giin
esasina gore calisan aile hekimligi uzmami veya kurumun
ongordigi egitimleri alan uzman tabip veya tabipleri ifade eder
[5]. Bu tanim ¢ergevesinde birinci basamak saglik hizmeti veren
hekimlerin hastay: bir biitiin olarak ele alabilecek, hastayr ¢ok
yonlii degerlendirebilecek ve ihtiyag halinde ikinci ve {iglincii
basamak saglik birimlerine yonlendirmesini yapabilecek
donanim ve yetkiye sahip olmasi gerektigi diistiniilmektedir.
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Sekil 2: Yillara gore acil servis bagvuru sayilarindaki degisim.
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Sekil 3: Istanbul Anadolu yakast niifusu (x: yillar, y: niifus).
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Aile  hekimligi uygulamasindan yeterli  verim
almabildiginde ikinci ve liglincli basamak saglik hizmetlerinin
hasta yogunlugundan kaynakli problemlerinin rahatlamasi
beklenmektedir [6]. Calismamizda aile hekimligi uygulamasinin
iclincli basamak saglik hizmeti veren bir Egitim ve Arastirma
Hastanesi’nin ayaktan hasta basvuru sayilarmma etkisini
degerlendirdik. AHU’ya Istanbul ilinde 30.10.2010 tarihinde
gecilmis olup takip eden iki aylik siire¢ gecis asamasi olarak
degerlendirmeye alindi. Bu yiizden 2011 yilinin baslangici
uygulama baglangici olarak kabul edildi.

Saglik Bakanligi tarafindan aile hekimligi uzmanlik
egitiminde zorunlu alinmasi gereken klinik rotasyonlar ve
stireleri belirlenmistir [7]. Calismamizda bu rotasyon branglarini
ele almamizin sebebi; birinci basamak saglik hizmetlerinde bu
brans hastalarinin daha yogun olarak goriildiigiinii ve ilerleyen
donemlerde aile hekimligi uzmanlarimizin bu branglarda etkin
donanima sahip olmalariyla birlikte birinci basamak saglik
hizmetleri  kalitesinde anlamli  bir artis yasanacagini
distinmemizdir.

Birinci basamaktaki uygulamanin giiclendirilmesi ile
tiim gereksinimlere yanit veren, yiiksek nitelikli ve maliyet etkili
bir saglik sistemi hedeflenmektedir [8]. Ustii ve arkadaslarinin
[9] yaptig1 ¢alismada Erzurum saglik bolgesinde 2002 - 2008
yillart arasi verileri sunulmustur. Bu ¢alismada birinci basamak
bagvurularinda artis ve sevk oranlarinda diislis saptanmis olup
AHU desteklenmigtir. Aile hekimligi farkli klinik tablolarin
ugrak yeri olabilmektedir. Aile hekimligine basvurular en sik i¢
hastaliklar1 ile ilgili hastaliklar nedeni ile olmaktadir ve aile
hekimleri bu konuda tedavi ve takipte onemli yer almaktadir
[10]. Calismamizda AHU 6ncesi donem ile sonrasi donem
karsilastirlldiginda i¢ hastaliklart klinigine bagvuru sayilari ile
niifus artis1 arasinda anlamli bir iligki goriilmemis ve niifus
artmasina ragmen ayni oranda bagvuran hasta sayisi artmamustir.
Ancak grafiksel degerlendirmede uygulamanin baglangicin takip
eden bir yil igerisinde basvurularda belirgin bir azalma oldugu,
sonraki yillarda ise bu azalmayr bir artisin takip ettigi
goriilmektedir. Diigiisiin sebebinin; i¢ hastaliklar1 klinigine
birinci basamak saglik hizmeti almak i¢in bagvuran hastalarin
saglik hizmetlerini aile hekimlerinin devralmasi oldugunu
diistinebiliriz. Fakat son yildaki artist yorumlamak zor olmakla
birlikte; aile hekimligi uygulamasinin mevcut sartlar altinda
hastalar tarafindan yeterli bulunmadigr ve yeniden bir geriye
doniis yasandig izlenimi dogmaktadir.

Sensoy ve arkadaslarinin yaptigi bir ¢alismada 2002-
2004 yillar1 arasinda aile hekimligi merkezine bagvurular
incelenmis ve en sik degerlendirilen tani {ist solunum yolu
enfeksiyonu olarak degerlendirilmistir [11]. Caligmamizda AHU
oncesi ve sonrasinda go6gilis hastaliklar1 poliklinik bagvuru
sayilarindaki  degisiklikler niifusla  bagintigdstermemekte,
istatistiki olarak niifus arttigt halde bagvuran hasta sayisi
artmamaktadir. Ust solunum yolu enfeksiyonlar: basta olmak
lizere yaygin akut hastalarin aile hekimlerine bagvurarak
buralarda tutulabilmesi bu sonucu dogurmus olabilir. Fakat
Atadag ve arkadaslarinin yaptig1 bir ¢aligmada aymi tani grubu
konulan hasta sayisinin tiglincii basamak devlet hastanelerinde de
artis  gosterdigi  goriilmistiir[12]. Bu durum ise saglik
hizmetlerine erisimin kolaylagsmasinin sonucu olabilir.

Genel cerrahi kliniginin bagvuru sayilari ise niifusla
bagitigostermekte, niifus artigiyla birlikte istatistiki ag¢idan ayni
oranda artiy gostermektedir. Dolayisiyla aile hekimligi
uygulamasinin genel cerrahi poliklinik bagvuru sayilarina
anlamli bir etkisinin olmadigini gérmekteyiz. Bu baglamda aile
hekimlerinin bu brans iizerine egitimlerine agirlik verilmesi,
hastalarin bagvuru noktasinda gerek kamu spotlariyla gerek
cesitli ilanlarla bilgilendirilmeleri gerektigini diisiinmekteyiz.
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Durusoy ve arkadaslarinin Izmir ilinde yaptigs, ikinci ve
iiclincii basamak hastanelere bagvuran gebelerin incelendigi
calismanin sonucunda; kadinlarin gebe oldugunu 6grendikten
sonra ilk kontrol i¢in aile hekimlerine gitmek yerine devlet
hastanelerini tercih ettikleri goriilmiistir [13]. Calismamizda
kadin hastaliklar1 ve dogum klinik bagvurularina baktigimizda,
uygulama Oncesi ve sonrasi donem bagvuru sayilari niifusla
korelasyon gostermekte, hatta sayisal olarak anlamli bir artig
gostermektedir. Bu etkinin ana ¢ocuk sagligi gorevinin sinirl
sayida ana ¢ocuk sagligt ve aile planlama merkezleriyle
ylriitiilmekten 6te yaygin olarak aile sagligi merkezlerinin etkin
bir rol iistlenmeye bagladiginin, dzellikle gebelerin daha iyi takip
edildiginin ve geregi halinde bir {ist basamaga yonlendirildiginin
bir gdstergesi oldugunu diistinmekteyiz. Bu baglamda, ikinciveya
iiclincii basamakta miidahale gerektirmeyen durumlarda gebe
izlemlerinin tamamen aile hekimleri tarafindan yapilmasi
saglanmalidir.

AHU iginde aile planlamasi hizmetleri, ana ¢ocuk
saghigr ve asilama hizmetleri gibi genis kapsamli gorevler
bulunmaktadir. Nesanir ve arkadaslarimin 2010 yilinda yaptig1 bir
¢alismada AHU’ya gegen 11 il degerlendirilmis ve sonug olarak
uygulamanin umut vaat edici oldugu konusunda fikir birligine
vartlmistir [14]. Calismamizda c¢ocuk saghgi ve hastaliklar
klinigini inceledigimizde, uygulama sonrast bagvuru sayilarinda
uygulama Oncesine gore istatistiki olarak anlamli bir artis veya
azalis olmamakla birlikte grafiksel degerlendirmede artis hizinda
bir yavaglama oldugunu goriiyoruz. Bu etkinin daha da
arttirllabilmesi igin ailelerin bu konuda daha iyi yonlendirilmesi
ve bilgilendirilmesi gerektigini, 6ncelikle birinci basamak saglik
hizmetlerinin tercih edilmesi noktasinda tesvik edilmesi
gerektigini ve aile hekimlerimizin ¢ocuk sagligi ve hastaliklart
tizerine egitimlerine agirlik verilmesi gerektigini diisiinmekteyiz.

Ruh sagligi ve hastaliklar1 klinigi basvuru oranlarinda
uygulama Oncesi donem ile sonrasi donem karsilastirildiginda
istatistiki olarak anlamli bir degisiklik olmadig1 gortilmektedir.
Siireg takip edildiginde uygulama sonrasi bir yillik siirede
basvuru oranlarinda diger yillara gdre anlamli bir artis, takip
eden yil igerisinde ise tekrar anlamli bir azalma gormekteyiz.
Genel olarak baktigimizda basvuru oranindaki en diisiik deger
uygulama sonrasi ikinci yildir. Ruh sagligi ve hastaliklart
klinigine o yil iginde basvuruyu artiran diger faktorleri
aragtirmadan bir yargiya varmak miimkiin degildir. Bu brans i¢in
degerlendirmenin elimizdeki kisa siireli verilerle saglikli
yapilamayacagini, daha genig bir siire¢ ele alinarak detayli
degerlendirilmesinin daha uygun olacagi diisiiniiyoruz.

Kardiyoloji klinigi bagvuru oranlarinin uygulama 6ncesi
donem ile sonrast donem karsilastirildiginda istatistiki olarak
niifus artistyla bagintili bir artis izlenmemektedir. Grafiksel
degerlendirmesinde ise uygulama sonrasindaki bir y1l i¢inde artis
hizinda belirgin bir azalma, takip eden yil icindeyse basvuru
oraninda diisiis oldugunu gériiyoruz. Ilk etapta istatistiki olarak
bagvuru sayilarinda bir diisiis oldugu diisiliniilebilir. Fakat
hastanemizde kardiyoloji yatakli servisi olmamasi ve mevcut
hekimlerin sadece ayaktan hasta hizmeti verdigini g6z oniinde
bulundurursak uygulama sonrasi bagvuru oranindaki azalmayi
uygulamanin etkisi olarak gdrmenin saglikli bir tespit
olmayacagin diisiiniiyoruz. Ayrica hastanemizde sadece ayaktan
hasta kabul ediliyor olmasi, bu hastalar i¢inde birinci basamak
hastalarinin  oranmin olduk¢a yiiksek olmasim1 miimkiin
kilmaktadir.

Basak ve arkadaslar tarafindan 2014 yilinda yapilan bir
calismada aile hekimligi boliimlerinin 20 yil igindeki gelisim
stireci incelenmis ve sonu¢ olarak aile hekimligi boliimlerinin
nicel ve nitel gelisimi, Avrupa’da birgok iilkeyle kiyaslanabilir
diizeyde oldugu ifade edilmistir [15]. Yine 2014 yilinda Baykan
ve arkadaglarinin yaptigi caligmada tiikenmislik durumlari
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incelenmis ve sonug¢ olarak aile hekimlerinin biiyiik bir kismi,
mevcut uygulamanin hekimler arasindaki rekabeti, is yiikiini ve
stresini, etik yozlagmay1 artirdigini; yarisi sosyal hayatlarina ve
mesleki gelisimlerine ayirdiklar1 zamani azalttigimi  ifade
etmiglerdir [16].

Atun ve arkadaglar1 saglikta doniisim programi ile
birinci basamak saglik hizmetlerinin kapsaminin genisledigini
vurgulamiglardir. Yazarlara gore, bagisiklama, ana ¢ocuk sagligi
hizmetleri kapsamlarinda genisleme ve ilk bagvuru, tani, tedavi
ve izlem oranlarinda artis gbzlemlenmistir [17]. Buna karsilik
hizmet verenlerin goriisleri alindiginda Aile Sagligi Merkezi ve
Toplum Sagligt Merkezi hekimleri gebe, bebek izlemi ve
bagigiklama hizmetlerinin iyi bir diizeyde ylritildiigini
belirtmekle beraber bu hizmetlerin saglik ocagi sisteminde de
zaten iyl oldugunu ve Onemli bir degisim gergeklesmedigini
ifade etmislerdir. Birinci basamak saglik c¢alisanlar1 negatif
performans uygulanmasaydi izlem oranlarinin bu kadar yiiksek
olamayacagini diisiinmektedirler. Ayrica kronik hastaliklara
yonelik hizmetlerin yetersiz diizeyde oldugunu ya da saglik ocagi
donemine gore hicbir gelisgme gostermedigi dile getirilmistir
[18].

Calismamizda tespit edilen veriler 15181 altinda birinci
basamak saglik hizmeti veren aile sagligi merkezleri ve toplum
sagligt merkezlerinin uygulama sonrasi {iglinci basamak
hastaneler iizerinde baslangi¢ i¢in olumlu fakat oldukg¢a simirlt
etkiler olusturdugunu soyleyebiliriz. Hastalarin dogrudan aile
hekimlerini tercih etmesini &zendirici tedbirlerin alinmasi ve
ozellikle ¢ocuk sagligi ve hastaliklart ile kadin hastaliklari ve
dogum gibi branglarda aile hekimlerin egitiminin artirilmasi
gerektigini diisiiniiyoruz. Ayrica aile hekimligi egitiminde yeterli
nicel ve nitel egitimin uygulanmasinin yaninda aile hekimlerinde
tikenmislik durumlarinin 6nlenmesi konusunda uygulamalar
gelistirilmelidir.

Aile hekimligi uygulamasinin en zayif noktasi sevk
zincirinin olmamasidir. Sevk zinciri olmadan etkili ve maliyet
etkin birinci basamak saglik hizmetlerinden bahsedilemez. Aile
hekimlerinin saglik sisteminin ana girig kapist olmasi beklenir.
Sevk zinciri olmadiginda aile hekiminin saglik hizmetinin
koordinasyonunu tam olarak saglamasi giigtiir. Kringos’un
calismasinda birinci basamagin hastalar tarafindan tercih edilme
oraninin, sevk zinciri gibi zorunlu bir uygulama olmadikga, yillar
icerisinde degismeden nasil sabit bir seyir izledigi gosterilmistir.
Uygulama o6zellikleri itibartyla Tiirkiye’nin birinci basamak
saglik hizmet sunumunun zayif kategorisinde yer almasina neden
olan oOnemli etkenlerden birisi koordinasyon iglevini yerine
getirememesidir [8].

Aile hekimleri sevk zinciri uygulanmamasinin getirdigi
olumsuzluklar arasinda &zellikle kronik hastaliklar agisindan ilk
bagvuru fonksiyonunun gergeklestirilememesini de saymiglardir.
Bununla birlikte ayn1 aile hekimlerinin mevcut kosullarda birinci
basamaga sevk uygulamasi getirilmesinin son derece olumsuz
sonuclara yol agacagini diigiinmeleri dikkat ¢ekicidir. Bu noktada
temel kaygi is yiikiiniin asir1 artig1 olarak ifade edilmistir [19].
Kati bir sevk zincirinin tam olarak gerceklestigi ornekler
diinyada yok denecek kadar azdir. Bugiinkii saglik sistemi alt
yapimizla basarili bir sevk zincirinin uygulamaya alinmasinda
zorluklar goriilmektedir. Bu durumun nedeni olarak; “Birinci
basamak saglik hizmetlerinde gorevli hekim sayis1 ikinci ve
tiglincli basamak saglik hizmetlerinde goérevli hekim sayisinin
yaklasik dortte biridir” seklinde ifade edilmistir. Sevk zincirinin
uygulamaya alinabilmesi i¢in bu oranin tersine g¢evirilmesi
gerektigi Ongoriilmiistiir. Birinci basamak saglik hizmetlerini
yurliten aile  hekimligi  birimlerinin  donanmim  olarak
zenginlestirilmesi, halkin buralara yonlendirilmesi ve tasarlanan
hizmete yeter hale getirilmeleri gerekmektedir [20].
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Aile hekimligi uygulamasinin baslangi¢ olarak olumlu
fakat smurl etkiler olusturdugu goriilmektedir. Bu etkinin daha
da arttirilabilmesi i¢in hastalarin basvuru noktasi konusunda belli
araliklarla  detayli  bilgilendirilmesi, aile  hekimlerine
basvurmalart i¢in tesvik edilmesi ve gerekli yasal diizenlemelerin
yapilmas1 gerekmektedir. Bu baglamda optimal alt yap1
olusturulup, yeterli sayida birinci basamak saglik elemani ile
saglikta sevk zincirinin uygulamaya alinmasinin birinci basamak
saglik hizmetlerinin degerini arttiracagini, ikinci ve {gilincii
basamak saglik hizmeti veren kurumlardaki hasta yogunlugunu
azaltacagint  ve hastalarin daha kaliteli saglik hizmeti
alabilecegini disiiniiyoruz.
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Olgu Sunumu / Case Report

Does bullous erythema ab igne develop easier in diabetics? A case

series of four patients

Biilloz eritema ab igne diabetiklerde daha kolay m1 gelisiyor? Dort hastadan olusan bir olgu serisi

Habibullah Aktas', Ali Ramazan Benli2, Ersin Aydin?, Isa An*

Abstract

Erythema ab igne is a skin disease produced by chronic heat exposure. It is manifested by reticulate
erythema and pigmentation with or without subjective symptoms mainly on the lower extremities.
Erythema ab igne has significance due to its malignant potential. Bullous type erythema ab igne is
very rare, and its association with diabetes mellitus has not been mentioned yet.

In this paper, we present four diabetic patients with bullous erythema ab igne and emphasize the
importance of avoiding chronic heat exposure, particularly in diabetic patients.

Key words: bullous erythema ab igne, diabetes, malignancy

Oz

Eritema ab igne kronik 1s1 maruziyetinin meydana getirdigi bir deri hastaligidir. Ozellikle alt
ekstremitelerde subjektif belirtileri de olabilen ag benzeri eritem ve pigmentasyonla kendini belli
eder. Eritema ab igne malign potansiyeli nedeniyle 6nem tagir. Biilloz lezyonlarmn eslik ettigi eritem
ab igne ¢ok nadirdir ve simdiye kadar diabetle iliskisinden bahsedilmemistir. Bu makalede biilloz
eritema ab igne tanist konulan dort diabetik hastayir sunuyor ve 6zellikle diabetik hastalarda kronik
181 maruziyetinin sakincalarina vurgu yapiyoruz.

Anahtar kelimeler: biill6z eritema ab igne, diabet, malignensi

Introduction

Erythema ab igne (EAI) is a cutaneous condition produced from chronic heat
exposure. It is manifested by reticulate dusky erythema and its residual pigmentation.
Although EAI is commonly seen on the lower extremities, other body areas such as the
back, the lumbar region, the arms, even the face, exposed to a heating source may be
involved. The disease is often asymptomatic, but rarely burning sensation and mild
pruritus have been described in some patients [1]. The histopathology of erythema ab igne
is generally nonspecific and non-diagnostic, so the diagnosis is mainly clinical [2].

EAI associated with bullous lesions is very rare, and it has been suggested that it
could be a late-stage of EAI. As heating time increases, theoretically possibility of the
development of bullous lesions also increases [2]. Additionally, its association with
diabetes mellitus has not been mentioned yet.

Case Reports

There were four male diabetic patients with erythema ab igne associated with
bullous lesions. Their ages ranged from 34 to 54 years, with an average of 46.5
years.There were four male diabetic patients with erythema ab igne associated with
bullous lesions. Their ages ranged from 34 to 54 years, with an average of 46.5 years. All
the patients were diabetic; one was on oral anti-diabetic drug therapy while the others had
been on insulin treatment. One of the patients had hypothyroidism as well.
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The patients admitted to our dermatology outpatient
clinics with the complaints of redness and bullae on their lower
extremities. In dermatological examinations, bilateral reticulated
erythematous and hyperpigmented macules with bullous lesions
were observed on the medial and anterior aspects of the legs in
various stages (Figure a-d). In history, all of them revealed an
electrical heater use close to their lower extremities throughout
the day for several weeks. The patients were unaware that the
heater device could cause to the problem. Typical appearance of
the lesions on a well-known localization associated with the
history of use of heating source helped us to put the diagnosis of
EAL. Diabetic bullae may be a differential diagnosis; however,
no biopsy procedure was needed for the bullae since the
histopathological features were not pathognomonic in both
bullous lesions of erythema ab igne and diabetic bullae. The
patients were warned about the significance of the disease
implying its malignancy potential and recommended absolute
avoiding from heater use. A topical antibiotic ointment
(mupirocin or fucidic acid) was prescribed to prevent secondary
bacterial infections, recommending at least two weeks.

Written consent could not be taken from the
retrospective design of the study.

e 4
Figure:(From a to d) Erythema ab igne bullous and crusted
lesions in the lower extremities.

Discussion

Although EAI is seen mostly in women, the patients in
the present study were all male. We could not impose a rationale
for the explanation about the detection of all bullous lesions in
men. Due to the presence of only four patients, it is impossible to
indicate a general rule. However, male patients may be more
exposed to electrical heater use because of working situations
outside of their home.

Bullous lesions with typical erythema ab igne
presentation have been rarely reported in the literature [1,3-5].
Although diabetes associated EAI cases were reported in the
literature, none of them did notice a possible association between
bullous type EAI and diabetes mellitus [6, 7].

Turan et al. reported a bullous EAI case with
hypothyroidism like one of our patients and discussed that
hypothermia seen in anemia and hypothyroidism may be
detected in EAI cases [5]. EAI occurred within two months after
heat exposure in Turan's case. It is likely that hypotermia in the
patient could provoke more exposure time to heat giving rise to
the development of bullous lesions.

Peripheral neuropathy is a well-known complication
seen especially in poorly controlled and long standing diabetic
patients. Those patients with diabetic neuropathy are not be able
to feel pain or high temperature properly, so it is likely that they
stay much more time close to a heating source without feeling of

a4

burning. The development of bullae may be related with this
long standing exposing time in diabetic patients.

EAI has an important issue that malignant neoplasms
such as Squamous cell and Merkel cell carcinomas might
develop over the lesions as the time progresses if the heat
exposure continues [8,9]. Since bullous EAI may indicate a
long-term exposure to heat, it is logical to propose that risk of
malignancy may be higher in bullous type EAI cases. All people
not only diabetic patients should be alerted about this condition
by their physicians.
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Olgu Sunumu / Case Report

Rastlantisal olarak saptanan gastrointestinal stromal tiimor: Bir

olgu sunumu

Incidentally detected gastrointestinal stromal tumor: A case report

Tolga Canbak, Aylin Acar, Ethem Unal

Oz

Gastrointestinal stromal tiimorler (GIST), primer olarak gastrointestinal sistemde yerlesen
mezenkimal tiimorlerdir. Laparoskopik kolesistektomi esnasinda rastlantisal olarak saptanan bir
GIST olgusunun sunumu amaglandi.

Altmis yasinda kadin hasta bir giin 6nce baglayan karm agrisi nedeniyle acil servise bagvurdu. Fizik
muayenede sag {ist kadranda hassasiyeti mevcuttu. Laboratuar incelemelerinde, WBC: 6.490 K/uL,
hemoglobin 12 gr/dL, hematokrit %35, diger biyokimyasal tetkikleri normaldi. Karin
ultrasonografisinde safra kesesi hidropik, intraluminal en biiyiigii 15 mm birka¢ kalkiil ve
perikolesistik sivi mevcuttu. Akut kolesistit nedeniyle laparoskopik kolesistektomi planlandi.
Eksplorasyonda akut kolesistite ek olarak Treitz Ligamenti’nden 15 cm distalde yaklasik 5 cm’lik
bir kitle tespit edildi. Laparoskopik kolesistektomi yapildi. Konversiyon laparotomiye gegilerek
segmenter ince barsak rezeksiyonu ve u¢ uca anastomoz yapildi. Spesmenin histopatolojik
incelemesinde CD117, CD34 ve S100 pozitifligi olan gastrointestinal stromal tiimor saptandi.
GIST’lerin Kajal hiicrelerinin  6nciillerinden kaynaklanan mezenkimal timorler oldugu
diisiiniilmektedir. GIST’ler genellikle 60’11 yaslarda tespit edilirler. Tedavide ilk segenek cerrahi
rezeksiyondur.

Anahtar kelimeler: gastrointestinal stromal tiimor, jejunum, cerrahi

Abstract
Gastrointestinal stromal tumors (GIST) are mesenchymal tumors located primarily in the
gastrointestinal tract. We aimed to present a case report of GIST incidentally detected during
laparoscopic cholecystectomy.
A 60-year-old woman was admitted to the emergency room due to abdominal pain for one day. The
physical examination revealed sensitivity on the right upper quadrant. In the laboratory
examinations, white blood cell count 6,490 k/uL, hemoglobin 12 g/dL, hematocrit 35% and other
biochemical tests were normal. Abdominal ultrasound revealed hydropic gallbladder, several
gallstones with a maximum diameter of 15 mm and pericholecystic fluid collection was present.
Laparoscopic cholecystectomy was planned due to acute cholecystitis. In exploration, beside the
presence of acute cholecystitis, a mass of approximately 5 cm, located 15 cm distal to the ligament
of Treitz was detected. Laparoscopic cholecystectomy was performed. Conversion to open
laparotomy was done; small intestine resection with end-to-end anastomosis was performed.
Gastrointestinal stromal tumor with CD117, CD34 and S100 positivity was detected on
histopathologic examination.
It is thought that GISTs are mesenchymal tumors originating from precursors of Kajal cells. GISTs
are usually detected in their 60s. The first option for treatment is surgical resection.
Keywords: Gastrointestinal stromal tumor, jejunum, surgery

Giris

Gastrointestinal stromal tiimorler (GIST), primer olarak gastrointestinal sistem
ve abdomende yerlesen, 6zgiin histolojik 6zellikleri olan, mezenkimal tiimoérlerdir [1,2].
Primer gastrointestinal sistem tiimorlerinin %1’inden azini olusturmaktadir [3]. Genellikle
asemptomatik olup cerrahi miidahale veya tetkik sirasinda saptanir. Iki santimetre ve daha
kiigiik GIST ler genellikle asemptomatiktir. Semptomatik olanlar yerlesim yerlerine gore
karm agrisi, dispeptik yakinmalar gibi 6zglin olmayan sikayetlere neden olurlar [4].
GIST’lerin patogenezinde C-kit protoonkogenindeki mutasyon (CD 117) yer almaktadir.
Timor davranigini tahmin etmede kullanilan en 6nemli kriterler, timoér ¢ap1 ve mitotik
orandir.

Laparoskopik kolesistektomi esnasinda rastlantisal olarak saptanan bir GIST
olgusunun sunumu amaglandi.
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Olgu Sunumu

Altmis yasinda kadin hasta bir giin 6nce baslayan karin
agris1 nedeniyle acil servise bagvurdu. Fizik muayenede sag iist
kadranda hassasiyeti ve Murphy bulgusu mevcuttu. Defans ve
rebound yoktu. Ozgegmisinde ve soygegmisinde 6zellik yoktu.
Laboratuar tetkik incelemelerinde, 16kosit 6.490 k/ulL,
hemoglobin 12 gr/dL, hemotokrit 35% ve biyokimyasal tetkikleri
normaldi. Karin ultrasonografisinde safra kesesi boyutlar1 45x91
mm, hidropik, intraluminal en biiyiigii 15 mm birka¢ kalkiil ve
perikolesistik  sitvi mevcuttu. Akut kolesistit nedeniyle
laparoskopik kolesistektomi planlandi. Eksplorasyonda akut
kolesistit bulgularina ek olarak Treitz Ligamenti’'nden 15 cm
distalde yaklagik 5 cm’lik bir kitle tespit edildi (Sekil 1,2).
Laparoskopik kolesistektomi yapildi. Konversiyon laparotomiye
gecildi, ince barsak rezeksiyonu ve u¢ uca anastomoz yapildi.
Spesmenin histopatolojik incelemesinde igsi hiicreli, orta

derecede hiicresellik gosteren 5,8 x 4,5 cm boyutlarinda
gastrointestinal stromal tiimér saptandi. CD117, CD34 ve S100
pozitifti. Mitoz sayist 4/50 BBA (biiyiik biiyiitme alani) ve Ki 67
Timor muskularis propria ve

%10-15 idi.
invazeydi.

submukozaya

Sekil 1. Treitz Ligamenti’nden 15 cm distalde 5 cm’lik
GIST ile uyumlu lezyon.

Hasta sorunsuz olarak taburcu edildi. Timér risk
simiflamasinda orta riskli olarak degerlendirilip, imatinib mesilat
tedavisine alind1.

Sekil 2. Treitz Ligamenti’nden 15 cm distalde 5 cm’lik
GIST ile uyumlu lezyon.

2

Rastlantisal GIST

Tartisma

GIST lerin Kajal hiicrelerinin onciillerinden
kaynaklanan mezenkimal tiimdrler oldugu diisiiniilmektedir [4].
GIST’ler genellikle 40-80 yaslar1 arasinda gozlenirken, en sik
60’1 yaslarda tespit edilirler [5]. Olgumuz 60 yasinda idi. Iki
santimetre ve daha kiigiik GIST ler genellikle asemptomatiktir ve
insidental tespit edilirler. Semptomatik olanlar yerlesim yerlerine
gore karin agrisi, gastrointestinal kanama, anemi, karinda kitle,
dispeptik yakinmalar, disfaji gibi 6zgiin olmayan sikayetlere
neden olurlar [6]. Olgumuz iist karin agrist ile acile basvurdu,
akut kolesistit 6n tanistyla laparoskopik kolesistektomi yapildi.

Tanida 6nce hikaye ve fizik muayene degerlendirilmesi
yapilmali, bilgisayarli tomografi ve/veya manyetik rezonans
goriintiileme ile radyolojik degerlendirme yapilmalidir. Kesin
tant biyopsi ile konulur. Olgumuz ultrasonografi ile
degerlendirildi.

GIST’lerin patogenezinde C-kit protoonkogenindeki
mutasyon yer almaktadir. C-kit’in immun isaretleyeni (marker)
CD117°dir [7]. CD34 GIiST’lerin %70-80’inde, diiz kas aktini
%20-40’1nda ve desmin ¢ok nadir (%1-2) olarak saptanirken,
S100 %5 pozitif olarak izlenir [1]. Olgumuzda CD117, CD 34 ve
S100 pozitifti, desmin ve diiz kas aktini negatifti. GIST lerin
klinik davranisini tahmin etmek zordur. Timoér davranigini
tahmin etmede kullanilan en O6nemli ve uygulanmasi kolay
morfolojik kriterler, timdr ¢ap1 (santimetre olarak maksimum
timor ¢ap1) ve mitotik orandir (mitoz sayisi/50 BBA) [1,8].
Olgumuzun mitotik indeksi 4/50 BBA idi. Tiim GIST’lerde
(ozellikle 2 santimetrenin istiindekilerde) cerrahi rezeksiyon
oncelikli olarak diisiiniilmelidir. Lenfadenektomiye genel olarak
gerek yoktur. Laparoskopik rezeksiyon mide GIST’leri icin
yayginlassa da diger organ GIST’leri ile ilgili fazla galigma
yoktur [9,10]. Bu nedenle olgumuzda rezeksiyon agiga gecilerek
yapildi. Timor total olarak ¢ikarildigt ve mikroskobik olarak
cerrahi sinirlarda tiimor goriilmedigi halde 6zellikle yiiksek riskli
tiimorlerde niiks goriilebilmektedir. Bu nedenle giindeme gelen
yiiksek riskli hastalarda ameliyat sonrast adjuvan ilag tedavisi ile
ilgili devam eden dort prospektif genis caligma vardir. Yiiksek
riskli hastalarda kiiratif cerrahi sonrast adjuvan tedavinin faydali
veya faydasiz oldugunu sdylemek su an i¢in erkendir [11].
Karacigerdeki ¢ok sayida metastaz nedeniyle veya peritondaki
yaygin tutulumlar nedeniyle cerrahi uygulanamadigi durumlarda
hepatik arter embolizasyonu veya kemoembolizasyon
diistintilebilir. Yine radyo frekans ablasyon teknigi rezeke
edilemeyen tiimorlerde kullamilabilir [12]. Cerrahi olarak
cikartilamayacak durumda olan niiks, metastatik veya hastanin
genel durumunun cerrahiye uygun olmadigi durumlar ile yiiksek
riskli ameliyat gerektiren olgularda imatinib mesilat ilk tercih
edilecek tedavi yontemidir. Imatinib GIST’lerde C-kit reseptérii
tirozin kinazin 6zgiin inhibitoriidlir. Yeni ¢ikan diger bir ilag
sunitinib (SU11248) in vitro olarak imatinib direngli C-kit
mutantlara kars1 aktivitesi olan bir ilagtir. Bugiine kadar bu iki

ilag disinda baska ilacin GIST’ lerde etkinligi heniiz
gosterilememistir.

GIST’ler genellikle asemptomatiktir. Nonspesifik
sikayetleri olan hastalarda akilda tutulmalidir. Cerrahi uygulanan
tim hastalarda eksplorasyonun eksiksiz olmasma 6zen
gosterilmelidir.
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Olgu Sunumu / Case Report

Parathyroid carcinoma: A rare cause of hyperparathyroidism in a
geriatric patient underwent orthopedic surgery
Paratiroid Karsinomu: Ortopedik cerrahi uygulanan geriatrik hastada hiperparatiroidinin nadir bir nedeni
Mehmet Tolga Kafadar', Bilal Kabalak? Metin Yal¢mn®, Emine Zeynep Tarini®
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Introduction
Parathyroid cancer is detected in 1-3% of all primary hyperparathyroidism cases.
While some serious clinical situations such as kidney disease, bone disease and
hypercalcemic crisis can be observed during the diagnosis, some patients may not have
any symptom [1]. It is generally hard to determine the diagnosis before or during the
operation and due to insufficient surgery, it also possible to observe mortality with
recurrences, local invasions, distant organ metastasis and hypercalcemic crisis [2]. In this
paper, a geriatric patient with parathyroid carcinoma was presented as a rare cause of the
hyperparathyroidism.
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Case Report

A female patient who was seventy one years old with
the complaint of a fracture on the right intertrochanteric femur
was taken into an emergent operation by the orthopedic clinic.
The patient had no background disease other than diabetes
mellitus. After the surgery in the early follow up period,
hypercalcemia (serum calcium (Ca) = 17 mg/dL) was diagnosed
and value of parathormone (PTH) was 2586 pg/dl. In physical
examination of the patient, a hard, nodular and immobile mass
with a diameter of 3 cm was detected at the left inferior of the
neck. The patient who was suspected with any kind of
parathyroid pathology at the first time was observed by
considering the thyroid nodule located at the left lobe of the
thyroid gland which includes solid and cystic components with
dimensions of 41x37 mm at the thyroid ultrasound (US).In
computed tomography of the neck, the lesion was shown to be
connected with thyroid tissue at the inferior of the left thyroid
lobe with a diameter of 3x4 cm. Additionally, there were locally
cystic areas and heterogeneous structure (Figure la-c). The
observation was considered as parathyroid adenoma and it was
reported that there is no lymph node on the neck.In the Tc99m-
pertechnetate thyroid scintigraphy, it was found a significant
increased uptake concordant with toxic thyroid nodule with a
dimension of nearly 36x24 mm at the left inferior left lobe
thyroid gland and it was also found that the ground activity was
suppressed at the remaining thyroid gland.

Figure 1. (a-c) The tomography image of the mass which is located in
the inferior pole of the left lobe of the thyroid

During the early visualization which was performed with
Tc99m-methoxyisobutylisonitrile (MIBI), a 3 cm nodular lesion
with an increased activity uptake at the left lobe of the thyroid
gland was observed. At the second hour, the uptake at the thyroid
gland decreased significantly (washout) while the activity at the
left lobe neighborhood of the nodular lesion maintained. At the
whole abdomen US, a urinary stone with a diameter of 9 mm and
2.5 cm diameter para-pelvic cyst were found. With these
findings, the patient was consulted with an endocrinologist and
in order to control hypercalcemia, pre-operative hydration and
bisphosphonate treatment were applied. After the completion of
the required preparations, the patient was taken into operation
with the preoperative diagnosis of parathyroid adenoma. A mass
which was non-well circumscribed with a dimension of 3.5x4
cm, locally adhered to the strap muscles of the thyroid, dirty
brown colored and concordant with xanthic adenoma carcinoma
was found at the inferior pole of the left lobe of the thyroid. By
the reason that it was impossible to make a clear surgical
boundary between the parenchymal thyroid tissue and the mass;
the left thyroid lobe was taken out together with the mass. Due to
consideration of the safety of the frozen section, intraoperative
pathological analysis was not performed. Due to the fact that
there was no lesion at the right thyroid lobe, no operation was
applied to the right thyroid lobe. As the intact immunoreactivity
PTH level decreased to 154 pg/dL intraoperatively after the
excision; the operation was ended. During the follow up period,
Ca level decreased to 9.8 mg/dL and the patient was taken to the
routine follow-up and was discharged from the hospital in a

Parathyroid carcinoma in a geriatric patient .

healthy condition at the third day. Parathyroid carcinoma was
reported after the post-operative histopathological examination
(Figure 2a-c). A solid tumor with fibrosis invading surrounding
tissues was observed, and atypical cells containing oval and clear
cytoplasm were observed. Postoperative no adjuvant oncological
treatment was given to the patient. PTH, serum calcium and
thyroid function tests were normal at the postoperative 3rd week
follow up.

Serum calcium level and PTH values decreased to the
normal levels and there was no uptake at the technetium-99m-
sestamibi scanning at the 6 months follow-up period.

Informed consent was obtained from the patient.

s Pl SEE 7 22 3 :Et SYYT o] 00N
Figure 2. (a) Capsule invasion area at the tumor tissue (H&E:4x) (b) The
holes which are mostly constituted by essential cells between where the
pleomorphic tumor cells are monitored (H&E:40x) (c) The typical
hyalinized fibrotic bands which are seen between the tumor cell holes
(H&E:40x)

Discussion

Parathyroid carcinoma is a rare clinical case. The
calcium level increases (>14 mg/dL) and hypercalcemic crises
can be observed at the parathyroid carcinoma like as in
parathyroid adenoma and hyperplasia. PTH level may increase
40 times more than the normal level. However, the cases with
normal laboratory findings are also reported. In a series with
forty three cases, the average level of serum calcium was shown
to be 14.6 mg/dL [3].

The parathyroid carcinoma is a disease which is mostly
observed at the fourth decade and in male patients. This disease
has no typical clinical findings. Complaints such as bulky mass
on the neck, dysphagia, dyspnea and neck pain may arise. In
addition to those complaints; some hypercalcemic findings such
as nausea, vomiting, stomach pain, polyuria, bone and muscle
pain, lethargy and constipation might also be observed at the
hormone active parathyroid carcinoma patients [4].

The etiology of the parathyroid cancer is not known
completely. Some sporadic cases are associated with radiation
which is applied to the neck. Koea et al. [5] reports dominantly
inherited familial hyperparathyroidism in association with
parathyroid cancer with an incidence rate of 1.9% in the study
which includes 358 patients. Furthermore, it has been reported
that the parathyroid cancer can be observed at the cases of
secondary or tertiary hyperparathyroidism which may rise due to
end stage renal failure at the multiple endocrine neoplasia
(MEN) I and IIA [6]. It is possible to monitor parathyroid
carcinoma and to control whether there is an invasion to the
surrounding tissues through imaging test which is performed
before the operation. The neck US, computed tomography,
magnetic  resonance imaging, technetium-99mm-sestamibi
scintigraphy and positron emission tomography can be used for
that purpose. In a study which aims to diagnose all the
parathyroid masses and includes 253 cases (the incidence rate of
cancer is 2%), it has been found that sensitivity of US is 82.9%,
sensitivity of scintigraphy is 83.6% and sensitivity of BT is
81.3% [7].

Needle aspiration biopsy is not recommended due to the
risk of parathyromatosis and the seeding of the tumor cells at the
needle line in patients who are considered as having parathyroid
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cancer before the operation. The frozen section examinations
which are performed during the operation do not provide reliable
information. The diagnostic criteria for the histopathological
examinations were based on the criteria which were presented by
the study of Schantz and Castleman [8] in 1973 which examines
70 patients. According to this study, the existence of capsular or
vascular invasion, fibrous band, trabecular pattern and mitotic
forms are considered as the diagnostic finding of parathyroid
cancer.

Primary treatment for parathyroid carcinoma is surgical
operation. It is required to control the hypercalcemic situation
before the operation. Regardless of the existence of symptoms,
hypercalcemia treatment is recommended if serum calcium
concentration is >14 mg/dL. The recommended treatment for a
patient with normo-calcemic situation, the parathyroid gland
must be taken out with the thyroid lobe of the same side as en
bloc. If there are any suspicious lymph nodes or invasion to the
surrounding tissues, it is required to give effort to remove them.
In cases with invasion of the recurrent laryngeal nerve, this nerve
must be excised [1]. It has been found that in more than 50% of
the patients who were applied parathyroidectomy and afterwards
the parathyroid cancer was detected, recurrence develops. The
recurrence rate is 10-33% for the patients with en bloc wide
resection by considering parathyroid cancer before or during the
operation [9]. The postoperative calcium follow-up should be
done carefully after the surgery. Hypocalcemia might be
observed temporarily after parathyroidectomy, if this situation
lasts for long time, the hungry bone syndrome should be
suspected [10].

Parathyroid cancer is slowly progressing disease and its
prognosis might vary. Early diagnosis and total removal of the
tumor markedly improve the prognosis. In patients with local
recurrence and metastasis, the prognosis is poor. In cases where
serum calcium levels do not decrease or higher calcium levels
are detected in the follow-up period, existence local recurrence
or metastasis should be suspected. The metastasis generally
progresses mainly towards to the lungs (40%) and typically
towards to the bones and the liver. Disease-free survival period
after the metastasis is very short and deaths are usually
associated with metabolic reasons [9]. While the time period
between operation and recurrence is usually almost 3 years, there
are some cases which are reported until 20 years. The 5-year and
10-year survival rates are reported as 40-86% and 49%
respectively [11].

Our case was diagnosed incidentally and en bloc
resection with thyroidectomy was performed. The cure is
considered due to the normal serum calcium levels and PTH
values and no uptake found at the technetium-99m-sestamibi
scanning as in the present case after the follow up at the
postoperative sixth months.

In conclusion, parathyroid cancer is a rare disease
which is difficult to diagnose and treat. The most appropriate
treatment is extensive surgery and elimination of hypercalcemic
findings. Surgical treatment should be planned by considering
minimum recurrence. Final diagnosis should be determined
through histopathological examinations.
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Olgu Sunumu / Case Report

Karaciger Nakli Yapilmis Bir Hastada Acik Kalp Cerrahisi: Olgu Sunumu
Open Heart Surgery In A Patient With Liver Transplantation: A Case Report
Melike Elif Teker, Onder Teskin
Oz Biruni Universitesi Tip Fakiiltesi, Kalp ve
Karaciger nakli olan hasta sayis1 arttik¢a, ge¢ dénemde gelisen kalp ve diger sistem patolojileri Damar Cerrahisi Klinigi, Florya, Istanbul,
nedeniyle ce@gl}i uygulamalar1 da sﬂdasmlstlr.. Karaciger nakli olan hastalarda k.oroner ar.ter rlgiﬁrlijkriiyfjniversi R e
hastaliginin goriilme oran1 artmaktadir. Karaciger transplanti hastalari, asemptomatik olsa bile, cardiovascular Surgery Clinic, Florya, Istanbul,
koroner arter hastalif1 icin yiiksek risk alt grubudur. Karaciger transplanti gergeklestirilen bir Turkey.
hastada koroner arter hastalig1 geligsmesi, kotii bir prognostik faktordiir; Bu nedenle, risk altindaki
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bypass uygulanmasinin sunulmasi amaglanmistir. Hastaya sol internalmammarian arter V€ yaclared by the authors.
otojenvengrefti kullanilarak {i¢ damar icin koroner arter bypass greft cerrahisi uygulandi.
Preoperatif ve postoperatif herhangi bir komplikasyon gelismedi. Daha once karaciger Finansal Destek: Yazarlar bu olgu icin finansal
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As the number of patients with liver transplantation increased, surgical applications were also =
frequent due to late-onset heart and other systemic pathologies. The incidence of coronary artery Yaymn Tarihi/ Published
disease is increasing in patients with liver transplantation. Liver transplanted patients are a high risk ALz 2Ny
subgroup for coronary artery disease, even if they are asymptomatic. Coronary artery disease is a
predictor of poor outcomes in patients with liver transplantation; therefore, identification of those Sorumlu yazar / Corresponding author
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patients at risk for coronary artery disease should be a key clinical priority. In this study, it was sl s fmat Ut st B, Wil
aimed to present coronary artery bypass grafting surgery in a 68-year-old male patient with previous ve Damar Cerrahisi Hastanesi, Eski Londra Asfalti
liver transplantation 12 years ago. Coronary artery bypass grafting operation was performed using No:10 34070 Florya, istanbul.
left internal mammarian artery and autogenous vein graft for three vessels. There was no TEliin & HEDaeD 2eneanl
complication in the pre- and post-operative periods. Coronary artery bypass grafting operation can g_posta: melikelif_teker@hotmail.com
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Giris
Karaciger nakliyle birlikte karaciger yetmezlikli hastalarin sag kalim oranlari
artis gostermistir. Karaciger nakli olan hasta sayisi arttikca da ge¢ donemde gelisen kalp
ve diger sistem patolojileri nedeniyle cerrahi uygulamalar1 da siklagmistir [1]. Kalp
cerrahisinde artan cerrahi deneyim, gelistirilen cerrahi teknikler, kullanilan ilaglarin
etkinligi ve giivenilirliginin artisina paralel olarak karaciger nakilli hastalarda koroner
arter hastalig1 gelistiginde cerrahi tedavi secenegi 6n plana ¢ikmistir [2]. Bu ¢alismamizda
12 y1l 6nce karaciger nakli yapilan ve koroner lezyonu nedeniyle cerrahi tedavi planlanan
hastay1 sunmay1 amagladik.
Olgu sunumu
Olgu sunumu hazirlanmasi 6ncesinde hastadan yazili onam alind1.
12 y1l 6nce karaciger nakli uygulanan, ikili imminsiipresif ajan (Tacrolimus ve
mikofenilmofetil) tedavisi alan ve 1 yil Once ani baslayan gdgiis agrisi nedeniyle
sirkumfleks (CX) arter ve sol 6n inen artere (LAD) stent takilan hastanin son 1 aydir
ozellikle eforile artan gogiis agrisi ve nefes darlig: sikayetleri olmasi ilizerine hastanemize
basvurdu. Yapilan koroner anjiyografide CX ve LAD arterlere konulan stentin tikandig
ve sag koroner arter’de (RCA) de ciddi lezyonun oldugu saptanmasi iizerine acik kalp
ameliyat1 uygulamak i¢in klinigimize yatirildi.
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Hastanin  yapilan  fizik muayenesinde patoloji
saptanmadi. Kanama zamani, pihtilagsma zamani, aspartat
aminotransferaz ve alanin aminotransferaz degerleri ile bilirubin
seviyeleri normal sinirlarda idi. Hasta gastroenteroloji boliimiine
danisildi. Kullandigi immiinsiipresiflere devam edilmesi ve ek
tedavi dnermemesi tizerine aldigi medikal tedavi aynen devam
ettirildi. Genel anestezi altinda midsternalinsizyon ile mediastene
girildi. Sol internal mamaryan arter (LiIMA) ile sag bacaktan
safenvengreft hazirlandi. Heparinizasyonu takiben
aortayaarteriyalkantil, sag atriumatwostagevendzkaniil
yerlestirildi. 32 dereceye sogutulan hastada kardiopulmoner
bypass (CPB) baglandi. Aortaya kros klemp altinda aortik kok
kaniil ile antegrad kan kardiyoplejisi ile kardiyak arrest saglandi.
Sirastyla CX-safen ven, RCA-safenvendistalanastomozlart 7/0
propilensiitiir ile yapildi, daha sonra LAD-LIMA anastomozu
yapilarak aortik kros klemp alindi ve kalp spontan caligti.
Aortaya yan klemp konulduktan sonra CX ve RCA
safenvenproksimal anastomozlari yapildi. Ist ve basinglar uygun
hale geldikten sonra CPB sonlandirilarak kaniiller alindi.
Kanama kontroliinii takiben sol toraks ve mediastene 2 adet
toraks dreni konuldu. Kardiopulmoner bypass sirasinda kalp bos
olarak calisildi, vendz drenaji saglamak icin kaniiliin en genis
olani secildi ve venozkaniil cok ilerletilmeden yerlestirilerek
karacigerde olusabilecek vendzdistansiyon engellendi.

Capraz klemp zamani 28 dakika, total bypass zamani 42
dakika idi. Hasta 18 saat kalp ve damar cerrahisi yogun
bakiminda takip edildikten sonra servise alindi. Postoperatif
birinci gilinden itibaren immiinsiipresif tedavisi tekrar baglandi.
Herhangi bir komplikasyongelismeyen hasta postoperatif 7.
giinde taburcu edildi.

Tartisma

1990 yillarinda kalp cerrahisinde gelismeler olmasina
ragmen karaciger nakli sonrasinda sag kalim oraninin az olmasi,
ameliyatin riskinin fazla olmasi, donér organ sayisinin az olmast
nedeniyle koroner cerrahi girisim kontrendike olarak
gorillmekteydi. Zamanla karaciger nakli sonrasi sag kalim
oraninin artmasi ve kalp cerrahisinde artan cerrahi deneyim,
geligtirilen cerrahi teknikler, kullanilan ilaglarin etkinligi ve
giivenilirliginin artisa paralel olarak cerrahi tedavi segenegi 6n
plana ¢ikmustir [2].

Karaciger nakli sonrast 1 yili askin bir siirre hayatta
kalan hastalarda 6liimciil olmayan nedenlere bagli 6liim orani
%A49,ve kardiovaskiiler hastaliklara bagl 6liim oran1 %21 ve 3
yil ve daha fazla yasayan hastalarda ise non-hepatif ve nakilden
bagimsiz 6liim oran1 %12 iken, kardiovaskiiler nedenlere bagl
oran ise %24°diir[3, 4].

Giliniimiizde karaciger nakli sonrast kalp cerrahisi
uygulanan  hastalarda en  6nemli problem karaciger
disfonksiyonudur. Deb ve ark. [2], 13 karaciger nakilli hastada
actk kalp cerrahisi yapildigini, bunlarin  6’sinda  (%46)
postoperatif erken donemde gecici greftokliizyonuna bagh
karaciger enzimlerinde yiikselme oldugunu ve taburculuk
oncesinde hepsinin normale dondiigiini bildirmiglerdir[2]. Bizim
olgumuzdaekstrakorporeal dolagimla sirasinda kalp bos olarak
calisildi, vendz drenaji saglamak i¢in kaniiliin en genis olant
secildi ve venozkanul ¢ok ilerletilmeden yerlestirilerek
karacigerde olusabilecek vendzdistansiyon engellendi. Boylelikle
postoperatif donemde karaciger enzimlerinin normal sinirda
kalmasi saglandi.

Postoperatif donemde yakin ve yogun tibbi takip
gerektiren karaciger nakilli hastalarda, normal kalp cerrahisi
sonras1 goriilen atriyalfibrilasyon, akciger 6demi, plevralefiizyon
gibi komplikasyonlarin yasandigi bildirilmektedir [5]. Bizim
olgumuzda higbir komplikasyon goriilmedi.

Karaciger Nakilli Hastada A¢ik Kalp Cerrahisi .

Kalp cerrahisi uygulanacak karaciger nakilli hastalarda
hala tartismal1 bir konu da steroid tedavisi alan ve kalp cerrahisi
planlananlarda operasyon Oncesi steroid dozunun uygulanip
uygulanmamasidir. Ono ve ark. [5] karaciger nakli yapilmis olan
15 hastaya stres dozunda steroid uygulamasi yapmamislardir ve
bu hastalarda erken Oliim, allogreftrejeksiyon atagi
goriilmemistir ve 1999 yilindan itibaren stres dozunda
steroiduygulamasini terk etmislerdir. Su anda mevcut olan kisitl
bilgilere dayanarak stres dozu steroid uygulamasi, uzun siireli
steroid tedavisi alan veya yiiksek doz steroid uygulamasi yapilan
hastalar diginda oOnerilmemektedir. Bizim olgumuzda uzun
yillardir sterod kullanmasindan dolay1r operasyon Oncesi
kullandig1 miktarda uyguladik.

Clarke ve ark. [6] yaptig1 bir ¢alismada kalp cerrahisi
sonrasi koruyucu amagli kullanilan aspirinin karaciger nakilli
hastada trombositemiye bagli kanama riskini arttirabilecegini,
ayrica  anjiotensin  doniistiiriici  enzim  inhibitdrlerinin
renaldisfonsiyonun  bozulmasma katkida bulunabilecegini
gostermislerdir. Fakat giiniimiizde bulunan yeni veriler ise yakin
izlemle giivenlik ve tolerabilitelerini desteklemektedir[7].
Dahasi, kardiyovaskiiler etkilerin yani sira hepatositlere karsi
dogrudan eylemleri nedeniyle statinlerinkaraciger hastaliginda
yararli olabilecegine dair kanitlar da bulunmaktadir[8].
Dolayistyla, olgu yakin kontrol altinda olmak kaydi ile aspirin ve
statin tedavisi ile taburcu edildi.

Sonug olarak, yeterli vaka serisi olmamasina ragmen
kalp cerrahisi karaciger nakli yapilmis olgularda giivenli bir
sekilde uygulanabilir. Bu hastalarda karaciger fonksiyonlarinin
postoperatif erken donemde yakin takip edilmesi ve greft
disfonksiyonunu onlemek amaciyla immiinsiipresif tedavinin
diizenli bir sekilde uygulanmasi gerekmektedir.
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