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Editorin Notu/ Editor's Note

18-20 Mart 2022 tarihlerinde dizenlenen VII. INSAC
Uluslararasi Saglik Bilimleri Kongresi (ICHES-2022)
Kongremiz yogun bir katilim ile gergeklestirilmistir.

Kongremizde bilim dunyasinin  dnemli isimleri
akademik calismalarini sunmus ve tartisma ortami

o
»

% Moty
Deté s,

—_—

bulmuslardir. Kongremize bizzat katilarak bizleri onurlandiran yabanci davetli

konusmacilarimiza 6zellikle tesekkir ederim.

Kongerimize katilan ve ilgi goésteren tim akademisyenlerimize tesekkir eder, gelecek

kongrelerimize de katihmlarindan onur duyariz.
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Biiyiik Az1 Keser Hipomineralizasyonu’nun CAD/CAM ile Protetik
Rehabilitasyonu: 2 Olgu Sunumu

Alev Eda Okutan Sarlbeylilerl, Emin Orkun Olcay2
Biruni Universitesi Dis Hekimligi Fakiiltesi Pedodonti Anabilim Dali,
E-mail:asaribeyliler@biruni.edu.tr
2Biruni Universitesi Dis Hekimligi Fakiiltesi Protetik Dis Tedavisi Anabilim Dali,
E-mail:eolcay@biruni.edu.tr

Ozet

Girig: Biiyiik Azi Keser Hipomineralizasyonu (BAKH), en az bir daimi biiyiik azi
disin etkilendigi, rengi beyazdan kahverengiye kadar degisen, sinirli opasitelerle
karakterize bir gelisimsel mine defekti tipi olarak tanimlanmaktadr. Daimi kesici,
st 2. molar ve siit kanin disler de bu mineralizasyon bozuklugundan etkilenmis
olabilirler. BAKH prevelans ¢alismalarinda %2,5-45 araliginda degisen sonuglar
bildirilmistir. Prevelans degerlerindeki degisimleri sadece incelenen popiilasyon
farkhihiklart agiklayamayacagindan; arastirma protokollerindeki standardizasyon
eksiklerinin de sonuglar etkiledigi diigiintilmektedir.

Defektli dis minesi diisiik mineral yogunlugu nedeniyle saglam mineden daha
gozeneklidir ve bu durum hastalarda asirt hassasiyete sebep olmaktadir. Cigneme
kuvvetleri altinda defektli mine bélgeleri kolaylikla kirilabilmekte ve dentin a¢iga
ctkabilmektedir. Defekt bélgelerinde minenin artmig péréziii yapisi dentin bonding
ajanlarin baglantisinin ideal olmamasina sebep olarak bu dislerin tedavisini zor
hale getirmektedir. Ayrica sumrly opasitelerin altinda goriilen subklinik fakat sabit
pulpa iltihaby, lokal anestezi ile agri kontroliinii basarisiz hale getirebilmektedir.
Sonugta BAKH'dan etkilenen ¢ocuklar, etkilenmeyenlerden daha fazla invaziv
tedavi gormek zorunda kalirlar.

Olgu 1: Dis hassasiyeti sikayeti ile Biruni Universitesi Dis Hekimligi Fakiiltesi ne
bagvuran 11 yasindaki saglikl kiz ¢ocuk hastanin yapilan klinik ve radyografik
muayenesinde 16 ve 26 numarali dislerinde genis ciiriik alanlar ve ¢liriigii
cevreleyen dis minesinde mine defektleri tespit edilmistir. Restorasyonun
strlarimin saglikly minede bitirilmesi amact ile dis ¢iirtikleri ve ¢evreleyen defektli
mine dokusu da kaldwrilmig ve mineral trioksit agregat (MTA) kullanilarak pulpa
kapaklamasi gergeklestirilmistir. Sonrasinda kavite i¢ agilart yuvarlatilp simirlar
diizenlenerek kavite overlay yapimi icin hazir hale getirilmistir. Intraoral tarayict
kullamilarak kavitelerin élgiisii alinarak restorasyonlarin dizayni ve iiretimi
gerceklestirilmistir. Daha sonra da rezin siman kullanilarak restorasyonlarin
simantasyonu saglanmigtir.

Olgu 2: Dis agrist sikayeti ile Biruni Universitesi Dis Hekimligi Fakiiltesi'ne
basvuran 10,5 yasindaki saglhkli kiz cocuk hastamin yapilan klinik ve radyografik
muayenesinde 26 ve 46 numarali dislerinde genis ciiriik alanlart ve ¢iiriigii
cevreleyen dis minesinde mine defektleri tespit edilmistir. Ayrica 26 numarall
disinde gece agrist Oykiisii de bulunan hastanin bu disine kanal tedavisi
yapunmstir. Dolgu kenarinda sekonder ¢iiriik goriilen ve restorasyon kenar uyumu
bozuklugu saptanan 46 numarali disine ise MTA kullanilarak pulpa kapaklamasi
gerceklestirilmistir. Her iki diste de restorasyonun swrlarimin saglhkli minede
bitirilmesi amaci ile dis ¢iirtikleri ile birlikte c¢iiriigii ¢evreleyen defektli mine
dokusu da kaldirilmistir. Sonrasinda kavite i¢ agilart yuvarlatiip simirlar
diizenlenerek kaviteler overlay yapimi icin hazir hale getirilmistiv.  Intraoral
tarayict ile kavitelerin olgiisii alinarak restorasyonlarin dizaynt ve iiretimi
gerceklestirilmistir. Daha sonra da rezin siman kullanilarak restorasyonlarin
simantasyonu saglanmigtir.
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Sonu¢: Minimal invaziv restorasyonlarda defektli dis minesi restorasyon
smirlarina dahil edilmemektedir. Bu durum ilerleyen zamanda restorasyon
kenarindan mikrosizintiya sebep olabilmekte ve bunu siklikla sekonder c¢iiriik
izlemektedir. Anestezi saglanmast bile olduk¢a zor olan BAKH vakalarinda
minimal invaziv tedavi yaklasimlar: tekrarlayan restorasyon gereksinimleri
olusturarak hem hekimi hem ¢ocuk hastayr zorlamaktadir. Boylece ¢ocuk hastada
kooperasyon problemleri de beraberinde ortaya ¢ikmaktadir. Sonu¢ olarak
defektli mine dokusunun restorasyon swrlarina dahil edildigi invaziv indirekt
yontemler BAKH olgularinda tekrarlayan tedavi gereksinimlerinin oniine gecmek
icin tercih edilmelidir.

Anahtar Kelimeler: BAKH, CAD, CAM, Overlay
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Yeni Bir Ses Tamima Parametresi Voice Onset Time (VOT) ?
Preliminer Calisma

Hakan Coskun Kirba¢®, Arzu Kirbac?
Y Ji Jandarma Komutanhg, Eskisehir/Tiirkiye,
E-mail:hakankirbac76 @gmail.com
2 Eskisehir Osmangazi Universitesi, Odyoloji Béliimii, Eskisehir/Tiirkive,
E-mail:arzukirbac@gmail.com

Ozet:

Amag

Konugma, vokal yoldaki farkli bir¢ok bolgenin noromuskiiler kontrolii ve katkisi ile
seslerin fiziksel olarak iiretimidir. Unlii sesler, vokal yolda herhangi bir engele
ugramadan olusurken, iinsiiz sesler ise vokal yolda hava akiminin artikiilator
organlar tarafindan engellenmesi ile olusur. Konusma sesleri vokal foldlarin
titregip titresmemesine gore /b/, /d/, /g/, /l/, /m/, /n/, /v/, v/, /j/, /z/ titresimli, /f7, /h/,
/k/, /s/, /p/, /t/ titresimsiz tinsiiz olarak siniflandwrilirlar. Bu sesler bilgisayar temelli
akustik analiz ile birbirlerinden aywt edilebilirler. Voice Onset Time (VOT),
patlamali seslerde goriilen patlama ile vokal fold vibrasyonu arasindaki siire¢
olarak tanimlanmir ve titresimli-titresimsiz patlamali seslerin ayriminda kullantlan
bir akustik parametredir, l¢iimii milisaniye (ms) degeri iizerinden yapilmaktadir.
Normal sartlarda VOT, laringeal ve oral artikiilasyon zamanlamasi ve
koordinasyonunun  bir yansimasit olarak motor konusma yeteneginin bir
gostergesidir. Diger yandan Konusma Tanima, insan sesinin bilgisayar tarafindan
algilanmasi, aywt edilmesidir. Konusma Tamimada kullanilan baslica teknikler,
Neural Networks (Yapay Sinir Aglari), Time warping - dynamic time warping
(Dinamik Zaman Eslestirme), Hidden Markov Models (Sakli Markov Modelleri) ve
bunlarin alt parametreleridir. Bu programlar bilgisayar yazilim programlari olup
genelde modelleme iizerinden yapilmaktadir. Bu c¢alismada, farkli alanlarda
kullanilan VOT degerlerinin, Konusma Tamima c¢alismalarinda giivenilir bir
parametre olarak kullanilip kullaniimayacaginin arastirilmas: amaglanmustir.

Yontem

Calismaya, isitme ve konusma problemi bulunmayan ana dili Tiirk¢e olan rastgele
secilmis 20-40 yas araliginda saghkli 10 birey dahil edilmistir. Bireylerden
titresimli ve titresimsiz /g/, /k/, /a/, /i/ fonemleri ile olusturulmus /gag/ ve /kik/
hecelerini 3 kez soylemeleri istenmis, mikrofon kullanilarak Audiocity bilgisayar
programi ile sessiz bir ortamda kayit edilmistir. Kayitlarin analizi i¢in Praat
software yazilim programi kullanilmigtir. VOT degerlerinin 1 hafta ara ile test-
retest  giivenilirligi  arastirilmis  ve  bireyler —arasinda VOT  siireleri
karstlastirilmistir.

Bulgular

Bireylerin /kik/ ve /gag/ hecelerinin ortalama VOT siireleri agisindan 1 hafta ara
ile yapilan test ve retest giivenilirligi saptanmistir (p>0,05), bununla birlikte
hecelerin tekrarlart icin bireyler arasinda istatistiksel olarak da anlamli fark
bulunmanugtir (p>0,05).
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TEST1 TEST 2
DENEKLER
CINSIYET | KiK1 KiK2 Kik3 | GAG1 | GAG2 | GAG3 | KiK4 KiK 5. KiK6 | GAG4 | GAG5 | GAG6G

K 58 66 69 24 21 -18 64 76 81 23 23 27
DENEK 1

E 93 98 36 35 15 -25 81 87 78 35 23 33
DENEK 2

E 80 95 86 -21 17 -18 70 82 70 -19 22 -27
DENEK 3

K 61 51 63 14 -15 -16 46 60 67 -19 21 23
DENEK 4

E 107 104 111 -24 -22 -28 83 104 101 -28 -26 -25
DENEK 5

K 110 92 ] 31 32 31 63 120 76 29 32 -36
DENEK 6

K 59 a8 55 -33 -22 -16 77 80 93 21 -21 -11
DENEK 7

K 23 105 82 22 -30 -18 110 84 121 -3 -18 -39
DENEK 8

K 115 102 107 19 16 -16 91 115 103 18 13 16
DENEK 9

E 76 88 72 28 7 3 61 81 66 26 28 9
DENEK 10

Sekil 1. /KIK/ ve /GAG/ hecelerinin ortalama VOT siireleri

Sonu¢

Sonug olarak /kik/ ve /gag/ hecesinin test ve retest giivenilirligi saptanmis ancak
bireyler arasinda anlaml farklilik gostermedigi icin VOT parametresinin
ses/konusma  tamima  ¢alismalarinda  giivenilir ~ bir  parametre  olarak
kullanmilamayacagi goriistine varimugstir.

Anahtar Kelimeler: Voice Onset Time, akustik parametre, analiz, Praat, Audiocity
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Management of External Inflammatory Root Resorption: Case Series

i Ayhan Eymirli
Hacettepe Universitesi, Dis Hekimligi Fakiiltesi, Endodonti Anabilim Dali
ayhaneymirli@gmail.com

Background: External inflammatory root resorption (EIRR) is the most common
form of exernal resorptions after luxation or avulsion injuries. Depending on the
severity of trauma different level of damage occur in periodontal ligament (PDL).
Damage to precementum leads to initiation of clastic activity and odontoclasts
cause devastating root damage. It is a progressive condition with a potentially
precipitous onset and entire root surface may be resorbed within a few months if
the tooth is left untreated. Clastic activity should be inhibited and root canal
treatment should be performed as soon as it is diagnosed.

Aim: To present the management and different time period follow up of three
extremely damaged EIRR cases.

Case Description: First case was a 15-year-old male patient with no symptoms.
After radiographic examination, EIRR was observed in mesial root of mandibular
right first molar tooth. The treatment was performed with calcium silicate cement
for mesial root and conventional gutta percha points for distal root. After 4 months
follow up, healing was observed in mesial root in radiographic examination.
Second case was a 12-year-old female patient with complaints of pain and
swelling. In radiographic examination; EIRR was observed in distobuccal root of
maxillary left first molar tooth. Obturation of distobuccal root was performed with
calcium silicate cement while other roots were obturated with gutta percha points.
After 1 year follow up, completion of healing process was observed in
radiographic examination. The third case was a 35-year-old male patient. The root
canal treatment was started by another dentist and the patient was referred to our
clinic. In radiographic examination; a broken file was seen in mesial root and
severe EIRR was observed in distal root of mandibular right first molar tooth. The
file in mesial root was by-passed and canals were filled with gutta percha points.
Calcium silicate cement was used for obturation of distal root. After 2 years follow
up complete healing was observed in periapical region of mandibular first molar
tooth.

Conclusion: Although the literature showed that EIRR cases have poor diagnosis
these cases showed that regardless of age and gender; use of calcium silicate
cements in EIRR cases increase the success rate of such treatments.

Key words: External inflammatory root resorption, calcium silicate cement,
apexification.
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Results of Cytogenetic Analysis in Patients With Chronic Myeloid
Leukemia

_ Aysel Kalaye1 Yigin
Istanbul Universitesi-Cerrahpasa, Cerrahpasa Tip Fakiiltesi, Tibbi Genetik Anabilim Dals,
E-mail:akyigin@iuc.edu.tr

Abstract: Chronic myeloid leukemia (CML) is a neoplastic disease
characterized by the presence of the Philadelphia chromosome (Ph) which
is the derivative chromosome 22 of the translocation t (9; 22) (q34.1;
g11.2) Cytogenetic and molecular genetic analysis are important in
diagnosis, classification, prognosis, and assessment of response to
treatment. The present study was conducted cytogenetic analysis results of
60 patients diagnosed with CML who applied to the Genetic Diseases
Diagnosis Center (GETAM) between 2019 and 2022 were evaluated.
Cytogenetic analysis revealed Ph chromosome in 6 patients (10%), Ph
chromosome mosaicism in 6 patients (10%), hypodiploidy/normal
karyotype in 6 patients (10%), del 5p in one patient (1.6%),
tetraploidy/normal karyotype in a patient (1.6%, and complex karyotype in
one patient(1.6%). Normal karyotypes (46, XX/46, XY) were found in 34
patients (56.6%). The overall frequency of the Philadelphia chromosome
was 21.6%, which was lower than the previously reported incidence.
Because of the small number of patients (n = 60), this rate may be different
of literature. This study was also determined the frequency and type of
additional cytogenetic abnormalities in CML other than Philadelphia
chromosome. This retrospective study is presented as a contribution to the
literature.

Keywords: Chronic myeloid leukemia, Cytogenetic analysis, Karyotype,
Philadelphia chromosome (Ph)

Introduction

Chronic myeloid leukemia (CML) is a neoplastic disease characterized by the presence of
the Philadelphia chromosome (Ph) which is the derivative chromosome 22 of the translocation t
(9; 22) (g34.1; g11.2) [1,2]. This reciprocal translocation of material between the Abelson
kinase domain (ABL) of chromosome 9 and the breakpoint cluster region (BCR) of
chromosome 22 is detectable in 95% of cases of CML by routine cytogenetic studies but the
abnormality is sub-microscopic in the remaining 5%. In all cases, presence of the BCR-ABL
fusion gene can be confirmed by FISH, or by detection of its transcript by gRT-PCR [3,4].
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Cytogenetic and molecular genetic analysis are important in diagnosis, classification, prognosis,
and assessment of response to treatment[5].

Material and Methods

In this retrospective study was conducted cytogenetic analysis results of 60 patients
diagnosed with CML who applied to the Genetic Diseases Diagnosis Center (GETAM) between
2019 and 2022 were retrospectively evaluated. Cytogenetic analysis was performed on bone
marrow culture using standard techniques. Cytogenetic investigation was carried out on
unstimulated bone marrow cells incubated for 24/48 h. For karyotype analysis, at least 20
metaphases were analyzed by GTL banding technique following short-term (24/48 hr)
unstimulated cell culture. All cytogenetics analysis or checking should involve at least two
independent analysts. Karyotypes were described according to the criteria of the International
System for Human Cytogenetic Nomenclature (ISCN,2016).

Results

Cytogenetic analysis revealed 46,XX,t(9;22)(g34;q11) or 46,XX,t(9;22)(934;911) in 6
patients (10%), mosaic 46,XY,1(9;22)(q34;q11.2)/ 46,XY or mosaic 46,X,t(9;22)(q34;911.2)/
46,XX in 6 patients (10%), 44~45XX/46,XX in 6 patients (10%), 46,XY,del(5)(p15) in a
patient (1.6%), 92,XXYY/46,XY in a patient (1.6%). One patient had complex karyotype
48,XX,1(9;22)(q34;911.2),t(22;22)(q11;911),+der(22),+8/46,XX (1.6%). Normal karyotypes
(46, XX/46, XY) was found in 34 patients (56.6%) (n=60) (Table 1).

Table 1. Results of karyotype in patients with CML

Karyotype Number of | Percentage
patients with %
CML (n=60)

46,XX or 46,XY 34 56.6%

46,XX,t(9;22)(q34;911.2) 6 10%

or
46,XY,t(9;22)(q34;911.2)
46,XY,t(9;22)(q34;911.2)/ 46,XY 6 10%
or

46,XX,1(9;22)(g34;911.2)/ 46,XX

44~45,XX/46,XX 6 10%

46,XY ,del(5)(p15) 1 1.6%

92, XXYY/46,XY 1 1.6%

48,XX,t(9;22)(934;911.2),t(22;22)(q11;q11),+der(22),+8/46,XX 1 1.6%

Rate of culture failure 5 8.3%

Discussion

Conventional cytogenetic methods are used effectively in the diagnosis and follow-up of
chronic myeloid leukemia patients. In our study, our rate of obtaining metaphase, in which
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detailed cytogenetic evaluation can be performed, was 91% in 60 CML patients. The genes
affected in CML are ABL and BCR. Ph translocation results in the formation of a fusion gene,
BCR-ABL. The overall frequency of the Philadelphia chromosome was 21.6%, which was
lower than the previously reported incidence [3,4]. Because of the small number of patients (n =
60), this rate may be different of literature. This study was also determined the frequency and

type

of additional cytogenetic abnormalities in CML other than Philadelphia chromosome.

Accordingly, one patient had 5p deletion, one patient had a complex karyotype containing the
Ph chromosome, one patient had mosaic tetraploidy, and six patients had mosaic hypodiploidy.
This retrospective study is presented as a contribution to the literature.

References

1.

Johansson B, Fioretos T, Mitelman F. Cytogenetic and molecular genetic evolution of
chronic myeloid leukemia. Acta Haematol. 2002;107(2):76-94.

. Baccarani M, Deininger MW, Rosti G, Hochhaus A, Soverini S, et al. (2013) European

LeukemiaNet recommendations for the management of chronic myeloid leukemia: 2013.
Blood 122: 872-884.

. Mitelman F, Johansson B, Mertens F. The impact of translocations and gene fusions on

cancer causation. Nat Rev Cancer. 2007;7:233-245.

. A. Quintas-Cardama and J. E. Cortes,“Chronic myeloid leukemia: diagnosis and

treatment,” Mayo Clinic Proceedings, vol. 81, no. 7, pp. 973-988, 2006.

. Rack, K.A., van den Berg, E., Haferlach, C. et al. European recommendations and quality

assurance for cytogenomic analysis of haematological neoplasms. Leukemia 33, 1851
1867 (2019). https://doi.org/10.1038/s41375-019-0378-z.

. Druker, B. J., Talpaz, M., Resta, D. J., Peng, B., Buchdunger, E., Ford, J. M.,... Sawyers,

C. L. (2001). Efficacy and safety of a specific inhibitor of the BCR-ABL tyrosine kinase
in chronic myeloid leukemia. New England Journal of Medicine, 2001(344), 1031-1037.

23
Proceedings Book



VIIl. INSAC International Congress on Health
Sciences (ICHES-2022)

Turkiye'de Geriatrik Fizyoterapi ve Rehabilitasyon Alaninda
Yapilan YUksek Lisans Tezlerinin Cesitli Degiskenler Acisindan
Incelenmesi

(Ayse Abit Kocaman)



VIIl. INSAC International Congress on Health Sciences (ICHES-2022) Iﬂ&@

Tiirkiye’de Geriatrik Fizyoterapi ve Rehabilitasyon Alaninda Yapilan
Yiiksek Lisans Tezlerinin Cesitli Degiskenler A¢isindan Incelenmesi

Ayse Abit Kocaman
Kurikkale Universitesi Saglik Bilimleri Fakiiltesi Fizyoterapi ve Rehabilitasyon Bolimii, Kirikkale
E-mail:ayseabit@gmail.com

Ozet: Bu calismada Yiiksekogretim Kurulu Ulusal Tez Merkezi taranarak, 2010-
2022 yillart arasinda Geriatrik Fizyoterapi ve Rehabilitasyon alaninda yapilmis
olan yiiksek lisans tezlerinin incelenmesi ve genel egilimlerinin belirlenmesi
amaglanmistir. Arastirmada icerik analizi yontemi kullaniimistir. Yapilan tezlere,
‘http://www.tez.yok.gov.tr’ adresinden ‘Fizyoterapi ve Rehabilitasyon’, ‘Fizik
Tedavi ve Rehabilitasyon’ anahtar kelimeleri kullanilarak yapilmis olan yiiksek
lisans tezlerinden 111 tezin geriatrik rehabilitasyon alaninda yapildigi
belirlenmistir. Bulgulara iliskin veriler tammlayici istatistik yontemlerinden olan
yiizde (%) ve frekans (n) analizi kullanimistir. Incelenen 111  tezin
108°inin(%97,29) Tiirk¢e yazildigi ve 109 unun (% 98,19) erisime actk oldugu
gorilmiistiir. Yash bireylerde denge, diisme, kinezyofobi, yasam kalitesi, mobilite,
fiziksel fonksiyon en fazla calisilan konular arasindadwr. Kirk alti (% 41,44) tezin
vakif iiniversitesinden 65 (% 58,56) tezin devlet iiniversitesinden yazildig
belirlenmistir. En fazla tez yazilan iiniversiteler : Hacettepe, Dokuz Eyliil, Istanbul
Medipol ve Istanbul Aydin Universitesi’dir. Yapilan tezlerin 24 ’iiniin (% 21.62)
yasl bireylere yonelik egzersiz egitimi ¢alismast iken, 87’nin (%78,38) yash
bireylerde degerlendirmeye yénelik oldugu belirlenmistir. Huzur evinde yasayan
yash bireyler iizerinde yapilan tez sayist ise 13 ’tiir (% 11,17). Demans , kirilganlhk
ve sarkopeni iizerine yapilmis tez sayilarimin az oldugu gézlemlenmistir. Tezlerde
kullanilan analizler incelendiginde en ¢ok Kolmogorov Smirnov/Shapiro Wilk,
Spearman, Pearson Korelasyon Analizi, Mann-Whitney U, Wilcoxon Testi
kullamilmistir. Demografik ozellikler, denge, diisme, kas kuvveti, kinezyofobi,
propriyosepsiyon, kogntif fonksiyonlar, yiiriime ve depresyon parametrelerinin
daha fazla kullamildigi tespit edilmistir. En ¢ok kullanilan calisma tasariminin
gozlemsel (tamimlayicy) oldugu goriilmiistiir. Tiirkiye'de Geriatrik Fizyoterapi ve
Rehabilitasyon alaninda yapilan yiiksek lisans tezlerinin cesitli kriterler agisindan
incelenmesi, bu alandaki durumu ve genel egilimleri belirlemek agisindan biiyiik
onem tasimaktadwr. Bu ¢alismanin Geriatrik  Fizyoterapi ve Rehabilitasyon
alaminda ¢alismak isteyen arastirmacilar icin faydali olabilecegi diisiiniilmektedir.

Anahtar Kelimeler: Arastirma egilimleri, yiiksek lisans tezi, Geriatrik Fizyoterapi
ve Rehabilitasyon, icerik analizi, Tiirkiye
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Breastfeeding and Nursing Education during the Covid-19 Pandemic

Aysenur Denizl, Do¢.Dr. Fatma Yilmaz Kurt’
! Canakkale Onsekiz Mart University Graduate School Institute Department of Nursing, Graduate student,
E-mail:aysenurrdenizz_4198@hotmail.com
2 Canakkale Onsekiz Mart University, Faculty of Health Sciences,
E-mail: fatossylmz@gmail.com

Abstract:

Breast milk is the best source of nutrition during the infancy, and it meets all the
nutrients, minerals, and vitamins needed by the infant, strengthens the immune
system thanks to the antibodies it contains. Therefore, the introduction of a
newborn with breast milk immediately after childbirth is one of the first goals.
However, due to the limited research conducted on breastfeeding during the
COVID-19 pandemic, fear of transmitting COVID-19 to their baby either by
contact or through breast milk has caused a number of changes in the
breastfeeding practice. It is clear that the breastfeeding training given in
accordance with the current literature by nurses, who have important roles in the
initiation and continuation of breastfeeding effectively, will contribute to the
breastfeeding success of mothers. This review study aims to reveal the
breastfeeding responsibilities of nurses, who take care of the mother and newborn,
during the COVID-19 pandemic.

Since breastfeeding has many short- and long-term benefits for mother and baby,
numerous international organizations such as WHO, UNICEF, and the US Centers
for Disease Control and Prevention (CDC) recommend supporting breastfeeding
during the COVID-19 by taking special precautions. These organizations also
encourage skin-to-skin contact, when possible, to facilitate the adaptation of the
newborn to the outside world, especially after birth. According to the CDC, it is
recommended that mothers adhere to infection precautions and wash their hands
before touching the baby and that the surrounding surfaces touched by the mother
should be cleaned and disinfected regularly. Asymptomatic or slightly symptomatic
mothers with COVID-19 who are able to breastfeed directly should wear a
surgical mask, wash their hands and breasts with soap and water before
breastfeeding. The distance between the mother and the baby, except feeding,
should be at least two meters. In moderate to severe symptomatic mothers who
cannot breastfeed directly, the mother should wash her breast with soap and water,
and use a breast pump while wearing a mask. The personal-use breast pump
should be cleaned after each use.

In the light of the current literature, the benefits of breast milk are believed to be
ahead of the potential risks during the pandemic, and therefore, breastfeeding
should also be continued as much as can be during the pandemic. It is believed
that breastfeeding can be maintained at a high level when nurses fulfill their
responsibilities in matters such as taking measures for infection control for
mothers and initiating and maintaining breastfeeding throughout the COVID-19
and breastfeeding process.

Keywords: covid-19, pandemic, nurse, breast milk, breastfeeding training
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Ozet:

Hidatik kist (HK) hastaligi Echinococcus tenyalarmmn larvalarinin neden oldugu
paraziter bir enfeksivondur[1]. Insan viiciidun da en sik karacigerde paraziter
enfeksiyona neden olmaktadirlar. Ikinci siklikta  yerlestikleri organ ise
akcigerlerdir.[2] Karaciger HK e bagh Bilioplevral fistiil (BPF) nadir goriilen bir
durumdur. Hastadaki plevral efiizyonun yesil renkte ve Plevra sivisi/serum
biluribin orammin >1,0 iizerinde olmasi biliotoraks: desteklemektedir. Tedavide
biliyer drenaj ve diyafragma tamiri yapilir.

Biz burada nadir gériilen blioplevral fistiilii olan bir hastamizi sunuyoruz.

53 yasinda bayan hasta. Karin agrisi sikayeti ve halsizlik sikayetleri ile
hastanemize basvurdu. 8 yil dnce karaciger HK'i nedeniyle opere edilmisti.
Yapilan tetkikler sonucunda bilioplevral fistiil(BPF) tespit edildi. BPF sonucunda
pnomotoraks ve biliotoraks gelisen hastaya drenaj ve cerrahi tedavi uygulandi.

Anahtar Kelimeler: Hidatik kist, bilioplevral fistiil, plevral efiizyon.

Giris

Hidatik kist (HK) hastaligi Echinococcus tenyalarinin larvalarinin neden oldugu paraziter bir
enfeksiyondur. [1] Izlandali balikgilarin kdpeklerinden kaynaklandigi belirtilmekte olan HK
hastaligi ilk olarak Thebesius tarafindan 17. Yiizyilda tanimlanmuistir.[3] Hayvancilikla ugrasan
Akdeniz, Orta dogu ve Giiney Amerika gibi {lkelerde sik goriilmektedir.[4]
Echinococcus granulosus, Echinococcus Multilocularis, Echinococcus Oligarthrus ve
Echinococcus Vogeli insanlarda enfeksiyon yapabilme potansiyeline sahip Echinococ-
cuslardir. En  fazla Echinococcus granulosus insanlarda paraziter enfeksiyona neden
olmaktadir.[4,5] Yasam sikluslarin1 tamamlayabilmeleri i¢in ana konak ve ara konak olarak
isimlendirilen 2 farkli konaga ihtiyaglar vardir. Kurt, kdpek, tilki gibi hayvanlar ana konagi
olusturmakta ve bu hayvanlarim bagirsaklarinda kist eriskin formuna ulasabilmektedir. Insan,
koyun, ve sigir gibi ara konagi olusturan canlilar da ise kistin larva formu HK hastaligina neden
olmaktadir.[5,6]

Insan viiciduna giren embriyolarm 6nemli bir kismi, bir filtre gibi davranan karaciger
siniizoidlerinde takilmalari nedeniyle en sik karacigerde paraziter enfeksiyona neden olur. Capi
0,3 mm’den kiiciik embriyolar hepatik sinlizoidlerden gecebilmektedir. Bu embriyolar hepatik
ven ve inferior vena kava (IVC) yoluyla sag kalbe gelip, en sik ikinci yerlestikleri organ olan
akcigerlere ulasirlar.[6] Bilioplevral fistiil (BPF), nadir goriilen bir durumdur. Genellikle
karaciger kist hidatik, kolelityazis, koledokolitiazis, malignite ve cerrahiye sekonder bir
komplikasyon olarak ortaya ¢ikmaktadir. [7]
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Olgu sunumu

53 yasinda bayan hasta. Karin agrisi sikayeti ve halsizlik sikayetleri ile hastanemize
basvurdu. 8 yil once karaciger HK’1 nedeniyle opere edilmis. Karaciger enzimleri yiiksek,
Indirect Hemaglutination Test (IHA) pozitifti. Yapilan batin ultrasonografisinde safra
yollarinda ‘safra gamuru’ goriilmesi iizerine kolodekolitiazis 6n tanisi ile hastanemize yatirildi.
ERCP uygulanan hastada safra yollarindaki kist membrani tespit edilerek, membran temizligi
yapildi.

Takiplerinde pnomoni ve plevral efiizyon gelisen hastaya pnomoni tedavisi uygulandi.
Solunumu da kétiilesen hastada pnomotoraks tespit edildi.(Sekil 1) Kapali su alti drenaji ve
g0giis tlipli uygulanan hastanin toraksdan drene olan mayinin safra igerdigi goriildii. Hastaya
bilioplevral fistiil tanist kondu. Genel durumu bozuk olan hastanin vital bulgular stabil hale
gelince hasta operasyona alindi. Hastaya sag torakotomi uygulandi. Hastanin hem viseral, hem
de parietal plevrasinin ileri dercede kalinlagmis ve yesil renkte oldugu gorildii(Sekil 2). Hastada
tuzak akciger gelistig tespit edildi. Akcigerin alt lob lateralde plevraya agilan fistiil agz1 oldugu
ve bu alandan safrali mayi geldigi goriildii.(Sekil 3)

Hastanin kalinlagsmis visseral plevrasi soyuldu. Akciger ekspansiyonu saglandi. Diafragma
kubbesinde, iginden safrali mayi geldigi gorillen diger fistiil agz1 goriildi.(Sekil 4)
Diyafragmadaki fistiil agzindan goriinen kistik membran temizlendi. Diafragmadaki ve alt
lobdaki fistiil tamir edildi.

Postop takiplerinde drenaj miktar1 kesilen hasta genel durumu diizelince taburcu edildi.

Taburcu edildikten sonraki 2 aylik kontroliinde hastanin genel durumu iyi.(Sekil 5)

Tartisma

HK tanisinda radyolojik ve serolojik testlerden yararlanilmaktadir. Periferik kan eozinofilisi,
artmig 16kositoz ve sedimantasyon hizi riiptiire kistlerde goriilebilmektedir. Ancak bulgular
nonspesifiktir. Diger bir serolojik test olan Casoni ve Weinberg testlerinin tan1 degeri %52
civarindadir.[8]  Echinococcus granulosus  antikorlarmin ~ varligim = gosteren  Indirect
Hemaglutination Test (IHA) yonteminin pozitiflik oran1 %78,3 olarak bulunmustur.[9] Bizim
hastamizda da IHA pozitif idi.

Serolojik testler karaciger kistlerinde daha duyarli bulunmustur. Bu oran Karaciger kistlerin
de % 85 ila % 98 ve pulmoner Kistte ise % 50-60 arasinda degisir.[6] Bizim hastamizda pirmer
karaiger kist hidatigi bulunmaktaydi. Hastamizda ayni zamanda pndémonin de mevcut
olmasindan dolay1r 16kositoz ve sedimantasyon artist nonspesifik bulgular olarak
degerlendirilmistir. Literatiirde postaeranterior akciger (PA Ac) grafisi ve toraks bilgisayarl
tomografisi(BT) ile %90’nin iizerinde tan1 konabildigini bildiren yaymlar vardir.[8] Karaciger
HK’lerinde ultrasonografiden de faydanilmaktadir.[S] Bizim hastamizda kistin perfore olmasi
ve bilioplevral fistiil gelismesi plevral efiizyon ve pndmotoraksa neden olusmustu.

BPF tanisi i¢in Endoskopik Retrograd Kolanjiyo Pankreatografi (ERCP) en ¢ok kullanilan
yontemlerdir.[7] Biz de hastamiza ERCP uyguladik. ERCP’de kist membranlar1 goriilerek
temizligi yapildu.

Plevral efiiyonun renginin koyu yesil ve plevra sivisi/serum biluribin oraninin >1,0 {izerinde
olmasi bilioplevral fistiil tanisini destekler.[10] Bizim hastamizda ki plevral efiizyon koyu yesil
renkte ve Plevra sivisi/serum biluribin orami 1,0 {izerindeydi.
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Akciger HK’nin temel tedavisi cerrahidir . HK’in riiptiir riskini 6nlemek i¢in miimkiin olan
en kisa siirede cerrahi tedavi 6nermektedir.[11] Ancak cerrahi tedavi uygulanamayacak yandas
hastaliklara sahip hastalar ile cerrahi olarak g¢ikarilamayacak kadar ¢ok sayida kisti bulunan
hastalar i¢cin medikal tedavi 6nerilmektedir. Ne yazik ki bu amagla kullanilan Albendazol veya
mebendazol ile yapilan oral tedavide tam olarak basar1 saglanamamstir.[12]

Karaciger ve akcigerin farkli doku 6zelligi sahip olmasit HK hastaligimnin farkli sekilde
gelismesine neden olabilmektedir. Karaciger i¢in kullanilan perkiitan tedavi akciger i¢in uygun
degildir.[13] Karaciger solid bir yapiya sahipken akciger yumusak ve icerisinde hava
bulundurur. Akcigerdeki perkiitan tedavi, rezidii kist dokusu bronsial komiinikasyon ile
enfeksiyona yol acabilir.[13]

HK’e bagli BPF tedavisi i¢in standart bir cerrahi teknik yoktur. Safra fistiilii ameliyattan
sonra hala yaygin bir komplikasyondur. Tedavi temel olarak plevral safra mayisinin drenaji ve
cerrahi olarak fistiiliin kapatilmasi esasina dayanir. Biz hastamiz da pnomotoraks ve plevral
efiizyonu tedavi etmek amaciyla ilk dnce gogis tiipii uyguladik. Hastanin genel durumunun
toplamasindan sonra sag torakotomi ile kalinlasmis olan visseral plevrsini soyduk ve akciger
parankimi ile diyaframdaki fistlil agizlarin1 kapattik. ERCP’de , bilioplevral fistiilde hem tan
hem de tedavi yontemi olarak da kullanilmaktadir.[14] Bizim hastamizda ERCP yapilmis, kist
goriilrek  kist temizligi yapilmistir. Ne yazik ki fistiil kapatilamamigtir. Hastanin
pnomotoraksinin da bulunmasi lizerine dnce hastaya gogiis tiip takilmis ve dreanaj saglanmustir.
Hastanin genel durumu toparlayinca hastaya sag torakotomi uygulanmaistir.

HK’ wviicutta en sik karaciger (%70), ikinci siklikla ise  akcigerde (%20) hastalik
yapmaktadir.[6] Akciger HK ve karaciger HK ’nin birlikte gdriilme orani ise literatiirde %10-20
oraninda bildirilmektedir.[11] HK’ler boyutlarinda biiylimeye bagli olusan gerginlik, travma
veya operasyona bagli olarak riiptiire olabilirler. Riiptiir intraperitoneal olabildigi gibi
intraplevral da olabilmektedir. Ayn1 zamanda safra yollarinda da hasara neden olarak intrabilier
alanlara riiptiire de neden olabilirler. Literatiirde farkli bilier fistiil oranlar bildirilmistir(%2,5-
26,4).[10,15] intratorasik yayilma ise %0,6-16 oramindadir. Safra igeriginin kimyasal etkisine
intraplevral negatif basing da eklenmesi bilioplevral fistiil olusumuna neden olan
faktorlerdendir.[7] BBF’iin en sik nedeni %32.3 oraninda tiimérler oldugu bildirilmistir.[2,6]

Plevral mayinin renginin yesil ve plevra sivi bilirubinin serum bilirubine orani 1’den biiyiik
olmasi biliotoraksin kuvvetli delillerindendir.[16] Karaciger hidatik kisti disinda,
torakoabdominal travmalarda,  safra tas1i perforasyonu ve kolesistitlerde plevral sivi
(Biliotoraks) olugabilir.[16] Safra kanal obstriiksiyonu sonrasi veya kolesistektomi sonrasi safra
yolarindan plevraya biliyer fistiil gelisebilir. Tedavide biliyer drenaj ve diyafragma tamiri
yapilir.

Sonu¢

Karaciger HK’i BPF’nin nadir nedenlerindendir. Hastamizin tetkiklerinde plevral eflizyonun
koyu yesil olmast ve plevra sivisi/serum biluribin oraninin >1,0 {izerinde olmasi, BPF lehine
degerlendirilmistir. BPF tedavisi biliyer drenaj ve fistiil tamiridir. Biz de hastamiza ilk 6nce
gogiis tlipli ile drenaji sagladik. Daha sonra sag torakotomi uygulanarak parankim ve
diyaframdaki fistiil onarilmis, akciger ekspansiyonunu engelleyen kalinlagmis viseral plevra
soyulmustur. Postoperatif donemde yapilan takiplerinde genel durumunda hizli bir diizelme
olmustur. Operasyondan sonraki 2 ayinda hastamizin genel durumu oldukga iyi durumdadir.
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Sekil 1: Hastanin arka-6n grafisinde; pndmotoraks hatti ve hava-sivi seviyesi

Sekil 2: Akciger lateral alt lobunda plevraya agilan fistiil vardi ve bu bdlgeden safra sivisi
geliyordu.
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Sekil 4: Akciger ekspansiyonu saglandi
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Sekil 5: Posteroanterior akciger grafisi 2 ay sonra
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Ozet:

Amag: Mitral darligi (MD) hamile olan kadinlar i¢in yiiksek risk olusturmaktadir.
Hamilelik dénemi boyunca degisen dolasim degisiklikleri anne ve bebek i¢in bazi
yvan etkilere neden olur. Mitral darligi ve pulmoner hipertansiyon gebelerin
mortalitesini %15'e kadar artirmaktadir (1). Literatiirde genel anestezi (2),
kombine spinal-epidural (3), epidural anestezi (4), siirekli spinal anestezi (5)
yéntemlerinin uygulanabilecegi belirtilmistir. MD olan olgularda intraoperatif sivi
yontemi ve hemodinamik degisiklikler onemlidir, ozellikle gebelerde rejyonel
anestezide yapilan s uygulamalari intraoperatif ve/veya postoperatif
komplikasyonlara neden olabilir. Bu olguda daha once kapak hastaligi tanisi
almamig MD olan hastada intraoperatif sovi uygulamasina dayalr olarak gelisen
pulmoner 6dem olgusunu sunmayr amagladik.

Olgu: 27 yasinda boy:164 cm kilo:90 kg 39 hafta makat prezentasyonu olan ve
daha dnce ameliyat olmamis gebe, acil sartlarda ameliyata alindi. Hasta preop
monitérize edildi. Ortalama arter basinct (OAB) 140/73 mmHg kalp hizi (KH):123
atm/dk SO2:98 idi. Hastaya 500 ml normal salin bolus verildi. Antiseptik soliisyon
ile steril kosullar saglandi, L4-5 seviyesinden 27 gauge Quince igne girildikten
sonra spinal bosluga 12.5 mg heavy-marcain yavasca enjekte edildi. Postpinal 5
dak OAB 85/45 mmHg HR:147 atm/dk olarak 6l¢iildii ve 10 mg efedrin uygulandi.
Ameliyat sirasinda 15. dakikada 10 Unite (U) synpitan pulse ve 10 U inf
uygulandi. Ameliyat yaklasik 45 dakika siirdii. Postoperatif OAB:105/72 mmHg
NR:124 atm/dk SO:98 (02 ile 6 IW/dK) olarak ol¢iildii. Hasta postoperatif bakim
tinitesinde (PACU) 20 dakika tutulduktan servisine génderildi, intraoperatif 1000
ml salin soliisyonu uygulandi. Postoperatif 3. saat nefes darligi olan ve
satiirasyonlart diisen hasta degerlendirildi. Her iki akcigerde; ral, honkus ve
hirdtist olan hasta yogun bakim tinitesine alindi. Yogun bakimda izlenen hastaya 6
It/dk O2 bagslandi. MAP: 110/87mmHg KH SO2:88 ve arter kan gazi pH:7,20
pCO2: 35,3 mmHg p0O2:55 SO2:87 mmHg olan hasta kardiyolojiye konsiilte
edildi. Ejeksiyon Fraksiyonu %55, 2° mitral darlik, 2° mitral yetmezlik, kapak
fibrotik ve agikligi simirl olarak tespit edildi. Hastaya MD sonrasi gelisen
pulmoner édem tanisi konuldu. Solunum problemleri artan ve SO2'si 75'e diisen
hastaya Nonivazif maske ventilasyon (NIMV) maskesi ile CPAP (Siirekli Pozitif
Havayolu Basincy) uygulamast yapilmaya baslandi. Hastada asirt yiiklenme
bulgular: nedeniyle lasix 6*10 mg ve diltizem 120 mg tb 1*1 tedavisi baslandh.
NIMV uygulamast sonrast arter kan gazi ( pH: 7,35 PC0O2:36 mmHg PO2: 68
mmHg SO2: 94 ) SO2 takipleri ve solunum sorunlar diizelen hasta servise alindi.
Servis takiplerinde sorun olmayan hasta postop 5. giinde taburcu edild;i.

Tartisma-Sonug: Mitral darligi olan olgularda; epidural, spinal ve siirekli spinal
anestezi tercih edilmelidir. Bu olguda spinal anestezi uygulamasim tercih ettik
ancak hasta daha dnce mitral darligi nedeniyle herhangi bir sorunu olmadigindan
habersizdi. Hastada intraoperatif ve postoperatif hemodinamik stabilite saglamak
amacwyla agsiri st yiiklemek i¢in postoperatif akut pulmoner odem gelisti.
Postoperatif pulmoner édem nedeniyle hastaya nazal maske ile cpap ve diiiretik
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tedavisi uygulandi. Ameliyat sonrast solunum sorunlari diizelen hasta taburcu
edildi.

Sonug olarak, bélgesel anestezi uygulamasi sonrast kapak hastaligi olan gebelerde
st ve hemodinamik yonetimi ¢ok onemlidir. Sivi resiisitasyonu dikkatli bir sekilde
yapilmalidir.

Anahtar Kelimeler: Mitral stenoz, spinal anestezi, pulmoner édem
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Ozet: Kronik Obstriiktif Akciger Hastahgr (KOAH) diinyada en sik ilK di¢ 6liim
nedeni arasinda olup, bu déliimlerin %901 diisiik ve orta gelirli iilkelerde
gerceklesmektedir. Epidemiyolojik calismalarda sigara i¢menin yani sira, ¢evresel
faktorlerin yatkinligi nedeniyle icmeyenlerde de kronik havayolu dariigi gelistigi
hgéoriilmiistiir. Serotonin, solunum ritmi ve pulmoner vazokonstriiksiyon gibi
islevierde gorev alan bir ngrotransmitterdir. Bununla birlikte depresyon gibi
KOAH in komorbiditesi olan bazi hastaliklarin patogenezinde rol oynamaktadir.
Bu derlemenin amaci, KOAH patogenezinde serotonin metabolizmasinin oksidatif
stresle birlikte akciger hasarina nasil sebep oldugunu ve beraberinde KOAH
gelisimine olan etkilerinin neler oldugunun arastiriimasidir. Yapilan ¢alismalarda
plazma 5-hidroksitriptofan seviyelerinin stabil KOAH hastalarinda kontrol
grubuna gore daha yiiksek oldugu bulunmasi, yine aymi sekilde serotonin
sentezinde 5-hidroksitriptofan  yolagindaki metabolitlerden indolamin 2,3-
dioksijenaz (IDO) ve triptofan hidroksilazin (TPH) gibi enzimlerin, KOAH
hastalarinda Kowi seyir ve mortaliteyle pozitif iligkili oldugu Qdsterilmigtir.
Serotoninin, monoamin oksidaz bagimli yolak iizerinden insan kalp kapag: ve
mezenkimal kok hiicrelerde oksidatif stresi arttirdiginin gozlemlenmesi, KOAH
hastaliginda  serotonin  metabolizmasimin ~ énemini  gostermektedir.  KOAH
patogenezi ve serotonin iliskisi her ne kadar tam olarak gosterilmis olmasa da
akciger endotelyal hiicrelerinin serotonin yikimi ve metabolizmasinda islevi
bilinmektedir. Dolayisiyla serotonin iliskili oksidatif stres ve buna bagh
belirte¢lerin KOAH patogenezindeki etkinligini belirlemek onemlidir.

Anahtar Kelimeler: Serotonin, Oksidatif stres, KOAH, Pulmuner hipertansiyon

Giris

Kronik obstriiktif akciger hastaligt (KOAH), inatgr solunum semptomlar1 ve havayolu
darligiyla seyreden yaygin, engellenebilir ve tedavi edilebilir bir hastaliktir. KOAH’ta goriilen
kronik havayolu darligi, kiigiik havayolu hastaligi ve parenkimal yikimin (amfizem) degisen
oranlarda Kkatkilariyla olusur. Bu degisiklikler her zaman birlikte olmaz ve zaman zaman farkli
oranlarda hastaliga katkida bulunurlar. Kronik enflamasyon, kiigiik havayollarinda darliga ve
akciger parenkiminde yikima neden olarak alveolarin kiigiik havayollariyla baglantisinin ve
akcigerin elastisitesinin kaybina neden olur. Havayolu darligmmin olglimii yaygin ve
tekrarlanabilir bir test olan spirometri ile yapilir (1).
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Kronik Obstriiktif Akciger Hastalig

Risk Faktorleri

Sigara i¢cimi KOAH’ta en iyi arastirilmis risk faktorii olsa da, tek risk faktori degildir ve
epidemiyolojik c¢alismalar sigara igmeyenlerde de kronik havayolu darligi gelisebilecegini
gostermistir. Ancak sigara igmeyenler sigara icenlerle kiyaslaninca, sigara igmeyenlerin daha
hafif hastalik gecirdigi, daha az semptom gosterdigi, akciger kanseri ve kardiyovaskiiler
morbidite riskinin daha az oldugu gozlenmistir. Bununla birlikte sigara igmeyenlerin pnémoni
riskinin arttigi ve solunum yetmezliginden mortalitenin daha fazla olduguna dair kanitlar
mevcuttur (1).

KOAH gelisiminde genlerin ve gevrenin etkilesimi etkilidir. Sigara i¢imi KOAH’1n en sik
gevresel risk faktorii olmasina ragmen, yogun sigara igicilerde bile, sigara igenlerin %50’sinden
azi hayatlar1 boyunca KOAH gelistirirler. KOAH’in genetik risk faktorlerinden en iyi
gosterileni serin protez inhibiorii olan alfa-1 antiripsindir (AATD). Bununla birlikte yas,
cinsiyet, akciger gelisimi, partikiil maruziyeti, sosyoekonomik diizey, astim ve havayolu
hiperreaktivitesi, kronik bronsit ve enfeksiyonlar diger risk faktorleridir (1,2).

Oksidatif Stres

KOAH’in patogenezinde oksidatif stres o6nemli bir mekanizmadir. Oksidatif stres
biyomarkerlar1 (hidrojen peroksit, 8-izoprostan vb.) KOAH hastalarinin balgam ve sistemik
dolagim orneklerinde artmaktadir. Oksidatif stres KOAH ataklari sirasinda artis gostermektedir.
Oksidanlar sigara dumani1 ve diger inhale partikiiller tarafindan olusturulur ve aktive olmus
makrofajlar ve notrofiller tarafindan salinir (1).

Bununla birlikte oksidatif stres diizeylerinin serotonin diizeyleri ile de iliskisi bulundugu
cesitli galigmalarla kanitlanmistir. Vasic¢ek ve arkadaslarinin yaptiklar1 bir ¢alismada, serotonin
diizeylerinin degistirilmesi ile, hiicreleri oksidatif strese karsi korurken, inflamasyonun
modiilasyonunda ve bagisiklik hiicrelerinin diizenleyici islevlerinde 6nemli bir rol oynadig
sonucuna varmiglardir (3). Yapilan bagka bir ¢alismada arastirmacilar; serotonin seviyelerinin
azalmasmin inflamasyon, oksidatif stres ve ayrica TGF-B1/Smads sinyal yolu iizerindeki
etkisini arastirmiglar, serotonin yoklugu oksidatif stres belirteclerinin (malonaldehit (MDA) ve
miyeloperoksidaz (MPO)) azalmasinin yan1 sira karaciger dokularinda antioksidan
gostergelerinden glutatyon peroksidaz (GSH-Px), siiperoksit dismutaz (SOD) ve katalaz (CAT)
gibi enzim aktivitelerinin arttigin1 belirlemislerdir (4).

Sigara icenlerin kanindaki artan 5-HT ve katekolamin seviyelerinin, G protein-bagl reseptor
sinyallemesindeki artiglar ve kiiciik GTPazlarin serotonilasyonu ile iliskili oldugu, bunun da
sirayla graniil sekresyonunu arttirmak ve sigara icenlerin trombositlerinde sialile edilmis N-
glikan'in benzersiz ekspresyonunu tesvik etmek igin hiicre iskeleti elemanlarmin yeniden
sekillenmesine yol actig1 belirlenmistir (5). Sigara icenlerde tetiklenen oksidatif stres yolaklari
ve bununla birlikte gergeklesen lipit peroksidasyonu sonucu LDL oksidasyonunun ile
kardiyovaskiiler hastaliklara yol ac¢tigi bilinmektedir. Son deneysel ve klinik veriler, sigara
dumanina maruz kalmanin, kardiyovaskiiler disfonksiyonu baslatmak igin potansiyel bir
mekanizma olarak oksidatif stresi arttirdig: hipotezini desteklemektedir (6).

Artan oksidatif stresin, serotonin iliskili olarak KOAH hastaliklarinin patogenezinde de rol
oynadigmin kanit1 olarak, yapilan ¢alismalardan elde edilen bulgular gosterilebilmektedir.
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Serotonin

Serotonin noéronal ve hormal sinyallerde norotransmitter olarak birgok fizyolojik gorev
iistlenen bir bir biyolojik amindir. Noérotransmitter olarak merkezi sinir sisteminde, modulator
olarak da vaskiiler gastrointestinal sistemde islevi vardir (3).

Serotonin indolamin yapisiyla diger katekolaminlerden ayrilir. Yapisal olarak ayrilsa da
biyometabolik olarak diger katekolaminlerle benzer yolaklar1 hatta enzimleri paylasir. Hiicre
icinde vezikiiler graniillerde depolanir ve Kkalsiyum bagimli ekzositozla hiicre digina salinir.
Fizyolojik etkilerinin sonlandirilmasi spesifik plazma membran transport proteinlerinin aktif
geri alimiyla olur. Hiicre i¢inde dezaminasyonla irrevursibl olarak inaktive edilir.

Serotonin triptofandan sentezlenir. Serotonin sentezinde ilk basamak triptofanin triptofan
hidroksilazla 5-hidroksitriptofana ¢evrilmesidir. Bu enzim iki farkli gen tarafindan kodlanir ve
iki ayr1 izoformu vardir; biri merkezi sinir sisteminde eksprese edilirken, digeri bagirsak, epifiz
bezi, dalak ve timiis gibi periferal bolgelerde tiretilir. Bir hiicrede serotoninin kaynagi biiyiik
oranda bu enzime enzimin varligina baglhdir ve dolasimda trombositler énemli bir serotonin
deposudur, ancak bu serotonin trombosit kaynakli degil gastrointestinal sistemdeki
entrokromaffin hiicrelerdir. Serotonin sentezi ayn1 zamanda diyetle triptofan alimina da baglidir
(7) Trombosit aktivasyonu dolasimdaki kana serotonin salinimuini tetikleyen bir mekanizmadir
ve sigara dumaninda bulunan nikotinin trombosit aktivasyonu ile in vitro serotonin salinimini
tetikledigi bildirilmistir (8). Baska bir hayvan ¢alismasinda da sigaranin MAO inhibisyonu ile
serotonin seviyelerinde artisa neden oldugu gosterilmistir (9).

KOAH hastalarinda artmig plazma 5-HT seviyeleri, inat¢1 trombosit aktivasyonuna bagh
olabilir (10). Artmus plazma 5-HT seviyelerinde, serotoninin trombositler tarafindan SERT ile
alindigi distiniilmektedir. Bu yolla hiicre i¢i 5-HT seviyelerinde SERT modifiye edilip
downregiile olarak 5-HT geri alimin1 inhibe edebilir. Bu durum KOAH’ta 5-HT seviyelerinin
artmasina katkida bulunur (11). Pirina ve arkadasglar1 bir pilot calismada, KOAH hastalarinda
saglikli kontrollere kiyasla kan serotonin diizeylerinin degerlendirilmesine ve hava yolu
obstriiksiyonunun ciddiyetine odaklanarak, tiobarbitiirik asit reaktif maddeler (TBARS) ve
protein stlfhidril gruplart (PSH) gibi serotonin ve oksidatif stres belirtegleri arasindaki
potansiyel iliskileri de degerlendirmislerdir. Elde ettikleri bulgularla hastaligin erken evresinde
dolagimdaki serotonin diizeylerinde istatistiksel olarak anlamli bir artis ve hava yolu
obstriiksiyonunun koétiilesmesi ile bir iliski oldugunu gostermislerdir (12). Ayrica, Serotoninin
insan kalp kapakgiklarinda (13) ve mezenkimal kok hiicrelerde (14) monoamin oksidaza
bagimli yol araciligiyla oksidatif stresi indiikledigi rapor edilmistir, bu da serotonin
metabolizmasinin oksidatif strese dahil olabilecegini gostermektedir.

Pulmoner Hipertansiyon

KOAH’l1 hastalarda pulmoner hipertansiyon (PH) gelisiminde, “Pulmoner Hipertansiyonun
Serotonin Hipotezinde” serotoninin vazokonstriktif ve proliferatif roliinden dolayr 6ne
stiriilmistiir (15). PH tanili hastalarin pulmoner endotel hiicrelerinde triptofan hidroksilaz 1
enziminin fazla ekspresyonu sonucunda pulmoner arteriyel diiz kas hiicrelerine artmis bir
serotonin salinimi oldugu gosterilmistir (16). Serotonin pulmoner arterleri kasilmay1
arttrmasinin yaninda pulmoner arteriyel diiz kas hiicrelerinin de proliferasyonunu tetikler (Sekil
1), bunun sonucunda da PH’nun siddetlenmesine veya gelisimine neden olur (17). PH
hastalarinda selektif serotonin geri alim inhibitorlerinin (SSRI) kullanimi artmis mortalite ve
klinik kotiilesme ile iliskilidir (18).
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Sekil 1: Pulmoner Hipertansiyonda pulmoner arterlerin morfolojisi (Frille vd, 2020:19)

Serotonin (5-HT) ve KOAH arasindaki iliskiye dair giincel caligmalar temel olarak serotonin
transporter geni ve pulmoner hipertansiyona odaklanir (20). Serotonin tasiyicist (SERT)
membrana bagli bir proteindir ve serotoninin plazma seviyelerini diizenledigi gosterilmistir
(21). Pulmoner hipertansiyonun agirligt KOAH’ta SERT geninin L-alel frekansiyla pozitif
iliskilidir (22). 20.000 Avrupali iizerinde yapilan bir genom ¢alismasi, serotonin reseptor 4 (5-
HTRA4) de dahil olmak tizere akciger fonksiyonlartyla iliskili 5 lokus gosterilmistir (23). 2012
yilinda plazma serotonin seviyeleri, yas ve KOAH arasindaki iligkiyi gosteren bir makale
yayinlandi. Kontrol grubuyla (KOAH olmayan) karsilastirildiginda stabil KOAH hastalarinda
plazma serotonin diizeyinin daha yiiksek oldugu ancak bunun hastalik siddetiyle korele
olmadig1 gosterildi. Plazma 5-HT KOAH ile sigara igilen paket/y1l arasindaki iliskide gii¢lii bir
medyator oldugu bildirildi (24). isvigre’de yapilan uzun dénem ve genis kohortlu bir mortalite
calismasinda, serotonin yolarinin aktivasyonunun KOAH atakta kisa donem mortalitede artigla
iliskili oldugu yaymlanmistir (25).

Sonuc¢

Kronik obstriiktif akciger hastaligi patogenezinde ve hastaligin seyrinde serotonin yolaginin
etkisi oldugu bircok g¢alismada gosterilmistir. Bu calismalarin 1s1ginda hastaligin tespit ve
skorlandirilmasinda faydali bir biyomarker olabilecegi dusiiniilmektedir. Ayrica serotonin
reseptorlerini hedef alan terapotik calismalar hastaligin gelecekte tedavisinde onemli bir yol
katetmek i¢in umut vermektedir. Calismamizin klinik deneyleri olup, deneyler tez projesi olarak
COMU BAP komisyonu tarafindan TYL-2021-3397 no’lu proje ile desteklenmektedir.
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Ozet: Alzheimer hastaligi (AD) nda semptomlara degil, ayni zamanda hastaligin
nedenlerine karsi etkili tedavilerin belirlenmesi zorunludur. Calismamizin amact
Néropatolojik lezyonlart oldugu MRI ile belirlenmis, ancak diger demans sebepleri
dislanmis hastalarin serumlarinda, hastalikla iliskili oldugunu diisiindiigiimiiz
farkly  sinif metalloproteazlarin  seviyelerini degerlendirmek ve bu protein
seviyelerinin tedavi alan hastalardaki degisimini gozlemlemektir. Bu amagla
néroloji poliklinigine bagvurmus 120 hasta 2 gruba ayrilmistir. Ilk grup hasta
(n=60), ikinci grup ise kontrol (n=60) olarak ayrilmistir. Kontrol grubu tamamen,
saglikly bireylerden sec¢ilmistiv. Hasta grubu ise kendi arasinda yeni tani alan
(Alzheimer, n=30) ve ila¢ kullanan (Donepezil, n=30) seklinde ayrilmistir. Alinan
Serum orneklerinde ADAMTS4, ADAM9 ve Asetilkolin Esteraz (AChE) enzim
aktivite seviyeleri uygun kitler vasitasiyla ELISA yontemi ile belirlenmistir.
Istatistiksel — analiz  sonucu  gruplar — arasindaki  farkhiligin - anlamhihig
degerlendirilmistir Erken donem Alzheimer hastalarinda ADAMTS4, ADAMY ve
AChE seviyeleri kontrol ve Donepezil grubuna gore anlamli olarak yiiksek
(p<0,05), Donepezil grubu incelendiginde ilag tedavisi ile birlikte ADAMTS4,
ADAMO seviyeleri ve AChE aktivitelerinde belirgin bir diisiikliik oldugu
goriilmiistiir (p<0,05). ADAMTS4 ve ADAM9 seviyelerinin, AChE inhibisyonu ile
korelasyon gosterdigi, inhibisyon arttikca, ADAMTS4 ve ADAM9 seviyelerinin de
azaldigi gozlenmektedir.

Sonug olarak donepezilin ADAMTS4 ve ADAM9 proteinlerinin dogal inhibitérii
oldugu, AChE gibi ADAMTS4 ve ADAMY protein diizeylerinin donepezil
tarafindan inhibe edilerek hastaligin seyrini yavaslattig diisiintilmektedir.

Anahtar Kelimeler: Alzheimer’s Hastalig, ADAMTS4, ADAMY, Asetilkolin
Esteraz

Giris

Yaglanan niifusla beraber Alzheimer hastaliginin goriilme siklig1 her gecen giin artmaktadir.
Su ana kadar belirli testler ve tedavi yontemleri olmakla beraber hala kontrol altina alinabilmis
bir hastalik degildir. ADAMTS4 ve ADAMY proteinlerinin merkezi sinir sisteminde belirli
rolleri oldugu gosterilmistir. Bu dogrultuda Alzheimer Hastaligi'nda yeni tani ve tedavi
yontemleri gelistirme disiincesi bu arastirmaya yonelim saglamistir. Bir metalloproteinaz ve
disintegrin olan ADAMTS ailesinin ektraseliiler matrikste dnemli gorevleri oldugu gibi santral
sinir sistemininde noroplastisite/rejenerasyon/inflamasyon ve anjiyojenez gibi bir¢ok patolojik
ve fizyolojik siirecte gorev alan bir enzim ailesidir (Tang 2001, Lamerchant ve ark. 2013).
Birden fazla alt tipi bulunmakla birlikte santral sinir sisteminde ADAMTS-1,-4,- 5 ve -9 alt
tipleri bulunmaktadir. Bunlarin arasinda santral sinir sisteminde en sik eksprese edileni
ADAMTS-4’tiir (Lamerchant ve ark. 2016). ADAMTS-4, ADAM-TS proteinlerinin agrekenaz
ailesindendir. Bir hayvan deneyinde ise amiyotrofik lateral sklerozlu farelerde ADAMTS4
uygulanan farelerin spinal kordlarinda ndrodejenerasyonun arttigi ve hastaligin daha koti
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prognoze oldugu goriilmistiir (Lamerchant ve ark. 2013). Caligmalarda, ADAMT4'lin CSPGs
bozunumu, ADAMTS4'in aksonal rejenerasyonun inhibisyonunu sagladigi ve bir proteolitik
mekanizma yoluyla ndrit biiylimesini tesvik ettigini gdstermistir (Cua ve ark. 2013). Spinal kord
iskemisi hasar1 sonrasinda da ADAMTS4 seviyelerinin arttig1 bu sekilde gozlenmistir. ADAM
(a disintegrin and metalloproteas/bir distegrin ve metalloproteaz) protein ailesi, hiicre
membraninda bulunan ve birden fazla sayida bolgeye sahip ¢inko bagimh
metalloproteinazlardir. ADAM' lar, hiicre disi matrisin homeostazina, spesifik hiicre igi
sinyallerin  transdiiksiyonuna,  organogenezin, inflamasyonun, dokunun  yeniden
bicimlendirilmesine, adezyona ve hiicrenin migrasyonuna katkida bulunan ¢ok fonksiyonlu bir
gen ailesidir (Yong ve ark. 2016). ADAMO9 proteini ise bir sekretaz aktivitesine sahip olan ve
Alzheimer amiloid 6ncii proteinini (AAP) nonamiloidojenik yola dogru metabolize edebilen tek
uyedir.

Alzheimer Hastaligi’nda aktif olarak kullanilan bir¢ok ila¢ olmasma ragmen hastalig
tamamen tedavi etmek heniiz mimkiin degildir. Asetilkolinesteraz enzim inhibitorleri
Alzheimer hastaliginda ¢ok Onemli bir yere sahiptir. Ciinkii bellekle iliskili en Onemli
norotransmitter asetilkolindir ve bellek islevlerinde aktif rol alir. Asetil kolin esteraz inhibe
edildiginde asetilkolin yikimi azalir. Sonrasinda asetilkolinin néronal sinapstaki diizeyini arttirir
ve kolinerjik sinapslardaki etki siiresini uzatir. Alzheimer hastaliginda tedavi etkinligi
gosterilmis asetilkolinesteraz inhibitorleri etkilerini kolinerjik sistem tizerinden gostermektedir.
Bu ilaglarin mekanizmasinda kolinerjik ndrotransmisyonu kuvvetlendirirler ve bunu ACh
miktarlarinin kolinerjik sinapslardaki diizeyini arttirarak yapar (Lleo ve ark. 2006, Friedlander
ve ark. 2006). Su ana kadar FDA tarafindan onaylanmis asetilkolin esteraz inhibitorleri ise
donepezil, takrin, rivastigmin ve galantamindir (Bassil ve Grossberg 2009). Donepezil non-
kovalent kolinesteraz inhibitoridir. Guglii, segici, non-kompetitif ve hizli geri donilistimlii bir
inhibitérdiir. Bu ilag noronal asetilkolinesteraza selektiftir. Hastalarda bozulmus konusma
algisinin iyilesmesinde etkilidir (Darreh-Shori ve Soininen 2010). Bu ¢alismada da ilag kullanan
hastalarimiz donepezil kullanan hastalardan secilmistir. Bu ¢calismada ADAMTS4 ve ADAM9
proteinlerinin de Asetilkolin esteraz enzim aktivitesi ile iliskili oldugu ve etkin olduklar1 yolakta
donepezille inhibisyonlarinin saglanarak tedavi ile negatif korelasyon gosterdigi izlenmistir.

Materyal ve Metot
Hasta Se¢imi ve Kanlarin Toplanmasi

Calismamiz prospektif deneysel bir caligmadir. Bu ¢alisma, 2011-KAEK-27/2018-
E.1800111153 numarast ile Canakkale Onsekiz Mart Universitesi Rektorliigii Klinik
Arastirmalar Etik Kurulu tarafindan 19.12.2018 tarih ve 22-01 no’lu karar ile etik kurul onayini
almistir. Ayrica ¢aligmamiz Bilimsel Arastirma Projeleri Komisyonu tarafindan Yiiksek Lisans
Tez Projeleri kapsaminda TYL-2018-2758 kodlu proje ile desteklenmistir.

Calismada Ezine Devlet Hastanesi Noroloji Poliklinigine bagvuran Alzheimer tanist konulan,
takipleri devam eden ve yine poliklinige farkli sikayetlerle bagvurmus hastalarin aydimnlatilmis
onamlar1 alindiktan sonra, her hastadan sar1 kapakli biyokimya tiiplerine 10 ml kan alindi. 120
birey, hasta ve saglikli olmak iizere 2 gruba ayrildi (n=60). Buna ek olarak hasta grubu kendi
icinde iki gruba ayrildi. Benzer demografik 6zelliklere sahip yeni tan1 almis heniiz ilag tedavisi
baslanmamis (n=30), daha 6nceden tanis1 konulmus ve ilag tedavisi baslanmig hastalara (n=30)
ek olarak normal saglikli popiilasyondan kontrol grubu olarak kan 6rnegi alind1 (n=60).
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ELISA Yontemiyle ADAMTS4, ADAMY9 Seviyeleri ve Asetilkolin Esteraz
Aktivitelerinin Belirlenmesi

Alzheimer hastalarinin serum ADAMTS4 seviyelerinin analizi ticari bir kit olan Abbkine,
Inc.-KTE60920, Human adam metallopeptidase with thrombospondin type-1 motif-4
(ADAMTS4) ELISA Kit kullanilarak gerceklestirilmistir. ADAMTS protein ailesi agrekanlari,
kartilajin biiyiik bir kismi olan proteoglikanlari, brevikanlari, beyin-spesifik ekstraseliiler
matriks proteinlerini, norokanlari ve versikanlart indirger. Calismamizda kullandigimiz
ADAMTSA4 kiti sandwich elisa yontemini kullanir.

ADAMO seviyeleri Abbkine, Inc.- KTE60917, Human a disintegrin and a metalloprotease 9
(ADAMDY) ELISA Kit kullanilarak, kit talimatlarina uygun bir sekilde belirlendi. ADAMO kiti
sandwich elisa yontemini kullanir. ADAM9 ailesinin iiyeleri yilan zehiri disintegrinleri ile
yapisal olarak iligkili zar baglantili proteinlerdir ve ddllenme, kas gelisimi ve norojenezi de
iceren hiicre-hiicre ve hiicre-matriks etkilesimlerini de iceren gesitli biyolojik islemlere dahil
edilmistir.

Asetilkolin esteraz enzim aktivite seviyeleri, Abbkine, Inc.- KTE60878, Human
acetylcholinesterase (AChE) ELISA Kit kullanilarak belirlenmistir. Kit prosediirii izlenerek
analiz gergeklestirilmistir. Norotransmitter olarak davranan esterize kolin bilesiklerini ve
asetilkolini parcalayan 6nemli bir enzimdir. AChE esas olarak néromiiskiiler kavsaklarda ve
aktivitesinin sinaptik iletimi sonlandirmak i¢in hizmet verdigi kolinerjik tipteki kimyasal
sinapslarda bulunur. Karboksilesteraz enzim ailesinin bir tiyesidir. Asetilkolin esteraz seviyeleri
pozitif kontrol saglamak amaciyla belirlenmistir.

Bulgular

Calisma sonucunda elde ettigimiz ham verilerin analizi IBM SPSS Statistics 22 programi
kullanilarak gerceklestirildi. Tiim sonuglar ayr1 ayri1 degerlendirildiginde her bir analiz igin,
gruplar arasindaki dagilimin normal olup olmadigi belirlendi. Gruplarda 6rnek sayisi en az bir
grup i¢in 50’nin iistiinde oldugundan dolay1r Kolmogorov-Smirnov testi secildi. En az iki grup
icin p<0,05 oldugundan dolay1 gruplar arasi dagilimin normal olmadig1 belirlendi. Buna gore
eldeki veriler degerlendirildiginde Varyans analizi gerceklestirildi. U¢ grup oldugundan dolayi
en uygun test olarak Independent-Sample Kruskal-Wallis testi secildi. Test sonucuna gore
ADAMTS4, ADAMY ve Asetilkolinesteraz icin ki’ ve p degerleri belirlendi. Buna gore
ADAMTS4 igin, ki*:38,27, p=0,0001; ADAMY icin ki*40,176, p=0,0001; Asetilkolin esteraz
icin ki*:24,606; p=0,0001 bulundu (Sekil 1, Sekil 2, Sekil 3). Bununla birlikte gruplarin
ortalama, standart sapma, ortanca, minimum, maksimum degerleri belirlendi. p<0,05 degerleri
istatistiksel olarak anlamli kabul edildi.
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Sekil 1. Kontrol, Donepezil kullanan ve yeni tant Alzheimer gruplarinda serum ADAMTS4
seviyeleri. * ile gosterilen deger, kontrol ve donepezil gruplartyla kiyaslandiginda istatistiksel
olarak anlamli oldugu gortilmektedir (p<0,05).

Gruplar aras1 ortalama ve standart sapma degerleri degerlendirildiginde kontrol, donepezil ve
Alzheimer gruplarinda sirastyla 13,12+4,28; 18,30+7,35 ve 83,91£112,51 pg/ml oldugu
goriilmektedir. Maksimum degerler kontrol edildiginde Alzheimer grubunun maksimumunun
376,48 pg/ml ye ulastig1 gozlenmektedir. Buna kiyasla donepezil kullanan Alzheimer’l1 hastada
maksimumun 50,51 pg/ml seviyesinde oldugu belirlenmistir. ila¢ kullammma bagl olarak
ADAMTS4 seviyelerinin ilag kullananlarda, ilag kullanmayanlara gore anlamli olarak yiiksek
oldugu gozlenmistir (Sekil 1).

ADAM9 Seviyeleri
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Sekil 2. Kontrol, Donepezil kullanan ve yeni tan1 Alzheimer gruplarinda serum ADAM9
seviyeleri. * ile gosterilen deger, kontrol ve donepezil gruplariyla kiyaslandiginda istatistiksel
olarak anlamli oldugu goriilmektedir (p<0,05).

Gruplar arasi ortalama ve standart sapma degerleri degerlendirildiginde kontrol, donepezil ve
Alzheimer gruplarinda sirasiyla 0,914+0,23; 1,15£0,30 ve 4,69+5,39 ng/ml oldugu
goriilmektedir. Maksimum degerler kontrol edildiginde Alzheimer grubunun maksimumunun
18,09 ng/ml’ ye ulastig1 gdzlenmektedir. Buna kiyasla donepezil kullanan Alzheimer’li hastada
maksimumun 2,13 ng/ml seviyesinde oldugu belirlenmistir. ilag kullanimmna bagl olarak
ADAMY seviyelerinin ilag¢ kullananlarda, ila¢ kullanmayanlara gore anlamli olarak yiiksek
oldugu goézlenmistir (Sekil 2).
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Asetilkolin Esteraz Aktiviteleri
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Sekil 3. Kontrol, Donepezil kullanan ve yeni tan1 Alzheimer gruplarinda serum Asetilkolin
esteraz seviyeleri. * ile gosterilen deger, kontrol ve donepezil gruplariyla kiyaslandiginda
istatistiksel olarak anlamli oldugu goriilmektedir (p<0,05).

Gruplar aras1 ortalama ve standart sapma degerleri degerlendirildiginde kontrol, donepezil ve
Alzheimer gruplarinda sirasiyla 204,90+71,22; 238,72+£143,96 ve 755,57+790,38 nmol/ml
oldugu gorilmektedir. Maksimum degerler kontrol edildiginde Alzheimer grubunun
maksimumunun 2839,17 nmol/ml’ ye ulastigi gézlenmektedir. Buna kiyasla donepezil kullanan
Alzheimer’li hastada maksimumun 724,17 nmol/ml seviyesine diistiigii belirlenmistir. Ilac
kullanimina bagli olarak Asetilkolin esteraz seviyelerinin ila¢ kullananlarda, ilag
kullanmayanlara gore anlaml olarak yiiksek oldugu gézlenmistir (Sekil 3).

Tartisma

Calismamizda daha once kanda belirte¢ olarak denenmemis ancak beyinde RNA ve protein
ekspresyonlart bulunan ADAMTS4 ve ADAMO9’un Alzheimer Hastaliginda serum seviyelerinin
nasil degistigini; hastalikla iliskili olan asetilkolinesteraz enzim seviyeleri ile iliskisini; bir
asetilkolin esteraz inhibitdrii olan Donepezil kullanan hastalarda tedavi siireci ile birlikte
ADAMTS4 ve ADAMY seviyelerinin nasil etkilendigini ve yine ilaca bagl asetilkolin esteraz
enzim aktivitesi degisimi ile birlikte bu protein seviyelerinin iliskisi aragtirdik.

ADAM9, ADAM B alt grubuna dahil olan bir gen-protein grubudur. Dort gen igeren bu alt
ailede, ADAM2, ADAM18, ADAM32 ve ADAM9 bulunmaktadir. Bu alt ailede genlerin ilk
iicinde peptidaz aktivitesi yoktur ve sperm gelisimi ve dollenme ile iliskilidir (Frayne ve ark.
2002). ADAMY, bu alt ailede potansiyel iceren tek gendir ve CT'sinde SH3 baglanma
bolgelerine sahiptir. Ayrica amiloid 6ncii proteinini (APP) amiloidojenik olmayan yolda isleyen
a-sekretaz aktiviteli proteindir. Potansiyel olarak beyni plaklarin olusumunu engellemeye
yonelik calisarak Alzheimer’a karst hareket eder. ADAMO9 promotoér bolgesindeki
polimorfizmler ailesel olmayan AD’e karsi koruma ile iliskilidir (Cong ve Jia 2009).
Calismamizda ADAMY protein seviyelerinin yeni tani almis Alzheimer hastalarinda yiiksek
bulunmasi, ADAM9’un APP olusumunu engellemeye yonelik ekspresyonunun arttigini
gostermektedir. Bununla birlikte Donepezil kullanan hastalarn  ADAM9  seviyeleri
incelendiginde ADAMO protein seviyelerinin azaldig1 goriilmektedir. ilag kullanimu ile birlikte
ADAMO seviyeleri normal salgilandigi seviyeye geri donmektedir diye diistinmekteyiz.
ADAMTS4 fosfor birikiminde bir azalmaya neden oldugu ve ADAMTS4 sican ndron
kiiltiirinde noérit biiylimesini arttirdigl gézlenmistir (Hamel ve ark. 2008). SSS hasarindaki
matris olaylari ile ylriitiilen bir baska ¢alismada, ADAMTS1 ve ADAMTS4 transkripsiyonunun
ve protein ekspresyonunun, IL-l1'e yanit olarak astrosit kiltirinde uyarildigini
disiindirmektedir. Bu nedenle, temel agrekanez ADAMTS1 ve ADAMTS4, yaralanmanin
erken evresinde artan proteoglikan bozulmasindan sorumlu adaylar olarak gésterilmistir (Abali
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ve ark. 2014). Yaptigimiz ¢calismada ADAMTS4 seviyelerinin hastalifin ilk asamasinda yeni
tan1 almig Alzheimer grubunda artmasi literatlirdeki caligmalarla oOrtiismektedir. Bununla
birlikte asetilkolin esteraz inhibitorii olarak kullanilan Donepezil alan hasta grubunda
ADAMTS4 seviyelerindeki azalma tedavi ile birlikte proteoglikanlarin korundugunu da
diistindiirmekte, bununla birlikte hasar diizeyinin yeni taniya gore degerlendirilmesinde
kullanilabilir oldugunu gostermektedir. Multiple Skleroz (MS) hastalarinda yapilan bir
incelemede ADAMTS4’iin ekspresyonunun agirlikli olarak MS lezyonlarinda ekspresyonu
yiiksek olan astrositler ile iliskili oldugu bulunmustur (Haddock ve ark. 2006). Yine Ajmo ve
ark. (2008) yaptig1 bir ¢alismada ADAMTS4 seviyelerinin ile SSS’de bozulmus brevikan
parcalarinin lokalizasyonu ile iliskili oldugu bulunmustur. ADAMTS4 seviyelerinin Alzheimer
grubunda tedavi grubuna gore anlamli derecede artist hastalifin  patogenezi ile
yorumlanabilmektedir.

Asetilkolin esteraz inhibitérlerinin noroblastoma hiicre hattinda ADAMI10 {izerinde
etkilerinin belirlendigi bir ¢aligmada, Donepezilin ilging bir sekilde, muamele edilmis hiicreleri,
zar bolmelerinde ADAM 10 seviyelerini arttirdigini gostermistir. Bu etki, tunikamisin veya
brefeldin ile 6n muamele ile Onlenmis bu da donepezilin ADAMI10'un olgunlagsmasini
etkiledigini disiindiirmektedir. Donepezil'in etksi, sadece AChE inhibisyonunu degil, ayni
zamanda iki énemli AD patogenezinin, yani APP ve alfa sekretazin metabolizmasini igeren
coklu mekanizmalar yoluyla ortaya c¢ikarmasidir. Hem AChE hem de muskarinik reseptorleri
eksprese eden farklilagmis noroblastom hiicre hatlarinda donepezil, AChE aktivitesini 6nemli
6l¢iide inhibe etmis ve sSAPPa'nin sadece muskarinik reseptor yolu yoluyla degil, ayn1 zamanda
hem insandaki metabolik yolunu hem de TACE ve ADAMI10 aktivitesini dogrudan artirdigi
gozlenmistir (Zimmermann ve ark. 2004). Yaptigimiz c¢alismada ADAM9 seviyelerinin
Donepezil grubunda azalmasi, ADAMI10 seviyelerinin artmasiyla iligkili oldugu sonucu
¢ikarmaktadir.

Sonug olarak, ADAM9 ve ADAMTS4 seviyelerinin asetilkolin esteraz inhibitorii olan
Donepezil kullanimiyla birlikte azaldigi, serum ADAMTS4 ve ADAMO seviye degisimlerinin
donepezil tarafindan asetilkolin inhibisyonu benzeri bir mekanizma ile inhibe edilerek
azaltildigr gorilmiistir. Tedaviler diizenlenirken semptomlarin azaltilmasindan ziyade
patogenezinde yer aldigr diisiiniilen bu gibi biyomarkerlar {izerinden yeni tedavilerin
gelistirilmesi gerektigi diisiiniilmektedir.
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Viral Agents in Lamb’s Diarrhea
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Ozet: The most important part of our country's animal husbandry is cattle and
small cattle breeding. Diseases are occurring in this area cause yield losses and
various damages. Diarrhea is the most significant cause of loss of animal yield in
cattle and sheep farming. Diarrhea, which occurs in sheep and goat farming, is a
problem in animal husbandry. Especially in newborn calves and lambs, severe
diarrhea to cause death is among the most crucial livestock problems. The
majority of these diarrheas occur in the postpartum period, and deaths occur due
to diarrhea. This study mentions the viral etiologies of the causes of diarrhea in
sheep breeding, which is an essential branch of animal husbandry in our country,
especially in lambs in the neonatal period. The neonatal period is one of the
periods in which animal yield loss is most common, especially in sheep breeding,
which reduces the enterprise's profitability and productivity the most. Diarrhea in
the neonatal period causes lamb deaths shortly before birth, during birth, or within
a few weeks after birth. The diseases occurring in this period are higher than other
periods, and approximately 50% to 72% of the diseases seen in lambs throughout
their lives occur. This article gives detailed information about the classification of
causative agents, clinical findings, and treatments of lamb’s diarrhea.

Keywords: diarrhea, lamb, viral agents, newborn
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Yenidogan Kuzularda ishale Neden Olan Bakteriyel Etkenler
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Ozet: Ulkemiz hayvanciliginin en énemli kismini  biiyiikbas ve  kiiciikbas
yetistiriciligi  olusturmaktadr. Bu alanda meydana gelen hastaliklar, verim
kaywplarina ve basta ekonomik olmak iizere cesitli zararlara neden olmaktadir.
Biiyiikbas ve kiigiikbas hayvancilikta hayvansal verim kayiplarinin en énemli ve en
biiyiik nedenleri arasinda ishaller gelmektedir. Ozellikle yenidogan buzagi ve
kuzularda éliime varacak kadar siddetli seyreden ishaller en énemli hayvancilik
sorunlart arasinda yer almaktadir. Bu ishallerin biiyiik ¢ogunlugu dogumdan
sonraki periyotta sekillenmekte olup bu ishallere bagl d&liimler meydana
gelmektedir. Biiyiikbas yetistiriciliginde oldugu gibi kii¢iikbas alaminda da
meydana gelen ishaller hayvancilik a¢isindan problem teskil etmektedir. Neonatal
donem (dogum sonrasi 1-28 giinliik donem) ise ozellikle koyun yetistiriciliginde
hayvansal verim kaybimin en yaygin goriildiigii, isletme karliligint ve verimliligini
en ¢ok azaltan donemlerden biri olarak bilinmektedir. Bu donemde meydana gelen
hastaliklarin diger dénemlere gore daha yiiksek oldugu ve kuzularda yasamlar:
boyunca goriilen hastaliklarin yaklasik %50 ile %72 sinin bu donemde olustugu
rapor edilmistir. Bu hayvanlarda en ¢ok neonatal dénemde sekillenen ishaller
dogumdan kisa bir siire once, dogum swrasinda veya dogumu izleyen birkag
haftalik siire¢ icerisinde kuzu dliimlerine sebep vermektedir. Bu arastirmada
tilkemizde hayvanciliginin onemi bir kolunu olusturan koyun yetistiriciliginde
ozellikle neonatal donemdeki kuzularda ishale neden olan sebeplerin bakteriyel
etiyolojilerinden bahsedilerek etkenlerin siniflandirilmasi, klinik bulgular: ve
tedavileri hakkinda detayl bilgi verilecektir.

Anahtar Kelimeler: yenidogan, ishal, kuzu, bakteriyel etkenler
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Posterior Kemik Defektinin Titanyum Mesh ile Rekonstriiksiyonu Ve
Es Zamanh Dental Implant Ile Rehabilitasyonu

Ars. Gor. Zeynep Akgiil', Ars. Gor. Fatmanur Ezgi Dogan’
'Bolu Abant Izzet Baysal Universitesi Dis Hekimligi Fakiiltesi Periodontoloji AD,
E-mail:zeyneppakgulakgul@gmail.com
2Bolu Abant Izzet Baysal Universitesi Dis Hekimligi Fakiiltesi Periodontoloji AD,
E-mail:ezgidogan287@gmail.com

Ozet:  Alveolar kemigin fizyolojik veya patolojik  rezorpsivonu  dental
rehabilitasyonu zorlastirmast agisindan énemli bir problemdir. Deformite ve
defektler dis ¢ekimlerinin periodontal hastaliklarin, travmalarin, uzun dénem
hareketli aperey kullamiminmin gelisimsel alveolar yariklarin, odontojenik kist ve
tiimér gibi patolojilerin sonucunda olugabilmektedir. Alveolar kemik kaybinin 7
mm’den fazla oldugu durumlarda yapilacak sabit ve hareketli protezlerde estetik
ve fonksiyonel bozukluklar ortaya ¢ikmaktadir. Ayni zamanda yetersiz alveolar
kemik implant stabilitesinin saglanmasina ve diizgiin konumlanmasina engel teskil
etmektedir. Bu vakanin amaci mandibula posterior bélgedeki horizontal alveoler
kemik defektinin titanyum mesh ile rekonstriiksiyonu ve ayni zamanda dental
implant rehabilitasyonunun sonucunu degerlendirmekti. Kirk iki yasinda sistemik
bir hastaligi olmayan, antidepresan(Lustral 50 mg) kullanan ve sigara i¢gmeyen
erkek hasta klinigimize mandibula posterior digsiz bolgesine dental implant
yaptirmak amaciyla bagsvurdu. Hastadan alinan konik isinli bilgisayarli tomografi
sonucu ile ilgili bolgenin bukkalinde yeterli kemik kalinligi olmadigi tespit
edilmistir. Ayrica yapilan klinik muayene sonucu yeterli diizeyde yapisik dis eti
bulunmamast nedeniyle hastanin faz 1 periodontal tedavisi tamamlandiktan sonra
serbest dis eti grefti uygulanmis ve istenilen diizeyde iyilesmesi icin ii¢ ay
beklenmistir. Kemik rekonstriiksiyonu icin lokal anestezi altinda 15C no’lu bistiiri
ucu ile zarf flep refleksiyonu gergeklestirildi. Mandibula posterior dissiz bolgeye 4
mm ¢apinda ve 11 mm uzunlugunda bir adet dental implant(© Osstem Implant Dis
Tic. A.S,Tiirkive) yerlestirildi. Ilgili bolgenin bukkal kemik duvarina 2 cc sigiwr
kaynakli  tanecikli  kemik grefti(Smartbone®,Industrie Biomediche Insubri
S.A. Isvicre) uygulandi ve iistine titanyum mesh(Tip 1 Hiossen® Implant
Smartbuilder Titanium Mesh Membrane, Amerika Birlesik Devletleri) cerrahi alana
sabitlendi. 20x30 mm boyutlarinda kollajen membran(Jason®, Botiss Biomaterials
GmbH, Almanya) epiteldokunun rekonstriiksiyon sahasina yiiriimesini engellemek
amaciyla mesh iizerine yerlestirildi ve flep kapatildi Kanama kontrolii
saglandiktan sonra operasyon bélgesi 5/0 rezorbe olmayan monofilaman siiturla
sabitlendi. Alti ay sonunda rekonstriiksiyon bolgesi titanyum meshin ¢ikartilmasi
amaciyla lokal anestezi altinda zarf insizyon ile goriiniir hale getirildi. Titanyum
meshin sokiilmesiyle beraber bélgede yeterli diizeyde kemik olusumu oldugu
gozlendi ve dental implantin iyilesme bashgi takildi. Daha sonra hastamin sabit
implant iistii protezleri yapildi. Mevcut olguda kemik defektin diger augmentasyon
teknikleri ile yeterli derecede rekonstriikte edilemeyecegi diisiiniilmiis ve sigir
kaynakl kemik grefti ile beraber titanyum mesh uygulanmistir. Altr aylik takip
takip donemi sonrasi kemik rejenerasyonu tatmin edici oranda gerceklesmistir.
Titanyum mesh kullamiminda uygulama tekniginin dogru kullanilmast ve dogru
endikasyon bagari sansini yiikseltmek agisindan onem tasimaktadr.

Anahtar Kelimeler: horizontal kemik augmentasyonu, dental implant, titanyum
mesh membran, kemik defekti¢
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Fatih Mehmet Giir
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E mail: fgur@ohu.edu.tr

Ozet: Kor kistebek fareleri, dogu ve giineydogu Avrupa, dogu Akdeniz bolgesi ve
orta dogu ve kuzeybati Afrika'da yasayan kiigiik bir yer alti kemirgen grubudur.
Nannospalax xanthodon, Tiirkiye'de yasayan kér kostebek fare tiirlerinden biridir.
Yeterince biiyiik ve iyi gelismis on pengeleri olmayan bu canlilar, agzin geri
kalanindan bir deri flep ile ayrilan gii¢lii 6n dislerini kullanarak topragi kazarlar.
Kor kostebek fareleri, patates gibi kok, tomurcuk ve yumrular: olan bitkilerle
beslenir. Memelilerde yapilan anatomik ve mikroskobik c¢alismalar, dilin
morfolojik ozelliklerinin tiiketilen besinin tiiriine ve hayvanlarin gevresel kosullara
adaptasyonuna bagh olarak degistigini gostermistir. Literatiir taramasinda kor
késtebek fare dilinin histolojik yapisini inceleyen simwrli sayida ¢alismaya
rastlanmistir. Bu nedenle bu ¢alismada Tiirkiye'de yasayan kir kostebek fare
tiirlerinden Nannospalax xanthodon'un dil dokusunun histolojik ozelliklerinin
belirlenmesi amag¢lanmigtir. Nigde bélgesinde yakalanan bes adet yetiskin N.
xanthodon eter ile anestezi edildikten sonra, dil dokular ekstirpe edilerek %10'luk
nétr formalin soliisyonunda 24 saat siireyle tesbit edildi. Tesbit sonrast ytkanan dil
dokulart alkol ve ksilol serisinden gegirilerek parafine gomiildii. Mikrotom (Leica
Biosystems RM 2245) vasitasiyla 5 mikron kalinliginda kesilen doku kesitleri lam
tizerine alinarak hematoksilen-eozin ve PAS teknikleri kullanilarak boyandi.
Boyanan doku kesitleri Olympus BX-53 mikroskobu ile incelendi ve bu
mikroskobun kamerasiyla (DP 80 Olympus, Tokyo, Japonya) fotograflandi. Dilin
dorsal ve ventral yiizeyi stratum bazale, stratum spinosum, stratum granulosum ve
stratum korneum tabakalarindan olusan keratinize ¢ok katli yassi epitel ile
ortiiliiydii. Dorsal yiizeyi kaplayan hem keratin hem de diger epitel tabakalar
ventral yiizeydekilerden daha kalindi. Apeks de dahil olmak iizere dilin iist
yiizeyinde, u¢lari geriye doniik ¢ok sayida koni seklinde filiform papilla vardi.
Mantar seklindeki fungiform papillalar da filiform papillalar arasinda lokalize
olmustu. Kas katmanwyla epitel katman arasinda gevsek bag dokudan olusan
lamina propria katmani bulunuyordu. Lamina propria'min epitel igine sokulmasiyla
olusan papillalar dilin alt yiizeyinden ¢ok dilin iist yiizeyinde belirgindi. Cizgili bir
kas yapisina sahip olan dil kaslari birbirine dik olacak sekilde diizenlenmis kas
demetlerinden olusmaktaydr. Kas demetleri arasinda dil bezleri bulunuyordu. Bu
c¢alismada Nannospalax xanthodon tiirii kor sicanlarin dil dokusunun histolojik
yapist hematoksilen-eozin ve PAS boyama yontemleri kullanilarak 1sik mikroskobik
diizeyde incelendi. Calisma sonucunda elde edilen bulgular, bu tiriin dil
dokusunun histolojik yapisinin diger kor kostebek faresi tiirleri ve ratlardaki ile
benzer oldugunu ortaya koydu.

Anahtar Kelimeler: Nannospalax xanthodon, kor késtebek fareleri, dil, papilla
filiformis, papilla fungiformis
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Investigation of the Histological Structure of the Blind
Mole Rat Tongue at the Light Microscopic Level

Fatih Mehmet Giir
Department of Histology-Embryology, Faculty of Medicine,
Omer Halisdemir University, Nigde, Turkey,
E mail: fgur@ohu.edu.tr

Abstract: Blind mole rats are a small group of subterranean rodents that live in
eastern and southeastern Europe, the eastern Mediterranean region, and the
middle east and northwest Africa. Nannospalax xanthodon is one of the blind mole
rat species living in Turkey. These rats, which do not have sufficiently large and
well-developed front claws, dig the soil using their powerful front teeth, which are
separated from the rest of the mouth by a flap of skin. Blind mole rats feed on
plants with roots, buds and tubers, such as potatoes. Anatomical and microscopic
studies in mammals have shown that the morphological features of the tongue
change in relation to the type of food consumed and the adaptation of animals to
environmental conditions. In the literature review, a limited number of studies
examining the histological structure of the mole rat tongue were encountered.
Therefore, in this study, it was aimed to determine the histological features of the
tongue tissue of Nannospalax xanthodon, one of the blind mole rat species living in
Turkey. Five adult N. xanthodon blind mole rats caught in Nigde region were
anesthetized with ether, then tongue tissues were extirpated and fixed in 10%
neutral formalin solution for 24 hours. The tongue tissues, which were washed,
were embedded in paraffin after passing through alcohol and xylol series tissue
sections cut with a thickness of 5 microns using a microtome (Leica Biosystems
RM 2245) were taken on a slide and stained with hematoxylin-eosin and PAS
methods. The stained tissue sections were examined with the Olympus BX-53
microscope and photographed with the camera of this microscope (DP 80
Olympus, Tokyo, Japan). The dorsal and ventral surface of the tongue was covered
with keratinized stratified squamous epithelium consisting of stratum basale,
stratum spinosum, stratum granulosum, and stratum corneum layers. Both keratin
and other layers of the epithelium covering the dorsal surface were thicker than
those on the ventral surface. On the upper surface of the tongue, including the
apex, there were numerous cone-shaped filiform papillae with the tips pointing
backward. Fungi-shaped fungiform papillae were also localized between the
filiform papillae. Between the muscle layer and the epithelial layer was the lamina
propria layer consisting of loose connective tissue. The papillae formed by the
insertion of the lamina propria into the epithelium were more prominent on the
upper surface of the tongue than on the lower surface of the tongue. The tongue
muscles, which have a striated muscle structure, consist of muscle bundles
organized in three planes perpendicular to each other. There were tongue glands
located between the muscle bundles. In this study, the histological structure of
tongue tissue of Nannospalax xanthodon species blind mole rats was examined at
light microscopic level using hematoxylin-eosin and PAS staining methods. The
findings obtained as a result of the study revealed that the histological structure of
the tongue tissue of this species was similar to that of other blind mole rat species
and rats.

Keywords: Nannospalax xanthodon, blind mole rat, tongue, filiform papillae,
fungiform papillae
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Covid-19 Pandemisi Doneminde Whipple Cerrahisi Sonuglarinin
Degerlendirilmesi

Gorkem Ozdemir, Ahmet Seker, Alper Soziitek
Adana Sehir Egitim ve Arastirma Hastanesi, Gastroenteroloji Cerrahisi, Adana, Tiirkiye

Ozet:

Amag: COVID-19 pandemisinin yayimasi, cerrahi hastalara standart tibbi
bakimin verilmesini énemli dlciide kisitladr. Bu calismanin amaci, COVID-19
pandemisi doneminde hastanemizde yapilan Whipple cerrahisi sonuglarim
degerlendirmektir.

Materyal-Metod: COVID-19 pandemisi doneminde whipple cerrahisi yapilan
olgular retrospektif olarak degerlendirildi. Olgularda morbidite Clavien-Dindo
smiflama sistemine gore belirlendi. Postoperatif pankreatik fistiil gelisen ve
gelismeyen gruplar arasinda preoperatif albiimin, total billuribin seviyeleri,
invaziv tiimor ¢apt ve mortalite oranlart karsilastirild:.

Bulgular: Mart 2020- Agustos 2021 tarihleri arasinda Whipple cerrahisi gegiren
74 olgu retrospektif olarak degerlendirilmistir. Olgularin 40° 1 erkek (%54), 34’ ii
(%46) kadindi. Yas ortalamasi 62,4 (SD+11,7) yildi. Spesmen patoloji sonuglarina
gore olgularin % 83,8’inde (n=62) malign, % 16,2° sinde (n=12) benign
patolojilerden olusmaktaydi. Ortalama takip siiresi 13 aydi. Olgularin %32,4 "linde
(n=24) peroperatif eritrosit siispansiyonu verildi. Postoperatif pankreatik fistiil
(POPF) insidanst %39,2’ydi (n=29). Genel mortalite oram %29,7 (n=22)
hesaplandi. POPF olan grupta mortalite orani %31,03 iken, POPF olmayan
grupta mortalite orani %28,8 hesaplandi. POPF olan ve olmayan grupta mortalite
yontinden istatistiksel anlamli fark izlenmedi ( p= 0.94). POPF olan grupta median
yatig stiresi istatistiksel olarak anlamh sekilde daha uzundu. Median yatis siireleri
POPF olmayan grupta 11 giin iken olan grupta 18 giindii. POPF olan ve olmayan
grupta yas acisindan istatistiksel olarak anlamli fark yoktu (p= 0.11). Malign
hastalarda invaziv tiimér ¢apr ortalama 2,83 (SD+1,50) c¢cm idi. POPF olan ve
olmayan grupta invaziv tiimér ¢apwnda farklilik yoktu (p=0.42). POPF gelisen
grupta preoperatif albiimin degeri POPF olmayan grupla karsilastirildiginda
istatistiksel olarak anlaml sekilde daha diisiiktii (p=0.029). Ortalama preoperatif
albiimin seviyeleri POPF olan ve olmayan gruplarda swrasi ile 33,6 (SD+5,17) ve
35,9 (SD+5,05) ol¢iildii. Pankreatik kanal dilatasyonu yoniinden bakildiginda da
iki grup arasindaki fark istatistiksel olarak anlaml degildi (p=0.17)

Sonu¢: Pandemi  domeminde yapilan whipple cerrahisinde, literatiirle
karsilastirildiginda POPF ve mortalite oraminin orant daha yiiksek oldugu izlendi.

Anahtar Kelimeler: Covid-19, pankreas, Whipple cerrahisi, Clavien-Dindo,
mortalite
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Abstract: Pharmacy is a respected health profession that has existed for centuries
to serve human health. Medicine, the pharmacist's primary occupation, is a vital
health resource used in treating diseases, indispensable and cannot be substituted.
In our country, education in pharmacy began to be given scientifically in the
nineteenth century, and pharmacies operating throughout the country today have
spread to the most remote regions. In parallel with the developments in technology
and medicine, pharmacists also provide pharmaceutical care services. They offer
drugs in countries where drug consultancy services are more prominent in terms of
the difficulties in drug use of patients with chronic diseases. On the other hand,
pharmacists have faced various challenges and problems over the years in the
drug consultancy and drug supply services they provide in pharmacies. This study
aimed to evaluate the existing difficulties of community pharmacies that continue
their activities. Suggestions were made about the roles that the pharmacist should
take in the future, taking into account the best practices in the world.

Keywords: pharmacy, medicine counseling, pharmacist, pharmaceutical care.

Introduction

Pharmacies have performed pharmaceutical delivery services all over the world for
centuries. The pharmacy service, which started with herbal mixtures in the previous periods,
continued for a long time using a compounded product by the pharmacist in the pharmacy
laboratory.

Technological developments, population growth, migration to cities, and the Industrial
Revolution have caused significant changes in the pharmacy sector, as in every sector. From the
Seljuk period, pharmacy services continued as people who prepared medicines alongside
physicians. In this period, pharmacists worked as people who designed drugs in pharmacies in
hospitals. Scientific pharmacy education in our country started as a pharmacy class affiliated to
the “Mektebi Tibbiye-i Sahane,” which was opened in the Ottoman period in 1839 and has
progressed over the years. Initially, the education curriculum in France was adopted for
pharmacy education and continued in this way until the 1900s. In the Ottoman period,
pharmacies were generally monopolized by foreigners. Turkish pharmacists started to open
pharmacies only in the early 1900s (Baytop, 1985).

Pharmacists in Istanbul generally obtained the drugs they used to manufacture medicines
from herbalists in the “Musir Carsisi.” A significant part of the drugs came from abroad. With
pharmacists who graduated from pharmacy school opening, some preparations began to be
prepared in these pharmacies. Pharmacists became critical health institutions that citizens
consulted about health problems in this period. However, the absence of pharmacies in many
provinces and districts in Anatolia and the fact that pharmacies were concentrated in the capital
city brought various discussions (Yildirim, 2003). With the drug law enacted in 1928, the
production and control of drugs were secured by passing a comprehensive law on drug
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manufacturing in Turkey under the conditions of that period (Baytop, 1985; Yildirim & Giirkan,
2010).

It is seen that pharmacy services started to become widespread in Anatolia during this
period. If we look at the formations of the domestic pharmaceutical industry in this process, it
can be said that some laboratories based in Istanbul started their activities (Altun, 2003).
However, a significant part of the drugs was imported abroad (Baytop, 1985). Although studies
have been carried out on establishing a separate pharmacy faculty since the 1930s, no positive
development has been achieved in this regard. Although the introduction of the pharmacy
restriction was intended to encourage service in regions with no pharmacies, very successful
results could not be achieved. With the new law enacted in 1953, 26 years later, the restriction
on pharmacy according to the population was abolished. The efforts to establish the Faculty of
Pharmacy were only successful in 1960. The Faculty of Pharmacy was established in Ankara
University for the first time in Turkey (Baytop, 1985).

In this process, the increase in industrial production caused pharmacies, which were
previously in the role of preparing personalized drugs in the pharmacy laboratory with a pestle,
to become the traders of medicines. Since this date, new regulations in the pharmaceutical
industry in Turkey have drawn attention. In particular, the foreign investment came to Turkey
and invested in Turkey, together with the law on promoting foreign capital, brought along such
contributions as know-how transfer, and the production of preparations in our country was
focused on, and laboratories started to turn into factories gradually (Altun, 2003).

As a result of the increase in the population of the cities and the new steps taken in the field
of social security, pharmacies have transformed into a position that tries to cope with
bureaucratic rules instead of providing drug information to patients, which is their primary
purpose (Altun, 2003). Today, the fact that almost the country's entire population is under the
social security umbrella has led to more diversification and differentiation of the rules regarding
drug reimbursement, and pharmacists have had to give more weight to the updates on these
rules. However, in our country, it has become necessary to recycle the existing pharmacy
activities according to the examples in the world.

Discussion

The pharmacy activities have been perceived as a business in which the drugs in the
prescription written to the patient are supplied in general terms in our country. Until the
definition of pharmacy was clearly defined by the law enacted in 2012, pharmacists were
mainly known as those engaged in the retail trade of drugs. However, medicine is not a health
device that a person can buy and use on his own, like any other commodity. It is inevitable for
the use of the drug to be under the absolute control of professionals (physicians and
pharmacists) (Abacioglu, 2010).

According to the report published by the International Pharmaceutical Federation (FIP) in
2021; Changes in health systems, the effects of the Covid-19 pandemic, the need for rapid
response and adaptation, the development of new technologies, the change in professional
service fees are among the factors affecting pharmacy (Viegas, Poe, & Pinto, 2021).

In this context, the study results conducted with members from 72 countries are stated in the
report. According to the report; Emergency contraceptive drugs are distributed from pharmacies
in 60 countries. Pharmacists provide home delivery services in 54 countries. It can renew the
prescriptions of chronic patients and perform first aid interventions in 43 countries. Drugs can
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be supplied from pharmacies to hospitals or settlements that do not have a pharmacy in 40
countries. Pharmacists can participate in-home care services in 43 countries, and they can
change prescriptions in 29 countries, they can participate in prescription drug regulation in 25
countries, It provides consultancy to those who can do HIV testing, and can perform Covid-19
tests in 14 countries. In addition, pharmacists can take blood for a blood test at the pharmacy in
15 countries. When these services are evaluated, pharmacies are not just places where drugs are
sold. At the same time, they are significant institutions where patients can easily access
pharmaceutical care services (Viegas et al., 2021).

Michel et al. discussed online education, and countries intensively sought ways to combat
this epidemic in the Covid-19 pandemic. Based on the idea of adding intensive vaccination
programs to the measures developed for the restrictions to be effective, it has been determined
that pharmacists act positively in contributing to the fight against the epidemic as a result of the
online training organized for the community pharmacies and pharmacists to contribute to the
vaccination activity, which provides widespread service at this stage (Michel et al., 2021).

Cooperation among healthcare professionals in the treatment of diseases in European
countries and the USA has been indispensable in terms of giving accurate results. As a result of
the efforts to increase the competencies of pharmacists, the Council of Europe has published a
resolution on this issue (Calvo Hernaez et al., 2022).

In another study on the willingness of pharmacists to serve, it is seen that pharmacists are
willing to provide emergency contraception services and to vaccinate people for preventive
purposes (McDonald et al., 2021). It has been observed that pharmacists play a role in the
vaccination application in the studies carried out with pharmacists in Albania, Bulgaria,
Romania, and Serbia on the vaccination of the society, especially in the Covid-19 pandemic,
which emerged in 2020 and had significant effects in every field in the world (Turcu-Stiolica et
al., 2021).

In the study of Verma et al., it was determined that the consultancy service provided by
pharmacists on weight control management on those who applied to the pharmacy plays an
essential role in the change of lifestyle in patients (Verma, Chong, Taha, & Paraidathathu,
2021).

Naidoo et al. in South Africa stated that pharmacists want to provide pharmaceutical care
services to their patients as in other countries. For this purpose, it has been determined that
some tertiary health institutions have opened courses for pharmacists to provide primary care
services. It has been stated that trained pharmacists are willing to provide care services such as
blood pressure control, sugar level monitoring, cholesterol level monitoring, pregnancy
monitoring (Naidoo, Suleman, & Bangalee, 2021).

In our country, the idea that specialty training in pharmacy should be given in order to
improve pharmacy services has been put into practice. For this purpose, in 2014, an addition to
the law on pharmacists and pharmacies was made, and it was decided to provide training on two
specialization branches, namely clinical pharmacy and phytopharmacy (TBMM, 2014).

On the other hand, to update the education curriculum to improve pharmacy services, the
core program in pharmacy education, prepared by the Deans Council of Pharmacy Faculties, has
been implemented (ECZDEK, 2019). Thus, it is aimed to develop the competence areas of the
pharmacist.
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Conclusion

In parallel with the changes in the diagnosis and treatment of diseases, drug discovery and
quality have been developing rapidly in recent years. It is seen that treatment methods, health
centers, and health professionals were important in the last century, but in the current time
period, patients are more important than these. Patient-centered treatment has gained much
greater importance.

Development of treatment methods, diversification of new and biotechnological drugs,
research on the treatment of chronic diseases have gained momentum in recent years. These
studies have also contributed to the prolongation of life expectancy. The increase in the elderly
population in the world reveals the need to manage many issues. One of these is pharmacy
services, especially in managing non-communicable chronic diseases. The increase in the use of
multiple drugs in advanced ages has made the pharmaceutical care services of pharmacists
much more critical. In many countries, it is known that many care services, from vaccination to
emergency services, are provided by pharmacists in pharmacies. The pharmacist's role will shift
towards drug management in the upcoming period. From this point of view, it is inevitable to
provide these services in private pharmacies in our country.

Since pharmacies are health centers where citizens can reach the most quickly, patients can
access these services rapidly, increasing the quality of health care and decreasing treatment
costs. However, when we look at the pharmacy activities in our country, it is necessary to
eliminate or reduce some of the bureaucratic rules in pharmacy practice to provide these
services. In addition, there are legal barriers to pharmacists in order to provide pharmaceutical
care. In order to provide services such as injections, blood pressure measurement, and blood
sugar measurement in pharmacies, the legal infrastructure should be established without delay.
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Abstract

Background: The practice of waterbirth has been increasing worldwide.
Waterbirth is a form of birth offered in more than a hundred countries. In the
literature, the majority of studies compare water birth with other birth methods
and focus on maternal and newborn outcomes. Also, literature suggests that there
are not enough studies focusing on the experiences of women giving birth in water.
Therefore, the findings obtained from qualitative studies on the water birth
experiences of women presented in this study are important in terms of knowledge
development for maternal and obstetric health specialist nurses and midwifery.

Aim: The aim of this systematic review is to synthesize qualitative studies on
women’s experience of waterbirth delivery.

Method: A literature search was conducted in Turkish and English languages
using six databases between 2012-2022: Ulakbim, British Nursing Index, CINAHL,
SCOPUS, PsycINFO, Web of Science. Besides, cross-references and citation
follow-ups were also made to include related research.

Search terms were used: Waterbirth/labour/labor, woman/women/mother,
experience/view/perception/attitude.

Results: Qualitative studies were analysed and synthesised using thematic
analysis. Two themes were identified: ‘The positive sides of experiencing water
birth’ and ‘Lack of information and needing support about waterbirth’. Overall,
waterbirths helped women for reducing pain, enhancing mother-infant bonds, and
providing conditions to feel confident during labour.

Conclusion: Special certificate programs can be organized for maternal and
obstetric health specialist nurses and midwifery about waterbirth. It is important
that nurses and midwives support women about the option of giving birth in water,
both at the stage of informing provision and decision-making. Understanding
women's experiences with waterbirth are important in terms of providing benefits
for practice.

Keywords: obstetric nursing, midwifery, waterbirth, women's experience.
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A Very Rare Case Report of 47, XXY/46, XX/46, XY Mosaic
Klinefelter Syndrome Patient Accompanied by Mixed Connective
Tissue Disorder

Mustafa Tarik Alay’, Aysel Kalayci Yigin', Mehmet Seven®

L JUC, Cerrahpasa Tip Fakiiltesi, Tibbi Genetik Anabilim dali,
E Mail: mimseven@istanbul.edu.tr

Abstract: Klinefelter Syndrome (KS) is the most frequently observed chromosomal
disorder with the estimated frequency of 1:500- 1:1000 in males. KS is mainly
characterized by tall stature, eunuchoid body proportions, narrow shoulders,
impaired intelligence, small testes, gynecomastia, and infertility. Mixed connective
tissue disorder (MCTD) is a systemic rheumatological disease that has
overlapping characteristic features of SLE, SSc, PM/DM, and RA together with
the higher titer level U1-RNP and anti-RNP antibodies. In this study, we
presented a very rare case report mosaic KS accompanied by MCTD. A 50-year-
old male was referred to our Genetic Diseases Diagnosis Center (GETAM) with
lower extremity rash, persistent fever, arthralgia, muscle weakness, dry eye and
mouth, and Raynaud’s phenomenon. In his physical examination, we detected a
eunuchoid body, sparse axillary hair growth, pubic hair distribution of feminine
type, small testes, bilateral gynecomastia. In his physical examination, we detected
a eunuchoid body, sparse axillary hair growth, pubic hair distribution of feminine
type, small testes, bilateral gynecomastia .Autoimmune diseases are more common
in females. This might be derived from escaping mechanisms of X-inactivation in
early embryogenesis.. To the best of our knowledge, there is no case reported
associated with Mosaic KS with MCTD

Keywords: Klinefelter Syndrome, mosaic, mixed connective tissue, chromosome

1. Introduction

Klinefelter Syndrome (KS) is the most frequently observed chromosomal disorder with the
estimated frequency of 1:500- 1:1000 in males. KS is mainly characterized by tall stature,
eunuchoid body proportions, narrow shoulders, impaired intelligence, small testes,
gynecomastia, and infertility. Laboratory analysis of KS includes lower serum testosterone,
higher serum follicle-stimulating hormone (FSH), and luteinizing hormone (LH) levels which
are accompanied by impaired spermatogenesis'The most common cause of KS was a regular
type (47, XXY) and accounts for 80% of all cases. The other common form of KS are
?7,XX,der(Y), 47 X,der(X),Y, 48,XXXY, 48 XXYY, 49, XXXXY, 46,XY/47,XXY mosaicism"

Mixed connective tissue disorder (MCTD) is a systemic rheumatological disease that has
overlapping characteristic features of SLE, SSc, PM/DM, and RA together with the higher titer
level U1-RNP and anti-RNP antibodies. Raynaud's phenomenon (RP), arthralgias, muscle
weakness, and swollen hands are the most frequently observed clinical manifestations in
MCTD. The disease is least common in males compared to females*®. In this study, we
presented a very rare case report mosaic KS accompanied by MCTD.
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2. Case Presentation

A 50-year-old male was referred to our Genetic Diseases Diagnosis Center (GETAM) with
lower extremity rash, persistent fever, arthralgia, muscle weakness, dry eye and mouth, and
Raynaud’s phenomenon. He was a follow-up for mixed connective tissue disorders. In his
medical history, physicians performed an angiographic procedure two times this year due to his
persistent angina pectoris. He has 4 healthy children, two boys, and two girls. His left 2-3
fingers were amputated due to cyanosis in 4 months. In his physical examination, we detected a
eunuchoid body, sparse axillary hair growth, pubic hair distribution of feminine type, small
testes, bilateral gynecomastia, digital ulcers, telangiectasias on his face, and splenomegaly.

Chromosome analysis of the patient revealed an abnormal karyotype of mos47,
XXY[85]/46,XX[4]/46,XY[13]. FISH analysis indicated that ish  (SRYx1),
(DZYx1)(DZX1x2)[92/100] [/ ish (SRYx0),(DYZ1x0)(DZX1x2)[5/100]/ ish(SRYx1),
(DZYx1)(DZX1x1)[3/100]. Y microdeletion analysis has not detected any deletion on
previously explained SRY, AZFa, AZFb, and AZFc regions. As his parents were not living
parental analyses were not performed.

3. Discussion

Mosaicism 47, XXY/46, XX/46, XY is an extremely rare disorder of sex development
characterized by the presence of both ovarian and testicular tissues in the same individual.
Autoimmune diseases are more common in females. This might be derived from escaping
mechanisms of X-inactivation in early embryogenesis. Hence, due to the gene dosage effect, X-
overexpression may cause an increased gene dosage and that may cause susceptibility to
autoimmune disease’. Overexpression of some loci and genes on X-chromosome may cause
have an association with SLE*™. MCTD is an autoimmune disease that has a manifestation of
the mixture of SS, SLE, and RA".To the best of our knowledge, there is no case reported
associated with Mosaic KS with Mixed Connective Tissue Disorder (MCTD).
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Abstract: The thiazole nucleus, which has a quintuple ring, is an important
member of the family of heterocyclic compounds. Scientists working on synthesis in
the field of organic chemistry make great efforts to synthesize new and functional
molecule.* Sulfonamide group, which is in the structure of many drugs with its
biological activity feature, has made a name for itself in the pharmaceutical
market. It has been reported in many studies that sulfonamide derivative
compounds have been developed as pharmacological agents and have wide-
ranging biological activities.?
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Figure 1. *H NMR analysis of compound Al

In this study, the synthesis of Al (2-(allylamino)-N-(4-sulfamoylphenyl)thiazole-5-
carboxamide) and A2 (2-(3,5-diphenyl-4,5-dihydro-1H-pyrazol-1-yl)-N-(4-(N-
(pyrimidin-2-yl) sulfamoyl)phenyl) thiazole-5-carboxamide) compounds was
carried out by integrating thiazole and sulfonamide groups, which attract attention
with their biological activity properties, in target molecules. The target compounds
were characterized by FTIR and NMR techniques. It has been observed that Al
and A2 compounds give specific signals in *H NMR analyzes with the allyl and
diastereotopic protons they contain [Fig. 1].
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Abstract: Atrial fibrillation (AF) is the most common arrhythmia in routine
practice. It is also a common complication in those with severe COVID-19
infection, including those with severe pneumonia and acute respiratory failure. It
has been reported that new-onset AF cases are underdiagnosed during the
COVID-19 quarantine period. During the COVID-19 pandemic, the risk of
ischemic stroke and death among new AF cases was higher compared to the
corresponding period in 2019. Overall, direct oral anticoagulants (NOAC) have
shown a better benefit-risk profile than warfarin in individuals with nonvalvular
AF. NOAC is still used in patients with mild mitral stenosis. However, it is known
that an increase in coagulation susceptibility to COVID-19 is observed. There is
insufficient information about the efficacy of NOACs in patients with mild mitral
stenosis.

A 34-year-old female patient is admitted to the emergency department with
complaints of palpitation and dizziness. He has been followed for 5 years due to
mitral stenosis, and his ECG was evaluated as Atrial fibrillation HR: 110/min. The
patient had COVID-19 3 weeks ago. He is taking Dabigatran 150 mg 2x1 and
metoprolol 100 mg 1*1 due to AF.

Echocardiography showed LVEF 40% left atrium dilated (57 mm), MR:1-2 mild
mitral stenosis, valve area 1.8cm2, valve gradient 9/4 mmHg, and a 48mm x 32mm
hyperechogenic mass in the left atrium.

With the operation, the patient's mass was removed and at the same time mitral
valve replacement was performed. The removed material was evaluated as
thrombus.

Keywords: atrial fibrillation, covid-19, mild mitral stenosis, left atrial trombiis
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Ozet:

Girig- Amag: Kan ve kan iiriinleri transfiizyon tedavileri kanamaya bagh
hipovolemik soktaki hastalarda hayat kurtarici uygulamalardir. Ancak enfeksiyoz
ve nonenfeksiyoz gibi komplikasyonlar ortaya ¢ikabilmektedir. Transfiizyona bagh
akut akciger hasart da bu komplikasyonlardan biridir ve genellikle plazma ve
plazma icerigi yiiksek olan kan tiriinleri transfiizyonundan yaklasik alti saat sonra
ortaya ¢ikar. Klinik bulgular ise ates, takipne, dispne, siyanoz ve tasikardidir.
Bazen ciddi hipotansiyon ile renal tubuler nekroz da goriilebilir. Kan ve kan tiriinii
transfiizyonundan énce hastada akciger hasart olmamasi, bu tabloya yol acan
farkly nedenlerin ekarte edilmesi ile tant konur. Biz de torakal aort diseksiyon
cerrahisinde intraoperatif masif kan transfiizyonu uyguladigimiz ve sonrasinda
akut akciger hasart gelisen olgudaki deneyimimizi sunmayr amagladik.

Olgu: Hastanemiz acil servisine karnin sirt kisminda agri, bulanti ve kusma, ciltte
terleme, bas donmesi ve kalp atim hizinda artma sikayetleri ile gelen 54 yasinda
erkek hastanin ilk fizik muayenesinde hipotansiyon ve tasikardi saptandi. Yapilan
laboratuvar testleri ve radyolojik goriintiilemeler sonrast hasta akut torakal aort
diseksiyon tamisiyla acil cerrahi tedavi icin ameliyathaneye alindi. Hastanin
monitarizasyonu; elektrokardiografi, pulse oksimetre ile SO, end tidal
karbondioksit, invaziv sistemik arterial kan basinci ve santral venéz kateter ile sag
atrium basinci seklinde yapildi. Ayrica arteriyel kan gazi ve takilan foley idrar
sondasindan idrar outputu takibi de saatlik olarak yapildi. Kan gazi izlemlerinde
hemoglobin degerinde diisme olan hastaya intraoperatif 8 iinite eritrosit
stispansiyonu ve 3 iinite taze donmugs plazma verildi. Hasta operasyon bitiminde
entiibe bir sekilde yogun bakim iinitesine transfer edildi. Hastanin postoperatif 3
saat sonra ani ates, hipotansiyon ve tasikardi bulgulart ortaya ¢ikti. Es zamanlt
incelenen arteriyel kan gazinda yeterli mekanik ventilator destegi olmasina
ragmen parsiyel oksijen, SO, degerinin diisiik seyrettigi goriildii (Tablo 1).
Semptomlarin ortaya ¢iktigr andaki laboratuvar bulgulari; kan iire azotu,
kreatinin, alanin ve aspartat aminotransferaz, c-reaktif protein ve laktik
dehidrogenaz degerleri yiiksek saptand: (Tablo 1).

Tablo 1: Olgunun Arteriyel Kan Gazi ve Kan Biyokimya Degerleri

Arteriyel Kan Gazi Degerleri
pH 7.27
PO2 (mmHg) 61.4
PCO2 (mmHg) 56.7
SO2 (%) 91
Kan Biyokimya Degerleri
Kan Ure Azotu (mg/dl) 84
Kreatinin ((mg/dl) 1.5
Aspartat aminotransferaz (U/L) 321
Alanin aminotransferaz (U/L) 179
Laktik dehidrogenaz (U/L) 461
C-reaktif protein (mg/dl) 11.6
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Hastamin ¢ekilen akciger grafisinde de bilateral yaygin infiltrasyon alanlar
goriildii. Ilk bagvurudaki akciger grafisinde ise infiltrasyon gériilmeyen hastadan
atesi oldugu esnada idrar, kan ve endotrakeal kiiltiirleri alindi ve ampirik olarak
antibiyoterapi basland. Hastamin klinik bulgularinin ve radyolojik gériintiilerinin
transfiizyona bagl akut akciger hasari tanisi ile de uyumlu olmast nedeniyle hasta
bu donemde entiibe olarak izlendi ve akciger koruyucu ventilasyon stratejisi
uygulandr.  Alinan  kiiltiir  sonuglarinda iiremenin saptanmamasi, kan gazi
degerlerinde ve akciger grafisi goriintiilerinde diizelme olmasi iizerine hasta
postoperatif iigiincii giin ekstiibe edildi. Servis izlemlerinde problem gelismeyen
hasta sifa ile taburcu edildi.

Tartsma-Sonug: Transfiizyon iliskili akut akciger hasarinda erken tanmisinda en
onemli faktér klinik bulgular ortaya c¢iktiginda olast tanilar icinde yer
alabilecegini  diisiinmektiv. Tanumin  konulmasinda — gecikme mortalite ile
sonuglanabilir. Bu komplikasyonun akut tedavisinde yapiimasi gereken en dnemli
uygulama  transfiizyon  siiriiyorsa  durdurulmasi  ve  oksijen  desteginin
saglanmasidir. Ihtiva¢ olursa mekanik ventilator uygulanmalidir.

Sonug olarak hasta i¢in verdigimiz kan transfiizyonu kararlarinda; yarar zarar
orant da diisiiniilmeli ve hangi komponentin ve kag¢ iinite transfiizyon yapilmasi
gerektigi tekrar gézden gegirilmelidir. Kan ve kan iiriinii transfiizyonu sonrasinda
gelisebilecek komplikasyonlarin tanisi ve tedavisinde hizli davranilmalidir.

Anahtar Kelimeler: Akut akciger hasari, kan ve kan iiriinii, transfiizyon,
komplikasyon.
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Ozet: Aktif yaslanma, insanlarin yaslandik¢a yasam kalitesini artirmaya yonelik
saglk, katilim ve giivenlik firsatlarini optimize etme siirecidir. Son zamanlarda,
insanlarin yasam siiresi uzamakta, yasl niifusu sayisi geng niifusa oranla artmakta
ve “saghkli ve uzun yasam” kavrami dnem kazanmaktadwr. Bu ¢alismada,
aragtirma literatiiriiniin aktif yaslanma miidahalelerinin ne dl¢iide dikkate aldigini
belirlemeyi amacglamaktadir. Aktif yaslanma miidahalelerinin neler oldugunu
ortaya koyabilmek icin YOKTEZ (Yiiksekogretim Kurulu Baskanligi Tez Merkezi)
veri tabani iizerinde 2011- 2022 yillart arasinda yaymlanmis “aktif yaslanma”,
“vaslanma” ve “yash” sozciik gruplari girilerek yapiumis arastirmalar
incelenmistir. Tarama sonucunda yaymmlanmis 23 yiiksek lisans tezi ve 4 doktora
tezine ulasumustir. Arastirma kriterlerine uyan 19 c¢alisma bu aragtirma igin
incelenmigstir. Yapilan inceleme sonucunda sosyoloji alami basta olmak iizere
birka¢ alanda aktif yaslanma ile ilgili yiiksek lisans ve doktorda tezlerinin
yayinlandigi goriilmektedir. Yasam kalitesi ile yaslanma tutumu arasinda bir
orantt oldugu, demografik degiskenlerin yashhga yonelik algi ve tutumu
degistirdigi ve bagarili bir yaglanma igin egitime ihtiya¢ duyduklar: bildirilmistir.
Yiiksekogretim miifredati iceriginde aktif yaslanma derslerinin énlisans ve lisans
egitiminde verildigi bilinmektedir. Tiirkiye'de yash bireylere yonelik uygulanan
sosyal politikalarin diger gelismis iilkelere gore yetersiz oldugu rapor edilmistir.
Konu ile ilgili yapimis calismalar simirlidir. Aktif yaslanma konusunda yapilmis az
sayida tez ¢alismast bulunmaktadwr. Aktif yaslanma miidahalelerinin arttirilmast
icin kapsamli ve randomize kontrollii caliymalarin yapiimasina ihtiyag vardir.
Anahtar Kelimeler: Aktif Yaslanma; Yaslanma; Yasli

Anahtar Kelimeler: aktif yaslanma, yaslanma, yash
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Ozet: Yashhik, gelisimsel donem ozelliklerinin dogal siireci olup, bireylerin
bedensel, bilissel ve ruhsal islevselliginin geri doéniissiiz zaman icerisinde
yitirilmesidir. Yaslilik donemine ait sorunlarin azaltilabilmesi icin yash bireylerin
psikolojik ve sosyal agidan desteklenmesi ve giiclendirilmesi gerekmektedir. Bu
calismada, yaslh bireylerin yasadigi psikososyal sorunlarin sistematik olarak
incelenmesi amaglanmistir. Yash bireylerin yasadigr psikososyal sorunlarin neler
oldugunu ortaya koyabilmek igin, Google Akademik, Cochrane Library, PubMed,
Science Direct ve CINAHL veri tabanlart tizerinde 2011- 2022 yillart arasinda
yaymlanmis  “elderly”, “aged” “psychosocial problems” ve “psychosocial
nursing” sozciik gruplari girilerek hemsirelik arastirmalart incelenmistir. Tarama
sonucunda yayinlanmis 1958 ¢alismaya ulasimistir. Arastirma kriterlerine uyan
32 ¢alisma bu aragtirma i¢in incelenmistir. Yapilan inceleme sonucunda yashlarin
birtakim sebeplere bagh olarak fiziksel degisimlerin disinda psikososyal alanda
sorunlar yasadigi tespit edilmistir. Yaslhiikla birlikte ortaya ¢ikan yeti yitimi,
kronik hastaliklar, biligsel bozulmalar, gii¢siizliik, iletisim kuramama, mesleki
degisim, ekonomik problemler, yakinlarmin kaybi, hastaneye yatma, aile igi
rollerde degisme gibi stresorlerinin bireylerin emosyonel durumunu etkiledigi
goriilmektedir. Yash bireylerin en ¢ok yasadigi psikososyal sorunlar arasinda
yalmizlik, kayp duygular, depresyon, dezoryantasyon, deliryum, umutsuzluk ve
oliim korkusu gibi duygular: yasadigr saptanmistir. Tiim bireylere holistik bakim
anlayist ile sunulan bakimda fiziksel degerlendirmenin yaninda psikosososyal
acidan da degerlendirilmelidir. Yash bireylerde meydana gelebilecek olasi
risklerin onlenmesi ve ruh sagliginin korunmast agisindan son derecede énemlidir.
Yash bireylere sunulacak psikososyal destek ile bu sorunlarin en aza indirilecegi
diistiniilmektedir.

Anahtar Kelimeler: yasli; yasiiik; psikososyal problemler, psikososyal hemsirelik
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Abstract

Objectives: This study aims to present our experience of amniotic membrane
transplantation (AMT) in patients with ocular surface disorders, with various
indications and different application techniques.

Methods: In this study, 82 eyes of 80 patients who underwent AMT with various
ocular surface disorders over 9 years were retrospectively analyzed. The AMT
application technique was chosen based on the presented findings and diagnoses
of the patients, and fresh amniotic membrane obtained on the same day of surgery
was applied to all patients.

Results: Of the 80 patients, 57 were male and 23 were female. The mean age and
follow-up were 45.1 £ 17.7 years (5-84 years) and 14.3 + 11.1 months (5-48
months), respectively. The most common surgical indication was limbal stem cell
insufficiency (LSCD) (43 eyes, 52.4%). The most common cause of LSCD was
chemical/thermal injuries (58.1%). AMT combined with allograft or autograft
limbal transplantation was applied to 25 eyes with total LSCD among the patients
in this group. The second most common surgical indication was corneal ulcers or
persistent epithelial defects (21 eyes, 25.6%). The most common causes in this
group of patients were herpetic keratitis, ocular cicatricial diseases, ocular
trauma, and neurotrophic keratitis (76.2%). Multiple-layer AMT was applied to
patients with deep corneal ulcers. Other surgical indications were recurrent
pterygium (8 eyes, 9.8%), large conjunctival tumors (7 eyes, 8.5%), and cystic
blebs (3 eyes, 3.7%). Dura mater graft was combined with AMT in the surgery of
cystic blebs. Keratectomy due to conjunctivalization or band keratopathy was
performed in 9 of the patients in the LSCD group, and symblepharon surgery and
fornix reconstruction were performed in 8 patients. In total, a second time AMT
was applied to 12 eyes (14.6%).

Conclusion: Fresh AMT applied to a wide variety of indication groups was found
to be safe and effective. The success of the surgery is closely related to the
appropriate indication and surgical technique, correct timing, and patient
compliance.

Keywords: Amniotic membrane transplantation, Surgical techniques, Ocular
surface diseases

Introduction

The amniotic membrane (AM) is the innermost layer of the placenta, consisting of three
different layers: the epithelium, basement membrane, and stroma. The AM is a stem cell source
and has excellent regenerative properties. It has been shown to contain essential growth factors
and cytokines for tissue healing provides a matrix for cellular proliferation and migration,
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reduces inflammation, improves pain management, and has anti-bacterial, anti-fibrotic, and anti-
angiogenic properties (1-3). Because of its transparent structure, contains no blood vessels, and
a lack of immunogenicity, as well as the biological properties mentioned above, it is being
performed increasingly for ocular surface reconstruction with a wide range of surgical
applications, including corneal disorders associated with limbal stem cell deficiency, and
surgeries for conjunctival reconstruction (1-4). These biological properties support and facilitate
wound healing, it also forms an ideal material for combination surgeries, including limbal
autograft/allograft transplantation or scleral grafts.

Depending on the indication of AMT, there were reported three surgical techniques that can
be used over the ocular surface: (1) inlay or graft technique (epithelial side up) allows migration
of the surrounding epithelial cells on the AM; (2) overlay or patch (stromal side up) allows the
host epithelium to grow below the AM, and combined (inlay and overlay) techniques (1, 2, 4).
Depending on the depth of the underlying defect, the graft technique can be used as a single
layer of AM or multilayer of AM (5).

Because amniotic membrane transplantation (AMT) is commonly used in challenging ocular
surface conditions to maintain eye integrity and reduce ocular surface problems, it is essential to
be reemphasized to better clarify the clinical scenarios for which it is required among the
ophthalmic community. Hence, this study aims to evaluate the outcomes of a wide spectrum of
indications of AMT with different modalities in ocular surface disorders.

Materials and methods
Study design and characteristics

Eighty-two eyes of 80 patients who had various ocular surface disorders and underwent
AMT, alone or in combination with limbal autograft or allograft transplantation, over 9 years
were retrospectively analyzed, and a detailed review of the medical records was performed. The
study protocol was approved by the Institutional Review Board (#137428519) and was
conducted by the ethical principles for medical research involving human subjects outlined in
the 1964 Helsinki declaration and its later amendments. After explaining the potential risks and
complications of the procedures, informed consent was obtained from all patients and limbal
allograft donors before surgery.

All participants were assessed with a detailed ophthalmic examination including extraocular
examination, lid, and ocular motility, LogMAR best-corrected visual acuity (BCVA),
intraocular pressure measurement, and slit-lamp and fundus examination. Ocular
ultrasonography was performed in patients with opaque ocular media. Tear film break-up time
test and the Schirmer tear test with anesthesia were used to evaluate tear function. In patients
with dry eyes, preservative-free teardrops and ointments were given, and/or silicone punctal
plugs were performed until surgery.

The patients were divided into four groups based on the surgical indications: (1) total limbal
stem cell deficiency (LSCD), (2) partial LSCD, (3) corneal ulceration or persistent epithelial
defect, and (4) conjunctival reconstruction. The surgical approach was chosen based on the
patients' diagnosis and findings, and a fresh AM obtained on the same day of surgery was
applied to all patients. The AMs were taken from hepatitis B-, hepatitis C-, syphilis- and HIV-
seronegative women who underwent elective cesarean section, and their preparations were done
under sterile conditions. The combination surgery, AMT with limbal autograft or allograft
transplantation, was performed in patients with severe limbal stem cell deficiency (LSCD). The
diagnosis and stage of the severity of the LSCD were made based on the degree of corneal
vascularization and opacity, conjunctival epithelial invasion, chronic ocular surface
inflammation, the absence of palisades of Vogt, and the presence of recurrent/persistent
epithelial defects. LSCD was accepted to be partial if there was any clock hour of the intact
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limbus or clear corneal phenotype and total if there were 360 degrees corneal vascularization
and opacity. Limbal allograft (Lal) from living-related donors was performed in patients with
bilateral total LSCD, and those with a healthy contralateral eye underwent limbal autograft
(Lau). HLA class I-matching (HLA-A, -B, and -C) was performed between donor-recipient
before Lal surgeries using a standard serological method. Two or more HLA matches were
accepted as an adequate degree of matching. AMT alone was performed in patients with partial
LSCD.

Surgical technique

Surgery was performed under general anesthesia in pediatric patients. The rest of the patients
underwent the operation under topical and peribulbar anesthesia. In patients with total LSCD, a
360-degree conjunctival peritomy was performed, followed by a superficial keratectomy by a
Beaver blade to remove fibrous pannus from the cornea. The AM as a graft was placed on the
denuded ocular surface and secured with a suture, then Lau or Lal was performed either in the
same session. After the sutured of limbal graft, another AM piece was applied as a patch to
cover the limbal grafts and the entire ocular surface. Interrupted 10-0 nylon was used for the
corneal fixation and interrupted 8-0 Vicryl sutures were applied to the episclera. Limbal tissue
was obtained either from the contralateral healthy eye or from a healthy-related donor's eye.
Three clock hours of limbal tissue were obtained from 6 and 12 o’clock positions of the limbus
of the healthy cornea and sutured to the original limbal area of the damaged cornea. In the
presence of symblepharon, it was resected and the conjunctiva was retracted as much as
possible, then the AM was performed on the bulbar episclera to recreate the fornices. A
symblepharon ring was placed over these eyes for 2-6 weeks. In patients with band keratopathy,
a superficial calcium deposit was removed with 4 % EDTA solution.

In patients with partial LSCD, a keratectomy and peritomy were performed on the affected
areas, then the AM graft was positioned to cover the damaged corneal surface, and sutured to
the cornea using interrupted 10-0 nylon and to the episclera using interrupted 8-0 Vicryl sutures.
At the end of the surgery, a bandage contact lens was placed over the cornea and kept in place
until epithelialization.

In patients with corneal ulceration, AMT was performed either as a single layer graft inlay or
as a multilayer graft inlay after depithelialization of a ring-shaped area around the cornea ulcer.
In the deep corneal ulcers, the entire depth of the ulcer crater is filled with small pieces of AM,
then a larger graft was positioned over the defect in an inlay fashion and sutured to the
surrounding cornea with 10/0 nylon sutures. Finally, even larger a piece of AM was covered on
the entire cornea in an overlay fashion and fixated to the conjunctiva with 8-0 Vicryl sutures.

In the conjunctival surface reconstruction, the AM as a substitute for conjunctival graft was
performed after removal of the pathological conjunctival tissue and was fixated to the
conjunctiva and/or episclera with 8-0 Vicryl sutures.

In patients with recurrent pterygium, the recurrent pterygium was removed with a surgical
blade and the residual tissue was scraped from the corneal surface with a crescent knife. AMT
was applied the proper size to cover the bare area with the stroma facing down and was sutured
to the conjunctiva and episclera using 8-0 vicryl sutures.

In patients with large conjunctival tumors, the tumors were totally removed with adjunctive
cryotherapy to the surgical margins. Corneal epitheliectomy was performed with absolute
alcohol in patients of corneal involvement, and lamellar sclerectomy in patients with episcleral
involvement. AMT was applied the proper size to cover the bare area with the stroma facing
down and was sutured to conjunctiva and episclera using 8-0 vicryl sutures.
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In patients with leaking cystic filtering blebs and ocular hypotony, leaking blebs were
excised and the sclera was reconstructed with an allogenic dura mater graft. AMT was applied
the proper size to cover the bare area with the stroma facing down and was sutured to
conjunctiva and episclera using 8-0 vicryl sutures.

Postoperative regimen

All patients received topical antibiotics every 3 hours, corticosteroids every 3 hours, and
preservative-free tear substitutes every 2 hours after surgery, and drops were tapered and
discontinued in 3 months or until healed. All allograft patients received systemic cyclosporine A
(5 mg/kg/day in 2 divided doses) for immunosuppression. It was started 3 days before the
surgery and tapered and discontinued in 3 to 6 months according to the corneal surface stability.

Outcome measures

The primary outcome measures were to investigate the regression of corneal vascularization
and opacity, resolution of the inflammation, restoring a smooth ocular surface, and rapid ocular
surface healing with no recurrent erosions or persistent epithelial defects. Secondary measures
included uncorrected visual acuity (UCVA), and penetrating keratoplasty success.

Statistical analysis

The study data were analyzed using the SPSS program for Mac OS version 26.0 (SPSS Inc,
Chicago, IL, USA). Descriptive statistics were specified as means + standard deviations,
frequency distributions, and percentages. The normal distribution of variables was examined by
the Shapiro-Wilk test. The paired 2-tailed t-test was used to assess the significance of
differences between basal UCVAs and final UCVAs. In patients with penetrating keratoplasty,
the final UCVA which was used for statistical analysis was obtained pre-penetrating
keratoplasty. Wilcoxon signed-rank test was performed in nonparametric data. A p-value < 0.05
was accepted as a significance level.

Results
Demographic Features

Of the included 80 patients, 57 (71.2%) were male and 23 (28.8%) were female, with a mean
age of 45.1 £ 17.7 years (range: 5-84 years). The AM was performed to the right eye in 40
(50.0%) patients, left eye in 38 (47.5%) patients, and both eyes in 2 (2.5%) patients. The mean
follow-up period was 14.3 £11.1 months (range: 5-48 months). Clinical characteristics and
classification of all patients based on the indications for AMT are summarized in Table 1.

Patients with total LSCD who underwent AMT and Lau or Lal

In total, 25 eyes of 24 patients had total LSCD, and all patients underwent AMT and Lau or
Lal. The surgery was performed on the right eye in 10 (41.7%) patients, on the left eye in 13
(54.2%), and on both eyes in 1 (4.1%). Limbal tissue was obtained as Lau in 7 (28.0%) patients
and as Lal in 18 (72.0%) patients. The mean follow-up after the first surgery was 21.2 + 12.0
months (6-48 months), and epithelialization was achieved in 21 eyes in a mean of 3.0 + 0.8
weeks (2-4 weeks).

At the end of the follow-up, corneal vascularization and inflammation were decreased in all
patients (Figure 1, A-C and Figure 2, A, B). The mean preoperative UCVA improved
significantly compared to final measurements, from 2.4 + 0.68 to 1.9 + 0.72 logMAR
(p=0.0003). No systemic side effects related to cyclosporine therapy were observed in any
patient. Ten patients underwent penetrating keratoplasty (Figure 1, C), but rejection was
encountered in two of them due to allografts failing and LSCD recurrence.
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Table 1. Clinical characteristics and classification of the patients based on the indications for
amniotic membrane transplantation

Indication of AMT n of patients/n of Average age  Gender eye Surgery Follow-up
eyes (%) (years) (male/ laterality period (mean)
female)  (right/left)

Total LSCD 24 /25(%30.5) 434+16.8 5119 11114 Combined with 212+£120
Lau or Lal

Partial LSCD 17/18(%21.9) 41.2+17.3 2/14 8/9 AMT alone 149 +11.5

Corneal ulcer or PED 21/21(%25.6) 433+208 9113 1210 AMT alone mono-  7.9+4.8
Imultilayer

Conjunctival reconstruction

Recurrent pterygium 8 /8(%9.8) 457+74 4/4 5/3 AMT alone 79+46
Large conjunctival tumor 717(%8.5) 55.6+19.4 1/6 52 AMT alone 7122
Leaking cystic filtration bleb 313(%3.7) 62.0+10.1 12 12 Combined with 23.3+9.1

dura mater graft
Abbreviations: AMT: amniotic membrane transplantation, LSCD: limbal stem cell deficiency, Lal:
Limbal allograft, Lau: limbal autograft, PED: persistent epithelial defect

Patients with Partial LSCD who underwent AMT alone

Eighteen eyes of 17 patients presented with partial LSCD. All patients developed partial
conjunctivalization, 7 eyes had PED, 1 eye had band keratopathy (Figure 2, C, D), and 7 eyes
had symblepharon (Figure 2, E, F). All patients underwent corneal debridement and AMT.
Symblepharon formations were resected at the same session. The surgery was performed on the
right eye in 8 (47.1%) patients, on the left eye in 8 patients, and both eyes in 1 (5.8%) patient.
The mean follow-up period was 14.9 £ 11.5 months (5-37 months). Epithelialization was
achieved in 72% eyes with an average of 3.4 + 1.5 weeks (2-5 weeks). AMT was performed for
the second time to 5 eyes that could not achieve epithelialization.

At the end of the follow-up, corneal vascularization and inflammation were decreased in 16
(%88.9) of the patients (Figure 1, D-F). In the remaining 2 patients, limbal transplantation and
AMT were planned. The mean preoperative UCVA improved significantly compared to final
measurements, from 2.5 = 0.81 to 2.1 = 0.99 logMAR (p=0.007). Two patients underwent
penetrating keratoplasty during the follow-up period.

Figure 1. Corneal opacity and diffuse conjunctivalization are observed in a patient with total
limbal stem cell deficiency (LSCD) due to chemical injury in his left eye (A). Keratectomy,
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limbal autograft, and AMT were performed simultaneously in the same eye (B). In the follow-
up of the patient, although the cornea opacity remained, it was observed that the
conjunctivalization and vascularization of the cornea completely regressed, and penetrating
keratoplasty was performed (C). In a patient with partial LSCD due to chemical injury in the left
eye, a reasonable result was observed with only keratectomy and AMT (D-F).

Figure 2. The patients' anterior segment photographs are showed conjunctivalization (A),
band keratopathy (C), and symblepharon (E) due to LSCD, which were applied AMT (B, D, F)
after keratectomy and symblepharon separation.

Corneal ulcer or PED

Of the 21 patients, 14 (66.7%) had stromal thinning, and 7 (33.3%) presented with PED.
Nine patients (42.9%) were female and 12 (57.1%) were male with the mean age of 43.3 + 20.8
years (5-79 years). single-layer AMT was applied in 19 eyes (Figure 3, A-C), and multilayer
AMT was performed in 2 eyes with severe stromal thinning (Figure 3, D-F). The surgery was
performed on the right eye in 11 (52.4%) patients and the left eye in 10 (47.6%).

The mean follow-up after the first surgery was 7.9 + 4.8 months (5-27 months). At the end of
the follow-up, corneal healing and epithelialization were achieved in 19 (90.5%) eyes in a mean
of 34 + 0.9 weeks (2-5 weeks). However, the mean preoperative UCVA did not differ
significantly compared to final measurements, from 1.92 £ 0.97 to 1.76 £ 0.96 logMAR
(p=0.102). Two patients were needed a secondary monolayer AMT, another 2 patients
underwent penetrating keratoplasty during the follow-up period.
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Figure 3. In a patient with herpetic keratitis sequelae and leukoma in the right eye, the
persistent epithelial defect was completely resolved with a single layer of AMT (A-C). In
another patient with a central corneal ulcer in the left eye, the ulcer healed with multiple AMT
(D-F).

Conjunctival reconstruction

Of the 8 patients with recurrent pterygium, 4 (50%) were female and 4 (50%) were male
with the mean age of 45.7 + 7.4 years (34-55 years). The mean follow-up was 7.9 + 4.6 months
(5-19 months). During the follow-up period, pterygium recurred in one patient. The mean
preoperative BVCA improved from 0.15 + 0.19 to 0.05 + 0.05 LogMAR at the end of follow-up
(Figure 4, D-F).

Of the 7 patients (1 female, 6 male) with large conjunctival tumors, 4 (57.1%) patients had
squamous cell carcinomas, 1 (14.3%) lymphoid hyperplasia, 1 (14.3%) malignant melanoma,
and 1 (14.3%) granulocytic sarcoma. There was right eye involvement in 5 patients (71.4%) and
left eye involvement in 2 (28.6%). The mean age was 55.6 + 19.4 years (27-84 years). The
mean postoperative follow-up time was 7.1 + 2.2 months (5-10 months). A rapid
epithelialization was observed on the ocular surface postoperatively (Figure 4, A-C). No
complications related to the AMT were observed. During the follow-up period, recurrence was
observed in the patient with granulocytic sarcoma (14.3%) in the 2™ month postoperatively.

Of the 3 patients (1 female, 2 male) with leaking cystic filtering blebs and ocular hypotony,
all patients had previously undergone mitomycin-C trabeculectomy with the diagnosis of
primary open-angle glaucoma. The mean age was 62 + 10.1 years (51-71 years). The mean
preoperative intraocular pressure and cup/disc ratio were 6.7 mmHg (range: 5-8 mmHg) and 0.6
(range: 0.5-0.7), respectively. The mean postoperative follow-up time was 23.3 + 9.1 months
(15-33 months). The mean postoperative intraocular pressure was 14.3 mmHg (range: 12-17
mmHg). No complications were observed in any patient during the follow-up period (Figure 4,
G-).
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Figure 4. Preoperative and post-operative early/late anterior segment photographs are
observed in three patients with large conjunctival tumor (A), recurrent pterygium (D), and cystic
bleb with hypotonia (G). In three cases, conjunctival defects were repaired with AMT. Please
note that AMT was combined with a dura mater graft (H) in the surgery of the patient with
cystic bleb.

Discussion

The indications of AMT in the ocular surface disorders are expanded with each passing year.
This study presents a summary of current indications for AMT in ocular surface disorders.
Several acute or chronic insults (chemical burns, ocular cicatrizing disorders, etc.) can cause the
destruction of the limbal epithelial stem cells leading to a partial or total LSCD. Severe LSCD
impairs corneal epithelium turnover, reepithelialization fails and conjunctivalization occurs,
leading to vascularization, persistent epithelial defects, and chronic inflammation. In these eyes,
optimization of the ocular surface and restoration of the stem cell population are critical in final
visual acuity and successful long-term outcome of the lamellar or penetrating keratoplasty.
AMT can facilitate in vivo expansion of remaining limbal stem cells (2, 4) and promote a higher
success rate of the Lau or Lal transplantation (6-8). A literature review showed that Lau
transplantation (>120°) improved vision in 90% of patients with unilateral total LSCD and the
ocular surface restored in 94% of them (9). Meallet et al. (10) performed Lau with AMT in 5
eyes of five patients with total LSCD. During the mean follow-up of 22 months all eyes
experienced symptomatic relief and had an improvement in visual acuity. Ugakhan et al. (7)
performed Lau with AMT in 3 eyes of three patients with total LSCD due to chemical eye
injuries. The Authors reported 16 days of mean re-epithelialization time and visual acuity
improvement in all eyes. Ivekovic et al. (11) assessed re-epithelialization time and visual acuity
in patients with ocular burns after Lau, and Lau combined with AMT. The Authors reported
that there was no difference in the re-epithelialization time between Lau and Lau + AMT (14
and 15.3 days, respectively), and visual acuity improved in all patients. In the present study,
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Lau/Lal with AMT was performed in 25 eyes of 24 patients with total LSCD. This study
showed re-epithelialization in 84% eyes after the first surgery in a mean of 3.0 + 0.8 weeks (2-4
weeks). At the end of the follow-up, corneal vascularization and inflammation were decreased
in all patients, and UCVA improved significantly.

Less satisfactory results can be seen when AMT alone is used to treat patients with severe
LSCD (11). However, based on the large number study (1-4,6-8, 12), AMT promotes expansion
of residual limbal epithelial stem cells and help to the ocular surface restoration in eyes with
partial LSCD. AMT, without Lau or Lal, success is associated with the severity of the LSCD. In
partial LSCD, mechanical debridement of the conjunctivalization of the cornea can be enough to
restore a stable ocular surface. Removal of the conjunctival epithelium can be coupled with
AMT, which may help to the restoration of the microenvironment of the limbal stem cells and
allow for faster healing of the ocular surface (2,4,6-8, 12). In consistent with the literature, this
study revealed that corneal epithelialization was achieved in 72.2% of eyes with an average of
3.4 £ 1.5 weeks in eyes with partial LSCD who underwent AMT alone. Corneal vascularization
and inflammation were decreased in 16 (%88.9) of the patients, and UCVA improved
significantly.

PEDs may occur due to a variety of mechanisms including neurotrophic keratopathy
following Herpetic Kkeratitis, after penetrating keratoplasty, chronic inflammation, or mechanical
factors. PEDs can progress to stromal collagenolysis, ulceration, perforation or scarring when
they are unresponsive to conventional therapy including medical therapy, bandage contact
lenses, or tarsorrhaphy. Corneal ulcers are usually caused by keratitis, including infectious
keratitis, traumatic keratitis, and keratitis related to autoimmune and systemic diseases. AMT
can be incorporated into the treatment of nonhealing PEDs and corneal ulcers by any of the
methods including single-layered inlay, multilayered inlay and sandwich technique depending
on the ulceration depth. The results of a recent meta-analysis including 17 studies and 390 eyes
of 385 patients revealed that the pooled corneal epithelium healing rate was 97% and the pooled
vision improvement rate was 53% in eyes with corneal ulceration that underwent AMT (13).
The authors reported the highest corneal epithelium healing rate with the sandwich technique,
whereas the lowest with multilayered inlay. In vision improvement rate. Considering the
improvement in visual acuity, the highest improvement was observed with the single-layered
inlay, whereas the lowest one was with multilayered inlay. In our study, single-layer AMT was
applied in 19 eyes, and multilayer AMT was performed in 2 eyes. Corneal healing and
epithelialization were achieved in 19 (90.5%) eyes in a mean of 3.4 &= 0.9 weeks, but the mean
preoperative UCVA did not differ significantly compared to final measurements. The lack of
significant improvement in visual acuity in our study may be due to etiological factors and
ocular clinical features differences between studies. Our study showed that AMT was great for
the correction of epithelialization in PEDs and corneal ulcers. However, when the AM is
absorbed, it is replaced by a fibrotic stroma. Therefore, corneal transparency can be reduced
compared with the normal cornea (14), which might be why the efficacy of AMT for vision
improvement in corneal ulceration is not so obvious.

Several techniques have been reported in pterygium surgery, including repeat conjunctival
autograft, conjunctival-limbal autografting, AMT, and adjunctive use of subconjunctival 5-
fluorouracil, mitomycin C, or bevacizumab application (15). Solomon et al. performed AMT in
pterygium surgery and reported the true recurrence rate was 3.0% and 9.5% for primary and
recurrent pterygium, respectively (16). A recent study compared conjunctival autograft, primary
closure, and AMT in primary pterygium surgery. The authors reported 6.4%, 14.4%, and 14.7%
recurrence rates for conjunctival autograft, primary closure, and AMT, respectively. The study
revealed that conjunctival autograft was associated with a significantly lower recurrence rate
(17). Our study showed 12.5% recurrence rates for AMT in the recurrent pterygium. Although
conjunctival autografts have shown successful results, they may be insufficient to cover large
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defects created in large recurrent pterygium. Also, it has given rise to concerns for those who
may require future glaucoma filtering surgeries. Therefore, AMT may be a suitable treatment
option in these scenarios.

AMT can be applied for the reconstruction of the conjunctival surface as a substitute for
conjunctival grafts in any situation where the availability of autologous conjunctival tissue is
limited such as after removal of large conjunctival tumors and leaking filtering bleb excision.

Available literature (18-20) and results of this study showed that AMT is an effective
method of reconstruction following a conjunctival and limbal tumor excision and an ocular
surface healing can be achieved without any clinically significant complications. Several
patching techniques have been described for bleb reconstruction in the literature, including the
donor scleral patch graft (21), partial-thickness sclera (22), donor cornea (23), dura mater patch
graft (24), and pericardium (25). After bleb repair, conjunctival advancement flaps can be used
for conjunctival reconstruction (24). Our study showed that AMT offers a good alternative in
unsuitable eyes for conjunctival advancement flaps.

This study has some limitations because of the retrospective nature of the analysis and the
lack of a control group. Another limitation is that the diagnosis of LSCD was made based on
medical history and clinical features. Standardized quantitative methods for the staging of
LSCD such as in vivo confocal microscopy, anterior segment optical coherence tomography,
and impression cytology could not be applied.

In conclusion, we have demonstrated the wide-ranging applications of AMT in ocular
surface disorders. AMT offers a good option in some challenging situations of the ocular
surface in the hands of ophthalmic surgeons. Optimal outcomes can be achieved with the correct
timing, indication, and transplantation technique, as well as patient compliance, medical
therapy, and proper management of postoperative complications.
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Ozet:

Yasin ilerlemesi ile birlikte bazal metabolizma hizi, dokuya ozgii organ metabolik
hizindaki azalmaya bagh olarak diiser. Bazal metabolizma hizinda gerceklesen
azalisa bagh olarak kilo artisi gerceklesmektedir. Kilo verme stratejileri arasinda
aralikli aglik (IF) ile beslenerek enerji alimmmin azaltilmasi ve egzersiz ile enerji
harcamalarmin arttirilmasina yer verilmektedir. Egzersiz ile birlikte enerji
depolarinin tiikenmesi nedeniyle, beslenme dnem arz etmektedir. Kronik egzersiz,
proinflamatuvar sitokin olan TNF-alfa’y1 (TNF-o) azaltmakta ve bu azalis dogal
sitokin inhibitor olan interlokin-10 (IL-10) salimmi ile dengelenmektedir.
Dekorinin doku onarimi/rejenerasyon, antioksidan ve antiinflamatuvar etkinligi
bilinmektedir. Bu baglamda ¢alismamizda, 5:2 ac¢lik dongiisii seklinde IF
uygulanan sicanlarda yiizme egzersizinin dekorin, TNF-o ve IL-10 diizeyleri
tizerine olasi etkilerinin arastiriimasi amaclanmuistir.

Calisma, Pamukkale Universitesi Tip Fakiiltesi deney hayvanlari yerel Etik Kurulu
tarafindan onaylanmistr (PAUHADYEK-2022/03). Otuz iki adet, 12 hafialik
Wistar albino erkek sican 4 gruba ayrilmigtir: (1.Grup: Kontrol, 2.Grup:
Kontrol+Yiizme egzersizi, 3.Grup: 5:2 IF ve 4.Grup: 5:2 IF+Yiizme egzersizi). 5:2
IF modelinde si¢anlar, her bir haftalik protokol siiresince 2 giin kontrol grubunun
gilinliik besin alimimin yarist ile ve geri kalan 5 giin adlibitum beslenmislerdir.
Beslenme protokolii yiizme egzersizi ile ayni giin baslanmis ve 8 hafta boyunca 5
giin/hafta ve 60 dk/giin gergeklestirilmistir. Deneyin bitimini takiben sicanlar genel
anestezi altinda kansizlastirma ile sakrifive edilmistir. Gastroknemius kaslar
diseke edilmis ve homojenize edildikten sonra supernatant ayrimistir. Doku
dekorin, TNF-alfa ve IL-10 diizeyleri ticari bir kit yardimiyla ELISA yontemiyle
kolorimetrik olarak olciilmiistiir. Istatistiksel analiz icin One-Way Anova post-hoc
LSD testi kullanilmis ve p<0,05 degeri anlamii kabul edilmistir.

Doku TNF-a diizeyi tiim gruplarda 1. gruba gore azalmig, ancak sadece 4. grupta
istatiksel olarak onemli diizeye ulastigi tespit edilmistir (p<0.05). Doku IL-10
diizeyinde gruplar arasi istatiksel olarak anlamli bir fark saptanmamistir (p>0.05).
Egzersiz gruplarinda kas agwhklarinda ve dekorin diizeylerinde artis tespit
edilmigstir. Ancak bu artis, 2. grupta 1. gruba gore dnemli diizeyde iken (p<0.05),
4. grupta 3. gruba gore istatiksel olarak énemli diizeye ulasamamistir (p>0.05).

Bu ¢alisma ile uzun siireli 5:2 IF protokolii ve yiizme egzersizinin inflamasyonu
azaltma iizerine etkinligi belirlenmis olup, iskelet kast biiyiimesinde anahtar rol
oynayan dekorinin yiizmeye bagl gelisen hipertrofive katkida bulunabilecegi
gosterilmigtir.

Anahtar Kelimeler: dekorin, inflamasyon, aralikli a¢lik, yiizme egzersizi
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Aile Hekimligi Klinigi Istanbul/Tiirkiye
E-mail: ridvanot191@hotmail.com

Ozet:Asit kelimesi Yunanca kokenlidir (askos) ve torba veya kese anlamina gelir.
Asit  karin  boslugunda patolojik st toplanmasi durumunu tamimlar.Asit
gelisiminde  ¢egitli  patofizyolojik mekanizmalar ortaya anlmistir.Klinik
basvurularda; asit etiolojisinde basta nodiiler rejenerasyonla birlikte irreversible
fibrozise ilerleyen diffiiz karaciger hasart ile karakterize siroz olmak zizere, malign
neoplazmalar on plana ¢ikmaktadir. Gerek asitin tanisal siire¢leri, gerekse de asite
baglh komplikasyonlarin yonetiminde ve asitli hastamin takibinde aile hekimligi
klinigi  onemli rol teskil eder.Calismamizda yukaridaki hususlar detaylica
irdelenmekte ve karin sisligi, karin agrist sikayetiyle basvuran hastanin tanimi,
Klinik ozellikleri, fizik muayene bulgular:, laboratuvar tetkikleri ve gériintiileme
sonuglart iizerinden tanisal algoritmalarin ne yonde kurulacag:, asitli hastalarin
tedavisi ve takibi siirecinde izlenen geleneksel ve giincel farkli yontemler iizerinde
tartismalar yiiriitiilmektedir.

Anahtar Kelimeler: asit, asit gelisimi, asitin ayirict tanisi, asitli hastanin takibi,
asitli hastanin tedavi siireci

Giris

Asit, abdominal kavitede patolojik sivi  kolleksiyonu durumunu tamimlamaktadir.
Patofizyolojisinde; asit sivisinin birikimi, total viicut sodyum ve su fazlaligi durumunu temsil
eder. Fakat bu olay1 baslatan dengesizlik belirsiz olmasina ragmen ¢esitli patojenik kaskadlar
asit sivisinin gelisimine isaret eder. Asit sivist gelisiminin yaklagik %75’i karaciger sirozu
zemininden gelisen portal hipertansiyonun sonucudur; geri kalani enfektif, inflamatuar ve
infiltratif kosullara baglidir. [1]

Asit gelisiminde ti¢ teori oraya atilmustir:
-Yetersiz dolum

-Tasma

-Periferal arteriyel vazodilatasyon

Yetersiz dolum teorisi; birincil anormalligin, portal hipertansiyon (Portal hipertansiyon,
splanknik dolasimda derin degisikliklere yol agar. Onceden portal hipertansiyonun yalnizca
portal akisin mekanik bir tikanmasma bagli oldugu disiiniilmesine ragmen, hayvan
modellerinden elde edilen veriler, splanknik arteriyel vazodilatasyonun bir sonucu olarak artan
portal venoz akisin bir bileseni igin kanit saglar.[2] [3]) nedeniyle splanknik vaskiiler yatakta
uygun olmayan sivi sekestrasyonu ve bunun sonucunda dolagimdaki etkin kan hacminde bir
azalma oldugunu one siirer. Bu, plazma renin, aldosteron ve sempatik sinir sistemini aktive
ederek renal sodyum ve su tutulmasina neden olur.
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Tasma teorisi: Teori asit sivisinin voliim kisitliligi olmaksizin sodyum ve suyun uygunsuz
renal retansiyonu sonucunda meydana geldigini ortaya atmaktadir. Hipovolemiden ziyade
hipervolemik durumlarda goriiliir (6rn: karaciger sirozu).

Periferal arteriyel vazodilatasyon : Diger iki teorinin birlesimi seklinde goriilmektedir.Portal
hipertansiyon nedeniyle meydana gelen arteryal efektif volim azligi nérohumoral
mekanizmalar1 aktive edip bobrekten daha fazla su ve sodyum tutulumuna neden olmakta ve
asirt stvi peritoneal kaviteye gollenmektedir.Portal hipertansiyon goriiniise gore nitrik oksit
seviyelerinde bir artisa yol agar.Nitrik oksit splanknik ve periferik vazodilatasyona aracilik eder.
Hepatik arter nitrik oksit sentaz aktivitesi, asitli hastalarda asidi olmayanlara gore daha
fazladir. Asit  gelisiminde  artmig  epinefrin  ve norepinefrin  seviyeleri ~ sorumlu
tutulmaktadir. Albumin distkligi plasma onkotik basincini azaltarak intravaskiiler sivinin
abdominal kavitede toplanmasina neden olmaktadir.Zira asit gelisimi karaciger sirozu olan
hastalarda portal hipertansiyon ve hipoalbuminemi nedeniyle meydana gelmektedir.

Olgu

72 yas erkek hasta bilinen ek hastalik oykiisii yok.Tarafimiza karin agrisi ve karin sisligi
sikayetiyle bagvurmus olup, anamnezinde asagidaki hususlar detaylica sorgulanmustir:

* Uzun siireli asir1 alkol kullanimi

» Kronik viral hepatit veya sarilik

+ Intravenéz ilag kullanimi

* Cok esli cinsellik

* Escinsellik

* Uygunsuz kan transfiizyonu

» Tatuaj

* Hepatitin endemik oldugu cografyada diinyaya gelme

Yapilan sorgulama neticesinde yukaridaki hususlar agisindan kayda deger bulgu
saptanmamistir.

Stabil sirozu mevcut hastalarda asit artigt  muhtemel hepatoselliiller karsinoma
lehine diigtiniilmelidir.

Obezite, hiperkolesterolemi ve tip 2 diabetes mellitus, siroza (asit etiolojisi dolayisiyla)
ilerleyebilen non-alkolik steatohepatitin bilinen nedenleridir.

Fizik muayenesinde;
+ Karaciger hastaligina isaret eden sarilik, palmar eritem ve spider anjioma goriilebilir.
+ Karaciger, asit nedeniyle biiyiimiis olarak ele gelebilir.
* Artmus juguler venoz dolgunluk kardiyak kokenli aside isaret eder.
» Kardiyak hastaliklar veya nefrotik sendromda anazarka tarzi 6dem meydana gelebilir.

o Sister Marry Joseph nodiilii olarak adlandirilan gobekte sert bir nodiil yaygin
olmamakla birlikte; ancak mide, pankreas veya hepatik primer maligniteden kaynaklanan
peritoneal karsinomatozisi diistindiriir.
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» Sol supraklavikuler yerlesimli patolojik nodil (Virchow nodiilii) tst abdominal
malignitenin varligini akla getirir.

Hastanin yukarida belirtilen g¢ergcevede yapilan detayli fizik muayenesinde herhangi bir
bulgu saptanamamig olup; Abdominal ultrasonografi, diyagnostik parasentez ve asid sivisi
kiltirti British Society of Gastroenterology, European Association for the Study of the Liver

(EASL) ve American Association for the Study of Liver Diseases (AASLD)
tarafindan ozellikle enfeksiyon siiphesi durumunda onerilmektedir[1].Laparoskopi diger
beklenmeyen-ozellikle malign asid siiphesi mevcutsa-durumlarin tanisinda

degerlidir.Malign mezotelyoma tanisinda onem tasir[4].Yeni baslangicli bilinmeyen orijinli
asid mevcut olan hastalarda peritoneal sividan hiicre saymmi, albumin seviyesi, kiiltiir,total
protein, gram boyama ve sitoloji gonderilmelidir.Normal asid sivisi igerigi 500 lokositten ve
250 polimorfoniikleer lokositten azdir.Herhangi bir enfeksiyon durumu beyaz kan hiicrelerini
yikseltir.250  hiicrenin ~ {izerinde = PMN  kuvvetli  bakteriyal  peritonit  siiphesi
uyandirir[5]. Tiberkiiloz peritonit ve peritoneal karsinomatozis durumlarinda lenfositler
predominanttir.Serum asit-albumin gradienti, portal hipertansiyon (SAAG >1.1 g/dL) ve non-
portal hipertansiyonun (SAAG <1.1 g/dL) ayrimini saglayan en iyi tek testtir. Transiida ve
eksiida ayrimini saglar. Total protein SAAG ile korele degerlendirildiginde efektif veriler
saglar.Yiksek SAAG ve yiiksek protein seviyesi daha c¢ok hepatik konjesyon durumunda
gozlenir. Diisiik SAAG ve yiiksek protein seviyesi malign asit i¢in karakteristiktir.

Tanisal siireclerde SAAG kullanimi:
Normal periton
-Portal hipertansiyon (serum-asit albiimin gradienti [SAAG] >1.1 g/dL)

Hepatik konjesyon, konjestif kalp yetmezligi, konstriktif perikardit, trikiispit yetmezligi,
Budd-Chiari sendromu; karaciger hastaligi, siroz, alkolik hepatit, fulminan karaciger yetmezligi,
masif karaciger metastazlari

-Hipoalbuminemi (SAAG < 1.1 g/dL)

Nefrotik sendrom, protein kaybettiren enteropati, anazarka ile birliktelik gosteren ciddi
malniitrisyon

-Cesitli durumlar (SAAG < 1.1 g/dL)

Siloz asit(%11)[6] karmn cerrahisinin kapsami, siloz asit riskinin ana belirleyicisidir.
Pankreatik asit, safra asidi, nefrojenik asit, tiremik asit, ovariyan hastaliklar

Anormal periton (SAAG < 1.1 g/dL)
-Enfeksiyonlar

Bakteriyal peritonit, tiiberkiiloz peritonit, fungal peritonit, insan immun yetmezlik viriisii
(HIV) iligkili peritonit

-Malign durumlar

Peritoneal karsinomatozis, primer mezotelyoma, psédomiksoma peritonei, hepatoselliiler
karsinoma

-Diger nadir durumlar

Ailesel akdeniz atesi, vaskiilit, graniilomat6z peritonit, eozinofilik peritonit
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Kiilttir/gram boyama, kiiltiirtin asitli sividaki bakteri tespiti i¢in %92 duyarliligi vardir. Buna
karsilik; gram boyama, erken tespit edilen spontan bakteriyel peritonitte bakterileri
gorsellestirmek icin sadece %10 duyarlidir. Gram boyama ile tespit icin yaklasik 10.000
bakteri/mL gereklidir; spontan bakteriyel peritonitte ortalama bakteri konsantrasyonu 1
organizma/mL’dir.Sitoloji yaymalarinin malign asit tespiti i¢in %58-75 duyarli oldugu
bildirilmektedir. Stipheli pankreatit i¢in asit amilaz kiiltiirleri/PCR ve siipheli tiiberkiiloz i¢in
mikobakteriyel kiiltiirler/PCR onerilir[1].ADA seviyesi, tiiberkiiléz peritonit ve peritoneal
karsinomatozis ayirici tanisinda 6nemli rol oynar.Asit sivist ADA seviyesi tiiberkiiloz
peritonitin erken tanisinda yiiksek duyarlilik ve 6zgiilliige sahiptir.Asit sivist ADA seviyesi
Olgtimiinde cut-off degeri 30 IU/L kabul edildiginde, ADA yaklasik %94 duyarlilik
gosterir.Malign durumlarm ekarte edilmesinde; serum CEA,CA 19-9,CA-125 seviyeleri
kullanilir[7].

Yapilan parasentez érneklemesi ve es zamanli alinan ven6z kandan; asit sivisi hiicre sayimi,
albumin seviyesi, kiiltiir,total protein, gram boyama ve sitoloji, ADA seviyesi, mikobakteriyal
kiiltiir; tam kan sayimi, albumin, total protein, ALT, AST, iire, kreatinin, total bilurubin, direkt
bilurubin, elektrolit degerleri, HbsAg, Anti-Hbs, Anti-HCV, Anti-HIV ve CEA,CA 19-9,CA-
125 seviyeleri gonderilmis olup; tetkik sonuglarinda, hiicre sayimi l16kosit sayis1 500°den az ve
PMN  sayist  250’den az  saptanmustir.Spontan  bakteriyal  peritonit  lehine
diistiniilmemistir. Kiltiirde lireme goriilmemistir.Gram boyamada bakteri
saptanmamustir.Sitolojide ~ malign  hiicre  goériilmemistir, ADA  seviyesi 30  IU/L
altindadir.Mikobakteriyal kiiltiirde lireme saptanmamugtir.Serum asit albumin gradienti 1.1%in
altindadir.Eksiida lehine yorumlanmistir.Hepatit ve HIV seroloji sonuglar1 negatiftir.Karaciger
fonksiyon testleri normal degerlerin minimal tzerindedir.Bilurubin degerleri normal
seviyelerdedir.CEA ve CA 19-9 negatif saptanmistir.CA-125 cut-off degerin tizerindedir.CA-
125 seviyesi malign durumlar ve tiiberkiiloz peritonitini ayirici tanisi saglamamaktadir.

Goriintiilemede; gergek zamanli ultrasonografi, asit sivismin tespiti igin en kolay ve en
hassas tekniktir. 5-10 mL kadar kiiciik hacimler rutin olarak gorsellestirilebilir. Komplike
olmayan asit, derin akustik kontrast gosteren periton boslugunda homojen, serbestge hareketli,
yankisiz bir koleksiyon olarak goriiniir. Serbest asit, organlarin yerini degistirmez, ancak tipik
olarak, organ kenarlarina sekil vererek ve sivinin organi sinirladigi noktada dar agilar gostererek
kendilerini aralarinda konumlandirir. En kiigiik sivi miktarlari, Morison kesesinde (posterior
subhepatik bosluk) ve karaciger gevresinde sonolusent bir bant olarak toplanma egilimindedir.
Masif asitlerde, ince bagirsak anslari, dikey olarak ylizen mezenterin her iki tarafinda
dizildikleri i¢in karakteristik bir polisiklik, "lolipop" veya kavisli goériiniime sahiptir. Bazi
ultrasonografik  bulgular, asitin  enfekte, inflamatuar veya malign olabilecegini
diisiindiirmektedir. Bu bulgular arasinda kaba internal ekolar (kan), ince internal ekolar (sili),
coklu septa (tiiberkiiloz peritonit, psédomiksoma peritonei), lokiilasyon veya atipik sivi
dagilimi, barsak anslarinda matlasma veya kiimelenme ve sivi ile komsu yapilar arasindaki
araylizlerin kalinlasmas: sayilabilir. Malign asitte, barsak anslar1 serbest¢e yiizmezler, ancak
arka karin duvari boyunca bagli, karacigere veya diger organlara sivanmis veya lokiile sivi
koleksiyonlart ile ¢evrili olabilir. Karsinomatéz peritonitli hastalarin ¢ogunda (%95) 3 mm'den
daha ince bir safra kesesi duvari vardir. Safra kesesinin duvar kalinlagsmasi, vakalarin %82'sinde
iyi huylu asit ile iliskilidir. Safra kesesinin kalinlasmasi oncelikle siroz ve portal
hipertansiyonun bir yansimasidir.

Yapilan gercek zamanli ultrasonografide; komplike olmayan asitle uyumlu derin akustik
kontrast gosteren periton boslugunda homojen, serbestgce hareketli, yankisiz bir koleksiyon
mevcuttur.

Bilgisayarli tomografi tarama goriintiilemeleri asit yonetiminde gereklidir. Az miktarda asit
stvist sag perihepatik boslukta, arka subhepatik boslukta ve Douglas kesesinde (rektoterin kese)
lokalize olur.Bilgisayarli tomografi tarama tetkiklerinde goriilen bazi 6zellikler maligniteyi
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diistindiiriir. Bagirsak, over veya pankreastan kaynaklanan Kitlelerle iliskili hepatik, adrenal,
dalak veya lenf nodu lezyonlart malign asit lehine yorumlanir.Malign asitli hastalar, daha biiyiik
ve daha kiigiik keselerde orantili s1v1 koleksiyonlarina sahip olma egilimindedir; oysa iyi huylu
asitli hastalarda sivi, kiigik omental bursada degil, esas olarak biiyiik kesede gozlenir.
Omentum, karin i¢inde agirlikli olarak yag igeren bir yapi olarak, BT'deki dogal kontrasti
inflamatuar, enfeksiy6z ve neoplastik stirecleri daha belirgin hale getirir. Zamanla, bu siiregler
omentumun yaygin bir kalinlasmasina neden olur ve 6yle ki, zar zor fark edilebilen bir yag
bandindan, alttaki bagirsagi karin duvarindan g¢ikarabilen bir Kitleye doniisiir, yani “omental
kek” olarak adlandirilir[8].Omental keklerin en sik nedeni metastatik tutulumdur [9].

Periton sivis1 (%74) ve kontrastli periton kalinlasmasi (%62) ile birlikte omental tutulum,
BT'de peritoneal karsinomatozis ile sik karsilagilan bir bulgudur [10].

Hastanin bilgisayarli tomografisinde, periton sivisi, kontrastli peritoneal kalinlasma ve
omental kek gortinimii izlenmis olup oncelikli olarak peritoneal karsinomatozis lehine
yorumlanmustir.

Medikal tedavi:

Sodyum kisitlamasi(20-30 mEg/g) ve diiiretik tedavisi standart medikal yonetimi
olusturmaktadir.%95 efektiftir. Sivi kisitlamasi1 sadece persiste hiponatremi durumu mevcut
oldugunda kullanilir. Daha yakin tarihli arastirmalar, elektrolit igermeyen suyun atilimini
destekleyen ve bu nedenle asit ve hiponatremili hastalarda faydali olabilecek aquaretik-
vazopressin V2-reseptér antagonistleri ile direngli asitlerin tedavisine odaklanmustir.[11]
Calisma sonuglar1 umut verici olmasina ragmen[12], akuaretik hala Gida ve ilag Dairesi (FDA)
tarafindan onaylanmay1 beklemektedir. Terapotik parasentez,hizli semptomatik rahatlama talep
eden inatg1 ve sert, biiyiik hacimli asitli hastalarda tercih edilir. 5 L veya daha fazla sivinin
atilimi disiiniilebilir. Kiigiik miktarlarda parasentez yapildiginda voliim genisletici olarak serum
fizyolojik kullanilabilir[13].Total parasentez >20 L sivinin atilimidir.5 litrenin tizerindeki asit
stvisi atimunin  her bir litresi icin 5 gram albumin takviyesi elektrolit imbalansi ve
intravaskiiler volimdeki biiyiilk kayamaya sekonder yiikselen serum Kkreatinin seviyesi
gibi parasentez komplikasyonlarini azaltir AASLD, 4 ila 5 L'den daha diisiik tek bir parasentez
icin parasentez sonrasi albiimin infiizyonunun gerekli olmayabilecegini belirtir (sinif I, seviye C
oneri); ancak, biyiik hacimli parasentezler igin ¢ikarilan sivinin litresi basina 6-8 gramlik bir
albiimin infiizyonu sagkalimi iyilestirdigi goriilityor ve tavsiye ediliyor(sinif Ila, seviye C
oneri)[14].Hastalar1 kan triinlerine maruz birakmaktan kag¢inmak igin, biiyiik hacimli
parasentezden sonra dolasim fonksiyon bozuklugunun o6nlenmesi igin albiimin yerine
terlipressin (6rnegin, 48 saat boyunca 4 saatte bir 1 mg) kullanilmas1 énerilmistir. ilk ¢alismalar,
terlipressinin bu amag i¢in albiimin kadar etkili oldugunu gostermektedir[15,16].Tekrarlanan
terapotik parasentez inatgi asiti tedavi etmek icin kullanilabilir[14]. 9 merkezde 40 hastada
refrakter asit tedavisi icin otomatik bir pompa sisteminin giivenligini ve etkinligini
degerlendiren ¢ok merkezli bir ¢alismada, Bellot ve arkadaslari otomatik pompanin periton
boslugundan mesaneye asit ¢ikarmak igin etkili bir ara¢ oldugunu bildirdi[17]. 6 aylik takip
doneminde pompa sistemi ile asitlerin %901 ¢ikarildi; ayrica aylik medyan biyiik hacimli
parasentez sayisinda onemli bir azalmanin yani sira sirozla iligkili advers olaylarin sayisinda bir
azalma oldu[18].Palyatif tedavi uygulanan ileri evre kanser hastalarinda bir alternatif olarak
ardigik parasentez igin sabit peritoneal katater yerlestirilmesi ve yol vasitasiyla devamli drenaj
ile asidik sivi atilabilmektedir[19].Aralikli drenaj i¢in ev kosullarinda vakum siselerine bagli
uygun sistemler kullanilmaktadir[20]. Niitrisyon durumunun diizeltilmesi o6nem arz
etmektedir[21]. Transjuguler intrahepatik portosistemik sant (TIPS) girisimsel radyoloji
teknikleriyle juguler venden hepatik vene yerlestirilen ve portal sistem ile sistemik dolagimi
birbirine baglayan diiiretik rezistans asitte kullanilan bir tekniktir. Peritoneovenoz sant, tibbi
olarak direngli asitleri olan hastalar i¢in bir alternatiftir. Bu, asit sivisini merkezi venoz sisteme
geri dondiiren megalenfatik bir santtir. Bu santlarin faydali etkileri arasinda artmis kalp debisi,
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renal kan akimi, glomeriler filtrasyon hizi, idrar hacmi ve sodyum atilimi ve plazma renin
aktivitesi ve plazma aldosteron konsantrasyonunda azalma yer alir. Biiyiik 6l¢tide TIPS ile yer
degistirmis olmasina ragmen, peritoneovenoz santin refrakter malign asitli kanser hastalarinda
kisa siireli sagkalimi (parasentez ile karsilastirildiginda) iyilestirdigi gosterilmistir[22].AASLD,
parasentez, transplant veya TIPS i¢in aday olmayan refrakter asitli hastalarda peritoneovensz
santin diisiiniilmesini onerir (smuf I, seviye A o6neri)[14]. AASLD, sirozlu ve asitli hastalarin
karaciger nakli i¢in disiiniilmesini 6nermektedir (sinif I, seviye B 6neri)[14].

Diyet:

500 mg/g (22 mmol/g) sodyum kisitlamasi hastane ortaminda miimkiindiir; ancak, ¢ogu
ayakta tedavi ortaminda gergekei degildir. Daha uygun bir sodyum kisitlamas: 2000 mg/g'dir
(88 mmol). Ayrim gozetmeyen sivi kisitlamast uygun degildir. Serum sodyum seviyesi 120
mmol/L'nin altina diismedikg¢e sivilarin kisitlanmasi1 gerekmez.

Asitli hastanin takibi:

Ditiretik tedavisinin etkinligini degerlendirmenin en iyi yontemi, viicut agirligin1 ve idrar
sodyum diizeylerini izlemektir.Genel olarak asit diiiretik tedavisinin amaci 6demi olmayan
hastalarda 300-500 gram/giin, 6demi olan hastalarda 800-1000 gram/giin kilo kaybi1 saglamak
olmalidir.Asit ortadan kalktiginda, hastayr asitten uzak tutmak igin diiiretik tedavisi
ayarlanmalidir.

flac tedavisi:

Sodyum kisitlamasina cevap vermeyen hastalarda diiiretik baslanmalidir.100 mg/g
spironolakton ile tedaviye baslamak uygundur.Natriiiretik etkiye arttirmak i¢in loop diiiretik
ilavesi gerekebilir.4-5 giin igerisinde yanit alinamazsa dozaj spironolakton 400 mg/g +
furosemid 160 mg/g olacak sekilde kademeli olarak arttirilmalidir.

Spironolakton, asir1 aldosteron salinimdan kaynaklanan édem tedavisi i¢in kullanilir. Distal
renal tibiillerdeki reseptor bolgeleri i¢in aldosteron ile rekabet ederek potasyum ve hidrojen
iyonlarini korurken su atilimini arttirir. Spironolaktonun tepe etkisi yaklasik 3 giindiir.

Furosemid, kloriir baglayici1 kotransport sistemine miidahale ederek su atilimini arttirir,
boylelikle nihayetinde Henle’nin ¢ikan kalin kolu ve distal renal tiibiilde sodyum ve kloriir
reabsorpsiyonunu inhibe eder. Doz hastaya gore kisisellestirilmelidir. Yanita bagli olarak,
istenen ditirez olusana kadar onceki dozdan 6-8 saatten kisa olmamak kaydiyla 20-40 mg'lik
artiglarla uygulanir. Bebekleri tedavi ederken, tatmin edici bir etki elde edilene kadar 1
mg/kg/doz'luk artislarla titre edilir.

Amilorid,kimyasal olarak bilinen diger antikaliiiretik veya diiiretik maddelerle ilgisi
olmayan bir pirazin-karbonil-guanidin anolugudur.Tiyazid diiiretikleri ile karsilagtirildiginda,
zayif natritiretik, diiiretik ve antihipertansif aktiviteye sahip olan potasyum koruyucu
(antikalitiretik) ila¢ olarak kullanilir.

Metolazon, konjestif kalp yetmezliginde 6dem tedavisine yardimci olur.Distal tiibiillerde
sodyumun geri emilimini engelleyerek sodyum, su, potasyum ve hidrojen iyonlarinin atilimini
arttirir. Bobrek fonksiyon bozuklugu olanlarda daha etkili olabilir.

Mannitol,glomeriiler filtratin ozmotik basmcini artirarak elektrolitlerin tiibiiler yeniden
emilimini engeller. Idrar ¢ikisini artirir.
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Hepatic Vein

Portal Vein

Sekil 1. Transjuguler intrahepatik portosistemik sant (TIPS)
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Ozet: Ilaca yamitta bireyler arasinda anlamli farkhiliklar goviilebilir. Ayni birey
aynt ilaca farkli zamanlarda farkli yanitlar verebilir. llaca yamittaki farkhiliklar
yaygin olarak goriilmektedir ve bu durum bireysel doz ayarlamasini
zorlastirmaktadwr.  Klinisyen, etkili bir tedavi igin, ilaca yamittaki olasi
varyasyonlari etkileyen faktorleri goz oniinde bulundurmalidir. Degisen ilag
etkisine neden olan faktorler ilacin plazma konsantrasyon profilini ve ilacin hedef
molekiiller ile etkilesimi sonucu meydana gelen farmakolojik etkisini belirler. Yas,
cinsiyet, genetik faktorler, etnik koken, viicut kitlesi, hastaligin gsiddeti ve
patofizyolojik mekanizmasi, ilacin farmakokinetigi, ila¢ metabolizmasinda gorevli
sitokrom P-450 enzimleri ile ilgili genetik degiskenlik gibi etkenler, ilaca tolerans
ya da tasifilaksi gelisme durumu, birlikte kullamilan diger ilaglar, bagirsak
mikrobiyomu vb faktorler degisen ila¢ yamtimi etkilemektedir. Ozellikle konak
genetiginin ila¢ yamitinda bireyler arasindaki degiskenligin yaklasik %20 - 95'
inden sorumlu oldugu belirtilmektedir. Genetik degisiklikler sonucunda meydana
gelen farkli protein yapuarimin bilinmesi ilag-protein etkilesmesinin de katkida
bulundugu ilag yamtindaki degiskenligin anlasiimasinda faydahdir. lla¢ yanitinda
meydana gelen degiskenlikte bazi farmakodinamik mekanizmalar da (reseptore
ulasan ilag¢ konsantrasyonunda degisme, endojen bir reseptor ligandinin
konsantrasyonunda varyasyon, reseptor sayisi ve fonksiyonunda degisiklikler,
reseptoriin distalindeki yanmit bilegenlerindeki degisiklikler) rol oynamaktadir.
Degisen ilag¢ yamtinda altta yatan farmakodinamik mekanizmalar, reseptérlerin,
esit ilag konsantrasyonundaki farkli yanitlar: hakkinda bize bilgi vermektedir. Ilag
yamtini anlamada bu ve benzeri molekiiler mekanizmalar: anlamak ilag etkisini
degerlendirmede yararhdw. Sonu¢ olarak, bireysel veya bireyler arasi ilag
yamitinda degiskenlige neden olabilecek nedenlerin irdelenmesi ve aydinlatilmast,
hastada giivenli ve etkili bir tedavinin uygulanmasina katkida bulunabilir.

Anahtar Kelimeler: Ila¢ yamiti, genetik degiskenlik, tedavi

Referanslar;

1- Sharma A, Buschmann MM, Gilbert JA. Pharmacomicrobiomics: The Holy Grail to
Variability in Drug Response? Clin Pharmacol Ther. 2019 Aug;106(2):317-328. doi:
10.1002/cpt.1437. Epub 2019 May 7. PMID: 30937887.

2- Wilkinson GR. Drug metabolism and variability among patients in drug response. N Engl
J Med. 2005 May 26;352(21):2211-21. doi: 10.1056/NEJMra032424. PMID: 15917386.

3- Katzung BG. Basic & Clinical Pharmacology. United States of America: McGraw-Hill
Education. 2018; 14th Edition.

4-Lynch T, Price A. The effect of cytochrome P450 metabolism on drug response,
interactions, and adverse effects. Am Fam Physician. 2007 Aug 1;76(3):391-6. PMID:
17708140.

113
Proceedings Book



VIIl. INSAC International Congress on Health Sciences (ICHES-2022) In‘S@

5- Yasuda SU, Zhang L, Huang SM. The role of ethnicity in variability in response to drugs:

focus on clinical pharmacology studies. Clin Pharmacol Ther. 2008 Sep;84(3):417-23.

doi: 10.1038/clpt.2008.141. Epub 2008 Jul 9. Erratum in: Clin Pharmacol Ther. 2009
Dec;86(6):683. PMID: 18615002.

6- Lahti JL, Tang GW, Capriotti E, Liu T, Altman RB. Bioinformatics and variability in drug

response: a protein structural perspective. J R Soc Interface. 2012 Jul 7;9(72):1409-37.

doi: 10.1098/rsif.2011.0843. Epub 2012 May 2. PMID: 22552919; PMCID:
PMC3367825.

7- Sweeney GD. Variability in the human drug response. Thromb Res Suppl. 1983;4:3-15.
doi: 10.1016/0049-3848(83)90353-5. PMID: 6356464.

114
Proceedings Book



VIII. INSAC International Congress on Health
Sciences (ICHES-2022)

miR-16-5p/CCNE1 Relation in AML Cells

(Seyma Teomete, Murat Kaya, ilknur Suer, Kivang Cefle, Stikrii Palanduz, Sukrii Oztirk)



VIIl. INSAC International Congress on Health Sciences (ICHES-2022) Iﬂ&@

mMiR-16-5p/CCNEL1 Relation in AML Cells

Seyma Teomete', Murat Kaya®, ilknur Suer®, Kivang Cefle®, Siikrii Palanduz’, Siikrii Oztiirk®
Y|stanbul University, School of Medicine, Department of Internal Medicine,
Division of Medical Genetics, Istanbul / Turkey,

E-Mail: seymateomete@gmail.com
2Istanbul University, School of Medicine, Department of Internal Medicine,
Division of Medical Genetics, Istanbul / Turkey,

E-Mail: kmurat@istanbul.edu.tr
3Istanbul University, School of Medicine, Department of Internal Medicine,
Division of Medical Genetics, Istanbul / Turkey,

E-Mail: ilknursuer@istanbul.edu.tr
4Istanbul University, School of Medicine, Department of Internal Medicine,
Division of Medical Genetics, Istanbul / Turkey,

E-Mail: ceflek@istanbul.edu.tr
SIstanbul University, School of Medicine, Department of Internal Medicine,
Division of Medical Genetics, Istanbul / Turkey,

E-Mail: spalanduz@istanbul.edu.tr
S1stanbul University, School of Medicine, Department of Internal Medicine,
Division of Medical Genetics, Istanbul / Turkey,

E-Mail: sozturk@istanbul.edu.tr

Abstract: Acute myeloid leukemia (AML) is a malignant and clonal hematological
disease characterized by the abnormal accumulation of blast cells in the bone
marrow and peripheral blood. miRNAs have been found to play a crucial role in
almost all aspects of AML development, including proliferation, differentiation,
and survival. This research aimed to elucidate the effects of miR-16-5p on AML
cell lines via targeting oncogenic cell-cycle genes CCNE1 and CCND2. For this
purpose, miRNA mimic transfection, gqRT-PCR, and WST-8 assay methods were
performed. Consequently, compared to the control group, the decline in the
proliferation of miR-16-5p transfected cells was observed in cells. In comparison
with the control group, the relative expression of the CCNE1 gene was found to be
statistically significantly decreased in HL-60 cells transfected with miR-16-5p.
Therefore, the present study suggests that the upregulation of miR-16-5p may
inhibit the proliferation of HL-60 cells via targeting the CCNEL gene.

Keywords: AML, miR-16-5p, CCNE1, CCND2

Introduction

Acute myeloid leukemia (AML) is a malignant and clonal hematological disease
characterized by the abnormal accumulation of blast cells in the bone marrow and peripheral
blood. AML is caused by chromosomal rearrangements and numerous gene alterations that give
hematopoietic progenitors a proliferative and survival advantage while impairing hematopoietic
differentiation *. It is the most common type of acute leukemia in adults.

MicroRNAs (miRNAs) are single-stranded non-coding RNA sequences with an average of
22 nucleotides in length, involved in various cellular activities 2. miRNAs mainly act as post-
transcriptional regulators by targeting specific mRNAs for the degradation or inhibition of
translation and thus causing the change in expression of the resulting protein 2. In cancer, under-
expressed miRNAs may function as tumor-suppressor genes by regulating oncogenes or the
genes involved in cell differentiation, and apoptosis whereas, overexpressed miRNAs may act
as oncogenes and stimulate cancer development *.
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The downregulation of miR-16-5p is reported in numerous cancer studies, thereby
comprehended as tumor suppressor miRNA. On the contrary, miR-16-5p upregulation results in
the inhibition of the cell proliferation, migration, invasion, and promotes apoptosis *>°. The
deletion of 13914 where miR-15a-5p/miR-16-5p is located is known to be a hallmark of chronic
lymphocytic leukemia (CLL) ”. In mice, double knockout of this loci is reported to result in the
progression of AML ®.

Cyclins are a group of proteins whose key role is to regulate cell-cycle progression °. CCNE1
and CCND?2, the target genes of miR-16-5p, belong to the Cyclin family and are declared
oncogenes in many cancer studies. CCNE1 has been linked to gene amplification in a variety of
cancers, highlighting its potential as an oncogene '°. Furthermore, the high levels of CCNE
expression are evidenced to correlate with the advanced stage of acute lymphoblastic leukemia
(ALL) . CCNE1 was identified as a direct target of miR-15b-5p and indicated to involve in
cellular differentiation and proliferation in NB4 and HL-60 acute promyelocytic leukemia cells
2, Downregulation of CCNE1 expression would significantly induce cell death while
impeding cell proliferation **. CCNE1 levels over a certain threshold restrict G1 arrest, resulting
in premature S-phase entrance, a weakened DNA damage response, and replication stress .
Comparable to CCNE1, the CCND2 gene also encodes G1/S-specific protein >'°. In addition,
hypermethylation, overexpression, or mutation of CCND2 are frequent markers in cancer .
Given that, upregulation of CCND2 in cytogenetically normal AML is reported 2. In t(8;21)
AML, CCND2 mutations are found to be frequent events. Therefore, cell cycle-directed therapy
was suggested *°,

It is known that CCNEL expression is upregulated frequently in cervical cancer and is
indicative of a poor prognosis in squamous cell carcinomas. miR-16-5p was indicated to target
the CCNEL1 gene in cervical cancer cells and downregulate its expression post-transcriptionally
2! Similarly, CCND2 is upregulated in gastric cancer tissues. Targeting CCND2 via miR-16-5p
inhibited the growth of gastric cancer cells, indicating that CCND2 may have a role as a target
gene of miR-16-5p in gastric cancer % In conclusion, CCNE1 and CCND?2 are the potential
targets of miR-16-5p and have oncogenic activity in various cancers. However, the relationship
between miR-16-5p/CCNEL and CCND2 has not been demonstrated in AML. Therefore, this
research aims to elucidate the effects of miR-16-5p on AML cell lines via targeting oncogenic
cell-cycle genes CCNE1 and CCND2.

Methods

The HL-60 and NB4 cell lines were cultured with RPMI-1640 medium containing 20% FBS
and 1% penicillin with a culture condition of 37°C and 5% CO,. 24-hours after the cells were
seeded into 6-well plates with 4x10° cells per well, miR-16-5p mimic and non-targeting miRNA
were transfected via Lipofectamine 3000 Reagent (Invitrogen). Subsequently, the effect of
mMiRNA mimics on cell proliferation was measured with a WST-8 assay in quadruplicates.

RNA isolation was performed with TRIzol™ Reagent (Thermo Fisher Scientific) from the
transfected cells, and their concentrations were measured with a NanoDrop spectrophotometer
(ND-2000c, Thermo Fisher Scientific). In order to confirm the validity of the miRNA mimics
transfection to cell lines via Lipofectamine-3000, cDNA synthesis was performed, and the qRT-
PCR technique was used. The expression levels of CCNE1 and CCND2 genes were measured in
quadruplicates using B-actin as the internal control gene in HL-60 and NB4 cells.
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Analyses of expression levels of target genes were evaluated by relative quantitative
methods. The data obtained as a result of the conducted experiments were shown on the graph
with the mean standard deviation. Data were analyzed by Student's t-test. The results with a P-
value less than 0.05 were considered statistically significant.

Results
Transfection Validation of miR-16-5p

The results indicate that the transfection of miRNA mimics was successful (Figure 1).

6,000
5,000
4,000
3,000
2,000
1,000
0,000

Relative Expression of
miR-16-5p (Fold Change)

NTC miR-16-5p NTC miR-16-5p
HL60 NB4
Figure 1. Transfection Validation of miR-16-5p in HL-60 and NB4 cell lines by gRT-PCR.
(NTC: Non-Targeting Control)
miR-16-5p Effect on Cell Viability

Proliferation changes were measured in miR-16-5p and non-targeting miRNA transfected
cells via Cell Viability Detection Kit (Ecotech Biotechnology). Cell viability was measured with
MultiScan FC Microplate Reader at 450nm and evaluated (Figure 2).

HL-60 cell line NB4 cell line
* * * *
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Figure 2. The WST-8 assay of miR-16-5p and non-targeting miRNA transfected cells. The decrease
in the proliferation of miR-16-5p transfected cells was observed in both cell lines compared to
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the control group (HL60-48h, p=0.027; HL60-72h, p=0.021, and NB4-48h, p=0.018; NB4-72h,
p=0.028). (*p<0.03 refers to the statistical significance level according to the NTC group).

The Effect of miR-16-5p on the Expression Levels of Possible Target Genes

The expression levels of the target genes were calculated using relative quantitative methods
by calculating the 2" values (Figure 3). The data were presented as mean + standard
deviation. Statistical analysis was performed using the Student's t-test. When compared to the
control group, the relative expressions of CCNE1 gene in miR-16-5p transfected HL-60 cells,
the statistically significant decline is correlated (p<0.05). No statistically significant difference
in the gene expression was observed in the NB4 cell line.

HL-60 cell line NB4 cell line
25 25
- 2 2
9 —~ * 5
£'8 15 2215
— — C
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=29 > =
B LL 05 _ S 205 I
& e
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CCNE1 CCND2 CCNE1 CCND2
NTC ©ImiR-16-5p NTC ©ImiR-16-5p

Figure 3. The relative expression level of CCNE1 and CCND2. (*p<0.04, refers to the
statistical significance level according to the NTC group).

Discussion

The hallmarks of cancer are constituted of several capabilities such as maintenance of
proliferative signaling, eluding growth suppressants, resisting cell death, promoting replicator
immortality, triggering invasion and metastasis, and inducing angiogenesis *. Given the
abnormal expression of miRNAs in tumors, dysregulated miRNAs are considered to affect one
or more of these hallmarks for tumor induction and progression.

mMiRNAs can provide significant benefits in early cancer diagnosis and treatment methods by
evaluating the target mRNAs and determining the expression levels of miRNAs in cancer
tissues. Determination of miRNAs and their target genes with differentiated expressions in
healthy and tumor tissues can be beneficial to elucidate the role of these miRNAs in cancer.
According to our results, compared to the control group, the transfection of miR-16-5p mimic
reduced the cell proliferation in both cell lines significantly as a tumor-suppressor miRNA,
suggesting the tumor-suppressor miRNAs can be a great potential in the treatment manner.

This research focused on the target genes of miR-16-5p: CCNEL, and CCND2. Including
AML, these genes were investigated in numerous cancer studies as oncogenes. In 2019 Yuan et
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al.’? stated that CCNE1 as a potential target gene of miR-15b is involved in cellular
differentiation and proliferation in HL-60 and NB4 cell lines. This study supports the evidence
of the preliminary findings as it shows the effect of CCNEL1 on cell proliferation in miR-16-5p
transfected HL-60 cells. The down-regulated miRNAs can be an indicator of the elevated levels
of their target genes. Although in silico databases are crucial in determining miRNA target
genes, in vitro and in vivo studies are needed to obtain accurate results. Despite the fact that the
CCND2 gene is shown to be one of the designated target genes of miR-16-5p in silico, our in
vitro study indicated that the ectopic expression of miR-16-5p does not change CCND2
expression. Even though CCND2 and CCNEL1 have functional overlap in driving G1 to S phase
cell cycle progression and are reported to be upregulated simultaneously®, in our study we
determined that miR-16-5p regulates CCNEL gene expression in HL60 cells. In conclusion, the
present study suggests that the upregulation of miR-16-5p may inhibit the proliferation in HL-
60 cells via targeting the CCNE1 gene.
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Ozet:

Amag; Apandisit, acil serviste, en sik goriilen cerrahi hastaliktir. Giintimiizde
cerrahi girisim olarak siklikla minimal invaziv igslemler tercih edilmesine ragmen,
acik cerrahi tercih eden merkezler vardir. Ozellikle perfore apandisitlere deneyimli
merkezlerde laparoskopik girisimin giivenirligini ve gerekliligini tartismayi
amacladik.

Gereg-Yontem: Retrospektif olarak 2017-2021 tarihleri arasinda, anamnez, fizik
muayene, laboratuar ve radyolojik bulgular esliginde perfore apandisit tanisi
konulan 110 (50 erkek 60 kadin) hasta ¢alismaya dahil edildi. A¢ik cerrahiye
doniisiimii olan hastalar calismaya dahil edilmedi. Ug adet trokar 1 adet 0 dereceli
lens ve enerji cihazi kullamilmis. Siitiir materyali olarak ipek veya polidakson
kullanilmis. Apandisit endobagle batin disina alinmis. Batin irigasyon iglemine
maruz birakilmis.

Bulgular: Yas ortalamast 24 yil idi. Gériintiileme yontemlerinde (abdominal
tomografi) perfore tanist konulan ve lokosit degeri 15000 iizerinde olan hastalar
calismaya dahil edildi. Anamnezlerinde ortalama 5 giin gittikce artan agrilar
mevcut. Muayene bulgulari; Batinda defans ve rebaunt mevcuttu. Tiim hastalarda
batin i¢i serbest mai ve 42 hastalarda apse mevcuttu. Hastalarin 6 sinda gobekte
cerrahi alan enfeksiyonu olugmus. Hastalarda intraabdominal apse ve uzun dénem
takiplerinde insizyonel herniye rastlanmamigtir.

Sonug¢: Laparoskopi, tan: aract olmasi, karin boslugunun daha iyi
goriintiilenmesine, post operatif komplikasyonlarin azalmasina ve  biiyiik
insizyonlardan  kag¢inilmasina  olanak sagladigindan perfore apandisitlere
laparoskopik yaklagimin altin standart oldugunu diisiiniiyoruz.

Anahtar Kelimeler: Perfore apandisit, laparoskopik apandektomi, postoperatif
komplikasyonlar

Giris

Akut apandisit, acil cerrahi birimine basvurulan akut karinin en sik nedenidir (1). Yasam
boyu abdominal cerrahiye neden olabilme insidans1 %7 ° dir (2). Apandisit insidans1 gen¢ yas
grubunda daha fazladir ve yasla birlikte azalmaktadir. Erkek/kadin orami 1.3:1'dir. Perfore
apendiks insidansi erkeklerde ve ileri yaslarda daha fazladir. Apendektomi, akut apandisit igin
tercih edilen tedavidir

Appendiksin cerrahisi ile ilgili 1894'te McBurney yeni bir teknik tanimladi (3). Bu yontem
acik cerrahide hala kullanilmaktadir. Semm tarafindan 1981 yilinda Almanya'da ilk
laparoskopik apendektomi gerceklestirilmis (3). Acik apendektomi (OA) halen hastanelerin
cogunda akut apandisit i¢in birincil cerrahi yaklasim olarak uygulanabilmesine ragmen,
ozellikle perfore appendisitlere laparoskopik yaklasim yeterli bir diizeyde degildir. Fakat
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laparoskopik apendektomi (LA) uygulamasi son yillarda hizla yayginlasmis ve giderek tercih
edilen cerrahi prosediir haline gelmistir (4).

Akut appendisitle bagvuran hastalarin %20-30'unda perfore apandisit goriiliir. Onemli bir
postoperatif komplikasyonlari, yara enfeksiyonu ve karin igi apsedir (5). Laparoskopik
yaklagimlarda, post operatif komplikasyon orani agik cerrahiye gore daha azdir (6).

Bu calismada, perfore olup laparoskopik apandektomi yapilan vakalarin, ameliyat siiresi,
operasyon sonrasi agri, yara yeri enfeksiyon, hastanede kalig siireleri ve insizyonel herni
acisindan degerlendirmek amaciyla yapilmistir.

Gerec-Yontem: Retrospektif olarak 2017-2021 tarihleri arasinda, anamnez, fizik muayene,
laboratuar ve radyolojik bulgular esliginde perfore apandisit tanis1 konulan 110 (50 erkek 60
kadin) hasta calismaya dahil edildi. A¢ik cerrahiye doniisiimii olan hastalar calismaya dahil
edilmedi. Gobek altindan 10 mm lik trokar ile 5 mm lik trokarlardan birisi suprapubik digeri
anterosuperior iliak spine ile gobegi birlestiren hattin ortasindan toplam 3 trokar kullanilmig
(Sekil 1).

Sol alt kadran

Supra pubik

Sekil 1. Sekil 2.

30 derece agilt lens kullanilmis. Apandiks mezodan ve etraf dokudan enerji cihazi ile
tamamen disseke edildikten sonra No.2/0 ipekle iki kez baglanmis (Sekil 2). 15 hastaya
baglamanin giivenli olmadig1 goriilmiis bu ylizden apandektomi ile normal doku saglanana
kadar enfleme dokular eksize edildiginden genis defekt olusmus buda No 2/0 polidaksonla
dikilerek kapatilmigtir. Apandektomi mataryali endobag igine yerlestirilerek batin digina
almmustir. Apandektomi sonrasinda batin bol serum fizyolojik ile irrige edilerek aspirasyon
yapilmig. Biitiin hastalara batin i¢ine dren konulmus. Ameliyat siiresi, hastanede kalis stireleri,
agr1 kesici kullanimi ve post operatif komplikasyonlar ele alindi.

Bulgular: Yas ortalamas1 24 (18-68) yil idi. Gorlintiileme yontemlerinde (abdominal
tomografi) perfore tanis1 konulan ve 16kosit degeri 15000 iizerinde olan hastalar ¢aligmaya dahil
edildi. Hastalarin 70’inde [30’u Diabetes mellitus (DM), 21 Hipertansiyon (HT), 19 Kronik
akciger hastaligi (KOAH)] kronik hastalik mevcuttu.

Anamnezlerinde ortalama 5 (4-9) gilin gittikge artan gegmeyen agrilar mevcut. Muayene
bulgular1; Batin bilateral alt kadranlarinda defans ve rebaunt pozitif, batin diger kadranlarda da
defans mevcuttu. Hastalarin hepsinde batin i¢i serbest mai mevcuttu (Sekil 3). Ayrica 42 hasta
periapandikiiler apse mevcuttu (Sekil 4). Bir hastada suphepatik ve supdiyafragmatik apse
mevcuttu. 15 hastanin apandiks giidiigli gangrene oldugundan ipekle dogudan baglanamamas.
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Sekil 3 Sekil 4

Apandiks nekroze ve enfleme oldugundan apandektomi sonrasinda genis defekt olusmus
(Sekil 5). Bu defekt polidakson ile primer onarilmis. Ortalama ameliyat siiresi 45 (30-80)
dakika. Hastalarin hepsine post operatif 8. saatte oral gidaya ve mobilizasyona baglanmis.
Ameliyat esnasindaki bulgular tablo 1. Hastanede kalis siireleri ortalama 4.8 (2-12) giin, batin
icindeki drenin ortalama 4 (2-10) giin sonra alinmis, Kontrolsuz diabeti olan 6 hastada yara
enfeksiyonu gelismis. Yara enfeksiyonu gobek altindaki insizyondan kaynaklanmis.
Antibiyoterapi ile tedavi edilmisler. Analjezik kullanimi ortalama 2 (2-6) giin. Hastalarimizin
higbirinde intraabdominal apse (IAA) gelismedi. En az bir yillik takiplerinde insizyonel herniye
rastlanmamistir. Ameliyat sonrasindaki bulgular Tablo2.

Tablo 1. Ameliyattaki bulgular

Btin i¢i serbest mai 110

Apse 42

Ameliyat siiresi 45 (30-80) Dk
aspirasyon irrigasyon 110

Apandiks giidiigii baglama 95

Apandiks gidigii

siitiirasyonu 15

Drenaj 110

Tablo 2. Ameliyat sonraki bulgular

Hastanede yatig siiresi Ortalama 4.8 (2-12) giin

pere oparatif agr Ortalama 5 (4-9) giin

post operatif agri kesici kullanimi | Ortalama 2 (2-6) giin

IAA 0

Insizyonel herni 0

Cerrahi alan enfeksiyonu 6

Dren alinmast Ortalama 4 (2-10) giin
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Sekil 5

Tartisma

Akut apandisit vakalarimin %90'1ndan fazlas1 apendektomi ile tedavi edilmektedir (7).
Laparoskopik olarak tedavi edilen ilk komplike apandisit serisi 2001 de yayimlanmustir (7).

Perfore appendisit post operatif komplkasyonlar1 dikkate alindiginda komplike bir
hastaliktir. Bu nedenlerden dolay1 laparoskopik yaklagim kontraendike olarak kabul edilmisti.
Fakat son zamanlarda laparoskopik cerrahide kullanilan enstriimanlarin gelismesi ve cerrahlarin
deneyiminin artmasi nedeniyle laparoskopik yaklagim gittik¢e artmaktadir (8). LA'nin avantajl
olsada, cerrahla ilgili faktdrlere (6rnegin, kisisel tercih veya yetersizlik), laparoskopik cerrahinin
genel kontrendikasyonlar1 (birden fazla laparotomi, hemodinamik instabilite, vb.) durumunda
acik cerrahi tercih edilebilir (4).

Laparoskopi, degerli bir tami araci olmasinin yani sira, karin boslugunun daha iyi
goriintiilenmesine, gorsel kontrol altinda kapsamli irrigasyona ve biiyiilk insizyonlardan
kaginilmasina olanak tanir (2). Verilemizdeki bir hastada supdiyafragmatik ve suphepatik apse
mevcuttu. Eger acik cerrahi tercih edilseydi supdiyafragmatik apse gozden kacabilirdi ve
mortaliteyi arttirirdi. Supdiyafragmatik alana ulasabilmek icin agik cerrahide daha biiyiik
insizyon yapilmasi gerekirdi. insizyonun biiyiimesi basta yara enfeksiyonu, agr1 ve kozmetigi
kotii yonde etkiler. Hastaya operasyon teknigini secerken birinci amacimiz hastayr hayatta
tutmak olsada, insizyon nedeniyle olabilecek kotii kozmetik sonuglar ve komplkasyonlar goz
oniinde bulundurulmalidir.

Komplike akut batinlarla gelen hastalarda fizik muayene, anemnez, labaratuar ve radyolojik
tetkikler kullanilarak taniya gidilebilir. Klinigimizde bu hastlara bu yontemle yaklasilmis.
Radyolojik olarak abdominal tomografi (BT) tercih edilmis. Bu yontemler sonucunda hastanin
ciddiyeti hakkinda yeterli bilgiye ulasilabilir. Geri kalan siipheler laparoskopik yaklasimdaki
genis goriis acisi sayesinde ortadan kalkar ve tecriibeli merkezlerde agik cerrahi tercih etme
olasiligim1 ordadan kaldirir (2). Yani perfore appendisitlerde laparoskopik cerrahi ameliyat
oncesindeki tan1y1 tamamlayan en giivenilir yontemdir. (Sekil 6).
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Sekil 6

Acik yada laparoskopik girisimde daha 6nce opera olanlarin batin i¢i yapisikliklar ameliyat
siiresini etkiler. Hastalarimizdan 6 tanesinde batin ameliyatina ait median kesi mevcuttu. Ilk
trokar acik cerrahi teknigiyle yerlestirilerek laparoskopik girsim yapilmis. Ilk trokarin bu
sekildeki girisi daha sonra girilecek trokarlarin giivenli bir sekilde yerlestirilmesine ve giivenli
bir disseksiyona olanak saglar. A¢ik cerrahide korlemesine bir insizyonla girildiginden batin i¢i
organlarin  yaralanma ihtimalini artirir.  Hastalarimizda  bridler olmasina ragmen
komplikasyonsuz batin girisi yapilmugtir. intra operatif bulgular ne olursa olsun cerrahin
tecriibesi ameliyat siiresini etkileyen onemli bir faktdrdiir (7). Laparoskopik Appendektomi
yaklasimi daha uzun bir ameliyat siiresi oldugunu belirten yayinlar mevcuttur. Fakat LA
ortalama ameliyat siiresi acik cerrahiden daha kisa oldugunu ifade eden litaretiirler mevcuttur
(1,3,5,9). Tecriibeli cerrahlar tarafindan yapildiginda daha kisa siirede yapilabilecegi
kanisindayiz. Klinigimizde perfore apandisitin komplike durumuna gore ameliyat siiresi
ortalama 45 (30-80) dakikada tamamlanmistir. Siiremiz litaretiirlerdeki verilerle paraleldir.
Ayrica komplike appendisitlerde ameliyat siiresini etkileyen onemli unsurlardan bir taneside
insizyonun genis olmasi yada daha fazla genisletilme ihtiyact dogmasidir (9). Genis insizyon
olusturmak ve kapatmak i¢in ek bir siireye ihtiya¢ vardir.

Komplike appendisitlerin tedavisinde minimal invaziv girisimler hastanin erken
mobilizasyonunu kolaylastirr. Buda agriy1 azalttigi gibi post operatif agri kesici ihtiyacini
azalttir (3,5,9). Hastalarimiz post operatif 8. saatte mobilize olduklar1 gibi oral gidayada
baglanmistir. Agr1 kesici ortala 2 (2-6)giin, giinde iki kez 20 mg tenoksikam kullanilmistir.
Analjezik siiresi hastadan hastaya degisim gosterdigi gibi komplike hastalarda siire uzamasina
neden olmustur.

Komplike appendisitlerde post operatif inraabdominal enfeksiyon riski yiiksek olup cogu
zamanda apseler pelvis yerlesimlidir (3.8,9). (Sekil7).

Sekil 7
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Komplike appendisitlerde laparoskopi sonrasinda intraabdominal apse (IAA) riskinin artig
sOylensede mortalite ve morbidite diisiik diisiikk olmasi nedeniyle LA giivenli ve etkili bir
yontemdir (4,5), Perfore appendisinlerde batin igindeki enfeksiyon orani ve hastanin kronik
hastalig1 olup olmasina bagli olarak post operatif komplikasyonlar artabilir. Bu riskler cerrahi
teknikten bagimsizdir. Bu yiizden arastirmalarda bu durum ¢ok iyi degerlendirilmelidir. Kronik
hasta guruplari ile normal hasta guruplar1 karsilastirilarak yapildiginda daha saglikli bir sonug
cikar. Calismamizdaki eksiklerden bir taneside budur. Hastalarimizin 70’inde kronik hastalik
olmasina ragmen ciddi bir komplikasyona rastlanmamistir. Buda uyguladigimiz teknigin
uygunlugunu gostermistir.

Perfora appendisit tedavisinda IAA yol agan en 6nemli etkenlerden appendiks giidiigiiniin
yetersiz veya uygun olmayan yontemlerle kapatilmasidir (8.10). LA yapilirken apandiks glidiigi
ligasyonu i¢in endoklips, endoloop veya stapler gibi farkli teknikler kullanilmistir (10).
Vakalarimizda giidiigiin durumuna gore karar verildi. Eger gilidiik saglamsa iki adet no 2/0
ipekle baglanilarak kesilir (Sekil 2). Giidiik enflame,gangrene ise doku tamamen rezeke edilip
No 2/0 polidaksone onarilmis. Bu yontemler deneyim gerektirmektedir. Ciinkii laparoskopik
olarak suture edilen bolgedeki doku enflame oldugundan dikkatli bir sekilde siitiirle kapatilmasi
gerekir. Cok siki yapildiginda doku kesilerek kopabilir buda ameliyatin seyrini degistirebilir.
Gevsek kalmas1 duurmunda daha sonra liimenin acilmasia ve IAA apse lere peritonitlere ve
miikerrer ameliyatlara neden olabilir. Hastalarimizinda baglama yada suture teknigi
kullanilmistir. Bu sekildeki yaklagimla giidiik kagagimiz olmadigi gibi post operatif IAA
gelismedi.

Perforasyonda, kontaminasyonu minimize etmek igin biiyiik miktarda lavaj gereklidir ve
yaygin olarak kiullanilmaktadir (8.10). Reziidiiel apseyi bosaltmak ve tekrarlayan IAA 6nlemek
icin riitin abdominal drenaj yapilmali (10). Buna karsilik lavajin enfeksiyonun yayilmasina
yardimel oldugu ve irrigasyonun post operatif apse riskini artiracagimi belirten goriisler
mevcuttur (11). Bu goriisle aymi fikirde degiliz. Lavaj batin igindeki enfekte sivinin
uzaklagsmasini saglayan bir durum olup irrigasyon aspirasyon olay1 verilen sivinin rengini alana
kadar devam edilmesi durumunda IAA insidans1 azalabilir. Vakalarimizda bu sekilde irrigasyon
yapildigindan dolay1r IAA ye rastlanmanus olabilir. Ayrica IAA azaltmak igin kalan enfekte
dokularin disar1 alinmasi igin dren kullanimi 6nemlidir. Biitiin hastalarimizda dren kullanildi ve
ortalama 4 (2-10) giin sonra alindi. LA sonrasi karin boslugununa yaygin olarak profilaktik
drenaji kulalnilmasi 6nerilmistir (8).

Perfore appendisitlere laparoskopik yaklasim agik cerrahi ile benzer hatta diisiik oranda IAA
oldugunu gosteren makaleler mevcuttur (8). LA, IAA oranin diisiiriilmesinin idaal bir yontem
oldugunu belirtilmistir (12). Tecriibeli merkezlerde perfore appendiistin laparoskopik
yaklagimla uygun yontemlerin kullanilmasi {AA minimal diizeyde olabilecegi kanisindayiz.
Tecriibe, giidiigin iyi degerlendirilmesi ve kapatilmasi, batinin her noktasmin 1iyi
goriildiiglinden, etkin irrigasyon ve aspirasyona yapildigindan ve rutin drenaj uyguladigimz igin
post op IAA ya rastlanmada.

LA sonrasi cerrahi alan enfeksiyon riski diisiiktiir. Enfekte materyalin endobagle ¢ikarilmasi
trokar giris yerini enfeksiyondan korur (2,5,8). Acik cerrahide, vakanin ciddiyetine gore
insizyonun biiylikliigii enfekte materyaller cilde temas1 daha kolay ve temas siiresi ameliyat
boyunca devam etmektedir. Buda yara yeri enfeksiyon riskini artirir (3).

Yapilan ¢alismalarda perfoe appendisittin laparoskopik gisiminde hastanede kalma siireleri
aciga gore kisa oldugudur (3,5,9). Klinigimizde ortalma 4.8 (2-12) giin hastanede kalinmustir.
Siirenin  kisalig1 insizyonun kiiciik olmasi1 ve yara yeri enfeksiyonun az olmasi erken
mobilizasyon ve erken beslenmeye bagl oldugunu diisiiniiyoruz.

Ameliyat sonrasinda hastalarimizin en az 8 aylik takiplerinde hi¢ birinde insizyonel herni
saptanmadi. Cerrahi alan enfeksiyonu herninin sebeblerinden bir tanesidir. Perfore apendisitin
endobagla batin disina ¢ikarilmasi yara yeri enfeksiyon riskini azalttigindan, ve kesi kiiglik
oldugundan herni riski LA sonrasi ¢ok azdir.
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Sonuc¢

Komplike apandisit i¢in LA tecriibeli merkezlerde uygulanabilir ve giivenlidir. Teknolojinin
geligsmesiyle laparoskopik enstrumanlarin artmas1 giivenirlige katkis1 oldugu gibi laparoskopik
yaklasimi yaygin hale gelmesini saglamistir. Perfore appendisitlere daha once laparoskopitk
girisim yapilmamas1 Onerisininin dahada azalacagi kanisindayiz. Klinigimizde perfore
appendisitlere yonelik LA ameliyat siiresinin kisalig1, cerrahi alan ve IAA olasiigmin ¢ok
diisiik oldugu goriildiiginden ve komplike appendisitlere laparoskopik yaklagim yapilmasini
onermekteyiz. Calismamizda agik cerrahi ile karsilastirilmamasi ve retrospektif olmasi bir
eksiklik olarak degerlendirildi.
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Abstract: Today, for testing concentration of the vitamin D, the level of total
25(0OH)D (25-Hidroksi kolekalsiferol) in serum (bound to albumin, bound to
vitamin D binding protein and free 25(OH)D) is examined. However, the identifier
of deficiency or sufficiency of total 25(OH)D vitamin in serum is the vitamin D
binding protein (DBP) which carries it. That is, if the transportation capacity of
DPB is sufficient then the vitamin D is high, and if it is deficient then the vitamin D
is seen low. The gene polymorphism of DBP determines this capacity. But even if
the capacity is sufficient or deficient, free vitamin D fixes how efficient vitamin D
will be. Since in D serum 90% of 25(OH)D is carried as bound to DBP.

The fast spread of severe acute respiratory syndrome coronavirus-2 (SARS CoV-2)
and the pandemic of coronavirus disease-2019 (COVID-19) has been a global
threat to health. The Latest studies show that vitamin D can prevent viral
replication, and it has anti-inflammatory and immunomodulatory effects as well. It
is reported that, during the SARS-COV-2 infection a hyper reaction, and after that
a cytokine storm can be seen, and also an acute respiratory distress syndrome
(ARDS) can be developed in the more advanced stage of the disease. As a result,
the extreme production of cytokine and a terminal ARDS have become two
frightening sides of this disease.

A lot of studies have been made about the relation between the intensity and
mortality of COVID-19 infection and the level of vitamin D. While some of these
studies accept the relation between the deficiency of the vitamin D and viral
respiratory infections, the others refuse. It can be concluded that the studies which
refuse this can be a result of mismeasurement of vitamin D. For instance, free
vitamin D can be deficient in people who are assumed to have sufficient vitamin D
(because of the polymorphism of DBP).

The objective of this paper is to draw attention to the importance of examining the
concentration of free 25(OH)D instead of examining the total 25(OH)D in the
patients who are diagnosed with COVID-19 and have the disease mildly or
severely. And also, it is argued together with the latest studies about COVID-19
patients that since the concentration of DBP and the polymorphisms of DBP
(rs4588 and rs7041) affect the concentration of free 25(OH)D.

Keywords: Coronavirus Disease 2019, total 25(OH)D, vitamin D binding protein,
free 25(OH)D
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