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Soylesi:

1. Bu édiiliin sizin icin anlami nedir?

Bu édiile uzun asistanhk stresince yaptigimiz 6z verili ¢calismalarin bir
mitikafat1 olarak, Ttirk Endokrin camiasinin degerli hocalan tarafindan layik
goriilmenin hakli gururunu yasamaktayim. Oz gecmisimde béyle bir basari
oduliintin olmasi, akademik kariyerimde her zaman degerli bir yere sahip
olacaktir. En iyi geng arastirici sifatina layik gériilmenin verdigi motivasyon
ve sorumluluk bilinci, bundan sonraki akademik hayatimda da bilimsel
calismalarimi arttirarak devam  ettirmemi  saglayacaktir. Bilimsel ¢alisma
yapmak sadece bireysel gayret dedgil, iyi bir ekip ¢calismast gerektirmektedir.
Bu nedenle bu édilii almama katkist bulunan degerli ekip arkadaglarima ve
bilimsel ¢calisma altyapist, ortami ve olanaklar saglayan tiim hocalarima ve
idarecilere de ayrica tesekktir ederim.

. (Genc Arastincilar icin) Bu 6diilii almak icin yaptiginiz calisma-
larmizda yasadiginiz zorluklar nelerdir? Bunlan nasil astiniz?

Ben i¢ hastaliklart ve endokrinoloji ihtisaslarimi Ankara'nin en yogun
egitim ve arastirma hastanelerinde tamamladim. Bu stire zarfinda karsi-
lagtigim en énemli problem zaman sorunu oldu. Is ve hasta yogunlugu
nedeniyle bilimsel ¢alismalara ayirabildigimiz stire ancak mesai saatleri
digindaki stireler olmak durumunda kaldi. Ttrkiye'deki bir cok kurumda
da benzer sorunun yasandigini diistinmekteyim. Asistanlk egitimi prog-
ramlarinin, asistanin bilimsel arastirma-calisma yapmaya ayirabilecegi
zaman kalacak sekilde planlanmasi gerektigini distintiyorum. Bilimsel
calisma zaman, sevgi, emek ve fedakarhk istiyor. Ailelerimiz, cocuklarimiz
ve sevdiklerimiz de bu fedakarliga katkida bulunuyor.

Bilimsel ¢ahsma yapmakta karsilagilan bir diger énemli sorun da biitce.
Calismalara ayrilan biitcelerin  kisithhigi, basvuru prosediirlerinin uzun
stirmesi karsilastigimiz en 6nemli sikintilardan. Calismalar icin gerekli mal-
zemelerin temini yani sira, calismalarin dergilere-kongrelere génderilmesi,
degerlendirme ve basim Ucretlerini cogu zaman kendimiz karsilamaktayiz.
Ancak son 5 yilda bu kaynaklara ulagimin, énceki yillara nazaran daha
kolaylastigimi ve giderek iyilestigini séyleyebilirim. Bu da umut verici bir
gelismedir.

Bilimsel envanterelere (dergiler, makale full-textleri, kitaplar) ulagim
da énceki yillara gére nispeten daha kolay olmakla birlikte, bilimsel
cahgsmalant hazirlamada karsilagtigimiz 6nemli kisitlamalardan birisiydi.
Ancak artik devlet hastanelerinde de internet tizerinden erisim olanaklari
artmaya baglamgtir.

3. Endokrinoloji alaninda yeni calismaya baslayan sizden genc

meslektaslarimiza onerileriz nelerdir?

Her bagarinin altinda sevgi, emek ve 6zveri yatar. Benim énerim éncelikle
yaptigimiz isi sevmek ve severek yapmak. Sevgi oldugu zaman emek ve
ozveri de pesinden geliyor. Kendini geligtirmenin en 6nemli yontemi ise
okumak, cok okumak ve hep okumak. Mimkiin olan her tirlii degisik
kaynaktan okumak yeni yaratici fikirler gelistirmede ¢cok yardimci oluyor.
Diger taraftan tip egitimi de bir nevi usta-cirak iliskisidir. Arkadaslarima
damgmaktan, bulunduklart ortami ve egiticilerini zorlamaktan cekin-
memelerini éneririm. Sabirla, yilmadan, usanmadan ve usultince soru
sormak, danismak, istemekten cekinmemek gerektigini dustintiyorum.
Son olarak, miimkiin oldugunca yurt dist deneyimi edinmelerini 6ne-
ririm. Yurt diginda bir aragtirma projesine katiimak, calismak, orada
deneyim edinmek, nosyonunu genisletmenin olduk¢a 6nemli oldugunu
dustintiyorum. Bir ¢ok organizasyon bunun icin burslar vermekte. Bu
burslar aragtirip, basvurmak icin proje tretmek, yazmak ileride bilimsel
calismalarda da basarili olmaya katkida bulunuyor.
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gordugliniz igin en icten dileklerimle tesekkiir ederim. Endokrinoloji

camiasinin yilin en iyi geng arastiricist sectigi bir hekim olarak bundan
sonraki hedefim; layik gortlen bu sifati hakkiyla tasimak, calismalarima devam
etmek ve daha sonra gelecek gen¢ arastirmacilara 6rnek olabilmektir. Tip
fakiiltesinden baglayan, i¢ hastaliklari ihtisasina ve nihayetinde endokrinoloji
dogentligine kadar gecen yirmi willik Ggrenim hayatim boyunca bilgi ve
tecriibelerini bana aktaran, arastirma bilinci agilayan, arastirma yapmaya tesvik
eden, desteklerini esirgemeyen ve bu 6dili almamda emegi gegen tim degerli
hocalarimi saygiyla ve sevgiyle aniyor ve tesekkiirt borg biliyorum.

[ X}
Oncelikle bana meslek hayatim boyunca gururla anacagim bir sifat: layik

Ben 2002 senesinde Hacettepe Universitesinden mezun olduktan sonra
Ankara Numune EA Hastanesinde i¢ hastaliklari ihtisasima bagladim. Buradaki
5 yillik asistanlik stirecinde karsilagtigimiz ¢ok sayida ilging vakalardan vaka
takdimi hazirlama, daha sonra Klinik verileri diizenleme ve ulusal ve uluslararasi
kongrelere poster hazirlama ve orjinal makale yazma deneyimleri edindim. 2009
senesinde, iyi bir dereceyle yandal uzmanlik sinavini kazanarak Ankara Digkapi
EAH'nde Endokrinoloji Klinigine bagladim. Yandal egitimim stiresince ¢ok
sayida genis serili klinik calismalar yapma ve ytriitme olanag: buldum. Bunlar
arasinda ozellikle otormmun tiroidit ile vitamni d 1liskisini gosteren 540 vakali
makalemiz ve obstruktif uyku apneli 350 hastalik vaka serisindeki endokrinolijk
ve metabolik degerlendirmlerle ilgi yayinlarimiz literaturde 1lg1 gekmis ve ytksek
atif sayilarina ulagmustir. Diger taraftan klinigimiz biinyesindeki hticre arastirma
merkezinde adacik hiicre izolasyonu, adacik hiicre fizyolojisi ve ratlarda adacik
hiicre nakli konularinda caligmalara katildim. 2011 senesinde ABD Miami unv
bunyesindeki diyabet arastirma enstitusune burslu arastirma gorevlisi olarak

gittim. Burada 1 seneye yakin bir sure adacik hucre nakli yapilmis tip 1 diyabet
hastalarinin klinik takibi ve adacik hucre naklinin klinik sonuclar uzerinde
calismalara katildim. Buradaki calismalarimla ustun basari odulune layik
goruldukten sonra donerek 2012de endokrinoliji ihtisasimi tamamladim. 2014
te mecburi hizmetime basladigim ankara egitim ve arastimra hastanesinde Ekim
2015ten ber1 docent olarak halen gorev yapmaktayim.

Amerika Miami Universitesi Diyabet Arastirma Enstitiitiisinde, diyabetik
hayvan modellerinde adacik hiicre nakli calismalar yani sira insan kadaverik donér
pankreasindan adacik hiicre izolasyonu prosediirlerini ve segilmis Tip 1 Diyabetli
hastalara adacik hticre nakli iglemi ve nakil sonrasi takip protokollerini calistim.
Bu merkezde 1980 lerden beri adacik hticre nakli Klinik olarak uygulanmakta ve
merkez basarisi (nakil sonrast ilk 1 sene insulin bagimsizligr) ortalama %80 olarak
saglanmaktadir. Burslu arastirma gorevlisi olarak calist@im stirecte oradaki ekiple
birlikte ilk isim ve ikinci isim olmak tizere 2 klinik arastirma yayinladim. Bu makalelerin
birisi, merkezde takip altinda olan adacik hiicre nakli yapilmig 52 hastada iglemle
iligkili komplikasyonlarmin derlemesi ve bu komplikasyonlarin diger adacik nakli
yaplan merkezlerdekiyle karsilagtirmast ile ilgiliydi. Ayrica nadir bir komplikasyon
olan masif karaciger hematomunun yénetimi ve 6 aylik siirecte nasil takip edilip
yonetildigi anlatildi. Diger makalede ise, adacik hticre nakli yapilmis vakalarda
kisa dénem kan sekeri takibi gostergesi olarak HbAlc yerine kullanilabilecek bir
biyomarkerin (1,5 Anhidroglusitol) etkinligi arastinldi. Calismada HbAlc degerleri
hedef araliktaki 21 adacik hiicre nakilli hastanin degisik zamanlardaki 1.5 AHD
degerlerine bakilarak giin ici kan sekeri dalgalanmalarini yansitmadaki etkinliginin
HbA1c den daha iyi oldugu gésterildi. Bu makaleler impakt faktérii 4.42 ve 3.8
olan Transplantation ve Cell Transplant dergilerinde yayinlandi.
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EFFECTS OF MESENCHYMAL STEM CELLS AND VEGF ON LIVER
REGENERATION FOLLOWING MAJOR RESECTION

Adas G, Koc B2, Adas M3, Duruksu G* Subasi C*, Kemik 0!, Kemik A°, Sakiz
D8, Kalayci M', Purisa S7, Unal S* Karaoz ES.

Langenbecks Arch Surg. 2016 Aug;401(5):725-40. doi: 10.1007/500423-016-1380-9. Epub
2016 Apr 19.

Purpose: The study aims to determine the effects of mesenchymal stem cell
(MSC) therapy and a combination therapy of MSCs transfected with vascular
endothelial growth factor (VEGF) for liver regeneration after major resection.

Methods: Thirty-eight rats were divided into four groups: group 1: control
(sham operation); group 2: control (70 % hepatic resection); group 3: 70 %
hepatic resection + systemically transplanted MSCs; and group 4: 70 % hepatic
resection + systemically transplanted MSCs transfected with the VEGF gene.
MSCs were injected via the portal vein route in study groups 3 and 4. Expression
levels of VEGE, fibroblast growth factor (FGF), platelet-derived growth factor
(PDGEF), epidermal growth factor (EGF), transforming growth factor (TGEF),
hepatocyte growth factor (HGF), and augmenter of liver regeneration (ALR)
were analyzed in the remnant liver tissue. We investigated the levels of angiogenic
factors, VEGF-receptor, angiopoietin-1 (Angptl) and Angpt2. Biochemical
parameters of liver function in blood samples were measured and a histologic
assessment of the livers was performed. The postoperative liver weight and
volume of each rat were measured 14 days after surgery.

Results: The expression levels of all measured growth factors were
significantly increased in groups 3 and 4 compared to the control groups.
The levels of Angptl and Angpt2 correlated with levels of VEGF and thus
were also significantly higher in the study groups. There were significant
differences between the estimated liver weights and volumes of group 4 and
the resected controls in group 2. With the exception of portal inflammation,
levels of all histological parameters were observed to be higher in MSC-
treated groups when compared with the resected controls in group 2.

Conclusions: Transplanted stem cells and MSCs transfected with VEGF
significantly accelerated many parameters of the healing process following
major hepatic resection. After the injection of MSCs and VEGF-transfected
MSC:s into the portal vein following liver resection, they were engrafted
in the liver. They increased bile duct and liver hepatocyte proliferation,
and secreted many growth factors including HGF, TGF@, VEGF, PDGF,
EGF, and FGF via paracrine effects. These effects support liver function,
regeneration, and liver volume/weight.

MALIGNANCY RISK AND FALSE-NEGATIVE RATE OF FINE NEEDLE
ASPIRATION CYTOLOGY IN THYROID NODULES >4.0 cm
Bestepe N', Ozdemir D% Tam AA?, Dellal FD?, Kilicarslan A3, Parlak 0% Ersoy

R?, Cakir BZ. Surgery.
2016 Aug; 160(2):405-12. doi: 10.1076/).5urg.2016.03.019. Epub 2076 May 5.

Background: We aimed to evaluate malignancy rate and to determine false
negativity of fine needle aspiration biopsy (FNAB) in thyroid nodules 4.0 cm.

Methods: The medical records of patients who underwent thyroidectomy
between January 2007 and December 2014 were reviewed. Demographic and
clinical data as well as preoperative ultrasonography findings were analyzed.
The nodules in these patients were grouped as 24.0 cm and <4.0 cm according
to ultrasonography measurements. Nodules <4.0 cm were further divided
into 1.0-3.9 cm and <1.0 cm. Histopathologically malignant nodules with
preoperative benign cytology were defined as having false-negative FNAB.

Results: There were 1,008 nodules that measured >4.0 cm, 4,013 nodules
that measured 1.0-3.9 cm, and 540 that measured nodules <1.0 cm. Based on
histopathologic findings, 8.5%, 10.2%, and 25.6% of nodules >4.0 cm, 1.0-
3.9 cm, and <1.0 cm were malignant, respectively (P < .001). There was no
significant difference between 1.0-3.9-cm and 24.0-cm nodules with respect
to malignancy (P =.108). False-negativity rates were 4.7% in nodules >4.0 cm,
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2.2% in nodules measuring 1.0-3.9 cm, and 4.8% in <1.0-cm nodules. Nodules
measuring <1.0 cm and >4.0 cm had similar false-negativity rates (P = .93),
while 1.0-3.9-cm nodules had statistically lower false-negativity rates than
those found in the other two groups (P = .03 and P < .001, respectively).

Conclusion: Of the nodules that were operatively excised, nodules 24.0 cm
had a similar risk of malignancy as nodules 1.0-3.9 cm. The rate of false-
negative FNAB in nodules 4.0 cm was twice as high as in nodules 1.0-
3.9 em; however, we do not think it is high enough to recommend a routine
operation when cytology results are benign.

THE EFFECTS OF GONADOTROPIN REPLACEMENT THERAPY ON
METABOLIC PARAMETERS AND BODY COMPOSITION IN MEN
WITH IDIOPATHICHYPOGONADOTROPIC HYPOGONADISM

Bayram F', Elbuken G, Korkmaz (', Aydogdu A%, Karaca Z', Cakir I'.
Horm Metab Res. 2016 feb;48(2):112-7. doi: 10.1055/5-0035-1564252. Epub 2015 Oct 20.

Testosterone replacement therapy (TRT) in idiopathic hypogonadotrophic
hypogonadism (IHH) slows the process of metabolic syndrome (MetS),
diabetes mellitus, and cardiovascular diseases by its inversing effects on insulin
resistance, dyslipidemia, and blood pressure. Since there are not enough data
regarding the effects of gonadotropin replacement therapy (GRT), we aimed
to investigate the impact of GRT on MetS parameters in IHH patients.
Sixteen patients with IHH and 20 age and body mass index (BDI)-matched
healthy controls were enrolled into the study. Patients were evaluated at
baseline and 6 months after the GRT. Sex hormones, insulin like growth
factor-1, prolactin, insulin, C-reactive protein (CRP), homocysteine, and
lipid levels were measured at baseline and after the treatment. Anthropometric
measurements, including BMIL, body fat ratio (BFR), fat free mass (FFM),
waist circumference, and waist-to-hip ratio (WHR), were also performed.
Homeostasis Model Assessment of Insulin Resistance (HOMA-IR) index
was calculated. Body fat ratio, triglyceride, HOMA-IR, and CRP levels were
higher, whereas bone age, fat free mass, and creatinine levels were lower in
the patients with hypogonadism. HOMA-IR indices and basal insulin levels
decreased significantly after 6 months of GRT compared with baseline levels.
Triglyceride levels, and BFRs diminished significantly by an accompanying
decline in WHR. FEM of the patients increased following the GRT. No
significant changes were detected in CRP, homocysteine, total and LDL-
cholesterol levels. Similar to TRT, hCG treatment decreases HOMA-IR,
triglyceride levels, BFR and WHRs, and increases FFM in patients with IHH.

HIGHER TSH CAN BE USED AS AN ADDITIONAL RISK FACTOR IN
PREDICTION OF MALIGNANCY IN EUTHYROID THYROID NODULES
EVALUATED BY CYTOLOGY BASED ON BETHESDA SYSTEM

Baser H', Topaloglu 02, Tam AA?, Evranos B3, Alkan A* Sungu N°, Dumlu
EGS, Ersoy R2, Cakir B2. Endocrine.
2016 Aug;53(2):520-9. doi: 10.1007/512020-016-0919-4. Epub 2016 Mar 4.

Recently, it has been suggested that thyrotropin (TSH) concentration can
be used as a marker for prediction of thyroid malignancy. In this study, we
aimed to investigate the association between TSH levels and prediction
of malignancy in euthyroid patients with different Bethesda categories.
The data of 1433 cuthyroid patients with 3206 thyroid nodules who
underwent thyroidectomy were screened retrospectively. The preoperative
cytology results, thyroid function tests, thyroid autoantibodies, and presence
of histopathological Hashimoto's thyroiditis (HT) were recorded. Of the
1433 patients, 585 (40.8 %) had malignant and 848 (59.2 %) had benign
histopathology. Malignant group had smaller nodule size, elevated TSH levels,
and higher rate of presence of HT compared to benign group (p < 0.001, all).
Cytology results of 3206 nodules were as follows: 832 nondiagnostic (ND),
1666 benign, 392 atypia of undetermined significance/follicular lesion of
undetermined significance (AUS/FLUS), 68 follicular neoplasm/suspicious
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for follicular neoplasm (FN/SFN), 133 suspicious for malignancy (SM),
and 115 malignant. Both SM and malignant cytology groups had higher
TSH levels than other 4 Bethesda categories (p < 0.05, all). Benign cytology
group had significantly lower TSH levels compared to other cytology groups
(p < 0.05, all). Patients with malignant final histopathology in ND and AUS/
FLUS cytology groups had significantly higher TSH levels compared to
patients with benign final histopathology (p < 0.05, all). Moreover, TSH levels
showed to increase from Bethesda categories II to VI. In addition to cytology,
higher TSH levels can be used as a supplementary marker in prediction of
malignancy in certain Bethesda categories.

WITHDRAWAL OF DOPAMINE AGONIST THERAPY IN
PROLACTINOMAS: IN WHICH PATIENTS AND WHEN?

Dogansen SC', Selcukbiricik 0S?, Tanrikulu S, Yarman S2.
Pituitary. 2016 Jun, 19(3):303-10. doi: 10.1007/511102-016-0708-3.

Purpose: The aim of the study was to assess the effect of dopamine agonist
(DA) withdrawal, the current recurrence rate of hyperprolactinemia, and
possible factors that predict recurrence in patients with prolactinoma.

Methods: We evaluated DA withdrawal in 67 patients with prolactinoma
(50 female/17 male) who received DA treatment for at least 2 years and
showed normalization of prolactin (PRL) levels and tumor disappearance or
250 % tumor shrinkage, retrospectively. Accordingly, patients were divided
into two groups as remission and recurrence groups, and factors that predict
recurrence were evaluated.

Results: The overall remission rate was 46 %; the remission ratios were 65 %
in microprolactinomas and 36 % in macroprolactinomas. Remission rates were
39 % in the bromocriptine withdrawal group and 55 % in the cabergoline
withdrawal group. The maximum tumor diameter and baseline PRL levels
were significantly higher in the recurrence group (p = 0.001 and p = 0.003,
respectively). The mean duration of DA therapy was significantly longer in the
remission group (88.7 + 48.1 and 66.7 + 30.4 months, respectively, p = 0.026).
The mean time to recurrence was 5.3 + 3.2 months. The mean PRL levels at
recurrence time were significantly lower than baseline PRL levels (p = 0.001).

Conclusion: The most important predictors of recurrence were maximum
tumor diameter and baseline PRL levels in this study. The remission rate
in our study group was higher, which was thought to be associated with
the longer duration of DA treatment and that our patients were selected
according to certain criteria. Despite these positive results, close monitoring
is necessary for detection of early and late recurrence, especially within the
first year after DA withdrawal.

COMPARISON OF SALIVARY AND CALCULATED FREE CORTISOL
LEVELS DURING LOW AND STANDARD DOSE OF ACTH
STIMULATION TESTS IN HEALTHY VOLUNTEERS

Elbuken G, Tanriverdi F, Karaca Z, Kula M, Gokahmetoglu S, Unluhizarci

K, Kelestimur F. Endocrine.
2015 Mar;48(2):439-43. doi: 10.1007/512020-014-0378-8. Epub 2074 Aug 13.

Salivary cortisol (SC) has been increasingly used as a surrogate biomarker
of free cortisol (FC) for the assessment of hypothalamo-pituitary-adrenal
(HPA) axis, but there are not enough data regarding its use during ACTH
stimulation tests. Therefore, we aimed to determine the responses of SC,
calculated free cortisol (cFC) and free cortisol index (FCI) to ACTH
stimulation tests in healthy adults. Forty-four healthy volunteers (24 men
and 20 women) were included in the study. Low-dose (1 pg) and standard-
dose (250 pg) ACTH stimulation tests were performed on two consecutive
days. Basal and stimulated total cortisol (TC) and cortisol-binding globulin
(CBG) levels and SC levels were measured during both doses of ACTH
stimulation tests. cFC (by Coolens' equation) and FCI levels were calculated
from simultaneously measured TC and CBG levels. The minimum SC,
cFC, ECI levels after low-dose ACTH stimulation test were 0.21, 0.33,
16.06 pg/dL, and after standard-dose ACTH were 0.85, 0.46, 26.11 pg/dL,
respectively, in healthy individuals who all had TC responses higher than
20 pg/dL. Peak CBG levels after both doses of ACTH stimulation tests were

found to be higher in women than in men. So, by its effect, peak cFC and
FCI levels were found to be lower in female than in male group. Neither TC
nor SC levels were affected by gender. cFC and FCI levels depend on CBG
levels and they are affected by gender. Cut-off levels for SC, ¢FC, FCI levels
after both low- and standard-dose ACTH stimulation are presented. Studies
including patients with adrenal insufficiency would be helpful to see the
diagnostic value of these suggested cut-off levels.

SERUM LEVELS OF SRAGE ARE ASSOCIATED WITH BODY
MEASUREMENTS, BUT NOT GLYCEMIC PARAMETERS IN
PATIENTS WITH PREDIABETES

Guclu M, Ali A%, Eroglu DU?, Biiyiikuysal S0*, Cander S, Ocak N*.
Metab Syndr Relat Disord. 2016 Feb;14(1):33-9. doi: 10.1089/met.2015.0078. Epub 2075 Nov T6.

Background: Our aim was to assess serum levels of the soluble receptor for
advanced glycation end products (SRAGE) and to examine their association
with anthropometric and metabolic parameters in patients with prediabetes
and obese controls.

Methods: The two study groups were composed of 42 patients with
prediabetes and diabetic neuropathy and 42 age-, gender-, body weight
(BW)-, and body mass index (BMI)-matched obese adults as the control
group. Prediabetes was diagnosed by the following criteria issued by the
American Diabetes Association: impaired fasting glucose [fasting plasma
glucose (FPG) level of 100-125 mg/dL], impaired glucose tolerance (2hr
plasma glucose level of 140-199mg/dL after a 75 grams oral glucose
challenge), or a glycated hemoglobin (HbA1C) level of 5.7%-6.4%.

Results: There were no differences between the groups in terms of age, gender
distribution, BW, or BMI. Despite these similarities, patients with prediabetes
had higher FPG, HbA ¢, and 2-hr postchallenge glucose levels, higher systolic
and diastolic blood pressure, and larger waist and hip circumferences compared
with the obese controls. Lipid measurements, complete blood counts, kidney
and liver function tests, high-sensitivity C-reactive protein, and sSRAGE levels
were similar between the two groups. We found significant negative correlations
between sSRAGE levels and BW, BMI, waist and hip circumferences, waist-to-
hip ratios, and low-density lipoprotein (LDL) cholesterol levels. There were
no significant correlations with other parameters, including demographic,
metabolic, and blood pressure measurements.

Conclusions: In contrast to glycemic parameters, serum levels of sSRAGE
were negatively correlated with body measurements indicative of obesity
in the prediabetic state. In addition, the negative correlation with LDL
cholesterol levels suggests that sSRAGE has a more robust association with
metabolic syndrome than with prediabetes.

GH AND PITUITARY HORMONE ALTERATIONS AFTER
TRAUMATIC BRAIN INJURY

Karaca Z', Tannverdi F', Unliihizara K', Kelestimur F2.
Prog Mol Biol Trans! Sci. 2016,138:167-91. doi: 10.1016/bs.pmbis.2015.10.010. Epub 2015 Nov 4.

Traumatic brain injury (TBI) is a crucially important public health problem
around the world, which gives rise to increased mortality and is the leading
cause of physical and psychological disability in young adults, in particular.
Pituitary dysfunction due to TBI was first described 95 years ago. However,
until recently, only a few papers have been published in the literature and
for this reason, TBI-induced hypopituitarism has been neglected for a long
time. Recent studies have revealed that TBI is one of the leading causes of
hypopituitarism. TBI which causes hypopituitarism may be characterized by a
single head injury such as from a traffic accident or by chronic repetitive head
trauma as seen in combative sports including boxing, kickboxing, and football.
Vascular damage, hypoxic insult, direct trauma, genetic predisposition,
autoimmunity, and neuroinflammatory changes may have a role in the
development of hypopituitarism after TBIL. Because of the exceptional
structure of the hypothalamo-pituitary vasculature and the special anatomic
location of anterior pituitary cells, GH is the most commonly lost hormone
after TBI, and the frequency of isolated GHD is considerably high. TBI-
induced pituitary dysfunction remains undiagnosed and therefore untreated




in most patients because of the nonspecific and subtle clinical manifestations
of hypopituitarism. Treatment of TBI-induced hypopituitarism depends on
the deficient anterior pituitary hormones. GH replacement therapy has some
beneficial effects on metabolic parameters and neurocognitive dysfunction.
Patients with TBI without neuroendocrine changes and those with TBI-
induced hypopituitarism share the same clinical manifestations, such as
attention deficits, impulsion impairment, depression, sleep abnormalities,
and cognitive disorders. For this reason, TBI-induced hypopituitarism may
be neglected in TBI victims and it would be expected that underlying
hypopituitarism would aggravate the clinical picture of TBI itself. Therefore,
the diagnosis and treatment of unrecognized hypopituitarism due to TBI
are very important not only to decrease morbidity and mortality due to
hypopituitarism but also to alleviate the chronic sequelae caused by TBL

Copyright © 2016 Elsevier Inc. All rights reserved.

ASSOCIATION OF MULTIFOCALITY, TUMOR NUMBER, AND
TOTAL TUMOR DIAMETER WITH CLINICOPATHOLOGICAL
FEATURES IN PAPILLARY THYROID CANCER

Tam AA', Ozdemir D?, Cuhaci N, Bager H2, Aydin (%, Yazgan AK?, Ersoy R?, Cakur B2
Endocrine. 2016 Sep;53(3):774-83. doi: 10.1007/512020-016-0955-0. Epub 2076 Apr 18.

Tumor multifocality is not an unusual finding in papillary thyroid carcinoma
(PTC), but its clinical significance is controversial. In this study, we aimed to
evaluate impact of multifocality, tumor number, and total tumor diameter
on clinicopathological features of PTC. Medical records of 912 patients
who underwent thyroidectomy and diagnosed with PTC were reviewed
retrospectively. Patients were grouped into four according to number of
tumoral foci: N1 (1 focus), N2 (2 foci), N3 (3 foci), and N4 (>4 foci). The
diameter of the largest tumor was considered the primary tumor diameter
(PTD), and total tumor diameter (TTD) was calculated as the sum of
the maximal diameter of each lesion in multicentric tumors. Patients were
further classified into subgroups according to PTD and TTD. Multifocal
PTC was found in 308 (33.8 %) patients. Capsular invasion, extrathyroidal
extension, and lymph node metastasis were significantly higher in patients
with multifocal tumors compared to patients with unifocal PTC. As the
number of tumor increased, extrathyroidal extension and lymph node
metastasis also increased (p = 0.034 and p = 0.004, respectively). The risk
of lymph node metastasis was 2.287 (OR = 2.287, p = 0.036) times higher
in N3 and 3.449 (OR = 3.449, p = 0.001) times higher in N4 compared to
N1. Capsular invasion, extrathyroidal extension, and lymph node metastasis
were significantly higher in multifocal patients with PTD <10 mm and TTD
>10 mm than unifocal patients with tumor diameter <10 mm (p < 0.001,
p < 0.001 and p = 0.001, respectively). There was no significant difference in
terms of these parameters in multifocal patients with PTD <10 mm and TTD
>10 mm and unifocal patients with tumor diameter >10 mm. In this study,
increased tumor number was associated with higher rates of capsular invasion,
extrathyroidal extension, and lymph node metastasis. In a patient with
multifocal papillary microcarcinoma, TTD >10 mm confers a similar risk of
aggressive histopathological behavior with unifocal PTC greater than 10 mm.

MALIGNANCY IS ASSOCIATED WITH MICROCALCIFICATION
AND HIGHER AP/T RATIO IN ULTRASONOGRAPHY, BUT NOT
WITH HASHIMOTO'S THYROIDITIS IN HISTOPATHOLOGY IN
PATIENTS WITH THYROID NODULES EVALUATED AS BETHESDA
CATEGORY 11l (AUS/FLUS) IN CYTOLOGY

Topaloglu 0", Baser H2, Cuhaci FN3, Sunqu N* Yalcin A®, Ersoy R?, Cakir B3.
Endocrine. 2016 Oct;54(1):156-168. Epub 2016 May 12.

The predictors of malignancy are important for the decision of appropriate
management in nodules with atypia of undetermined significance/follicular
lesion of undetermined significance (AUS/FLUS). Our aim was to determine
the ultrasonographical, clinical, and biochemical predictors of malignancy in
these patients. A total of 427 patients with cytologically Bethesda Category
III (AUS/FLUS) thyroid nodules were included in this retrospective study.
We divided the nodules into two subgroups according to the histopathology
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as benign and malignant, and compared the preoperative ultrasonographical,
clinical, and biochemical findings. In overall, 427 patients with 449 AUS/
FLUS nodules who had undergone surgery, the rate of malignancy was 23.4 %
(105/449). When evaluated separately, the rate of malignancy was 25.8 %
in nodules with AUS (82/318) and 17.6 % in nodules with FLUS (23/131)
(p = 0.061). The vast majority of malignant specimens in histopathology
consisted of papillary thyroid carcinoma (PTC) (n = 91, 86.7 %). Preoperative
ultrasonographic features of 105 malignant nodules in histopathology were
compared with the 344 benign nodules in histopathology. Anteroposterior/
Transverse (AP/T) ratio was significantly higher in malignant group compared
to benign group (p = 0.013). In multiple logistic analysis, we found that
higher AP/T ratio and microcalcification were independently associated with
malignancy (p < 0.05). The malignancy-associated cut-off value of AP/T
ratio at maximum sensitivity and specificity was 20.81. We did not find any
correlation between malignancy and Hashimoto's thyroiditis in histopathology
in multivariate analysis (p > 0.05). In Bethesda Category III nodules with
higher AP/T ratio and microcalcification, surgery might be considered as a first
therapeutic option instead of repeat fine-needle aspiration biopsy or observation.

POLYCYSTIC OVARY SYNDROME IS ASSOCIATED WITH
INCREASED OSTEOPONTIN LEVELS

Saklamaz A, Calan M', Yilmaz 0%, Kume T2, Temur M?, Yildiz N2, Kasap E2, Genc

M2, Sarer Yurekli B, Unal Kocabas G2.
Eur J Endocrinol. 2016 Apr;174(4):415-23. doi: 10.1530/EJE-15-1074. Epub 2015 Dec 23.

Objective: Osteopontin (OPN) is a multi-functional secreted glycoprotein that
plays a crucial role in glucose metabolism and inflammatory process. Growing
evidence suggests that there is a link between OPN and ovarian function.
However, no such link has yet been found for OPN in polycystic ovary syndrome
(PCOS). Our aim was to ascertain whether circulating OPN levels are altered in
women with PCOS and to determine whether OPN levels differ between the
follicular phase and mid-cycle of the menstrual cycle in eumenorrheic women.

Design and methods: In total, 150 women with PCOS and 150 age- and
BMI-matched controls without PCOS were recruited for this prospective
observational study. OPN levels were measured using ELISA. Metabolic
parameters were also determined.

Results: Circulating OPN levels were significantly elevated in PCOS
women compared with controls (69.12431.59 ng/ml vs 42.66+21.28 ng/
ml; P<0.001). OPN levels were significantly higher at mid-cycle than in
the follicular phase in eumenorrheic women. OPN was positively correlated
with BMI, homeostasis model assessment of insulin resistance (HOMA-
IR), free testosterone, and high sensitivity C-reactive protein (hs-CRP).
Multivariate logistic regression analyses revealed that the odds ratio (OR)
for PCOS was 3.64 for patients in the highest quartile of OPN compared
with those in the lowest quartile (OR=3.64; 95% CI=2.42-5.57; P=0.011).
Our findings indicate that BMI, HOMA-IR, hs-CRP, and free testosterone
are independent factors influencing serum OPN levels and that OPN is an
independent predictor for HOMA-IR.

Conclusion: PCOS is associated with increased OPN levels.

RELATIONSHIP BETWEEN PARATHORMONE AND OBESITY-
LINKED DISORDERS

Temizkan S', Demir 2, Aydin K', Ozderya A', Ozturk HT2, Sargin M2,
Metab Syndr Relat Disord. 2015 Dec; 13(10):470-6. doi: 10.108%/met.2015.0062. Epub 2015 Oct 9.
Background: In this study, we aimed to investigate whether high

parathormone (PTH) levels in obese patients contribute to the metabolic
complications of obesity.

Methods: A total of 400 obese subjects aged 18-65 years were included.
Anthropometric bioelectrical bioimpedance measures, blood tests, and 75
gram oral glucose tolerance test results were evaluated.

Results: Of the 400 obese subjects, 335 were female. The mean age was
39+ 10 years. The median body mass index was 36 (interquartile range
34-41). Subjects were divided into quartiles according to blood PTH levels.
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Groups included quartile 1 [n=100, median PTH; 42 (range 36-45)],
quartile 2 [n =100, median PTH; 55 (51-59)], quartile 3 [n =100, median
PTH; 73 (68-78)], and quartile 4 [n=100, median PTH; 99 (89-125)].
Quartiles were evaluated with a generalized linear model adjusted for age,
sex, and season of recruitment. Systolic and diastolic blood pressure, fasting
glucose, homeostatic model assessment-estimated insulin resistance, insulin
sensitivity index, triglyceride level, and high-density lipoprotein cholesterol
(HDL-C) were not different among quartiles. PTH and 25 hydroxyvitamin
D (25(0OH)D) were not associated with higher odds of prevalent metabolic
syndrome in obese subjects (odds ratio, OR, 0.99 [95% confidence interval,
CI, 0.981.00], P=0.38 and 0.99 95% CI 0.96-1.01], P = 0.46, respectively).
Decreased 25(OH)D levels were significantly correlated with higher odds of
low HDL-C (OR 0.96 [95% CI 0.93-0.99], P =0.04).

Conclusions: PTH does not contribute to the occurrence of metabolic
components of obesity, but there is a positive correlation between 25(OH)
D and HDL-C.

EFFECTS OF THYROTROPHIN, THYROID HORMONES AND
THYROID ANTIBODIES ON METABOLIC PARAMETERS IN A
EUTHYROID POPULATION WITH OBESITY

Temizkan S', Balaforlou B2, Ozderya A%, Avci M2, Aydin K, Karaman S%, Sargin M2.
(lin Endocrinol (Oxf). 2016 Oct;:85(4):616-23. doi: 10.1111/cen.13095. Epub 2016 May 26.

Objective: To investigate whether thyroid function in the euthyroid range
and thyroid autoimmunity status would affect metabolic measures in
individuals with obesity.

Design: Cross-sectional.

Patients: We retrospectively evaluated 5300 consecutive obese (BMI 230
kg/m(2) ) subjects attending the Obesity Outpatient Clinic. Subjects with
overt or subclinical thyroid disease, diabetes mellitus, chronic disease or
using any medication were excluded. After exclusion, 1275 euthyroid [TSH
values >0-4 and <4-5 pIU/ml, free triiodothyronine (FT3), free thyroxine
(FT4) in the normal reference range] obese subjects (aged 18-65 years) were
eligible for the study.

Measurements: The physical and biochemical records of the subjects at first
admission to the obesity outpatient clinic were examined.

Results: Eighty-three per cent (n = 1063) of the study population
were women. Antithyroid peroxidase (anti-TPO) positivity was 14%,
and antithyroglobulin (anti-TG) positivity was 15%. TSH was 1.8 pIU/
ml (1.3-244) in antibody-negative subjects and 2.1 pIU/ml (1.4-2.9) in
antibody-positive subjects. Neither TSH nor thyroid antibody positivity
was associated with insulin resistance (IR) and atherogenic dyslipidacmia
after adjustment for confounders. FT3 was positively associated with IR (P
< 0-001) and atherogenic dyslipidaemia (P = 0-03); however, this association
lost its significance after adjustment for age, gender and BMI. FT4 was
negatively associated with IR and this association remained even after
adjustment for confounders (P < 0-001).

Conclusion: TSH and thyroid antibody positivity were not related with
metabolic measures. Low-normal FT4 had an inverse association with
HOMA-IR even after adjustment for confounders.

EVALUATION OF ACUTE AND CHRONIC MRI FEATURES
OF SACROILIITIS IN ASYMPTOMATIC PRIMARY
HYPERPARATHYROID PATIENTS

Tezcan ME', Temizkan S, Ozal ST3, Gul D*, Aydin K2, Ozderya A2, Sargin M*.
(lin Rheumatol. 2016 Nov;35(11):2777-2782. Epub 2016 Jan 19.

Asymptomatic primary hyperparathyroidism (PHPT) is characterized with
autonomous overproduction of parathyroid hormone without signs or
symptoms associated with hyperparathyroidism. Before symptoms become
obvious, PHPT may affect structures like sacroiliac joints, which consist of
bone. So, in the asymptomatic PHPT patients, structural and inflammatory
changes in sacroiliac joints may lead to confusion during diagnosis workup

of axial spondyloarthropathy. In this study, we evaluated active and chronic
sacroiliac magnetic resonance imaging (MRI) changes relevant to sacroiliitis
in the patients with asymptomatic PHPT and interpreted bone marrow
edema within the scope of Assessment of SpondyloArthritis International
Society-Outcome Measures in Rheumatology Clinical Trials (ASAS-
OMERACT) criteria. Forty-nine patients with asymptomatic PHPT, 26
patients with newly diagnosed axial spondyloarthropathy (SpA), and 37
healthy controls were enrolled. All subjects were evaluated by sacroiliac MRI
for four active (bone marrow edema, enthesitis, capsulitis, and synovitis)
and four chronic (subchondral sclerosis, subchondral/periarticular erosions,
periarticular fat deposition, and bony bridges/ankylosis) lesions relevant
to sacroiliitis. Bone marrow edema compatible with ASAS-OMERACT
active sacroiliitis criteria in sacroiliac MRI was fulfilled by 16.3 % (8/49)
of the asymptomatic PHPT patients which was similar with controls
but statistically lower than axial SpA. Moreover, asymptomatic PHPT
patients and controls were similar for other chronic or active MRI findings.
Also, we detected lower frequency of all other MRI findings, except
enthesis, in asymptomatic PHPT patients according to axial SpA. Acute
inflammatory including bone marrow edema fulfilling ASAS-OMERACT
active sacroiliitis criteria and chronic structural sacroiliac lesions relevant to
sacroiliitis in MRI were detected in asymptomatic PHPT similar frequency
with controls but as expected, lower than axial SpA. But, these findings
could not be attributed to excessive secretion of parathyroid hormone.

PANCREATIC DAMAGE INDUCED BY CIGARETTE
SMOKE: THE SPECIFIC PATHOLOGICAL EFFECTS
OF CIGARETTE SMOKE IN THE RAT MODEL

Topsakal S, 0zmen 0,* Aslankoc R, Aydemir DH
Toxicol. Res., 2016,5, 938-945 doi:10.1039/C5TX00496A

In recent years, pancreatic pathologies have become common problems
and their ctiology and pathogenesis are generally unknown. Studies have
shown that smoking may increase the risk of pancreatic disorders but very
scant knowledge is available about the pathogenesis of cigarette induced
pancreatic pathology. This study aimed to evaluate the oxidative stress
status, biochemical, pathological and immunohistochemical findings of
rats exposed to cigarette smoke, pathogenesis of smoking related pancreatic
damage and usability of Alpha Lipoic Acid (ALA) for amelioration of
cigarette smoking induced harmful effects on rat pancreas. Twenty ecight
female, Sprague Dawley rats were randomly distributed into three groups.
The sham group (S) (n = 8), rats were given 0.1 ml of physiological serum
by oral gavage for 8 weeks. The cigarette smoke exposed group (CSE)
(n = 10), rats were exposed to successive periods of cigarette smoke for
2 hours per day per 8 weeks and given 0.1 ml of physiological serum
orally during the study. The cigarette smoke exposed and ALA treated
group (CSE + ALA) (n = 10), animals were exposed to cigarette smoke
(2 hours per day per 8 weeks) and simultaneously treated with 100 mg
per kg per day ALA orally during the study. At the end of the study, the
serum samples were collected for insulin, glucagon, glucose and amylase
analyses. Tissue samples were collected for biochemical, histopathological
and immunohistochemical examinations. Total oxidant status (TOS),
total antioxidant status (TAS) levels and oxidative stress index (OSI) were
evaluated in the pancreas samples. Inmunohistochemical analyses of insulin,
glucagon, calcitonin gene related protein (CGRP), active caspase-3, hypoxia
inducible factor-1 (Hif-1), Hif-2 and tumor necrosis factor (TNF-a)
expressions of pancreas were examined. Cigarette smoke caused statistically
significant increase in serum amylase and glucose but decreased insulin
levels indicating both endocrine and exocrine cell damage. There were no
statistically significant differences in serum glucagon levels between the
groups. Histopathological examination of the pancreas exhibited generally
normal tissue architecture but slightly degenerative and apoptotic cells were
noticed both in the endocrine and exocrine part of the pancreas in the CSE
group. Immunohistochemical analyses revealed marked increase in active
caspase-3, Hif-1 and Hif-2, CGRP and TNF-a expressions with a slight
increase in glucagon immunoreactivity in cells while a marked decrease was
observed in insulin expression in some Langerhans islets in the CSE group.
ALA ameliorated biochemical and pathological findings in the CSE + ALA
group. These findings clearly demonstrated that cigarette smoke can cause
damage in both endocrine and exocrine cells in rat pancreas and ALA has an
ameliorative effect of cigarette induced lesions.
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