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Objectives: Inflammation-induced overexpression of cytokines
can lead to cell death by caspase-dependent or independent
signaling pathways. Numerous natural products are used to
suppress/re-modulate  inflammation. Phenolic monoterpene
Thymol is widely used in cosmetics and medical purposes. It has
been shown that thymol regulates the anti-inflammatory,
antioxidant, and anti-apoptotic responses in LPS-induced in vitro
and in vivo models. However, there is still a need to investigate
the molecular mechanism of inflammation and the detailed
regulatory roles of thymol on inflammation-dependent signal
mechanisms. In the present study, the possible protective effects
of thymol on inflammation-mediated lysosomal stress in the
LPS-induced acute Kkidney inflammation model were
investigated on HEK293 cells.

Materials-Methods: To mimic the inflammation in HEK293
cells, LPS was applied to the cells for 24 hours. Following, cells
were treated with various doses of thymol and total protein was
isolated from the cells. Inflammation-associated IL-6, TNF-«,
Nf-kB and phospho-Nf-kB protein levels, autophagy-related
Beclin-1, Atg5, p62/SQSTM1 and LC3-I/ll, ubiquitin
proteosome system-associated polyubiquitin, cell death-
associated caspase-3 and PARP-1 protein levels were examined
by immunoblotting.

Results: We find that LPS-induced acute inflammation caused
the suppressing of autophagic flux and reducing degradation of
polyubiquitinated proteins. Thymol treatment markedly reversed
the suppression of autophagy and stacking of poly-ubiquitinated
protein by LPS. Also, LPS-induced acute inflammation did not
cause caspase activation, it caused an increase in lysosomal
stress-related PARP-1  cleavage pattern and thymol
administration efficiently reduced PARP-1 cleavage.

Conclusions: Our results suggested that LPS-induced acute
inflammation triggers blockage of autophagic flux and thymol
has a protective role against LPS-induced lysosomal stress.

Keywords: Autophagy, Inflammation, Lysosomal stress, Thymol
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Amac: Inflamasyonun neden oldugu asir1 sitokin ifadesi
kaspaz-bagimli veya -bagimsiz sinyal yollari aracili hiicre
6liimiine yol agabilir. Birgok dogal iiriin inflamatuar yanitlarin
baskilanmasi/yeniden diizenlenmesinde siklikla
kullanilmaktadir. Fenolik bir monoterpen olan Timol kozmetik
ve tibbi amaglarla yaygin olarak kullanilmaktadir. Timol’iin,
LPS ile indiiklenen in vitro ve in vivo modellerde anti-
inflamatuar, antioksidan ve anti-apoptotik yanitlar1 diizenledigi
gosterilmigtir. Bununla birlikte, inflamasyonun molekiiler
mekanizmasinin ve Timol’iin inflamasyon-bagimli sinyal
mekanizmalari tizerindeki ayrintili diizenleyici rollerinin
arastirilmasina hala ihtiyag¢ vardir. Bu ¢aligmada, LPS ile
indiiklenen akut bobrek inflamasyon modelinde Timol’iin
inflamasyon aracili indiiklenen lizozomal stres tizerindeki olas1
koruyucu etkileri HEK293 hiicreleri {izerinde arastirilmistir.

Gerec-Yontem: HEK293 hiicrelerinde inflamasyonu mimik
etmek i¢in hiicrelere 24 saat siire ile LPS uygulandi. Ardindan
hiicreler ¢esitli dozlarda Timol ile muamele edildi ve hiicrelerden
total protein izole edildi. Inflamasyonla iliskili IL-6, TNF-ct, Nf-
kB ve fosforile-Nf-kB protein seviyeleri, otofajiyle iliskili
Beclin-1, Atg5, p62/SQSTML1 ve LC3-I/11, ubikitin-proteozom
sistemiyle iligkili poliubikitin, hiicre 6liimii iliskili kaspaz-3 ve
PARP-1 protein seviyeleri immiinoblotlama ile incelendi.

Bulgular: LPS'nin neden oldugu akut inflamasyonun, otofajik
akisin baskilanmasina ve poliubikitine proteinlerin yikiminin
azalmasina neden oldugunu bulduk. Timol tedavisi, LPS’nin
neden oldugu otofajinin baskilanmasini ve poliubikitine
proteinlerin birikimini belirgin sekilde tersine ¢evirdi. Ayrica,
LPS aracili akut inflamasyonun kaspaz aktivasyonuna neden
olmadigy, lizozomal strese bagli PARP-1 kesim modelinde artisa
neden oldugu belirlenirken Timol uygulamasi PARP-1 kesimini
verimli tersine ¢evirdi.

Sonug: Sonuglarimiz LPS'nin neden oldugu akut inflamasyonun
otofajik akisin blokajimi tetikledigini ve Timol’{in LPS'nin neden
oldugu lizozomal strese karst koruyucu bir rolii oldugunu
gosterdi.

Anahtar Kelimeler: Otofaji, Inflamasyon, Lizozomal Stres,
Timol

OP2: METABOLIC SHIFT OF THE KYNURENINE
PATHWAY IN INFLAMMATORY CONDITIONS

[ENFLAMATUAR KOSULLARDA KiNURENIN
YOLAGINDA METABOLIK KAYMA]
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Objectives: Tryptophan is an essential amino acid, and in
addition to its participation in protein synthesis, approximately
95% of tryptophan is converted via the kynurenine pathway into
a series of metabolites that are biologically active and have
physiologically important roles. Recent studies have shown that

turkbiyokimyadernegi.org.tr


https://www.turkbiyokimyadernegi.org.tr/

Turk J Biochem 2022 | Volume 47 | Supplement Issue 1

VIL.Turkey in vitro Diagnostic Symposia: Inflammation

kynurenine pathway metabolites are involved in the pathogenesis
of psychiatric and neurodegenerative diseases as well as
inflammatory diseases and have immunomodulatory properties.
However, studies investigating kynurenine metabolites in
inflammatory diseases are very limited. Therefore, in our study,
we aimed to investigate the kynurenine pathway metabolite
levels and the relationship between inflammatory conditions and
these metabolites in individuals with acute inflammation.

Materials-Methods: In our study, blood samples were collected
from individuals with high C-reactive protein, high
sedimentation rate levels and high white blood cell count.
Tryptophan, kynurenine, kynurenic acid, 3-hydroxyquinurea and
3-hydroxyanthranilic acid levels were measured using Absciex
API 3200 LC-MS/MS.

Results: In this study, kynurenine [267.1 (80.5-3381.0) ng/mL
vs. 179.6 (75.6-903.1) ng/ml, p<0.001], kynurenic acid [7.98
(2.85-26.20) ng/mL vs 5.61 (2.84-9.48) ng/mL, p<0.001] levels
were statistically significant higher in individuals with acute
inflammation compared to the control group, while tryptophan
levels [8850 (1740-21200) ng/mL vs 11760 (4020-19660)
ng/mL, p<0.001] and Tryptophan/kynurenine ratio [27.59 (3.49-
133.19) ng/mL vs 61.13 (17.36-194.73) ng/mL, p<0.001] were
statistically significant lower in individuals with acute
inflammation compared to the control group. There was a
negative correlation between the ratio of tryptophan/kynurenine
and WBC (r= -0.309, p<0.001), CRP (r= -0.492, p<0.001) and
ESR (r=-0.543, p<0.001) levels.

Conclusions: Our findings revealed that kynurenine metabolism
is altered in inflammatory conditions and these metabolites may
be potential indicators for inflammatory disorders. In addition, if
the diagnostic value of these metabolites can be supported by
further studies in more specific subpopulations, we think that
these metabolites may be a new therapeutic target in the
treatment of inflammatory disorders.

Keywords: Tryptophan, Kynurenine, inflammation, LC-MS/MS

Amag: Triptofan esansiyel bir amino asit olup protein sentezine
katilmasmin yani sira, triptofanin yaklasik olarak %95’
kiniirenin yolag ile biyolojik olarak aktif ve fizyolojik olarak
onemli rollere sahip bir dizi metabolite doniismektedir. Son
calismalarda triptofanin kiniirenin yolagi metabolitlerinin
psikiyatrik, ndrodejeneratif hastaliklarin yanisira enflamatuvar
hastaliklarin patogenezine dahil oldugunu ve immunomodulator
ozelliklere sahip oldugunu ortaya koymustur. Bununla birlikte
enflamatuvar hastaliklarda kiniirenin metabolitlerini arastiran
caligmalar oldukg¢a sinirhidir. Dolayisiyla, caligmamizda akut
enflamasyonlu bireylerde kiniirenin yolagi metabolit diizeylerini
ve enflamatuvar kosullarla bu metabolitler arasindaki iliskiyi
arastirmay1 amagladik.

Gere¢-Yontem: Calismamizda C-reakif protein, sedimantasyon
hiz1 diizeyleri ve beyaz kan hiicresi sayist yiiksek olan
bireylerden kan Ornekleri toplandi. Triptofan, Kkiniirenin,
kiniirenik asit, 3-hidroksikiniirenin ve 3-hidroksiantranilik asit
diizeyleri Absciex API 3200 LC-MS/MS cihazinda 6l¢iildi.

Bulgular: Bu calismada kintirenin [267.1 (80.5-3381.0) ng/MI
vs 179.6 (75.6-903.1) ng/ml, p<0.001], kiniirenik asit [7.98
(2.85-26.20) ng/MI vs 5.61 (2.84-9.48) ng/MI, p<0.001]
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diizeyleri akut enflamasyonlu bireylerde 4legativ grubuna gore
istatiksel olarak anlamli diizeyde yiiksekken, triptofan diizeyleri
[8850 (1740-21200) ng/MI vs 11760 (4020-19660) ng/Ml,
p<0.001] ve Triptofan/Kiniirenin oram [27.59 (3.49-133.19)
ng/MI vs 61.13 (17.36-194.73) ng/MI, p<0.001] diisiiktii. Ayrica,
Triptofan/Kiniirenin oran1 ile WBC (r= -0.309, p<0.001), CRP
(r= -0.492, p<0.001) ve ESR (r= -0.543, p<0.001) diizeyleri
arasinda 41egative korelasyon vardi.

Sonug: Bulgularimiz kiniirenin metabolizmasinda enflamatuvar
kosullarda degisiklik oldugunu ve enflamatuvar bozukluklarda
bu metabolitlerin potansiyel birer gdsterge olabilecegini ortaya
koymustur. Ayrica ileri ¢aligmalarla daha spesifik alt
popiilasyonlarda yapilacak ¢alismalarla bu metabolitlerin tanisal
degeri desteklenebilirse bu metabolitlerin  enflamatuvar
bozukluklarin  tedavisinde yeni birer terapdtik  hedef
olabilecegini diisiinmekteyiz.

Anahtar Kelimeler: Triptofan, Kiniirenin, inflamasyon, LC-
MS/MS
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Objective: Patients with diabetes mellitus (DM) are at serious
risk for COVID-19. Studies have reported that the levels of
inflammation markers correlate with the clinical severity of
COVID-19. The aim of this study is to investigate the
relationship between HbAlc values and inflammatory markers
that have been shown to closely related to the severity of disease
in patients with COVID-19.

Materials-Methods: In this study, cases older than 18 years of
age who were hospitalized in Hatay State Hospital, between
November 2020 and January 2021, with findings consistent with
COVID-19 in RT-PCR (+) or thorax computer tomography were
included. In the anamnesis forms of the cases, age, gender,
chronic disease, drugs used, smoking and alcohol use were
reported. In laboratory findings, both routine biochemistry
parameters of the cases and HbAlc, D-Dimer, CRP and Ferritin
values were determined. Correlation analyses were performed
between HbAlc and CRP, D-Dimer and Ferritin values.

Results: 91 patients who were hospitalized in the COVID-19
service department of the hospital, of which 33 (36.3%) women
and 58 (63.7%) men with mean ages 67 (22-84) and 61 (37-89)
respectively. The most common diseases observed in the cases
were diabetes (90%), hypertension (75.5%) and coronary artery
disease (69%), respectively. HbAlc, CRP, D-Dimer and Ferritin
levels were 8.70 (7.10-10.00), 14.33 (5.15-59.90), 0.85 (0.38-
2.28) and 491.30 (258.90-939.30) respectively. While no
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significant correlation was found between HbA1lc and levels of
inflammatory parameters (p > 0.05), a weak correlation was
observed between CRP and D-Dimer (p = 0.045; r = 0.211).
Conclusion: It was observed that most of the patients
hospitalized due to COVID-19 were diabetic, and HbAlc levels
were not associated with inflammatory parameters.

Keywords: HbAlc, inflammation, diabet, COVID-19

Amac: Diabetus mellitus’lu (DM) olgular COVID-19 agisindan
ciddi risk altindadir. Yapilan ¢alismalarda COVID-19’un klinik
siddetinin enflamatuvar belirteclerle iligkili oldugu bildirilmistir.
Bu c¢alismanin amaci, COVID-19’ lu hastalarda, HbA1C
degerleri ile hastaligin siddeti ile yakin iliskili oldugu gdsterilen
enflamatuvar belirtegler arasindaki iliskinin arastirilmasidir.
Gerec-Yontem: Bu calismaya Kasim 2020 ile Ocak 2021 aylari
arasinda Hatay Devlet Hastanesi’nde yatmis olan RT-PCR (+)
veya toraks bilgisayar tomografisinde COVID-19 ile uyumlu
bulgulari olan 18 yagindan biiyiik olgular dahil edildi. Olgularin
anamnez formlarinda yas, cinsiyet, kronik hastalik, kullanilan
ilaclar, sigara ve alkol kullanim bilgileri sorgulandi. Laboratuvar
bulgularinda olgularin rutin biyokimya parametreleri ile HbAlc,
D-Dimer, CRP ve Ferritin degerleri belirlendi. HbAlc ile CRP,
D-Dimer ve Ferritin degerleri arasinda korelasyon analizi
yapildi.

Bulgular: Hastanede COVID-19 servis boliimiine yatmis olan
91 olgunun 33’{ (%36.3) kadin, 58’1 (%63.7) erkek olup yas
ortalamalari sirastyla 67.00 (22-84) ve 61(37-89)’dir. Olgularda
en sik gozlenen hastaliklarin sirasiyla diyabet (%90),
hipertansiyon (%75.5) ve koroner arter hastalig1 (%69) oldugu
gozlendi. HbAlc, CRP, D-Dimer ve Ferritin diizeyleri sirasiyla
8.70(7.10-10.00), 14.33 (5.15-59.90), 0.85 (0.38-2.28) ve 491.30
(258.90-939.30) olarak bulundu. Yapilan analizlerde HbAlc ile
enflamatuvar parametrelerin diizeyleri arasinda anlamli bir
korelasyon gosterilemezken (p>0.05), CRP ile D-Dimer arasinda
zay1f bir korelasyon gozlendigi bulunmustur (p=0.045; r=0.211).
Sonug¢: Hastaneye COVID-19 nedeniyle yatis yapan olgularin
¢ogunun diyabetik oldugu, HbAlc diizeylerinin enflamatuvar
parameterlerle iligkili olmadig1 gézlenmistir.

Anahtar Kelimeler: HbAlc, enflamasyon, diyabet, COVID-19
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Objective: Inflammation is an important pathophysiological
process in atherosclerosis and plays a very important role in
various stages of atherosclerosis. SFRP-4 is an adipokine and has
been associated with diseases such as diabetes, CAD, metabolic
syndrome. In this study, it was aimed to determine SFRP-4 levels
in androgenic alopecia and to investigate its relationship with
inflammation-related CAD risk factors.

Materials-Methods: This study was conducted in Selcuk
University Faculty of Medicine, Department of Endocrinology in
2016. Forty-one male patients between the ages of 25-45 who
started before the age of 30 with male pattern hair loss and 40
male patients without alopecia were included in the study.
Androgenic alopecia types were determined by a dermatologist
according to the Hamilton-Norward classification (HNS).
Specific enzyme-linked immunosorbent assay Kits were used for
serum SFRP-4 measurement. 24-hour ambulatory blood pressure
measurements were made with the oscillometric type Mobil O
Graph NG device.

Results: Age, body mass index (BMI), androgen, insulin, 24-
hour ambulatory blood pressure measurements, smoking rates,
waist and hip circumference measurements did not differ
significantly between the two groups (p>0.05). The median of
SFRP-4 was 1.50 (0.01-21.20) ng/ml in the group with
androgenic alopecia, while it was 0.57 (0.04-5.20) ng/ml in the
control group (P=0.025). Spearman's correlation test, SFRP-4
and hair loss stage according to HNS (rho=0.281, p=0.011),
HOMA-IR (rho=0.265, p=0.017), hsCRP (rh0=0.274, p=0.013)
A positive correlation was found between BMI (rho=0.220,
p=0.049) and nighttime pulse rate (rho=0.226, p=0.042) and a
negative correlation with HDL-cholesterol (rho=—0.242,
p=0.030).

Conclusion: In our study, we found that SFRP-4 levels were
significantly increased in men with androgenic alopecia
compared to the control group. In addition, SFRP-4 appears to be
associated with CVD risk factors at an early age. SFRP-4 may
play a role in the pathophysiology of androgenic alopecia and
may be an early indicator of insulin resistance, diabetes and
hypertension that may develop in the later ages of these patients.

Keywords: SFRP-4,
atherosclerosis

androgenic alopecia, inflammation,

Amagc: Inflamasyon, aterosklerozda énemli bir patofizyolojik
siirectir ve aterosklerozun cesitli evrelerinde ¢ok 6nemli bir rol
oynar. SFRP-4 bir adipokindir ve diyabet, KAH, metabolik
sendrom gibi hastaliklarla iligskilendirilmistir. Bu ¢aligmada
androjenik alopeside SFRP-4 diizeylerinin belirlenmesi ve
inflamasyonla iliskili KAH risk faktorleriyle iliskisinin
arastirilmasi amaglanmistir.

Gerec¢-Yontemler: Bu ¢alisma 2016 yilinda Selguk Universitesi
Tip Fakiiltesi Endokrinoloji Bilim Dali'nda yapilmistir.
Caligmaya 30 yasindan Once baslayan erkek tipi sa¢ dokiilmesi
sikayeti olan 25-45 yas aras1 41 erkek hasta ve alopesi olmayan
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40 erkek hasta alindi. Androjenik alopesi tipleri Hamilton-
Norward siniflamasmma (HNS) gore dermatoloji uzmani
tarafindan belirlendi. Serum SFRP-4 6l¢iimii i¢in spesifik enzime
bagli immiinosorbent deney kitleri kullanildi. 24 saat
ambulatuvar kan basinct 6lgtimleri osilometrik tip Mobil O
Graph NG cihazi yapildi.

Bulgular: Yas, viicut kitle indeksi (VKI), androjen, insiilin, 24
saat ambulatuvar kan basinci 6l¢timleri, sigara igme oranlari, bel
ve kalca g¢evresi Olciimleri iki grup arasinda anlamli farklilik
gostermedi (p>0.05). Androjenik alopesi olan grupta SFRP-4
medyan1 1.50 (0.01-21.20) ng/ml iken kontrol grubunda 0.57
(0.04-5.20) ng/ml idi (P=0.025). Spearman'in korelasyon testi,
SFRP-4 ile HNS’ye gore sa¢ dokiilmesi evresi (rho=0.281,
p=0.011), HOMA-IR (rh0=0.265, p=0.017), hsCRP (rh0=0.274,
p=0.013), VKI (tho=0.220, p=0.049) ve gece nabiz hizi
(rho=0.226, p=0.042) arasinda pozitif korelasyon ve HDL-
kolesterol ile negatif korelasyon (rho=—0.242, p=0.030)
saptandi.

Sonu¢: Calismamizda androjenik alopesili erkeklerde SFRP-4
diizeylerinin kontrol grubuna goére anlamli derecede artmis
oldugunu saptadik. Ayrica SFRP-4, erken yaslarda KVH risk
faktorleri ile iligkili goriinmektedir. SFRP-4 androjenik alopesi
patofizyolojisinde rol oynayabilir ve bu hastalarin daha sonraki
yaslarinda  gelisebilecek insiilin  direnci, diyabet ve
hipertansiyonun erken bir gostergesi olabilir.

Anahtar Kelimeler: SFRP-4, androjenik alopesi, inflamasyon,
ateroskleroz
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Objective: Diabetic nephropathy (DN) is one of the most critical
complications resulting from uncontrolled Diabetes Mellitus. C-
peptide is an endogenous compound released from the pancreas
together with insulin and plays a role in the formation of
proinsulin. In recent studies, it has been suggested that C-peptide
have essential biological functions and may even have protective
effects on diabetic damage. This study aimed to investigate the
possible protective role of C-peptide in renal cell damage caused
by high glucose concentration in DN.

Materials-Methods:For the in vitro DN model, human renal
tubular epithelial cells (HK-2) were used. After 18 hours of
serum starvation, the cells were incubated for 24 hours in a
medium containing 5.5 and 30mM glucose. Subsequently, 1 and
5 nM C-peptide were applied to the cells for 48 hours. Then, cell
viability rate, oxidative stress level, intracellular calcium
concentration, and expression of apoptosis-related proteins (Bcl-
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2, Bel-xl, Bax, and cleaved PARP) levels were determined by
MTT, DCFDA, fluorometrically, and immunoblotting methods,
respectively.

Results: It was determined that 1nM C-peptide treatment in HK-
2 cells caused a significant decrease in intracellular ROS level,
amount of calcium, expressions of Bax, and cleaved PARP
compared to control cells, which were found to be significantly
increased after high glucose treatment (p<0.01). However, it was
determined that cell viability, Bcl-2, and Bcl-xI expressions,
which were found to be decreased due to high glucose
administration, increased significantly after 1 nM C-peptide
treatment (p< 0.01).

Conclusion: The findings indicate that C-peptide has a
protective effect against high glucose-induced damage in renal
tubular cells. This result suggests that C-peptide may be a
potential renoprotective agent in DN treatment.

Keywords: diabetic nephropaty C-peptide HK-2 cells

Amagc: Diyabetik nefropati (DN), kontrol altina alinmamis
diyabet hastaligi sonucunda ortaya c¢ikan en Onemli
komplikasyonlardan biridir. C-peptid, pankreastan insiilin ile
birlikte salinan ve proinsiilin formunun olugmasinda rol oynayan
endojen bir bilesiktir. Son calismalarda C-peptit’in Snemli
biyolojik fonksiyonlara sahip oldugu, hatta diyabetik hasarda
koruyucu etkileri olabilecegi one siiriilmiistiir. Bu ¢alismada in
vitro DN modelinde yiiksek glukoz konsantrasyonunun neden
oldugu renal tiibiiler hiicre hasarinda C-peptitin olasi koruyucu
roliiniin incelenmesi amaglanmstir.

Gerec-Yontem: in vitro DN modeli i¢gin, insan renal tiibiiler
epitel hiicreleri (HK-2) kullanildi. Hiicreler 18 saat serum
starvasyonu sonrasi, 24 saat 5.5 ve 30 mM glukoz iceren besi yeri
ile inkiibe edildikten sonra, 48 saat 0, 1 ve 5 nM C-peptit ile
muamele edildi. Daha sonra hiicrelerde sirastyla, MTT yontemi
ile hiicre canliligi, DCFDA ydntemi ile oksidatif stres diizeyi,
fluorometrik yontemle hiicre i¢i kalsiyum miktart ve
immiinoblotlama yontemi ile apoptoz ile iliskili proteinlerin
(Bcl-2, Bcel-x1, Bax ve kirpilmis PARP) ekspresyon diizeyleri
tayin edildi.

Bulgular: DN modeli olusturulan HK-2 hiicrelerinde 1nM’lik C-
peptit uygulamasinin, yiiksek glukoz uygulamasi sonrasi artmisg
oldugu tespit edilen hiicre igi ROT diizeyinde, kalsiyum

miktarinda, Bax ve kirpilmig PARP protein ekspresyon
diizeylerinde anlamli diizeyde azalmaya neden oldugu
belirlenmistir (p<0.01). Bununla birlikte, yiiksek glukoz

uygulamasi sonucu azalan hiicre canlililik oranmnin, Bel-2 ve Bcl-
xl protein ekspresyonlarinin 1 nM’lik C-peptid uygulamasi
sonrasi anlamli diizeyde arttig1 belirlenmistir (p< 0.01).

Sonug: Elde edilen bulgular, yiiksek glukozun renal tiibiiler
hiicrelerde yol actii hasara karsi C-peptit uygulamasinin
koruyucu etkisi olduguna isaret etmektedir. Bu sonug, DN
tedavisinde C-peptitin potansiyel bir renoprotektif ajan
olabilecegini 6nermektedir.

Anahtar Kelimeler: diyabetik nefropati C-peptit HK-2
hiicreleri
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OP6: INTERPRETATION OF HEPATOTOXIC SIDE
EFFECTS BY RCV (REFERENCE CHANGE VALUE) IN
COVID-19 PATIENTS TREATED WITH FAVIPIRAVIR

[FAVIPIRAVIR iLE TEDAVI EDILEN COVID-19
HASTALARINDA HEPATOTOKSIK YAN ETKILERIN
RCV (REFERANS DEGIiSiM DEGERI) iLE
YORUMLANMASI]

Esma OZDEMIR ANAYURT ! Yasemin ERDOGAN
DOVENTAS?!, Tugee DEDE?, Ibrahim YILMAZ?!, Macit
KOLDAS!

IHealth Science University, Haseki Training and Research
Hospital, Istanbul, Turkey

Objectives: Favipiravir was first used against SARS-CoV-2 in
Wuhan at the very epicenter of the pandemic. Its side effects
include hyperuricemia, decreased neutrophil counts, diarrhea,
and increased alanine aminotransferase (ALT), aspartate
aminotransferase (AST), alkalen phospatase ALP, bilirubin.
Reference change value (RCV) represents the clinical
significance of the variation between the RESULTS of two
consecutive tests and laboratory test results exceeding this value
are associated with the individual’s disease status. In this study,
we evaluated the side effects of favipiravir treatment on AST and
ALT using RCV.

Materials-Methods: We examined retrospectively 40 patients
were administered 1600 mg of favipiravir twice daily on day 1,
followed by 600 mg twice daily from day 2 to day 5 (or more if
needed). The analytic coefficient of variation (CVA:0,47 for
AST 0,42 for ALT) was calculated from internal quality control
RESULTS. Intra-individual coefficient of variation (CVI) and
inter-individual coefficient of variation (CVG) were obtained
from Westgard's website, which was updated in 2014.The
RCV% is calculated with the following formula
Zx2Y2X[CVAZ+CVI?]*2 (Using an unidirectional probability of
95%, Z=1.65).

Results: The RCV% results were calculated as %28 for AST and
% 45 for ALT.The individuality index (I1) was calculated as
0.532 for AST and 0.466 for ALT. ALT and AST values were
evaluated as higher than the calculated RCV value in 70%,62,5%
of the patients.

Conclusions: The use of RCV is recommended as a valuable tool
in the follow-up of patient results and side effects of treatment.

Keywords: reference change values, biological variation,
COVID-19, favipiravir.

Amag: Favipiravir  COVID-19 pandemisinde ilk olarak
Wuhan'da kullanildi. Yan etkileri hiperiirisemi, azalmis nétrofil
say1si, diyare ve artan alanin aminotransferaz (ALT),aspartat
aminotransferaz (AST), alkalen fosfataz ALP,
hiperbilirubinemiyi igerir. Referans degisim degeri (RCV),
birbirini izleyen iki testin sonuglar1 arasindaki varyasyonun
klinik 6nemini temsil eder ve bu degeri asan laboratuvar test
sonuglari, bireyin hastalik durumu ile iliskilidir. Bu ¢alismada,
favipiravir tedavisinin AST ve ALT diizeyleri iizerindeki yan
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etkilerini RCV kullanarak degerlendirdik.

Gerec-Yontem: 40 hastaya 1. giinde giinde iki kez 1600 mg
favipiravir, ardindan 2. giinden 5. giine kadar giinde iki kez 600
mg (veya gerekirse daha fazla) uygulandi. Analitik varyasyon
katsayis1 (ALT i¢in AST 0,42 i¢cin CVA:0,47) i¢ kalite kontrol
sonuglarindan hesaplanmigtir. Birey i¢i varyasyon katsayisi
(CVI) ve bireyler arasi varyasyon katsayis1 (CVG) Westgard'in
2014 yilinda giincellenen web sitesindenelde edilmistir. RCV%,
takip eden formiil ile Zx2¥>X[CVA?*+CVI?]*? (%95 tek yonlii
olasilik kullanilarak, Z=1.65) elde edildi.

Bulgular: RCV sonuglar1 AST i¢in %28, ALT i¢in % 45 olarak
hesaplanmistir. Bireysellik indeksi (1) AST i¢in 0.532, ALT i¢in
0.466 olarak hesaplanmistir. ALT ve AST degerleri sirasiyla
hastalarin %70 ve %62,5'inde hesaplanan RCV degerinden
yiiksek olarak degerlendirildi.

Sonuglar: Hasta sonuglarmin ve tedavinin yan etkilerinin
takibinde RCV kullanim1 degerli bir arag olarak dnerilmektedir.
Anahtar Kelimeler: referans degisim degeri, biyolojik varyasyon,
COVID-19, favipiravir.

Anahtar Kelimeler: referans
varyasyon, COVID-19, favipiravir.

OP7: MEASUREMENT UNCERTAINTY OF D-DIMER
MEASURED BY THE PARTICLE ENHANCED
IMMUNOTURBIDIMETRIC ASSAY

[PARTIKULLE GUCLENDIRILMIS
IMMUNOTURBIDIMETRIK TEST iLE OLCULEN D-
DIMER'IN OLCUM BELIRSIZLiGi]

Yakup DULGEROGLU?!

! Kulu State Hospital, Department of Medical Biochemistry,
Konya, Turkey

degisim degeri, biyolojik

Objectives: D-dimer is a fibrin degradation product resulting
from the degradation of fibrin polymers by plasmin. Although its
main use is the evaluation of thromboembolic events, it is also
used as an indicator of inflammation. In the recent COVID-19
pandemic, there has been a significant increase in its use as a
biomarker. In this study, it was aimed to calculate the
measurement uncertainty of D-dimer measured by particle
enhanced immunoturbidimetric assay (PETIA).

Materials-Methods: D-dimer measurements were made with
the PETIA method (Improgen, Turkey) on the CoagXL (Diagon,
Hungary) device installed in the Kulu State Hospital Laboratory.
Uncertainty due to calibration and calibrator bias was calculated
by running the Procal-D-dimer-DDI0511 (Improgen, Turkey)
calibrator 10 times. Serocon external quality control data of the
last 3 months were used for uncertainty arising from external
quality control. Uncertainty due to repeatability was calculated
using internal quality control data from the last 60 days studied
with Serocon DDIM.

Results: For D-dimer test, uncertainty due to repeatability was
calculated as 0.0168, squared of uncertainty due to external
quality control as 0.0123, uncertainty due to calibration 0.0250,
and uncertainty due to calibrator deviation 0.0195. The standard
uncertainty (uc) was 0.116 and the expanded uncertainty (%U)
was calculated as 23%.
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Conclusions: In this study, the measurement uncertainty of the
D-Dimer test measured by the particle-enhanced
immunoturbidimetric assay was calculated as 23%.
Interpretation by taking this measurement uncertainty into
account, especially at medical decision levels, will contribute to
the use of the measurement result for the benefit of the patient.

Keywords: D-dimer, particle enhanced immunoturbidimetric
assay, measurement uncertainty

Amac: D-dimer, fibrin polimerlerinin plazmin tarafindan
pargalanmasi ile ortaya ¢ikan fibrin yikim iiriiniidiir. Bagslica
kullanim alan1 tromboembolik olaylarin degerlendirilmesi olsa
da inflamasyon gostergesi olarak da kullanilmaktadir. Ozellikle
son yasanan COVID-19 pandemisinde biyobelirte¢ olarak
kullaniminda ciddi artiglar yaganmistir. Bu ¢alisma ile partikiille
giiclendirilmis immiinotiirbidimetrik test (PETIA) ile dl¢iilen D-
dimer'in 6l¢lim belirsizliginin hesaplanmasi amaglanmistir.

Gerec-Yontem: D-dimer oOl¢iimleri Kulu Devlet Hastanesi
Laboratuvarinda kurulu bulunan CoagXL (Diagon, Macaristan)
cihazinda PETIA yontemi (Improgen, Turkey) temelinde
gerceklestirilmistir.  Olgiim  belirsizligine etki edebilecek
bilesenler kalibrasyon kaynakli, kalibratér yanlilig: kaynakli, dis
kalite kontrol kaynakli ve tekrarlanabilirlik kaynakli olarak
belirlenmigtir. Kalibrasyon ve kalibrator yanliligi kaynakli
belirsizligin hesaplanmasinda Procal-D-dimer-DDI0511
(Improgen, Turkey) kalibratoriiniin 10 defa galigilmasiyla elde
edilen verilerden yararlanildi. Dis kalite kontrol kaynakli
belirsizlik i¢in son 3 aya ait Serocon dis kalite kontrol verileri
kullanildi. Tekrarlanabilirlik kaynakli belirsizlik Serocon DDIM
ile caligilan son 60 giinliik i¢ kalite kontrol verileri kullanilarak
hesaplandi.

Bulgular: D-dimer igin tekrarlanabilirlik kaynakli belirsizlik
0.0168, dis kalite kontrol kaynakli belirsizligin karesi 0.0123,
kalibrasyon kaynakli  belirsizlik 0.0250 ve kalibrator
yanliligindan kaynakli belirsizlik 0.0195 olarak hesaplandi.
Standart belirsizlik (uc) 0.116 ve genisletilmis belirsizlik (%U)
%23 olarak hesaplandi.

Sonuc: Bu ¢alisma ile partikiil giiclendirmeli
immiinotiirbidimetrik test ile olgiilen D-dimer testinin dlgiim
belirsizligi %23 olarak hesaplanmigtir. Ozellikle tibbi karar
diizeylerinde bu o6lgiim belirsizliginin dikkate alinarak yorum
yapilmasi, 6l¢lim sonucunun hasta yararina kullanimina katki
saglayacaktir.

Anahtar  Kelimeler:  D-dimer, partikiil
immunotiirbidimetrik test, 6l¢iim belirsizligi

giiclendirmeli
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OP8: INVESTIGATION OF CELLULAR BEHAVIOUR
OF HUMAN DERMAL FIBROBLASTS SEEDED ON 3D
PRINTED PDMS AND TPU SCAFFOLDS

[3B BASKILI PDMS VE TPU DOKU iSKELELERINE
EIgiLEN INSAN DERMAL FiBROBLASTLARIN
HUCRESEL DAVRANISLARININ iNCELENMESI]

Ufkay KARABAY?, Mehtap YUKSEL EGRILMEZ?, Resit
Bugra HUSEMOGLU?, Selma AYDEMIR?,

Cenk DEMIRDOVER® Oylum COLPANKAN GUNES?, Aylin
ZIYLANS, Basak BAYKARA®, Fatih Alp OZTURK®,

Safa Eren ATALMIS®, Cenk DEMIRDOVERS®

L 1zmir Tinaztepe University, Vocational School of Health
Services, I1zmir, Turkey, Department of Pathology Laboratory
Techniques, 1zmir, Turkey

2Institute of Health Sciences Dokuz Eylul University,
Department of Molecular Medicine, 1zmir, Turkey.

SInstitute of Health Sciences, Dokuz Eylul University,
Department of Biomechanics, 1zmir, Turkey.

4Faculty of Medicine, Dokuz Eylul University, Department of
Histology and Embryology, 1zmir, Turkey.

SFaculty of Engineering, Department of Metallurgical and
Material Engineering Metallurgical Industry, 1zmir, Turkey.
SFaculty of Medicine Surgery Medicine, Department of Plastic
Reconstructive and Aesthetic Surgery, 1zmir, Turkey.

Objectives: Tissue engineering is a multidisciplinary field that
reconstructs the injury or trauma tissue. Three dimensional (3D)
scaffolds play a role as support for cells until the natural
extracellular matrix (ECM) is regenerated. The aim of this study
is to analyze the proliferation and adhesion of human dermal
fibroblasts (HDFs) seeded onto 3D printed polydimethylsiloxane
(PDMS) and thermoplastic polyurethane (TPU) scaffolds in
vitro.

Materials-Methods: 3D PDMS and TPU scaffolds were
manufactured using a custom-made fused deposition modelling
printer. HDFs were seeded on scaffolds and on tissue culture
plastic plates as control and were cultured for 1, 3, 5, 7, 14, and
21 days. The cell viability was measured by WST1 assay. The
cell adhesion was evaluated by scanning electron microscopy
(SEM).

Results: According to WST-1 results, the viability of HDFs on
3D PDMS and TPU scaffolds on day 1 was 15% and 18%,
respectively, compared to the 100% accepted control. The
proliferation of HDFs on 3D TPU scaffolds increased to 67,66%
on day 21. The proliferation of HDFs on 3D PDMS scaffolds
increased to 67% and 63 on days 14 and 21 days, respectively.
SEM images revealed that HDFs on 3D PDMS and TPU
scaffolds adhered to the surfaces filled the interfiber gaps and
maintained their tissue-specific morphology even on days 14 and
21.

Conclusions: Our results show that 3D PDMS and TPU
scaffolds create a suitable environment for cell viability and
adhesion and may provide a high advantage in tissue engineering
applications.

Keywords: Tissue engineering, human dermal fibroblasts,
polydimethylsiloxane, thermoplastic polyurethane
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Amag: Doku miihendisligi, yaralanma veya travma dokusunu
yeniden yapilandiran multidisipliner bir alandir. Ug boyutlu (3B)
doku iskeleleri, dogal hiicre dis1 matriks (ECM) yenilenene kadar
hiicreler i¢in destek gorevi gérmektedir. Bu ¢alismanin amaci,
3B baskili polidimetilsiloksan (PDMS) ve termoplastik
poliiiretan (TPU) doku iskelelerine ekilen insan dermal
fibroblastlarinin (HDF'ler) proliferasyonunu ve adezyonunu in
vitro olarak analiz etmektir.

Gerec-Yontem: 3B PDMS ve TPU doku iskeleleri, 6zel yapim
eriyik yigma modelleme yazicist kullanilarak iiretildi. HDF'ler,
iskelelere ve kontrol olarak doku kiiltiirii plastik plakalarina
ekilerek 1, 3,5, 7, 14, ve 21 giin boyunca kiiltiire edildi. Hiicre
canliligi, WST1 testi ile 6l¢iildii. Hiicre adezyonu, taramali
elektron mikroskobu (SEM) ile degerlendirildi.

Bulgular: WST-1 sonuglarina gore, HDF'lerin 1. giinde 3B
PDMS ve TPU iskeleleri tizerindeki canliligi, %100 kabul edilen
kontrole kiyasla sirastyla %15 ve %18 idi. 3B TPU iskelelerinde
HDF'lerin proliferasyonu 21. giinde %67,66'ya yiikseldi. 3B
PDMS iskelelerinde HDF'lerin proliferasyonu 14. ve 21.
giinlerde sirasiyla %67 ve 63'e yiikseldi. SEM goriintiileri, 3B
PDMS ve TPU doku iskeleleri yiizeylerine tutunan HDF'lerin,
iskelelerdeki bosluklar arasini doldurdugunu, 14 ve 21. giinlerde
bile dokuya 6zgii morfolojilerini korudugunu ortaya ¢ikartmistir.

Sonu¢: 3B PDMS ve TPU doku iskelelerinin insan dermal
fibroblast hiicre canliligi ve adezyonu i¢in uygun bir ortam
olusturdugunu ve doku miihendisligi uygulamalarinda yiiksek
avantaj saglayabilecegini gostermektedir.

Anahtar Kelimeler: Doku miihendisligi, Insan dermal
fibroblastlar1, Polidimetilsiloksan, Termoplastik poliiiretan

OP9: ANTIMETASTATIC POTENTIAL OF CURCUMIN
IN ANAPLASTIC THYROID CANCER AND COMBINED
ACTIVITY WITH DOCETAXEL

[KURKUMININ ANAPLASTIK TiROIiD KANSERINDE
ANTIMETASTATIK POTANSIYELI VE DOCETAXEL
iLE KOMBINE ETKINLIiGI]

Mehmet Ali KOCDOR??, Yagmur KAYA?, Arzu YILDIRIM?,
Hilal KOCDOR?

'Dokuz Eylul University, Faculty of Medicine, Department of
General Surgery, lzmir, Turkey

2Dokuz Eylul University Institute of Health Sciences,
Department of Molecular Medicine, Izmir, Turkey

3Dokuz Eylul University Institute of Oncology, Department of
Basic Oncology, Izmir, Turkey

Objectives: Anaplastic thyroid cancer (ATC) is one of the most
aggressive types of cancer known, with average survival limited
to a few months. The disease spreads locally and systemically in
a very short time. It is resistant to almost all available cytostatics.
There is an urgent need for chemicals with an effective, low
toxicity profile. Since Docetaxel (DX) is partially effective in the
current routine, it is used to prolong survival in patients with
ATK. In this study, the antimetastatic property of
tetrahydrocurcumin (THC), the active metabolite of Curcuma
Longa, was compared with docetaxel and the presence of
synergism in the combination of the two substances was
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investigated in vitro.

Materials-Methods: 1C25 and IC50 concentrations of THC and
(DX) in CAL62 and 8505C ATC cells were determined by the
modified MTT method we developed in our laboratory. These 2
concentrations were compared with the control in the treatment
groups. Cell motility as an indicator of metastatic potential was
evaluated by in vitro wound healing method. Free oxygen
radicals were evaluated by TAS and TOS analyses.

Results: It was observed that cell adhesions decreased in 8505
cell lines starting from the 2nd hour in the treatment groups, more
so0 in the groups combined with THC and curcumin.

It was found that the combined dose prevented migration and
invasion in CALG2 cells in the first hours (24) statistically, and
the 72-hour IC25 dose did not have a statistically significant
difference with the DX50 dose.

There was no difference in Total Oxidant level between the
combination and control groups. It was observed that the most
effective dose that significantly reduced the oxidative level was
DX50.

Conclusions: THC in ATK cells has an antimetastatic potential
close to Docetaxel; It was observed that docetaxel decreased
oxidative stress.

Keywords: Anaplastic thyroid cancer (ATC), Docetaxel (DX),
tetrahydrocurcumin (THC), Total Antioksidan Status (TAS),
Total Antioksidan Status (TOS)

Amag: Anaplastik tiroid kanseri (ATK) ortalama sagkalim
birka¢ ayla smirlt oldugu, bilinen en agresiv kanser tiirlerinden
birisidir. Hastalik oldukga kisa siirede lokal ve sistemik yayilim
yapmaktadir. Mevcut sitostatiklerin neredeyse tamamina
direnglidir. Etkin, disiik toksisite profiline sahip kimyasallara
acil ihtiya¢ bildirlmektedir. Giincel rutinde Docetaksel (DX)
kismen etkinlik gosterdiginden, ATK 11 olgularda sagkalimi
uzatmak amaciyla kullanilmaktadir. Bu calismada Curcuma
Longanin aktif metaboliti olan tetrahidrokurkuminin(THC)
antimetastatik 6zelligi docetaksel ile kargilagtirmak ve iki madde
kombinasyonunda sinerjizmin varlig1 in vitro incelenmistir.

Gerec¢-Yontem: CALG62 ve 8505C ATC hiicrelerinde THC ve
(DX) ait IC25 ve IC50 konsantrasyonlari, laboratuvarimizda
gelistirdigimiz modifiye MTT yontemi ile belirlendi. Bu 2
konsantrasyon, tedavi gruplarinda kontrol ile karsilastirildi.
Metastatik potansiyelin bir gostergesi olarak hiicre motilitesi in-
vitro yara iyilesme yontemi ile degerlendirildi. Hiicresel
sitotoksiste TAS ve TOS analizleri ile degerlendirildi.

Bulgular:8505 hiicre hattinda tedavi gruplarinda 2. Saatten
itibaren THC ve kurkuminle kombin gruplarda daha fazla olmak
iizere hiicre adezyonlarin azaldig1 gozlendi.

CAL62 hiicrelerinde kombine dozun ilk saatlerde (24)
migrasyonu ve invazyonu istatistiksel anlamli engelledigi, 72 sa
lik IC25 dozunun DX50ndozu ile anlaml1 istatistiksel farka sahip
olmadig1 bulgularina ulasildi.

Total Oksidan seviyede kombinasyon ve kontrol gruplari
arasinda farki izlenmedi. Oksidatif seviyeyi anlamli diigiiren en
etkili dozun DX50 oldugu goriildii.
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Sonu¢ olarak ATK hiicrelerinde THC nin Docetaksele yakin
antimetastatik potansiyele sahip oldugu; docetaksele ait oksidatif
stresi azalttig1 gozlendi.

Anahtar Kelimeler: Anaplastik tiroid kanseri (ATC),
Dosetaksel (DX), tetrahidrokurkumin (THC), Total Antioksidan
Seviyesi (TAS), Total Oksidan Seviyesi (TOS)

OP10: INVESTIGATION OF THE EFFECTS OF PD29
AND UPADACITINIB ON KIDNEY DAMAGE IN A
BLEOMYCIN-INDUCED SCLERODERMA MODEL

[BLEOMISINLE OLUSTURULMUS SKLERODERMA
MODELINDE PD29 VE UPADACITINIB’IN BOBREK
HASARINA ETKILERININ ARASTIRILMASI]

Ayse KOCAK!, Gullu KAYMAK?, Meliha KOLDEMIR
GUNDUZ3, Elif AYDIN!?

IKutahya Health Sciences University, Tavsanli Vocational
School

2Kutahya Health Sciences University,Simav Vocational School
8 Kutahya Health Sciences University,Faculty of Engineering
and Natural Sciences

Objectives: To investigate the effects of PD29 and Upadacitinib
on kidney damage in a mouse model of bleomycin (BLM)
induced scleroderma. For this purpose, oxidative stress markers
from the Kkidney tissue, such as catalase (CAT) activity,
malondialdehyde (MDA) amount, total oxidant status (TOS),
total antioxidant status (TAS), and interleukin-13 (IL-13), which
are cytokines associated with inflammation, and interleukin-6
(1L-6) studied.

Materials-Methods: Scleroderma Animal model studies were
approved by Kiitahya Health Sciences University, Faculty of
Medicine, Experimental Animals Local Ethics Committee
(KSBUTF-DEHYUB) (08.03.2022, decision no. 08). A total of
40 kidney tissues were used as control (n=8), Bleomycin (n=8),
Bleomycin+ PD29 (n=8), Bleomycin+Upadacitinib (n=8) and
Bleomycin + PD29 + Upadacitinib (n=8). Sacrification was
performed at the end of 21 days. Kidney samples were stored at
-800 C until the experiment. After homogenization of kidney
samples, measurements were made with calorimetric based kit
for CAT activity, amount of MDA, TOS, TAS experiments.
gPCR method was used to determine IL-13 and IL-6 gene
expressions from kidney tissues.

Results: Catalase activity in kidney tissues decreased in the
BLM group but increased significantly in the Upadacitinib group
only. The amount of MDA increased in the BLM group, but
decreased significantly in the PD29, upadacitinib and PD29 +
upadacitinib groups. In parallel with this result, TOS increased
significantly in the BLM group and decreased significantly in the
PD29, upadacitinib and PD29 + upadacitinib groups. TAS
decreased in the BLM group and increased significantly in the
PD29, upadacitinib and PD29 + upadacitinib groups.

Conclusions: Upadacitinib, a JAK-kinase inhibitor, may have a
positive effect against oxidant damage to kidney tissue in
scleroderma. In addition, PD29 is also likely to have an effect on
oxidative damage and inflammation in scleroderma.
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Keywords: Scleroderma, PD-29, Upadacitinib, Oxidative stress

Amag: Bleomisinle (BLM) olusturulmus skleroderma fare
modelinde PD29 ve Upadacitinib’in bobrek hasarmna etkilerinin
aragtirilmasidir. Bu amag¢ dogrultusunda, bobrek dokusundan
oksidatif stres belirtegleri olan katalaz (CAT) aktivitesi ,
malondialdehit (MDA) miktari, total oksidan durum (TOS), total
antioksidan durum (TAS) ve inflamasyon ile ilisik sitokinler olan
interl6kin-13 (IL-13) ve interlokin-6 (IL-6) ¢alisilmustir.

Gere¢-Yontem: Skleroderma Hayvan modeli c¢alismalari,
Kiitahya Saghk Bilimleri Universitesi, Tip Fakiiltesi, Deney
Hayvanlar1 Yerel Etik Kurulu (KSBUTF-DEHYUB) tarafindan
onaylanmistir (08.03.2022 tarihli toplanti, 08 no’lu karar).
Kontrol (n=8), Bleomisin (n=8), Bleomisin+ PD29 (n=8),
Bleomisin+Upadacitinib (n=8) ve Bleomisin + PD29 +
Upadacitinib (n=8) olmak fiizere toplam 40 bobrek dokusu
kullanild1. 21 giin sonunda sakrifikasyon gergeklestirildi. Bobrek
ornekleri -800 C’de ilgili deney basamagina kadar muhafaza
edilmistir. Bobrek oOrneklerinin homojenizasyonundan sonra
CAT, MDA, TOS, TAS deneyleri igin kalorimetrik temelli kit ile
Olciim yapilmistir. Bobrek dokularindan IL-13 ve IL-6 gen
ekspresyonlarinin  belirlenmesi amacityla qPCR yontemi
kullanilmistir.

Bulgular: Bobrek dokularinda katalaz aktivitesi BLM grubunda
azalmistir ancak sadece Upadacitinib uygulanan grupta anlaml
olarak artmigtir. MDA miktari, BLM grubunda artmistir, PD29,
upadacitinib ve PD29 + upadacitinib gruplarinda ise anlamli
olarak azalmistir. Bu sonuca paralel olarak TOS, BLM grubunda
anlamli olarak artmistir, PD29, upadacitinib ve PD29 +
upadacitinib gruplarinda ise anlamli olarak azalmigtir. TAS ise
BLM grubunda azalmigtir, PD29, upadacitinib ve PD29 +
upadacitinib gruplarinda ise anlamli olarak artmistir.

Sonu¢: Bir JAK-kinaz inhibitori olan Upadacitinib’in,
sklerodermada bobrek dokusunda oksidan hasara karsi pozitif
etkisi olabilir. Bunun yaninda skleroderma’da PD29’un da
oksidatif hasara ve inflamasyona etkisi olasidir.

Anahtar Kelimeler: Skleroderma, PD-29,
Oksidatif stres, Inflamasyon

OP12: SIGNIFICANCE OF MEASURING THE
PROINFLAMMATORY RESPONSE BIOMARKERS IN
COVID-19 PATIENTS

[COVID-19 HASTALARINDA PROINFLAMATUAR
YANIT BiYOBELIRTECLERININ OLCULMESININ
ONEMI]

Ozlem DEMIRELCE?, Parvana MIKAILOVA!, Meltem
KILERCIK!, Mustafa SERTESER!

Upadacitinib,

!Acibadem Labmed Clinical Laboratories, igerenkdy Mah.
Kayisdagi Cad.No:32-36B Atasehir, Istanbul

Objectives: In the management of COVID-19, bio-
inflammatory cytokines (IL-6 and others) can be measured as
inflammatory markers to detect conditions in response to
treatment, risk assessment, monitoring disease progression,
prognosis determination and treatment selection.

The purpose of this study is to identify changes in inflammation
markers of COVID-19 patients and to determine whether it
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should be used as a prognosis marker.

Materials-Methods: Three groups of the patients consisting of
138 patients (12 non-survived, 35 severe and 91 mild/moderate)
aged 16 to 86 years who were diagnosed with COVID-19 by real-
time polymerase chain reaction were included in the study. Acute
phase serum levels such as CRP, D-Dimer, Ferritin, IL-1B and
IL-6 were measured and compared in serum samples taken from
these patients. It was examined whether these parameters can be
a biomarker that can be monitored for the course of the disease.
IL-6 and ferritin were measured with CLIA, D-dimer
immunassay, CRP with photometry and IL1-B was measured
with flow cytometry methods.

Results: It has been observed that all parameters, except for
ferritin (P=0.94), increase significantly during the transition from
mild to severe form of the disease. (CRP P:0.005, D-Dimer
P<0.0001, IL-1B P:0.03, IL-6 P:0.002). A significant difference
was observed in the levels of CRP, IL-6 and D-Dimer in the
patient survival. (P=0.003, P=0.03, P:0,0001). According to our
results, the use of IL-1B in the prognosis monitoring of patients
with severe forms was not found to be significant (P:0.48).

ROC curve analysis showed that the area under the ROC curve
(AUC) of CRP, D-Dimer and IL-6 was 0.645 (0,559 to 0,725),
0.637 (0,551 to 0,717) and 0.663 (0,577 to 0,741) respectively,
and the cutoff values were >3.77 (sensitivity, 72.3%; specificity,
55%), >0.48 (sensitivity 68.1%; specificity, 57.1%) and <14.9
(sensitivity, 65,9%; specificity, 62.6%), respectively.

Conclusions: Our results confirmed that the dynamic change in
IL-6, CRP, D-Dimer can be used as a marker for disease
monitoring in patients with severe COVID-19.

Keywords: IL-6, IL-1B, COVID-19

Amag: COVID-19'un yonetiminde biyo-inflamatuar sitokinler
(IL-6 ve digerleri) tedaviye yanit olarak durumlari saptamak, risk
degerlendirmesi, hastalik ilerlemesini izlemek, prognoz tayini ve
tedavi se¢imi i¢in inflamatuar belirtecler olarak olgiilebilir.

Bu calismanmm amaci, COVID-19 hastalarinin inflamasyon
belirteglerindeki degisiklikleri tanimlamak ve prognoz belirteci
olarak kullanilip kullanilmayacagini belirlemektir.

Gerec-Yontem: Caligmaya, ger¢ek zamanli polimeraz zincir
reaksiyonu ile COVID-19 tanisi alan 16 ila 86 yaslar1 arasindaki
138 hastadan (12 sag kalmayan, 35 siddetli ve 91 hafif/ orta)
olusan ii¢ hasta grubu dahil edildi. Bu hastalardan alinan
orneklerinde CRP, D-Dimer, Ferritin, IL-1B ve IL-6 gibi akut faz
serum diizeyleri Ol¢iildii ve karsilagtirildi. Bu parametrelerin
hastaligin seyri agisindan izlenebilecek bir biyobelirteg olup
olamayacag1 incelendi. IL-6 ve ferritin CLIA ile, D-dimer
immunassay ile, CRP fotometri ile ve IL1-B ise akim sitometri
yontemleriyle dl¢tildii.

Bulgular: Hastaligin hafiften siddetli formuna gegiste ferritin
(P=0.94) hari¢ tlim parametrelerin anlamli derecede arttig1
gbzlenmistir. (CRP P:0.005, D-Dimer P <0,0001, IL-1B P:0.03,
IL-6 P:0.002). Hastanin sag kaliminda CRP, IL-6 ve D-Dimer
diizeylerinde anlamli fark gozlendi. (P= 0,003, P= 0,03, P=
0,0001). Sonuglarimiza gore, siddetli formdaki hastalarin
prognoz izleminde IL-1B kullanim1 anlamli bulunmadi (P=0.48).

ROC analizi sonucunda CRP, D-Dimer ve IL-6 nin sirasiyla
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AUC degerleri 0.645 (0,559 to 0,725), 0.637 (0,551 to 0,717) ve
0.663 (0,577 to 0,741) iken cut-off degerleri ise >3.77
(sensitivite, 72.3%; spesifisite, 55%), >0.48 (sensitivite 68.1%;
spesifisite, 57.1%) and <14.9 (sensitivite, 65,9%; spesifisite,
62.6%) idi.

Sonug¢: Sonuclarimiz, IL-6, CRP, D-Dimer diizeylerindeki
dinamik degisimin, siddetli COVID-19 olan hastalarda hastalik
izlemesi i¢in bir belirteg olarak kullanilabilecegini dogrulamistir.

Anahtar Kelimeler:IL-6, IL-1B, COVID-19

OP13: EFFECTS OF PPARy ACTIVATION ON
VARIOUS PATHWAYS IN BRAINSTEM OF
HYPERTENSIVE RATS

[PPARy AKTIVASYONUNUN HIiPERTANSIF
SICANLARIN BEYINSAPINDA CESIiTLI YOLAKLARA
ETKISI]

Nazlican SEREN?, Ima DOVINOVAZ, Miroslav
BARANCIK?, Guliz ARMAGAN?

! Ege University, Institute of Health Sciences, Department of
Biochemistry, 1zmir, Turkey

2 Centre of Experimental Medicine, Slovak Academy of
Science, Dubravska cesta 9, 841 04 Bratislava, Slovakia

3 Ege University, Faculty of Pharmacy, Department of
Biochemistry, Izmir, Turkey

Obijectives: In this study, we aimed to investigate the alteration
in the levels of tight junction proteins and inflammatory proteins
(TNFa and IL-1B) in brainstem, a region associated with
hypertension, following PPARY activation

Materials-Methods: Animals were divided into four groups
namely spontaneous hypertensive rats (SHR) (n=6), PPARy
agonist  (pioglitazone) treated SHRs (n=6), borderline
hypertensive rats (BHR) (n=6) and PPARY agonist (pioglitazone)
treated BHRs (n=6). The mMRNA levels of tight junction proteins
(occludin, claudin-1, claudin-2, claudin-12, ZO-1) were
measured in the brainstem using real-time PCR technique. In
addition, the effect of the treatment on neuroinflammation was
evaluated using the ELISA.

Results: The levels of TNFa and IL-1B in brainstem of
pioglitazone-treated SHRs were significantly decreased
(p<0.05). Results from this study confirm higher occludin,
claudin-2 and claudin-12 mRNA expressions in brainstem of
BHRs when compared to SHRs (1.38-fold, 7.50-fold and 1.73-
fold, respectively). On the other hand, pioglitazone was found
more effective in terms of regulating gene expression in SHR
group. Pioglitazone significantly increased mRNA levels of
occludin (8.27-fold), claudin-2 (3.16-fold) and claudin-12 (1.89-
fold) accompanied with decreased proinflammatory factor levels
in SHR group (p<0.05).

Conclusions: Within the scope of this study, the effect of PPARy
activation on tight junction proteins was investigated in
hypertension. The responses in indicated parameters were
compared in different experimental models of hypertension
(spontaneous and borderline). Our work has led us to conclude
that alterations in the gene expression of tight junction proteins
in the brainstem following PPARy activation may contribute to
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neuroprotection in essential hypertension.

This research was funded by Ege University Research
Foundation (BAP) under grant number TYL-2020-21726 and
VEGA 2/0158/20.

Keywords: hypertension, neuroinflammation, PPARy, tight
junction proteins

Amagc: Calismada hipertansiyonla iligkili beyin bolgesi olan
beyin sapinda PPARy aktivasyonu sonrasi siki baglanti
proteinleri ve inflamasyon (tiimor nekroz faktdriia (TNFa) ve
interlokin-1p (IL-1P)) ile iliskilendirilen birtakim proteinlerdeki
degisim incelenmistir.

Gere¢-Yontem: Calismada spontan hipertansif siganlar (SHR)
(n=6), PPARY agonisti (pioglitazon) uygulanmig SHR sicanlar
(n=6), borderline hipertansif sicanlar (BHR) (n=6) ve PPARy
agonisti (pioglitazon) uygulanmis BHR si¢anlar (n=6) olmak
tizere 4 grup yer almaktadir. Siki baglanti proteinlerine
(occludin, claudin-1, claudin-2, claudin-12, ZO-1) ait mRNA
diizeyleri ger¢ek zamanli polimeraz zincir reaksiyonu (real-time
PCR) teknigi kullanilarak siganlarin beyin sapinda 6l¢iilmiistiir.
Ayrica uygulamanin ndroinflamatuar siireclere etkisi IL-1f ve
TNFa araciligiyla ELISA yontemi kullanilarak
degerlendirilmistir.

Bulgular: Pioglitazon uygulanmig SHR’lerin beyin sapinda
TNFa ve IL-1B degerleri SHR grubu ile karsilastirildiginda
anlamli diizeyde disiik bulunmustur (p<0.05). SHR ile
karsilastirlldiginda; BHR beyin sapinda occludin, claudin-2 ve
claudin-12 mRNA diizeyleri sirasiyla 1,38, 7,50 (p<0.05) ve 1,73
(p>0.05) kat yiiksek bulunmakla birlikte pioglitazonun SHR’de
daha etkili oldugu tespit edilmistir. SHR gruplarinda pioglitazon;
occludin (8,27 kat) claudin-2 (3,16 kat) ve claudin-12 (1,89 kat)
mRNA diizeylerini arttirirken proinflamatuvar belirtegleri
istatistiksel olarak anlamli sekilde azaltmigtir (p<0,05).

Sonu¢: Calisma  kapsaminda  hipertansiyonda PPARy
aktivasyonunun siki  baglanti proteinleri ve beraberinde
inflamasyon iizerine etkisi arastirilmig, farkli deneysel
hipertansiyon modellerinde (spontan ve borderline) s6z konusu
parametrelerdeki yanit karsilagtirilmigtir. Calismamiz, PPARy
aktivasyonunu takiben beyin sapinda siki baglanti proteinlerinin
gen ekspresyonundaki degisikliklerin esansiyel hipertansiyonda
noral korumaya katkida bulunabilecegi sonucuna varmamizi

saglamistir.

Bu calisma Ege Universitesi Bilimsel Arastirma Projeleri
Koordinasyon Birimi (TYL-2020-21726) ve Slovakya Bilimsel
Projeler Destekleme Ajanst VEGA (2/0158/20) tarafindan
desteklenmistir.

Anahtar Kelimeler: hipertansiyon, néroinflamasyon, PPARy,
sik1 baglant1 proteinleri
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OP14: ASSESSMENT OF THE RELATIONSHIP
BETWEEN NEUTROPHIL PERCENTAGE-TO
ALBUMIN RATIO AND NEPHROPATHY IN PATIENTS
WITH DIABETES MELLITUS

[DIABETES MELLITUS HASTALARINDA NOTROFiL
YUZDESI-ALBUMIN ORANI [LE NEFROPATI
ARASINDAKI iLiSKININ DEGERLENDIRILMESI]

Yasemin ERDOGAN DOVENTAS,! Esma OZDEMIR?,
Hikmet ZIBA!, Sila ATAC?, Macit KOLDAS!

!Medical Biochemistry at SBU Haseki Training and Research
Hospital, Istanbul, Turkey

Objective: Among patients with diabetic nephropathy (DN),
there was no evidence to confirm the prognostic significance of
the neutrophil percentage-albumin ratio (NPAR). We
hypothesized that NPAR plays a role in the incidence of DN in
diabetic patients.

Materials-Methods: ~ We extracted 6 months of diabetes
mellitus (DM) data from the hospital database between
September 2020 and February 2021, expressed as NPAR,
neutrophil percentage/albumin. For statistical analysis, SPSS
15.0 for Windows program was used for the statistical analysis.
Descriptive statistics: numbers and percentages for categorical
variables; mean, standard deviation, minimum, maximum,
median, and interquartile range for numerical variables.
Comparisons of numerical variables between two independent
groups were made using the Mann-Whitney U test since the
normal distribution condition was not met. Cutoff values were
analyzed by ROC Curve Analysis. The alpha significance level
was accepted as p 0.05.

Results: The areas under the curve of the neutrophil albumin
ratio were 0.664 (95% CI: 0.638-690) for proteinuria. Alc
Normal-0.682 (95% CI: 0.637-0.726) for Alc Pathological-
Proteinuria, 0.617 (95% CI: 0.617-0.683), 0.694 (95% CI: 0.661-
0.726) for Microalbuminuria, 0.717 (95% CI: 0.656-0.778) and
0.679 (95% CI: 0.639-0.719) for Alc Pathologic-
Microalbuminuria. 61.1% sensitivity and 61.1% specificity of
1,374, Alc Normal-Proteinuria 63.1% sensitivity, 63%
specificity, 1,373, Alc Pathological-Proteinuria 60.1%
sensitivity, 58.9% specificity, 1,375, for microalbuminuria
64.8% with 64.5% specificity, 1,398, for Alc Normal-
Microalbuminuria 0% It was found to be 1,398 with a specificity
of 6. The ratio of neutrophil albumin was statistically
significantly higher in patients with proteinuria and
microalbuminuria compared to patients without, and in patients
with al1C pathological compared to those with normal alC (p
0.001 p 0.001).

Conclusion: The Neutrophil Percent/Albumin Ratio is
associated with the risk of the formation of DN in diabetic
patients.

Keywords:  Diabetes  mellitus, diabetic
inflammation, neutrophil percent-albumin ratio

nephropathy,

Amag: Diyabetik nefropatili (DN) hastalarda, nétrofil yiizdesi-
alblimin oranmin (NPAR) prognostik dnemini dogrulayacak
hicbir kanit yoktu. NPAR'In diyabetik hastalarda DN
insidansinda rol oynadigini varsaydik.
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Gere¢-Yontem: Eyliil 2020 ile Subat 2021 arasinda hastane veri
tabanindan 6 aylik Diabetes Mellitus (DM) verilerini ¢ikardik.
[statistics analiz i¢in SPSS 15.0 for Windows program kullanilda.
Tanimlayici istatistikler; kategorik degiskenler i¢in saylar ve
ylizdeler, sayisal degiskenler icin ortalama, standard Sapma,
minimum, maximum, medyan, ¢eyrekler arasi aralik. Normal
dagilim kosulu saglanmadig: i¢in iki bagimsiz grup arasindaki
sayisal degiskenlerin karsilastirmalart Mann Whitney U testi
kullanilarak yapilmistir. Cutoff degerleri ROC Curve Analysis
ile analiz edilmistir. Alfa anlamlilik diizeyi p 0,05 olarak kabul
edildi.

Bulgular: Nétrophil albiimin oran egrisinin altinda kalan alanlar
proteinuria i¢in 0.664 (%95 GA: 0.638-690) idi. Alc Normal-
0.682 (%95 CI: 0.637-0.726), Alc Patolojik-Proteiniiri igin
0.650 (%95 GA: 0.617-0.683), Microalbuminuria i¢in 0.694
(%95 GA: 0.661-0.726), Alc Normal-igin 0.717 (95), Alc
Patolojik-Microalbiiminiiri i¢in % CI: 0.656-0.778) ve 0.679
(%95 GA: 0.639-0.719). Proteiniiri i¢in notrofil albiimin oran
esik degerleri %61,1 duyarlik %61,1 ozgiillik 1.374, Alc
Normal-Proteinuria %63, 1 duyarlk %63 ozgiillik 1.373, Alc
Patolojik-Proteiniiri %60,1 duyarlik %58,9 o6zgiillik 1.375,
Microalbuminuria i¢in %64,8 ile 64,5 % o6zgiillik 1.398, Alc
icin Normal-Microalbuminuria i¢in %0 %70,7 ile %66,3
ozgillik. 1.398, Alc icin Patolojik, i¢in %62,2 ile %62,6
ozgiillik ile 1.398 olarak bulundu. neutrophil albiimin oran
proteiniirisi ve macroalbuminuric olan hastalarda olmayanlara
gore ve alc patolojisi olan hastalarda normal alc olanlara gore
istatistiksel olarak anlamli derecede yiiksekti (p 0,001).

Sonuglar: Neutrophil Yiizdesi/Albiimin Oran
hastalarda DN olugumu riski ile iliskilidir.

diyabetik

Anahtar Kelimeler: Diabetes mellitus, diyabetik nefropati,
inflamasyon, nétrofil yilizdesi-albiimin orant

OP15: INVESTIGATION OF RELATIONSHIP
BETWEEN PLASMA NITRIC OXIDE LEVELS AND
NONSUICIDAL SELF-INJURY BEHAVIOR IN
ADOLESCENTS

[PLAZMA NiTRIiK OKSIiT SEVIYELERI iLE KENDINE
ZARAR VERME DAVRANISI ARASINDAKI
ILISKILININ ARASTIRILMASI]

Fatih HUNC?, Nursu CAKIN MEMIK?, Meltem OZLEN
DILLIOGLUGIL!?

1Kocaeli University School of Medicine, Department of
Biochemistry, Kocaeli, Turkey

2 Kocaeli University, School of Medicine, Department of Child
and Adolescent Mental Health and Diseases, Kocaeli, Turkey

Objectives: Nitric oxide is a small free radical, generated by
concurrent release in conversion reaction of arginine to citrulline
catalysed by nitric oxide synthases (NOS). NO, as an important
signalling molecule performs ubiquitious biological roles in
vasodilatation, inflammation, and  neurotransmission.
Nonsuicidal self-injury (NSSI), which is a common
neuropsychiatric disorder especially among adolescents all over
the world, is thought to be related with disregulation of
endogenous opioid system and particulary B-EP as its
neurochemical basis. Both modulation the nitricoxidergic
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pathway via inhibition in CNS&PNS and impact on endothelial
cells (ECs) and peripheral blood mononuclear cells (PBMCs) via
u-1 receptor, B-EP, which levels were decreased in NSSI
patients, is responsible for inhibitory control of NO release. In
this research it was aim to evaluate the relationship between
plasma levels of NO and non-suicidal self-injury behavior in
adolescents.

Materials-Methods: All adolescent subjects included in the
study received clinical examination and psychiatric assessment
in Kocaeli University Child and Adolescent Psychiatry Clinic,
between May — October 2020. Participants comprised 31 NSSI
patients and 32 non-NSSI control subjects. Plasma samples were
obtained and used for biochemical analysis. Plasma NO levels
were determined by colorimetric method using the Griess
reaction. TNF-a levels were analysed with ELISA method
according to the kit manufacturer's instructions (Cat.No
EO0082Hu, BT-LAB, China). The statistical analysis was
performed with GraphpadPrism v9.0 sofware. P values were
determined by two independent sample t-test.

Results: Plasma NO levels were found to be statistically higher
in NSSI group compared to control group while TNF-a levels
were found to be statistically indifferent. Gender and age of the
participants were found to be no impact on NO and TNF-a levels
as variables.

Conclusions: NSSI, as a neuropschiatric disorder, associated
with EQS dysregulation, is also connected to the pathology of
nociception and anti-nociception modulation in the central and
peripheric nervous system, and non-neuronal cells (ECs,
PMBCs). Thus, elevated plasma NO levels may be related to
deficient B-EP due to the inability of suppression of NO release.

Keywords: Nitric oxide, neuroinflammation, nonsuicidal self-
injury, adolescent, mental health

Amag: Nitrik oksit (NO), nitrik oksit sentazlar tarafindan
katalizlenen arjininin sitriiline doniisiim reaksiyonu sirasinda
sentezlenen ve saniyeler igerisinde metabolize olan, kiigiik
serbest radikal molekiiliidiir. Vazodilatasyon, enflamasyon, sinir
iletimi vd. c¢esitli biyolojik rollerde, intraseliiler sinyal
iletiminden sorumludur. Diinya genelinde adélesanlarda 6nemli
bir noropsikiyatrik hastalik olan kendine zarar verme
davranisinin  (KZVD) ndrokimyasal patogenezinde endojen
opioid sistem (EOS) ve oOzellikle de beta-endorfin (B-EP)
sorumlu tutulmaktadir. SSS’de nitrikoksiderjik yol yani sira,
endotel hiicreleri ve monosit, ntrofil ve lenfosit hiicrelerinde p-
1 reseptorleri lizerinden NO salinimini kontrol etmekte olan (-
EP’nin KZVD olgularinda diisiikk oldugu bilinmektedir. Bu
caligmada KZVD olan addlesan grupla akranlarinin, plazma NO
seviyeleri agisindan farkli olup olmadiklarinin arastiriimasi
amaclanmistir.

Gere¢-Yontem: Kocaeli Universitesi Cocuk ve Ergen Ruh
Saghgi kliniginde Mayis-Ekim 2020 tarihlerinde muayene
edilerek KZVD tanisi alan 31 ¢ocuk hasta ile KZVD olmayan 32
adolesan kontroliin dahil edildigi bu ¢alismada, katilimcilardan
toplanan plazma Orneklerinde kolorimetrik ydntemle NO
diizeyleri belirlenirken, TNF-a 6l¢iimleri ELISA yontemiyle kit
kilavuzuna (Kat.no: EO0082Hu, BT-LAB, Cin) gore
gerceklestirilmigtir.  Verilerin istatistiksel analizi, Graphpad
Prism 9.0 yaziliminda bagimsiz orneklem t testi kullanilarak
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gergeklestirilmistir.

Bulgular: KZVD olan adélesan grupta NO seviyeleri kontrol
grubuna gore istatistiksel olarak anlamli gekilde yiiksek
bulunmustur (p= 0,0393). TNF-a seviyeleri agisindan gruplar
arasinda istatistiksel anlamli fark saptanmamistir. Cinsiyet ve
yasin degisken olarak NO ve TNF-q diizeyleri iizerine etkisiz
olduklar1 saptanmustir.

Sonug: EOS regiilasyon bozukluguna bagli bir néropsikiyatrik
hastalik olan KZVD’nin, merkezi ve ¢evresel sinir sisteminde
agr1 ve antinosisepsiyonun modiilasyonundaki patolojiye ek B-
EP’nin endotel hiicreleri ve periferik kan mononiikleer
hiicrelerinde NO sekresyonu iizerindeki inhibitér etkisinin
azalmasi dolayisiyla yiiksek plazma NO seviyeleri ile iligkili
olabilecegi diisiiniilebilir.

Anahtar Kelimeler: Nitrik oksit, noroenflamasyon, kendine
zarar verme davranisi, Addlesan, ruh sagligi

OP16: EVALUATION WITH ROC ANALYSIS,
LOGISTICS REGRESSION ANALYSIS AND OTHER
STATISTICAL TESTS ANALYSIS OF
RETROSPECTIVE RESULTS OF BIOCHEMISTRY
LABORATORY RESULTS, ANALYSISED IN COVID-19
INFECTED SERUM OR PLASMA (CRP,
PROCALCITONIN, FERRITIN, D-DIMER,
FIBRINOGEN, AST, ALT, LDH)

[COVID-19 ILE ENFEKTE SERUM VEYA PLAZMADA
ANALIZ EDILEN (CRP, PROKALSITONIN, FERRITIN,
D-DIMER, FiBRINOJEN, AST, ALT, LDH) BiYOKIiMYA
LABORATUVAR SONUCLARININ RETROSPEKTIF
OLARAK ROC ANALIZi, LOJiSTIK REGRESYON
ANALIZi VE DIiGER iSTATIiSTiKi TESTLER iLE
DEGER]

Mustafa Fatih HAYIRLIOGLU?, Mehmet GURBILEK?,
Metin DOGAN?

! Necmettin Erbakan University, Meram Faculty of Medicine,
Department of Medical Biochemistry, Konya, Turkey
2 Necmettin Erbakan University, Meram Faculty of Medicine,
Department of Medical Microbiology, Konya, Turkey

Objectives: A new type of coronavirus that emerged in Wuhan,
China at the end of 2019, caused the Covid-19 (SARS-COV?2)
pandemic. Common cold symptoms are seen, but in more severe
cases, pneumonia, Acute Respiratory Distress Syndrome
(ARDS), coagulopathy, multi-organ failure are seen, and it
causes death in the course of time. In this study, among the
laboratory parameters followed in cases diagnosed with Covid-
19 and followed in home isolation, service and intensive care
unit; It is aimed to retrospectively evaluate CRP, procalcitonin,
ferritin, D-Dimer, fibrinogen AST, ALT and LDH levels with
ROC and other statistical analyzes in terms of predicting
mortality in the treatment and follow-up of the disease.

Materials-Methods: Between 01.04.2020 and 01.10.2020, the
patients who applied to Necmettin Erbakan University Meram
Medical Faculty Hospital with cold symptoms and were
diagnosed with Covid-19 with RT-PCR positivity, were analyzed
from Covid-19 infected serum and plasma. The results of the
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biomarkers were examined. Demographic data, vital signs and
laboratory findings of the cases were compared. The results were
statistically evaluated with the SPSS 22.0 package program.

Results: 300 cases who received home isolation, service and
supportive treatment in the intensive care unit were included in
the study. Crp, Pct, D-dimer, ferritin, fibrinogen, LDH, AST and
ALT values were found to be statistically significant. According
to the results of ROC (Receiver Operating Characteristic)
analysis performed to determine the predictive values of
laboratory parameters that were significant as a result of
univariate statistical analysis, Crp (0.890775), Pct (0.86795), D-
dimer (0.856975), ferritin (0.836975), LDH (0.7829), fibrinogen
(0.773925), AST (0.685925) and ALT (0.594025) were found.

Conclusions: The high mutation ability of SARS-CoV-2 makes
it difficult to control the pandemic. Therefore, early diagnosis of
the disease has gained importance for the treatment of patients
with high mortality risk. According to the ROC results we
obtained in this study, it supports that CRP, Procalcitonin,
Ferritin, D-dimer and LDH levels can be used as effective
parameters in determining the prognosis and mortality risk in
Covid-19 patients.

Keywords: COVID-19, pandemic, biomarker, ROC analysis

Amag: 2019 yili sonlarinda Cin’in Wuhan kentinde ortaya ¢ikan
yeni bir koronaviriis tiirii Covid-19 (SARS-CoV-2) pandemisine
yol agmustir. Yaygin olarak soguk alginlig: belirtileri goriilmekle
birlikte daha ciddi vakalarda, pndmoni, Akut Respiratuar Distres
Sendromu (ARDS), koagiilopati, ¢oklu organ yetmezligi
goriiliirken ilerleyen siirecte 6lime neden olmaktadir. Bu
calismada, Covid-19 tanist alan, evde izolasyon, servis ve yogun
bakim {nitesinde takip edilmis olan vakalarda izlenen
laboratuvar parametrelerinden; CRP, prokalsitonin, ferritin, D-
Dimer, fibrinojen AST, ALT ve LDH diizeylerinin hastaligin
tedavi ve takibinin mortaliteyi ongérmesi agisindan ROC ve
diger istatiksel analizler ile retrospektif olarak degerlendirilmesi
amaglanmustir.

Yontem: Caligmaya 01.04.2020 ile 01.10.2020 tarihleri arasinda
N. E. U. Meram Tip Fakiiltesi Hastenesi’ne soguk alginlig
belirtileriyle bagvuruda bulunmus ve RT-PCR pozitifligi ile
Covid-19 tanis1 alan vakalardan istenilen, Covid-19 ile enfekte
serum ve plazmadan analiz edilen biyobelirteclerin sonuglart
incelenmistir. Vakalarin demografik verileri, vital bulgular,
laboratuvar bulgulart karsilagtirilmistir. Sonuglar SPSS 22.0
paket programu ile istatistiksel olarak degerlendirilmistir.

Bulgular: Calismaya evde izolasyon, servis ve yogun bakim
iinitesinde destek tedavisi alan 300 vaka dahil edilmistir. Crp,
Pct, D-dimer, ferritin, fibrinojen, LDH, AST ve ALT degerleri
istatistiksel olarak anlamli bulunmustur. Tek degiskenli
istatistiksel analiz sonucunda anlamli ¢ikan laboratuvar
parametrelerinin prediktif degerlerinin belirlenmesi i¢in yapilan
ROC (Receiver Operating Characteristic) analizi sonuglarina
gore Crp (0.890775), Pct (0.86795), D-dimer (0.856975), ferritin
(0.836975), LDH (0.7829), fibrinojen (0.773925), AST

(0.685925) ve ALT (0.594025) bulunmustur.

Sonu¢: SARS-CoV-2’nin mutasyon yeteneginin ¢ok yiiksek
olmasi pandeminin kontroliinii zorlastirmaktadir. Dolayisiyla
hastaligin erken donemde taninmasi, mortalite riski yiiksek
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hastalarin tedavisi agisindan onem kazanmistir. Bu ¢alismada
elde ettigimiz ROC sonuglarma gore, klinikte CRP,
Prokalsitonin, Ferritin, D-dimer ve LDH diizeylerinin Covid-19
hastalarinda prognoz ve mortalite riskinin belirlenmesinde
efektif  birer  parametre olarak  kullanilabilecegini
desteklemektedir.

Anahtar Kelimeler: COVID-19, pandemi, biyobelirteg, ROC
analizi

OP17: POSSIBLE PROPHYLACTIC OR THERAPEUTIC
EFFECTS OF BORIC ACID ON SEPSIS INDUCED
HEPATIC INJURY

[BORIK ASITiN SEPSiS KAYNAKLI KARACIGER
HASARI UZERINDEKI OLASI PROFILAKTIK YA DA
TERAPOTIK ETKILERI]

Ezgi KAR?, Fatih KAR?, Betul CAN3, Gamze GULER*, Ayse
CAKIR GUNDOGDU?®, Cansu OZBAYERS, Fatma Emel
KOCAK’, Hakan SENTURK*

IKiitahya Health Science University, Training and Research
Center, Kiitahya, Turkey

%Kiitahya Health Sciences University, Faculty of Engineering
and Natural Sciences, Department of Basic Sciences, Kiitahya,
Turkey

3Eskisehir Osmangazi University, Faculty of Medicine,
Department of Medical Biochemistry, Eskisehir, Turkey
4Eskisehir Osmangazi University, Faculty of Art and Sciences,
Department of Biology, Eskisehir, Turkey

Department of Histology and Embryology, Faculty of
Medicine, Kiitahya Health Science University, Kiitahya, Turkey
®Kiitahya Health Science University, Faculty of Medicine,
Department of Medical Biology, Kiitahya, Turkey

’Kiitahya Health Science University, Faculty of Medicine,
Department of Medical Biochemistry, Kiitahya, Turkey

Objectives: It was aimed to investigate the possible prophylactic
or therapeutic effects of boric acid (BA) on sepsis-induced
hepatic damage induced by administration of lipopolysaccharide
(LPS) in rat livers.

Materials-Methods:32 Spraque-Dawley male rats were divided
into four groups. No treatment was applied to the control group,
and 1 mg/kg dose of LPS was administered i.p. to the LPS group.
For the prophylactic effect, 100 mg/kg BA was given to the
animals by gavage one hour before LPS administration
(LPS+BAP group). For the therapeutic effect, 100 mg/kg BA was
given to the animals by gavage one hour after the LPS
administration (LPS+BAT group). MDA, MPO, GSH, IL-6, IL-
10, TAS, TOS, cytochrome-c (CYC), caspase-3 (CASP-3), and
SEMAZA levels were measured by ELISA for the examination
of the inflammatory response, oxidative damage and apoptosis
levels in liver tissues taken from rats. For histopathological
changes, 4 um thick sections from paraffin-embedded liver
samples were stained with H&E, examined under a light
microscope.

Results: MDA, MPO, IL-6, CYC, CASP-3, SEMA3A, and TOS
levels were significantly higher in the LPS group. GSH, 1L-10
and TAS levels were significantly reduced in the LPS group
inversely. It was observed that the application of BA caused
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statistically significant changes in these parameters compared to
the LPS group. Also, the ameliorative effect of BA was higher in
the prophylactic group compared to the therapeutic group
histopathologically and biochemically.

Conclusions: In our study, it has been shown that the application
of BA in sepsis-induced hepatic injury has better prophylactic
effectiveness.

Keywords: Boric acid, sepsis, hepatic injury, prophylactic,
therapeutic

Amac: Bu caligmada, sican karacigerlerinde lipopolisakkarit
(LPS) uygulamasi ile olusturulan sepsis kaynakli karaciger
hasarinda borik asidin (BA) olasi profilaktik ya da terapdtik
etkilerinin aragtirllmasi amaglanmustir.

Gere¢-Yontem: 32 Spraque-Dawley erkek sigan dort gruba
ayrildi. Kontrol grubuna herhangi bir uygulama yapilmazken
LPS grubu hayvanlara 1 mg/kg dozda LPS i.p olarak uygulandi.
Profilaktik etki i¢in hayvanlara LPS uygulamasindan bir saat
once gavaj yoluyla 100 mg/kg BA verildi (LPS+BAP grubu).
Terapotik etki i¢in hayvanlara LPS uygulamasindan bir saat
sonra gavaj yoluyla 100 mg/kg BA verildi (LPS+BAT grubu).
Inflamatuar cevap, oksidatif hasar ve apoptoz seviyelerinin
incelenmesi i¢in siganlardan alinan karaciger dokularindaki
MDA, MPO, GSH, IL-6, IL-10, TAS, TOS, sitokrom-c (CYC),
kaspaz-3 (CASP-3) ve SEMA3A diizeyleri ELISA ile ol¢iildi.
Histopatolojik analizler i¢in, parafine gomiilmiis karaciger
orneklerinden alman 4 pm kalinh@indaki kesitler H&E ile
boyandi ve 151k mikroskobu altinda incelendi.

Bulgular: MDA, MPO, IL-6, CYC, CASP-3, SEMA3A ve TOS
diizeyleri LPS grubunda anlamli olarak yiiksekti. GSH, IL-10 ve
TAS seviyeleri ise anlamli olarak azalmis olarak bulundu. BA
uygulamasinin LPS grubuna gore bu parametrelerde istatistiksel
olarak anlamli degisikliklere neden oldugu gozlendi. Ayrica hem
histopatolojik hem de biyokimyasal olarak terapdtik gruba gore
profilaktik grupta BA'nin etkisinin daha yiiksek oldugu goriildii.

Sonug: Calismamizda sepsis kaynakli karaciger hasarinda BA
uygulamasinin daha iyi profilaktik etkinlige sahip oldugu
gosterilmistir.

Anahtar Kelimeler: Borik asit, sepsis, karaciger hasari,
profilaktik, terapotik

OP19: THE ASSESSMENT OF PREANALYTICAL
ERRORS BY FAILURE REPORTING AND
CORRECTIVE ACTION SYSTEM

[PREANALITIK HATALARIN ARIZA RAPORLAMA VE
DUZELTICi FAALIYET SiSTEMI iLE
DEGERLENDIRILMESI]

Hikmet Can CUBUKCU!, Kamil Taha UCAR?

'General Directorate of Health Services, Autism, Special
Mental Needs and Rare Diseases Department
2Bilecik Public Health Laboratory

Objectives: Preanalytical errors constitute significant errors
within the total testing process. The present study was aimed to
conduct the risk analysis of a public health laboratory's
preanalytical errors.
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Materials-Methods: The frequencies of eight preanalytical
errors belonging to 2021 were obtained from laboratory
information and management software. Failure Reporting and
Corrective Action System (FRACAS) was implemented on these
errors according to the Clinical and Laboratory Standards
Institute EP18A2 document using error frequency and severity.
Then, the Pareto graph was drawn to determine which errors
contributed to over 80 percent of the preanalytical errors. Next,
the risk matrix was generated in the line of 1SO 22367 to figure
out acceptable and unacceptable errors. Finally, the risk priority
number (RPN) was calculated to incorporate detectability into
risk analysis for each error.

Results: Errors including clotted samples, hemolyzed samples,
insufficient sample volume, inappropriate storage conditions,
wrong sample collection device, and inappropriate transportation
were contributed to at least 80 percent of preanalytical errors and
found to be considered within acceptable risk if reasonably
reduced according to the risk matrix. In addition, when
detectability was included in risk analysis via RPN calculation,
all errors were found within the acceptable low-risk category
(RPN <25).

Conclusions: The present study showed our public health
laboratory's most critical preanalytical errors, which were
regarded to have acceptable low risk.

Keywords: Risk, Risk Assessment,

Management

Laboratory, Quality

Amac: Preanalitik hatalar, toplam test siireci igerisinde onemli
rol oynamaktadir. Bu ¢alismada, bir halk saglig1 laboratuvarinin
preanalitik hatalarinin risk analizinin yapilmasi amaglamistir.

Gerec-Yontem: 2021 yilina ait sekiz preanalitik hatanin
sikliklar1 laboratuvar bilgi ve ydnetim yazilimindan elde
edilmistir. Bu hatalar tizerinde, Klinik ve Laboratuvar
Standartlar1 Enstitiisi EP18A2 rehberine uygun olarak hata
sikligr ve siddeti kullanilarak Ariza Raporlama ve Diizeltici
Faaliyet Sistemi uygulandi. Ardindan, preanalitik hatalarin
ylizde 80’inden fazlasina hangi hatalarin katkida bulundugunu
belirlemek i¢in Pareto grafigi ¢izildi. Sonrasinda, 53abul
edilebilir ve 53abul edilemez risk olusturan hatalar1 tespit etmek
icin ISO 22367 dogrultusunda risk matrisi olusturuldu. Son
olarak, her hata igin tespit edilebilirlik, risk analizine dahil ederek
risk 6ncelik numarasi hesaplanmistir.

Bulgular: Pihtili numuneler, hemolizli numuneler, yetersiz
numune hacmi, uygun olmayan saklama kosullari, yanlis
numune toplama tiipli ve uygun olmayan tasima gibi hatalarin,
preanalitik hatalarin en az ytizde 80’ini olusturdugu tespit edildi
ve risk matrisi uygulandiginda makul 6l¢iide azaltilirsa 53abul
edilebilir risk icerisinde degerlendirilebilecegi gosterildi. Ayrica,
risk Oncelik numarasi hesabi yoluyla risk analizine tespit
edilebilirlik dahil edildiginde, tiim hatalarmn 53abul edilebilir
diisiik risk kategorisinde (<25) bulundugu tespit edildi.

Sonuc: Bu ¢alismada, halk saglig1 laboratuvarimizda kayit altina
alimanan preanalitik hatalarin kritik olanlar1 tespit edilmis ve
tlimiiniin 53abul edilebilir diisiik risk kategorisinde yer aldig1
gosterilmistir.

Anahtar Kelimeler: Risk, risk degerlendirme, laboratuvar,
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OP20: COULD MARESIN-1 (MAR1) BE A NEW
BIOMARKER IN THE DIAGNOSIS OF HIRSUTISM?

[HIRSUTIZM TANISINDA MARESIN-1 (MAR1) YENI
BiYOBELIRTEC OLABILIR Mi?]

Zuhal KARACA KARAGOZ?, Suleyman AYDIN?

Elazig Fethi Sekin City Hospital, Clinic of Endocrinology and
Metabolism Diseases, Elazig,
2 Firat University, Faculty of Medicine, Department of Medical
Biochemistry, Elazig, Turkey

Objectives: Maresin-1 (MaR1) is an endogenous anti-
inflammatory molecule produced by macrophages. Inflammation
is one of the main endocrinological and biochemical events
accompanying hirsutism. Therefore, it was aimed in this study to
reveal whether there is a correlation between MaR-1 and
idiopathic hirsutism (initial diagnosis).

Materials-Methods: This study was conducted with 30 patients
with idiopathic hirsutism and 30 healthy women (control), a total
of 60 voluntary participants with compatible BMI and age.
Hirsutism assessments were made using the modified Ferriman
Gallwey score. Those with a score of 8 or higher were considered
hirsutism patients. After overnight fasting, 5 ml blood samples
were collected from the patients. The amount of MaR1 in blood
samples was measured by enzyme-linked immunosorbent assay
(ELISA) test method. The luteinizing hormone (LH), follicle-
stimulating hormone (FSH) dehydroepiandesteronesulphate
(DHEA-S), and free testosterone, glucose, insulin, CRP, and
lipid values of the participants were obtained from the hospital
records.

Results: The amounts of (MaR1) and CRP in the control group
were 1.09 + 0.02 ng/mL and 3.2 = 0.03 mg/L, respectively; in the
idiopathic hirsutism group, they were 0.065+0.02 ng/mL and
0.048+0.01 mg/L, respectively (<0.05). There was an inverse
correlation between the amounts of MaR1 and C-RP in hirsutism.
In addition, DHEA-S, free testosterone, glucose and insulin
values of the participants with hirsutism were significantly
higher than the control group, and they were negatively
correlated with MaR1 values and positively correlated with CRP
values.

Conclusions: Compared to the control values, significantly
decreased MaR1 and increased CRP values in the idiopathic
hirsutism group are promising as new endocrinological and
biochemical parameters that may have a role in the diagnosis and
follow-up of this disease, in addition to the classical parameters
(LH, FSH, DHEA-S, and testosterone).

Keywords: Maresin-1, Hirsutism, CRP

Amag: Maresin-1 (MaR1) makrofajlar tarafindan (iiretilen
endojen bir anti-inflamatuar molekiildiir. Inflamasyon hirsutizme
eslik eden endokrinolojik ve biyokimyasal baglica olaylardan
biridir. Dolayisi ile bu ¢alismada MaR-1 ile idiyopatik 53estoster
(ilk tani) arasinda bir iliskinin olup olmadigmin ortaya
¢ikarilmasi amaglandi.

Gerec¢-Yontem: Bu calisma VKI ve yaslar1 birbiri ile uyumlu 30
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idiyopatik hirsutizmi olan ve 30 saglikli kadin (54estost) toplam
60 goniillii katilimer ile yapildi. Hirsutizm degerlendirmeleri
modifiye Ferriman Gallwey skoru kullanilarak yapildi. 8 veya
istii skoru olanlar 54estoster hastasi olarak 54esto edildi.
Hastalardan bir gece aglig1 takiben 5 Ml kan 6rnekleri alindi. Kan
numunelerinde MaR 1 miktarlar1 enzyme-linked immunosorbent
assay (ELISA) test yontemi ile dl¢iildii. Katilimcilarin liitenize
edici 54estost (LH), folikiil stimiile edici 54estost (FSH)
dehidroepiandesteronsiilfast (DHEA-S) ve serbest
54estosterone, glukoz, 54estost, CRP ve lipit degerleri ise
hastane kayitlarindan elde edildi.

Bulgular: Kontrol grubunda (MaR 1) ve CRP miktarlar1 sirasi ile
1.09 £+ 0.02 ng/Ml ve 3.2 £ 0.03 mg/L; idiyopatik 54estoster olan
grupta ise MaR1 ve CRP miktarlart sirasi ile 0.065+0.02 ng/M1
ve 0.048+0.01 mg/L idi (<0.05). Hirsutizmde MaR1 ve CRP
miktarlart arasinda ters bir korelasyon vardi. Ek olarak 54estost
grubuna gore hirsutizmli katilimcilarm DHEA-S, serbest
testesteron, glukoz ve 54estost, degerleri anlamli olarak yiiksek
ve MaR1 degerleri ile 54estoste CRP degerleri ile ise pozitif
korelasyon gdstermekteydi.

Sonug¢: Kontrol degerlerine gore idiyopatik hirsutizminde kayda
deger bir sekilde azalan MaR1 ve artan CRP degerleri klasik
parametrelere ek olarak (LH, FSH, DHEA-S ve 54estosterone)
bu hastaligin tan1 ve takibinde yeri olabilecek yeni
endokrinolojik ve biyokimyasal parametreler olarak umut vaat
etmektedirler.

Anahtar Kelimeler: Maresin-1, Hirsutizm, CRP

OP21: DEVELOPMENT OF A NEW LC-MS/MS
METHOD FOR THE DETECTION OF ALPHA-1
ANTITRYPSIN DEFICIENCY

[LC-MS/MS iLE ALFA-1 ANTITRiPSiN EKSIKLiGININ
TESPIiTINDE YENi ANALIiZ YONTEMi
GELISTIRILMESI]

Zelal Zuhal KAYAL Julide COSKUN?, Fatma Hande
KARPUZOGLU?, Sait TUMERS?, Meltem KILERCIK?!?,
Mustafa SERTESERY2, Ahmet Tarik BAYKAL!

! Acibadem Mehmet Ali Aydinlar University, Faculty of
Medicine, Department of Medical Biochemistry, Istanbul,
Turkey.

2 Acibadem Labmed Clinical Laboratories, Istanbul, Turkey.
3 Acibadem Genetic Diagnosis Center, Istanbul, Turkey.

Objectives: Alpha-1 antitrypsin deficiency is the most common
genetic cause of childhood liver disease and adult pulmonary
emphysema caused by mutations in the ALAT gene. In the
diagnosis of A1AT deficiency, it is necessary to determine both
the low level of A1AT and the specific variant. A combination
of nephelometry, genotyping and/or phenotyping methods is
used to diagnose ALAT deficiency. In our study, we aimed to
distinguish between wild type and mutated (S and Z) alleles in
the A1AT gene by liquid chromatography mass spectrometry
(LC-MS/MS) method for the phenotyping of A1AT.

Materials-Methods: ~ According to the results of
immunonefelemetry analysis, patients with low A1AT were
selected. The ALAT protein in the serum samples was digested
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with trypsin. The samples were combined with labeled peptide
standards and measured with LC-MS/MS. Phenotyping was
determined based on the presence/absence of variant peptides.
The concordance of the results was compared by genotyping
analysis.

Results: Allele detection in the A1AT gene was confirmed by
genotyping analysis of a patient with a homozygous ZZ mutation
and a control patient without S and Z mutations as a result of LC-
MS/MS analysis. These findings showed that the LC-MS/MS
results were in agreement with the genotyping results.

Conclusions: In this study, we developed a cost-effective,
sensitive, and high analytical performance method to detect
A1AT deficiency. This method has the potential to improve the
diagnosis of ALAT deficiency for clinical laboratories.

Keywords: alpha 1- antitrypsin deficiency, LC-MS/MS,
phenotyping, genotyping analysis
Amag: Alfa-1 antitripsin  eksikligi, ALAT genindeki

mutasyonlarin neden oldugu ¢ocuklukta karaciger hastaliklarinin
ve erigkinlerde akciger amfizeminin en sik goriilen genetik
nedenidir. AlAT eksikliginin tanisinda, A1AT diizeyinin
diisiikliigiiyle beraber spesifik varyantin tanimlanmasi gereklidir.
AT1AT eksikliginin teshisi i¢in nefelometri, genotipleme ve/veya
fenotipleme yontemlerinin kombinasyonu kullanilir.
Calismamizda, A1AT'nin fenotiplemesi i¢in sivi kromatografi
kiitle spektrometrisi (LC-MS/MS) yontemi ile A1AT genindeki
vahsi tip ve mutasyona ugramis (S ve Z) alellerini ayirt etmeyi
amagcladik.

Gere¢-Yontem: Iimmunonefelemetri analiz sonuglarina gore
diisik A1AT hastalar1 se¢ildi. Serum O6rneklerindeki A1AT
proteini, tripsin ile peptitlerine parcalandi. Ornekler, isaretli
peptit standartlartyla birlestirildi ve LC-MS/MS ile ol¢iildii.

Fenotipleme, varyant peptitlerin varligina/yokluguna gore
belirlendi. Sonuglarn  uyumu, genotipleme analizi ile
karsilastirildi.

Bulgular: AL1AT genindeki alel tespitinde, LC-MS/MS analizi
sonucunda homozigot ZZ mutasyonuna sahip hasta ve S ve Z
mutasyonuna sahip olmayan kontrol hastast genotipleme
analiziyle dogrulanmistir. Bu bulgular, LC-MS/MS sonuglari ile
genotipleme sonuglarinin uyumlu oldugunu gésterdi.

Sonuc: Bu caligmada, A1AT eksikligini tespit etmek igin uygun
maliyetli, duyarli ve yiiksek analitik performansa sahip bir
yontem gelistirdik. Bu ydntemin, klinik laboratuvarlar igin
A1AT eksikligi tanisini iyilestirme potansiyeline sahip oldugu
gosterilmistir.

Anahtar Kelimeler: alfa-1-antitripsin eksikligi, LC-MS/MS,
fenotipleme, genotipleme analizi
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OP22: THE ASSOCIATION BETWEEN OBESITY,
LIVER ENZYMES, AND SQUALENE SYNTHASE IN
NON-ALCOHOLIC FATTY LIVER DISEASE

[NON-ALKOLIK YAGLI KARACIGER
HASTALARINDA OBEZIiTE, KARACIGER ENZiMLERI
VE SKUALEN SENTAZ iLiSKiSi]

Ozlem KURNAZ GOMLEKSIZ?!, Yasar COLAK?, Ender M.
COSKUNPINARS, Ebubekir SENATES?, Cumhur Gokhan
EKMEKCI?4 Hulya YILMAZ AYDOGANS®

1Altinbas University, Faculty of Medicine, Department of
Medical Biology Istanbul, Turkey

2 Medeniyet University, Faculty of Medicine, Division of
Gastroenterology, Department of Internal Medicine, Istanbul,
Turkey

University of Health Sciences, School of Medicine,
Department of Medical Biology, Istanbul, Turkey

4Acibadem Labmed, Department of Genetics, Istanbul, Turkey
SIstanbul University, Aziz Sancar Institute of Experimental
Medicine, Department of Molecular Medicine, Istanbul, Turkey

Objectives: Obesity plays an important role in the pathogenesis
of non-alcoholic fatty liver disease (NAFLD) by contributing to
chronic low-grade inflammation. The strong correlation between
obesity and inflammation marker CRP has been known.
Squalene synthase (SS), one of the key regulators in cholesterol
synthesis, is among the potential targets in the treatment of
NAFLD. In our study, we aimed to investigate the relationship
between obesity, CRP, liver enzymes, SS, and rs2645424-SNP
of the FDFT1 gene which encodes SS in NAFLD patients.

Materials-Methods: SS levels were evaluated by ELISA
method and FDFT1 rs2645424 genotypes were detected by real-
time PCR in 64 NAFLD patients and 77 controls.

Results: In the comparison of BMI>27.5 and BMI<27.5
subgroups, waist and hip circumference, CRP (p<0.001), AST
(p=0.047), SS levels (p=0.006) were higher in BMI>27.5
patients; while waist and hip circumference (p<0.001), glucose
(p=0.019), CRP (p=0.026), ALT (p=0.002) and GGT (p=0.001)
were higher in controls. FDFT1 rs2645424(C/T) genotype
distributions was similar between groups (p>0.05). In patients
with BMI >27.5, the T allele is associated with higher HbAlc
(p=0.014) and HDL-C (p=0.001), and the C allele with low
HbAlc (p=0.034) levels. in BMI>27.5 patients, SS levels was
positively correlated with waist circumference
(r>=0.29;p=0.043), hip circumference (r>=0.32;p=0.027) and
AST (r’=0.3; p=0.042), but negatively correlated with
triglyceride (r?=-0.4;p=0.005). In patients with BMI<27.5, SS
levels was positively correlated with HbAlc (r?=0.7;p=0.037)
and GGT (r>=0.8;p=0.016), and there was a negative correlation
between CRP and HDL-C (r?=(-)0.8;p=0.014).

Conclusions: In our study, the rare T allele of the rs2645424
SNP, which was defined in the literature to be associated with
increased SS activity in overweight/obese NAFLD patients, was
observed to be associated with poor glycemic control.
Correlation analyses showed that SS level was positively related
to obesity parameters in overweight/obese patients, while it was
associated with poor glycemic control and liver enzymes (GGT)
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in overweight/non-obese patients. Elevations in liver enzymes in
obese controls were correlated with high CRP. In conclusions,
we suggest that SS, one of the regulators of liver cholesterol
metabolism, may potentially contribute to hepatic inflammation
secondary to NAFLD, based on its relationship with obesity,
glycemic control, and liver enzymes.

Keywords:  Obesity,  Squalene  Synthase = (FDFT1),
Inflammation, Liver function markers, Body mass Index

Amac: Obezite kronik diigiik dereceli inflamasyona katkisiyla
non-alkolik yagl karaciger hastaligi (NAFLD) patogenezinde
o6nemli rol oynamaktadir. Obezite ile inflamasyon belirteci CRP
arasindaki gii¢lii korelasyon bilinmektedir. Kolesterol sentezinde
anahtar regiilatdrlerden biri olan Skualen sentaz (SS), NAFLD
tedavisinde potansiyel hedefler arasindadir. Caligmamizda
NAFLD hastalarinda SS’yi kodlayan FDFT1 genindeki
rs2645424-SNP, CRP, SS, karaciger enzimleri ve obezite
iligkisini aragtirmay1 hedefledik.

Gerec ve Yontem: 64 NAFLD hastast ve 77 kontrolde SS
diizeyleri ELISA yontemiyle, FDFT1 rs2645424(C/T) SNP
gercek-zamanli PZR’1a incelenmistir.

Bulgular:  VKi>27,5 ve VKIi<27,5 alt gruplarindaki
karsilastirmada, VKI>27,5 NAFLD hastalarinda bel ve kalca
gevresi, CRP (p<0,001), AST (p=0,047), SS diizeyleri (p=0,0006);
Kontrollerde ise bel ve kalga ¢evresi (p<0,001), glukoz
(p=0,019), CRP (p=0,026), ALT (p=0,002) ve GGT (p=0,001)
yiiksektir. FDFT1 rs2645424 (C/T) genotip dagilimlar1 gruplar
arasinda benzerdir (p>0,05). VKi>27,5 hastalarda, T alleli
yiiksek HbA 1c (p=0,014) ve HDL-K (p=0,001) ile, C alleli diisiik
HbAlc (p=0,034) diizeyleriyle iliskilidir. VKI>27,5 hastalarda,
SS diizeyleri, bel cevresi (r?=0,29;p=0,043), kalca ¢evresi
(r>=0,32;p=0,027) ve AST ile (r*=0,3;p=0,042) pozitif,

trigliseritle negatif korelasyonda idi (r*=(-
)0,4;p=0,005).VKi<27,5  hastalarda ise =SS, HbAlc
(r>=0,7;p=0,037) ve GGT (r*=0,8;p=0,016) ile pozitif

korelasyonda idi, ve CRP ve HDL-K arasinda negatif korelasyon
vardi (r?=(-)0,8;p=0,014).

Sonu¢: Calismamizda asir1 kilolu/obez NAFLD hastalarinda
literatiirde artmis SS aktivitesiyle iligkili tanimlanmis rs2645424
SNP’nin nadir T alleli zayif glisemik kontrol ile iligkili
gozlenmistir. Korelasyon analizleri asir1 kilolu/obez hastalarda
SS diizeyinin obezite parametreleriyle pozitif iliskisini
gosterirken, asir1 kilolu/obez olmayan hastalarda zayif glisemik
kontrol ve karaciger enzimleriyle (GGT) iliskisine isaret
etmektedir. Obez kontrollerde karaciger enzimlerindeki
yiikselmeler, yiiksek CRP ile koreledir. Sonug olarak, karaciger
kolesterol metabolizmasinin diizenleyicilerinden SS enziminin
obezite, glisemik kontrol ve karaciger enzimleriyle olan
iligkisine dayanarak, NAFLD'ye ikincil gelisen hepatik
inflamasyona potansiyel katkida bulunabilecegini 6nermekteyiz.

Anahtar Kelimeler: Obezite, Inflamasyon, Skualen Sentaz
(FDFT1), Viicut kitle indeksi, Karaciger fonksiyon belirtecleri
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OP23: IMPACT OF HEMATOCRIT LEVEL AND
CHROMATOGRAPHIC EFFECTS ON BIOTINIDASE
MEASUREMENTS FROM DRIED BLOOD SPOTS

[HEMATOKRIT SEVIYESi VE KROMATOGRAFIK
ETMENLERIN, KURUTULMUS KAN
ORNEKLERINDEN BiYOTINIiDAZ OLCUMUNE
ETKIiSi]

Ceyhan CERAN SERDAR!

!Ankara Medipol University, Faculty of Medicine, Department
of Medical Biology and Genetics, Ankara, Turkey

Objectives: Effect of hematocrit (HCT) level of the blood
sample, chromatographic effects on filter paper and the presence
of biotinidase (BTD) bearing white blood cells (WBC) on
biotinidase enzyme activity (BEA) measurements from dried
blood samples (DBS) were investigated.

Material-Methods: BEASs of 3.2mm diameter samples punched
from the centre or periphery of DBSs of 4 clinically important
biotinidase levels (BTD-0, BTD-50, BTD-100, BTD-200) that
were prepared from blood pools created by altering the
hematocrit level (HCT34%, HCT50%) and/or removing WBCs
were measured with fluorometric neonatal biotinidase Kit.
Statistical significance analyses were performed by ANOVA and
Student-t-test, and effect sizes were determined by CohenD.

Results: BEA measurements of DBSs with lower hematocrit
level were significantly higher than those with higher hematocrit
(p<0.05). BEAs of peripheral punches from DBSs without WBC
were significantly lower than their counterparts with preserved
WBC (p<0.05). BEAs measured from peripheral punches was
significantly higher than that of centre punches (p<0.05).
Depending on the chromatographic effects, HCT ratio and WBC
presence, fold differences between the BEA measurements of
centre- vs peripheral-punches ranged between 9.1-14.3%, 10.7-
12.7% and 7.9-12.6% at BTD-50U, BTD-100U and BTD-200U
respectively. The greatest fold diference between BTD
measurements from centre/peripheral punches was observed in
samples with lower haematocrit (11.8%-14.3%). Total precision
for the samples bearing BTD enzyme was between 6.0%-8.7%.
Throughout the study, the average precision of centre and
peripheral punches were 5.9% and 8.2%, respectively. CohenD
effect sizes of BEA differences between centre/peripheral
punches were ~1.0-2.6.

Conclusion: It is observed that, throughout the study, the
variation in BEA measurements attributable to HCT ratio, WBC
presence and chromatographic effects remained within the
preanalytical total error rate, which is 15% for DBS
measurements. Since preliminary information on HCT level of
the sample is often not available during neonatal screening,
possible variations between centre/peripheral punches should be
considered particularly around the clinical threshold level.

Keywords: Biotinidase deficiency, Neonatal screening, Dried
Blood Spots (DBS), haematocrit level, chromatographic effects

Amag¢: Kan numunesinin - hematokrit(HCT)  seviyesi,
biyotinidaz(BTD) aktivitesine sahip beyaz kan
hiicrelerinin(WBC) varhigt ve filtre kagidi iizerindeki

kromatografik etkilerin, kurutulmus kan o6rneklerinden(DBS)
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gerceklestirilen biyotinidaz enzim aktivitesi(BEA) oOl¢iimleri
tizerindeki etkisi incelendi.

Gere¢-Yontem: Hematokrit seviyesi degistirilip (HCT34%,
HCTS50%), beyaz kan hiicrelerinin korunmasi/gikarilmasiyla
olusturulan kan stoklarindan, klinik olarak onemli 4 farkli
biyotinidaz seviyesine (BTDO, BTD50, BTD100, BTD200)
sahip DBSler hazirlanmis ve DBSlerin merkez veya kenar
alanlarindan delinen 3.2mm capindaki numunelerde (punch),
florometrik yenidogan biyotinidaz kitiyle BEA 6l¢iilmiistiir.
Istatistiksel anlamlilik analizleri ANOVA ve Student-t testi, etki
biiyilikligii analizleri CohenD ile belirlenmistir.

Bulgular: Diisiik hematokritli DBS'lerin BEA 6l¢timleri, yiiksek
hematokritlilerden istatistiksel anlamli yiiksektir (p<0.05).
WBCsi  uzaklastirtlmis  kan numuneleriyle hazirlanmig
DBSlerden alman kenar punchlarin BEAsi, WBCsi korunan
esleniklerinden istatistiksel anlaml1 diisiiktiir(p<0.05). DBSlerin
kenar punchlarindan 6l¢iillen BEA, merkez punchlarinkinden
istatistiksel anlaml1 yiiksektir(p<0.05). Merkez/kenar punchlarin
BEA ol¢iimleri arasindaki sapma; kromatografik etkiler, HCT
orani ve WBC mevcudiyetine baglh olarak farklilik gostermekle
birlikte; BTD50U, BTD100U ve BTD200U seviyelerinde
sirastyla  9.1-14.3%, 10.7-12.7% ve 7.9-12.6% oraninda
gerceklesmistir. Merkez/kenar BEA Olglimleri arasindaki en
yliksek sapma, disiik hematokritli numunelerde
gozlenmistir(11.8%-14.3%). BTDenzimine sahip numunelerin
total tekrarlanabilirlikleri 6.0%-8.7% arasindadir. Calisma
genelinde merkez ve  kenar punchlarin  ortalama
tekrarlanabilirlikleri sirastyla 5.9% ve 8.2%'dir. Merkez/kenar
BEA farklarinin CohenD etki biiyiikliikleri 1.0-2.6 arasindadir.

Sonu¢: HCT orani, WBC mevcudiyeti ve kromatografik etkilere
bagli olarak, DBSlerin BEA &lglimlerinde go6zlemlenen
sapmanin, DBSten 6l¢iim igin tanimlanan %15lik preanalitik
hata biitgesi i¢inde kaldig1 gozlenmektedir. HCT seviyesine dair

onciil  bilginin  genellikle mevcut olmadigi yenidogan
taramalarinda 6zellikle de klinik karar esik degerinde;
merkez/kenar  punchlar  arasindaki ~ muhtemel sapma,

degerlendirmeler sirasinda géz dniinde bulundurulmalidir.

Anahtar Kelimeler: Biyotinidaz eksikligi, Yenidogan taramasi,
Kuru Kan Ornekleri (Dried Blood Spots - DBS), Hematokrit
Seviyesi, Kromatografik Etkiler

OP24: THE IMPORTANCE OF ACUTE PHASE
PROTEINS IN THE EVALUATION OF CRITICAL
COVID-19 PATIENT PROGNOSIS

[KRITIK COVID-19 HASTA PROGNOZUNUN
DEGERLENDIRILMESINDE AKUT FAZ
PROTEINLERININ ONEMI]

Rasime Derya GULEC!?, Fatma Demet ARSLAN?, Taner
CALISKANS?, Nimet SENOGLUS, Nisel YILMAZ4
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Hospital, Department of Tissue Typing Laboratory, Izmir,
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SUniversity of Health Sciences, Tepecik Training and Research
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Objectives: Identifying COVID-19 patients with risk of adverse
outcomes at first admission to the intensive care unit has several
diagnostic challenges. The concentration of acute phase proteins
synthesized by the liver increases or decreases markedly in the
serum following inflammation and infection. This study aimed
to investigate the predictive value of acute phase proteins in
critically ill COVID-19 patients and to evaluate the efficacy of
inflammatory markers in predicting mortality risk in the
intensive care unit.

Material-Methods: A retrospective study was conducted in
critically ill COVID-19 patients treated in the intensive care unit.
Overall, 123 patients with ARDS and/or multi-organ dysfunction
were included in the first 24 hours of admission to intensive care
unit. After 28 days, groups of survived (n=54) and dead patient
(n=69) or groups of patients with (n=83) and without (n=40)
invasive mechanical ventilation were formed. Serum amyloid A,
C-reactive protein, albumin, and prealbumin values considered
as acute phase proteins within the first 24 hours of admission to
the intensive care unit were compared between groups.

Results: Albumin and prealbumin levels significantly decreased
in dead patients (p=0.011, p<0.001, respectively) and were
mechanically  ventilated patients  (p=0.010, p=0.006,
respectively). The Serum amyloid A levels in mechanically
ventilated patients significantly increased (p=0.022).

Conclusions: Low prealbumin and albumin levels and high
serum amyloid A levels during admission to ICU can be used as
a prognostic marker of disease severity and mortality.

Keywords: Acute-phase proteins, COVID-19, mechanical

ventilation, mortality

Amag: Yogun bakim iinitesine ilk kabulde kotii prognoz riskine
sahip COVID-19 hastalarim1 belirlemenin ¢esitli tanisal
zorluklar1 vardir. Karaciger tarafindan sentezlenen akut faz
proteinlerinin konsantrasyonu inflamasyon ve enfeksiyonu
takiben serumda artar veya azalir. Bu ¢alismada, kritik COVID-
19 hastalarinda akut faz proteinlerinin prediktif degerini
belirleme ve yogun bakim initesinde mortalite riskini
ongormede inflamatuar belirteglerin etkinligini degerlendirme
amaglanmaktadir.

Gerec-Yontem: Retrospektif olarak tasarlanan bu c¢aligma
yogun bakim {initesinde tedavi goren kritk COVID-19
hastalarinda yapildi. Calismaya yogun bakim {initesine kabuliin
ilk 24 saatinde ARDS ve/veya ¢oklu organ disfonksiyonu olan
123 hasta dahil edildi. Yogun bakim {iinitesindeki 28 giiniin
sonunda sag kalan (n=54) ve 6len (n=69) hasta gruplar1 veya
invaziv. mekanik  ventilasyon (n=83) uygulanan ve
uygulanmayan (n =40) hasta gruplar1 olusturuldu. Gruplar
arasinda akut faz proteinleri olan serum amiloid A, C-reaktif
protein, albiimin ve prealbiiminin yogun bakim {nitesine
kabuliin ilk 24 saat i¢erisindeki degerleri karsilastirildi.
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Bulgular: Albiimin ve prealbiimin diizeyleri 6len (sirasiyla
p=0.011, p<0.001) ve mekanik ventilasyon uygulanan (sirastyla
p=0.010, p=0.006) hastalarda anlamli olarak azaldi. Mekanik
ventilasyonlu hastalarda serum amiloid A diizeyleri anlamli
olarak artt1 (p=0.022).

Sonu¢: Yogun bakim {initesine kabul sirasinda diisiik
prealbiimin ve albiimin seviyeleri ve yiiksek serum amiloid A
seviyeleri, hastalik siddeti ve mortalitenin prognostik bir belirteci
olarak kullanilabilir.

Anahtar Kelimeler: COVID-19,
mortalite, akut faz proteinler

OP25: POTENT PROBIOTICS ATTENUATE
NEUROINFLAMMATION THROUGH THE
SEMAPHORIN PATHWAY AND FERROPTOSIS IN
THE GUT-BRAIN AXIS

[GUCLU PROBIYOTIKLER SEMAFORIN YOLU
UZERINDEN NOROINFLAMASYONU VE BAGIRSAK-
BEYIN EKSENINDEKi FERROPTOZi AZALTIR]

Fatih KAR!?, Ceyhan HACIOGLU?, Ezgi KAR?, Dilek
BURUKOGLU DONMEZ*, Gungor KANBAK?®
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Department of Medical Biochemistry, Eskisehir, Turkey

Objective: The aim of this study was to examine the effects of
Lactobacillus salivarius (LAC) and Bifidobacterium bifidum
(BIF), potent probiotics, on LPS-induced neuroinflammation and
ferroptosis in the Gut-Brain axis through the Semaphorin-3A.

Materials-Methods: Twenty-five Wistar Albino female rats
were divided into five groups; Control, lipopolysaccharide (LPS,
100 pg/kg), LPS+LAC, LPS+BIF, and LPS+LAC+BIF (4x 10°
ml CFU). Incubation was performed according to the
manufacturer's  protocol for commercially  purchased
bifidobacteria and lactobacilli species. 1 mL of probiotics were
added to the drinking water daily for 21 days for the rats. LPS
was applied to rats intraperitoneally on the 17th day. Brain
tissues of all groups were taken four days after LPS application.
Fecal calprotectin levels of rats were measured as an important
biomarker in determining intestinal flora disruption. GPx4 and
ACLSA4 levels of ferroptosis, TNF-a and IL-10 of inflammation,
apoptotic proteins as caspase 3 (CASP3) and caspase 7 (CASP7)
were measured with ELISA. BDNF and SEMA3A mRNA
expression were analyzed RT-PCR and Western Blot. The
immunohistochemistry, H&E, and apoptosis examinations were
carried out with light microscopy for Histopathological
assessments.

Results: Calprotectin levels were high in the LPS group
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(p<0.05). ACSL4, TNF-a, CASP3, and CASP7 levels were
higher in LPS groups (p<0.05). These levels were statistically
decreased in the probiotic groups compared to the LPS group, as
demonstrated in both biochemical and histological analyzes
(p<0.05). While BDNF mRNA expression decreased in LPS
groups, SEMA3A levels increased in the same group. What’s
more, BDNF/actin rates were proven by western blot and the
damage caused by neuroinflammation in the brain tissue and the
preservation of the intestinal microbiota were visualized
histopathologically on the morphological structures in all groups

Conclusion: The use of probiotics against LPS-induced
inflammatory responses and impaired gut microbiota showed
anti-inflammatory effects through semaphorin and ferroptosis
signaling pathways.

Keywords: Neuroinflammation,
lactobacillus, bifidobacterium, probiotics

lipopolysaccharide,

Amag¢: Bu calismanin amaci, giiclii probiyotikler olan
Lactobacillus salivarius (LAC) ve Bifidobacterium bifidum'un
(BIF), Semaphorin-3A aracihigiyla Gut-Beyin ekseninde LPS
kaynakli ndroinflamasyon ve ferroptozis iizerindeki etkilerini
incelemektir.

Gere¢-Yontem: Yirmi bes Wistar Albino disi sican bes gruba
ayrildi; Kontrol, lipopolisakkarit (LPS, 100 pg/kg), LPS+LAC,
LPS+BIF ve LPS+LAC+BIF (4x 10° ml CFU). inkiibasyon,
ticari olarak satin alinan bifidobakter ve laktobasil tiirleri igin
ireticinin protokoliine gore yapildi. Siganlarin igme suyuna 21
giin boyunca giinde 1 mL probiyotik eklendi. Siganlara 17. giinde
intraperitonal olarak LPS uygulandi. LPS uygulamasindan dort
giin sonra tiim gruplarin beyin dokular1 ¢gikarildi. Siganlarin digki
kalprotektin seviyeleri, bagirsak florasinin bozulmasinin
belirlenmesinde 6nemli bir biyobelirteg olarak Ol¢iilmistiir.
GPx4 ve ACLS4 ferroptozis, TNF-a ve IL-10 inflamasyon,
kaspaz 3 (CASP3) ve kaspaz 7 (CASP7) apoptoz iizerine
biyobelirtegler olarak belirlendi ve ELISA ile 6l¢iildii. BDNF ve
SEMA3A mRNA ekspresyonu, RT-PCR ve Western Blot
yontemiyle analiz edildi. Histopatolojik degerlendirmeler igin
151k mikroskobu ile immiinohistokimya, H&E ve apoptoz
incelemeleri yapildi.

Bulgular: LPS grubunda Kkalprotektin diizeyleri yiiksekti
(p<0.05). ACSL4, TNF-a, CASP3 ve CASP7 dizeyleri LPS
gruplarinda kontrol grubuna kiyasla daha yiiksekti (p<0.05). Bu
seviyeler, hem biyokimyasal hem de histolojik analizlerde
gosterildigi gibi, LPS grubuna kiyasla probiyotik verilen
gruplarda istatistiksel olarak azaldi (p<0.05). LPS gruplarinda
BDNF mRNA ekspresyonu azalirken, ayn1 grupta SEMA3A
ekspresyonu artti. Ayrica western blot ile BDNF/aktin oranlari
ispatlanmig ve tim gruplarda noroinfamasyonun beyin
dokusunda olusturdugu hasar ve bagirsak mikrobiyotasinin
korunmast histopatolojik olarak morfolojik yapilar iizerinde
gorlintlilenmistir.

Sonuc: LPS ile indiiklenen inflamatuar yanitlara ve bozulmus
bagirsak mikrobiyotasia kars1 probiyotik kullanimi, semaforin
ve ferroptoz sinyal yolaklar1 araciligiyla anti-inflamatuar etki
gostermistir.

Anahtar  Kelimeler: Noéroinflamasyon,
laktobasil, bifidobakter, probiyotikler

lipopolisakkarit,
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OP26: EVALUATION OF THE EFFECT OF
FAVIPIRAVIR USE ON INR, PT, APTT TESTS IN
COVID-19 PATIENTS

[FAVIPIRAVIR KULLANAN VE KULLANMAYAN
COVID-19 HASTALARDA INR, PT, APTT
TESTLERININ DEGERLENDIRILMESI]
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Medical Biochemistry, Amasya, Turkey

2Erzincan B.Y. University Faculty of Medicine, Department of
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3Amasya University Faculty of Medicine, Department of
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Objective: Studies have shown that high mortality rates
associated with abnormal coagulation response, bleeding and
coagulation disorders in COVID-19 patients. In our study, it was
aimed to investigate the effect of the use of favipiravir on
coagulation tests such as INR, PTT and Aptt.

Materials-Methods: 50 patients who had a positive RT-PCR in
nasal and throat swabs result and were diagnosed with COVID-
19 using favipiravir and 50 non-users favipiravir COVID-19
patients were included. INR, PT, Aptt data were evaluated for all
patients.

Results: Results of patients using favipiravir; INR 1.3+0.2, PT(s)
16.4£3.4, Aptt(s) 40.7+10.1, while the results of patients who did
not use favipiravir were INR 1,2+0.2, PT(s) 14.6£2.5, Aptt(s)
was found 38.4+7.8. While PT and INR were found to be
significantly higher in patients using favipiravir (p<0.05), the
elevation in Aptt values was not significant.

Conclusions: As a result, it was observed that favipiravir
prolongs the clotting time. In the light of these RESULTS, it is
recommended to consider this in anticoagulant therapy used for
treatment.

Keywords: COVID19, PTT, INR

Amag: COVID-19 hastalarinda, anormal koagiilasyon yanit1 ile
iligkili yiiksek mortalite oranlari, kanama ve pihtilagma
bozukluklarmin gelistigi yapilan c¢aligmalarla gosterilmistir.
Calismamizda COVID-19 tedavisinde favipiravir kullanimin
koagulasyon testleri olan INR, PT, aPTT testleri iizerine etkisinin
arastirilmasi amaglanmigtir.

Gerec-Yontem: Calismaya, aliman nazal ve bogaz
stirintiilerinde COVID-19 RT-PCR testi pozitif olan, favipiravir
kullan 50 hasta ve kullanmayan 50 hasta dahil edildi. Tim
hastalara INR, PT, aPTT verileri degerlendirildi.

Bulgular: Favipiravir kullanan hastalarin  sonuglari; INR
1,3£0,2, PT(sn) 16,4+3,1, aPTT(sn) 40,7+10,1 gelirken,
favipiravir kullanmayan hastalarin sonuglari1 INR 1,2+0,2,
PT(sn) 14,6+£2,5, aPTT(sn) 38,4+7,8 olarak bulunmustur.
Favipiravir kullanan hastalarda PT ve INR anlamli yiiksek
bulunurken (p<0.05), aPTT degerlerindeki yiikseklik anlamli
bulunmamastir.
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Sonug: Sonug olarak favipiravirin pthtilasma zamanini uzattii
goriildi. Bu sonuglar 1s18inda tedavi i¢in kullanilan antikoagulan
tedavide bunu géz dniinde bulundurulmasi onerilir.

Anahtar Kelimeler: COVID19, PTT, INR

OP-27: ACOMPARATIVE PROTEOMIC ANALYSIS
FOR THE IDIOPATHIC GRANULOMATOUS
MASTITIS: DISCOVERY OF PUTATIVE DIAGNOSTIC
BIOMARKERS FOR DIAGNOSIS

[iDiYOPATIK GRANULAMATOZ LOBULER MASTIT
HASTALIGININ KARSILASTIRMALI PROTEOMIiK
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ABSTRACT

Idiyopathic Granulomatosis Lobular Mastitis (IGLM) is a
inflammation related disease that mostly mimics breast cancer.
Clinical indications of IGLM are pain, edema, erythema, nipple
discharge, nipple retraction, inflammation on breast skin and
fistula. Even if the etiology of the disease is still not clear,
possible explanations for causes of IGLM in the literature can be
classified as autoimmune basis of IGLM, infection relation of
IGLM and breast cancer resemblance. However, there is need to
clarify disease cellular molecular mechanisms underneath.
Therefore, this study is aimed to investigate possible disease
molecular mechanisms in the formation, progress and recurrence
of IGLM at the protein level. For this, two different proteomic
approaches as MALDI TOF-TOF analysis following 2D-SDS-
PAGE gels and nHPLC coupled LC-MS/MS analysis.

In MALDI analysis, 50 differentially regulated spots were
identified in the IGLM compared to controls. Bioinformatic
analysis (STRING and GProfiler Analyses) revealed that cellular
response to superoxide radicals and detoxification mechanisms
were downregulated. The inhibition in those mechanisms result
accumulation of reactive oxygen species and genome instability.
Which in turn may explain the tumorigenic behavior of the
disease. Additionally, oxidative phosphorylation and citric acid
cycle pathways inhibited. That results may be explained there
may be Warburg Effect like mechanism. Like being in cancer, in
IGLM, energy may be produced by glycolysis with lactate
production and mitochondrial respiration even in the presence of
oxygen.

In the label-free quantitative (LFQ) analyses of LC-MS/MS
results,1455 master proteins were identified, among them 482
were found differentially regulated (>2-fold change) in the
comparison of IGLM and control groups. Bioinformatics
analysis performed with STRING, DAVID, PANTHER and
GProfiler indicated that 26 proteins were related to immune
system processes. Within those, 5 proteins, PNP, TAP1, ITGAL,
PRKDC, and PTPRC were related to combined
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immunodeficiency. Upregulations in those genes can be
conducted that there is an immune system uplift in IGLM tissues.
These results may be an explanation for immunity-related
symptoms of IGM tissues such as edema, nipple discharge, etc.
Since IGM is also considered a cancer-like disease, results were
evaluated by indicating their cancer relation by DAVID analysis.
To that, 20 of 60 differentially regulated proteins in IGLM was
related to the cancer metabolisms. Two proteins, TAP1 and
PRKDC, which we have previously found to be associated with
immunity, were also found to be associated with the cancer.
Additionally, there was also upregulation insulin response
elements which may explain the disease relation with
inflammation, hormone imbalance and insulin related diseases
like Diabetes Mellitus. Moreover, there was an upregulation in
neutrophil degranulation proteins. That may explain which
immune system mechanisms were activated and inflammation
triggered.

In conclusion, there is no doubt that IGLM is inflammation
related disease, however it is not clear that, whether IGM is
immunity-related or is a cause after microbial infection.
Immunity related aforementioned regulated proteins may be
candidate biomarker proteins for IGLM yet they has to be
supported by additional studies. Also, IGLM resembles cancer
by disease formation and progress. It seems that there are
common energy metabolisms between cancer and IGLM but
molecular basis and related proteins have to be well investigated
with further studies.

This study can be a base to clarify disease formation and
progress. Also, previously mentioned proteins can be offered as
molecular targets. However, further detailed analyses are still
needed to reveal baseline disease mechanisms.

"The data regarding the abstract presented at this congress is a
part of Merve Giilsen Bal Albayrak's doctoral dissertation."

OZET

Idiyopatik Grabiilamatdz Lobiiler Mastit (IGLM) klinik olarak
meme kanserini taklit eden inflamasyon iliskili bir hastaliktir (1).
IGLM hastaliginin klinik belirtileri agri, 6dem, eritem, meme
bast akintisi, meme basi retraksiyonu, meme derisinde
iltihaplanma ve fistiildiir (2). Hastaligin etiyolojisi tam olarak
bilinmemesine ragmen, literatiire gore hastaligin olast nedenleri;
IGLM'nin otoimmiin temeli, IGLM'in enfeksiyon iliskisi ve
meme kanseri benzerligi olarak siniflandirilabilir (3-8). Ancak
IGLM hastaliginin temelinde yatan molekiiler mekanizmalarin
aciga cikarilmasina ihtiyag vardir. Bu nedenle, bu calisma
protein  diizeyinde IGLM'in olusumu, ilerlemesi ve
tekrarlanmasindaki olast molekiiller mekanizmalar1 protein
seviyesinde arastirmak i¢in planlanmistir. Bunun i¢in 2D-SDS-
PAGE jel akabinde MALDI TOF-TOF analizi ve nHPLC
akabinde LC-MS/MS analizi olmak iizere iki farkli proteomik
yaklagim planlanmistir.

MALDI analizinde, IGLM’de kontrole kiyasla regiile olan 50
protein benegi belirlenmistir ve bu beneklerin tanimlamast
yapimistir. Elde dilen verinin biyoinformatik analizi (STRING
ve GProfiler Analizleri), hiicrenin siiperoksit radikallerine
verdigi cevap ve detoksifikasyon mekanizmalarinin asagi regiile
oldugunu ortaya ¢ikarmistir. Bu mekanizmalardaki inhibisyon,
reaktif oksijen tiirlerinin birikmesine ve sonug¢ olarak genom
instabilitesine neden olur. Bu da hastaligin tiimorijenik
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davranigini agiklayabilir. Ayrica, oksidatif fosforilasyon ve sitrik
asit dongiisii yolaklari da inhibe goériilmektedir. Bu sonu¢ IGLM
hastaliginda kanserdeki Warburg Hipotezi benzeri bir
mekanizmanin olabilecegi seklinde yorumlanabilir. Kanserde
oldugu gibi, IGLM'de de enerji, oksijen varhiginda bile laktat
iiretimi ve mitokondriyal solunum ile glikoliz aracili olarak
iiretiliyor olabilir.

LC-MS/MS  sonuglarinin etiketsiz kantitasyon (label-free
quantitative-LFQ) analizinde, 1455 ana protein tanimlandi,
bunlardan ~ 482'si  IGLM  ve  kontrol  gruplarinmn
karsilagtirilmasinda regiile bulundu (>2 kat fark). STRING,
DAVID, PANTHER ve GProfiler programlart ile
gergeklestirilen biyoinformatik analizler, 26 proteinin immiin
sistem siiregleriyle ilgili oldugunu gosterdi. Bunlardan 5 protein,
PNP, TAP1, ITGAL, PRKDC ve PTPRC, kombine immiin
yetmezlik ile iliskili bulundu. Bu genlerdeki yukar
regiilasyonlar, IGLM dokularinda immiin sistemde arti§ olarak
yorumlanabilir. Bu sonuglar, IGLM dokularindaki, 6dem ya da
meme bag1 akitisi gibi inflamasyon iliskili semptomlar i¢in bir
aciklama olabilir. IGLM ayrica kanser benzeri bir hastalik olarak
kabul edildiginden, sonuclar DAVID analizi ile hastaligin kanser
iligkisini ortaya c¢ikarmak igin degerlendirilmistir. Buna gore,
IGLM'deki 60 regiile proteinin (>10 kat artig) 20'si kanser
metabolizmasi ile iligkili bulunmustur. Daha 6nce immiinite ile
iligkili oldugunu saptadigimiz iki protein olan TAP1 ve
PRKDC'nin kanserle de iliskili oldugu tespit edildi. Ayrica
inflamasyon, hormon dengesizligi ve Diabetes Mellitus (11-13)
gibi insiiline bagli hastaliklarla IGLM iligkisini agiklayabilen
insiilin yanit elemanlarmin da yukar1 regiile oldugu saptanmustir.
Ek olarak noétrofil degraniilasyon proteinlerinde de artig
bulunmustur. Bu, immiin sistem artiginda hangi mekanizmalarin
aktif olup inflamasyonun tetiklendigini agiklayabilir.

Sonu¢ olarak, IGLM'nin inflamasyonla iligkili bir hastalik
olduguna siiphe yoktur, ancak IGLM'in dogrudan immiinite ile
iligkili olup olmadig1 ya da mikrobiyal enfeksiyon sonrasi immiin
sistemin tetiklenip tetiklenmedigi net degildir. immiinite ile ilgili
yukarida bahsedilen regiile proteinler, IGLM i¢in aday
biyobelirtegler olabilir, ancak bunlarin ek ¢aligmalarla
desteklenmesi gerekmektedir. Ayrica IGLM, hastalik olusumu
ve ilerlemesi ile kansere benzemektedir. Elde edilen bulgular
1s18inda, kanser ve IGLM’de ortak enerji metabolizmalari
bulunmaktadir, ancak bu mekanizmalar1 agiklayan molekiiler
temel ve bu mekanizmalarda rol oynayan proteinlerin daha ileri
caligmalarla arastirilmast gerekmektedir.

Bu c¢alisma, IGLM olusumunu ve ilerlemesini netlestirmek icin
bir temel niteligindedir. Ayrica, daha dnce bahsedilen proteinler
molekiiler hedefler olarak sunulabilir. Bununla birlikte,
hastaliginda temelinde yatan mekanizmalar1 ortaya ¢ikarmak i¢in
daha ayrintili analizlere ihtiyag¢ vardir.

"Bu sempozyumda sunulan dzete iliskin veriler Merve Giilsen
Bal Albayrak'in doktora tezinin bir pargasidir.”

Finansman: Bu calisma Kocaeli Universitesi Bilimsel Arastirma
Projeleri Koordinasyon Birimi tarafindan desteklenmistir.

Proje Numarasi: 2019/092
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OP28: EFFECT OF BIOTRANSFORMATION AND
EXTRACTION METHODS ON THE ANTI-
INFLAMMATORY EFFECT OF PROPOLIS IN THP-1
CELL-LINE

[BIYOTRANSFROMASYON VE EKSTAKSIiYON
YONTEMLERININ ETKiSiYLE PROPOLISIN THP-1
HUCRE HATTI UZERINDEKIi INFLAMATUVAR
ETKISi]

Burak DURMAZ!, Latife Merve OKTAY?, Hikmet
MEMMEDOV?, Nur Selvi GUNEL?, Hatice KALKAN
YILDIRIMS, Eser YILDIRIM SOZMEN!

'Ege University Faculty of Medicine, Department of Medical
Biochemistry, Izmir, Turkey.

2Ege University, Faculty of Medicine, Department of Medical
Biology, Izmir, Turkey.

SEge University, Faculty of Engineering, Department of Food
Engineering, 1zmir, Turkey.

Objectives: Recently it has been shown that propolis has various
biological activities such as antioxidant, anti-inflammatory,
antibcterial, antifungal, antiviral, antimutagenic, antitumoral,
anticancer, cytotoxic, anti-proliferatie, anti-angiogenic, and
immunomodulataroy. The extraction method has demonstrated
that biotransformation of propolis by specific strains of
Lactobacillus plantarum might decrease the amount of allergenic
molecules in propolis.

The aims of our study were to demonstrate the most suitable
extraction methods/ solvents to get the highest anti-inflammatory
effect and to determine the effect of biotransformation by L.
plantarum strains on its antiinflammatory effect in THP-1 cell-
line.

Materials-Methods: Propolis samples were subjected to
biotransformation by different L.plantarum strains (ISLG-2,
ATCC-8014 and Vishyvac) at different concentration (1,5%;
2,5%; 3,5%) prior to extraction procedure by using different
solvents (ethanol; poly-ethylene glycol - PEG; water ) and
ultrasound treatments (300 W / 40 Hz (5, 10 and 15 minutes).
The phenolic profiles of samples were analyzed by liquid
chromatography-mass spectrometry/mass spectrometry
(LCMS/MS).

Results: Demonstrated that four of propolis samples reduced all
cytokine levels except NFk-B. The anti-inflammatory activity of
propolis was observed to be closely associated with its
biologically active constituents especially caffeic acid,
kaempferol, ferulic acid, quercetin, pelargonin and naringenin.
Decreasing of allergen molecules in propolis via
biotransformation resulted in no change of anti-inflammatory
effects of propolis.

Conclusions: The highest anti-inflammatory effect of propolis
was determined in the samples bio transformed by L. plantarum
ATCC®8014 and extracted in ethanol+biotransformed, in water
and in water + sonicated for 15 minutes.

Keywords: LPS, inflammation, propolis, biotransformation,
extraction
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Amag: Son zamanlarda propolisin antioksidan, antiinflamatuar,
antibakteriyel, antifungal, antiviral, antimutajenik, antitiimoral,
antikanser, sitotoksik, antiproliferasyon, antianjiyogenik ve
immiinomodiilatér gibi c¢esitli biyolojik aktiviteleri oldugu
gosterilmigtir.  Ekstraksiyon yOntemi, propolisin spesifik
Lactobacillus plantarum suslari tarafindan
biyotransformasyonunun propolisteki alerjenik molekiillerin
miktarini azaltabilecegini gostermistir.

Caligmamizin amaci, propolisin en yiiksek anti-inflamatuar
etkiyi elde etmek i¢gin en uygun ekstraksiyon
yontemlerini/solventleri gostermek ve L. plantarum suslarinin
biyotransformasyonun ~ THP-1  hiicre  hatti  tzerindeki
antiinflamatuar etkisini belirlemekti.

Gerec¢-Yontem: Propolis numuneleri ekstraksiyon oncesinde
farkli L.plantarum suslar1 (ISLG-2, ATCC-8014 ve Visbyvac) ile
farkli konsantrasyonlarda (%1,5; %2,5; %3,5)
biyotransformasyona tabi tutulmustur. Farkli solventler (etanol;
polietilen glikol - PEG; su) ve ultrason islemleri (300 W / 40 Hz
(5, 10 ve 15 dakika) kullanilarak 6rneklerin fenolik profilleri sivi
kromatografi-kiitle spektrometrisi/kiitlesi spektrometri
(LCMS/MS) ile analiz edildi..

Bulgular: Dort propolis numunesinin NFk-B hari¢ tiim sitokin
seviyelerini azalttigim1 gosterdi. Propolisin anti-inflamatuar
aktivitesinin biyolojik olarak aktif bilesenleri, 6zellikle kafeik
asit, kaempferol, ferulik asit, kersetin, pelargonin ve naringenin
ile yakindan iligkili oldugu goézlemlendi. Propolisteki alerjen
molekiillerinin biyotransformasyon yoluyla azalmasi, propolisin
antiinflamatuar ~ etkilerinde = herhangi  bir  degisiklik
olusturmamugtir.

Sonug: Propolisin en yiiksek anti-inflamatuar etkisi L. plantarum
ATCC®8014 ile biyo transforme edilmis ve
etanol+biyotransforme edilmis, suda ve sutsonikasyonda 15
dakika ekstrakte edilen 6rneklerde belirlendi.

Anahtar Kelimeler: LPS,
biyotransformasyon, ekstraksiyon

OP30: EVALUATION OF THE RELATIONSHIP
BETWEEN FRAILTY AND INFLAMMATORY
MARKERS IN OLDER ADULTS

[YASLI HASTALARDA KIRILGANLIK iLE
INFLAMATUAR BELIiRTECLERIN ILISKiSININ
DEGERLENDIRILMESI]

Fatma Sena DOST?, Mehmet Selman ONTAN?,
Ahmet Turan ISIK?

inflamasyon, propolis,

1Dokuz Eylul University, Faculty of Medicine, Department of
Geriatric Medicine, Izmir, Turkey.

2yusufeli State Hospital, Department of Internal Medicine,
Artvin, Turkey.

Objectives: Irregularities in inflammatory processes occur with
advancing age. It causes an increased chronic, sterile
inflammatory response in older adults. The damage caused by
increased inflammation of the organism can lead to geriatric
syndromes. On the other hand, frailty is a geriatric syndrome that
can lead to the development of dependence and mortality due to
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the difficulty in maintaining the homeostatic balance that
develops with age. In our study, the relationship between
inflammatory markers and frailty was examined.

Materials-Methods: Our study is cross-sectional and
retrospective. The files of patients over the age of 60 who applied
to Dokuz Eylul University Geriatrics Clinic were examined.
Patients with evidence of infection and acute or chronic
inflammatory disease were excluded. A total of 892 patients were
included in the study. For the evaluation of inflammatory status,
erythrocyte sedimentation rate (ESR), C-reactive protein (CRP),
albumin, and ferritin levels were evaluated. FRAIL and FRIED
indices were used for the frailty and the SPSS program was used
for statistical analysis.

Results: The mean age of the patients was 75.26+7.53, the
frequency of female gender was 63.70% and the frequency of
frailty was 43.27%. ESR, CRP levels were higher in the frail
group, and albumin levels were lower (<0.001, for each). When
regression analysis is performed according to inflammatory
parameters and factors that may be associated with frailty; ESR,
CRP, and albumin levels were found to be associated with frailty
(OR: 1.015 95% CI 1.005-1.026 p=0.005, OR: 1.043 95%ClI
1.021-1.066 <0.001 and OR: 0.304 95% CI 0.190-0.485 p<0.001,
respectively).

Conclusions: In our study, it was shown that there is a
relationship between serum ESR, CRP, and albumin levels and
frailty. Prospective studies are needed to support these results,
clarify their causes, and prevent frailty.

Keywords: Frailty, inflammation, inflammation, erythrocyte
sedimentation rate, albumin

Amagc: llerleyen yas ile inflamatuar siireclerde diizensizlikler
meydana gelmektedir. Bunun sonucunda yaslt erigkinlerde
artmis kronik, steril bir inflamatuar yanit olugsmaktadir. Artmis
inflamasyonun organizmaya verdigi hasar ise bir¢ok geriatrik
sendromun olusumuna yol agabilmektedir. Kirilganlik, yasla
birlikte gelisen homeostatik dengenin saglanmasinda giigliige
bagli olarak bagimlilik ve mortalite gelisimine yol agabilecek bir
sendromdur. Calismamizda inflamatuar belirtegler ile kirilganlik
arasindaki iligki incelenmistir.

Gere¢-Yontem: Calismamiz kesitsel ve retrospektiftir. Dokuz
Eyliil Universitesi Geriatri Klinigine bagvuran 60 yas iistii
hastalarin dosyalari incelenmistir. Enfeksiyon bulgusu, akut veya
kronik inflamatuar hastalig1 olan hastalar diglanmistir. Toplamda
892 hasta calismaya dahil edilmistir. Inflamatuar durum
degerlendirilmesi igin eritrosit sedimantasyon hizt (ESH), C
reaktif protein (CRP), albiimin ve ferritin diizeyi
degerlendirilmistir. Kirilganlik i¢in FRAIL ve FRIED indeksleri
ve istatiksel analiz i¢in SPSS programi kullanilmistir.

Bulgular: Hastalarin yas ortalamasi 75,26+7.53, kadmn cinsiyet
sikligr %63,70 ve kirilganlik sikligi %43,27 idi. ESH, CRP
diizeyleri kirilgan grupta daha yiiksek, albiimin diizeyi ise daha
diisiiktii (<0,001, her biri icin). Inflamatuar parametreler ve
kirilganlik ile iligkili olabilecek faktdrlere gore regresyon analizi
yapildiginda; kirilganlik ile ESR, CRP ve albiimin diizeyi iliskili
bulundu (OR: 1,015 %95 CI 1,005-1,026 p=0.005, OR: 1.043
%95CI 1,021-1,066 <0,001 ve OR: 0.304 %95 CI 0,190-0,485
p<0,001, sirast ile).
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Sonug¢: Caligmamizda serum ESH, CRP ve albiimin diizeyleri ile
kirilganlik arasinda iligki oldugu gosterilmistir. Bu sonuglarin
desteklenmesi, nedenlerinin aydimnlatilmast ve kirilganligin
oniine gecilmesi i¢in prospektif ¢caligmalara ihtiyag vardir.

Anahtar Kelimeler: inflamasyon, eritrosit sedimantasyon hizi,
albiimin, kirilganlik

OP31: EVALUATION OF INFLAMMATION WITH NEW
INFLAMMATORY INDICES IN OBESITY PATIENTS
THAT LOSE WEIGHT OBJECTIVES

[KiLO VEREN OBEZ HASTALARDA
INFLAMASYONUN YENi INFLAMATUVAR
INDEKSLERLE DEGERLENDIRILMESI]

Nergis AKBAS!, Emin Murat AKBAS?

1Erzincan Binali Yildirim University, School of Medicine,
Department of Medical Biochemistry, Erzincan, Turkey
2Erzincan Binali Yildirim University, Division of
Endocrinology, School of Medicine, Department of Internal
Medicine, Erzincan, Turkey

Objectives: Obesity is a chronic pathology in which subclinical
inflammation can be observed with many psychosocial,
metabolic, vascular, and oncological complications. In the last
few decades, many indices have been used in the literature, which
are accepted by the mathematical relationship of simple
laboratory parameters which have been associated with
inflammation, nutrition, disease progression, mortality, and
increased cardiovascular risk.

In this study, it was aimed to evaluate whether simple laboratory
parameters and inflammation indicator indices make a difference
after weight loss in patients followed up for obesity.

Materials-Methods: The data of 216 patients admitted to our
hospital's obesity center were evaluated retrospectively. The
parameters and indices used in our study are as follows; WBC,
platelet, lymphocyte, monocyte, neutrophil, HOMA-IR, insulin,
HbALC, TSH, PLR(platelet/lymphocyte ratio),
NLR(neutrophil/lymphocyte ratio), MLR(monocyte/lymphocyte
ratio), GLR(GGT/lymphocyte ratio), Systemic Immune
Inflammation index(SI)(platelet countxNLR),
ANRI=(AST/neutrophil), SIRI=(monocyte XNLR), Prognostic
Nutritional Index((10xalbumin(g/L)+(0.005xtotal lymphocyte

count)), APRI((AST/35)x100/platelet),
ALRI(AST/lymphocyte), De Ritis Ratio(AST/ALT),
ALT/ASTratio, LDH/AIb Ratio, ALBI((-0.085xAlb)+0

,66xlog(bilirubin)), Alb/GGT ratio, AIP(log (TG/HDL-C))
Patients' admission and 2nd control values were compared.

Results: The patients included in our study (age=45.9+11.4;
BMI=40.2+6.3; F/M=201/15) lost an average of 6.2+4.2 kg.
With weight loss a significant difference was detected in terms
of GLR, SlI, PNI,; APRI, ALRI, De Ritis, ALT/AST, ALBI,
Alb/GGT ratio, AIP, HOMA-IR, T-CHOL, LDL-CHOL, TG,
HbAI1C, AST, ALT, ALP, GGT, T.Bilirubin, albumin, and TSH
values(P<0.005).

Conclusions: New inflammatory indices such as GLR, SlI, PNI,
APRI, ALRI, De Ritis, ALT/AST, ALBI, Alb/GGT ratio are
calculated from inexpensive and easily accessible parameters,
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can show the degree of inflammation in obese individuals, and
can be used to determine positive response with treatment.

Keywords: Obesity, inflammation, Weight Lost

Amag: Obezite psikososyal, 62lbumin62c, vaskiiler, onkolojik
bir¢ok komplikasyona sahip subklinik enflamasyon gozlenebilen
kronik bir patolojidir. Son birka¢ dekaddir literatiirde basit
laboratuvar parametrelerinin birbiriyle matematiksel iliskisi ile
62lbum goren c¢ok sayida indeks kullanilmaya baslanmus;
inflamasyon, nutrisyon, hastalik progresyonu, mortalite, artmis
kardiyovaskiiler risk ile iligkilendirilmislerdir.
Bu ¢alismada, obezite nedeni ile takip edilen hastalarda, kilo
kaybi sonrasinda, basit laboratuvar parametreleri ile inflamasyon
gostergesi  indekslerin  fark  olusturup  olusturmadiginin
degerlendirilmesi amaglandi.

Gerec-Yontem: Hastanemiz obezite merkezine bagvuran 216
hastanin  verileri  retrospektif  olarak  degerlendirildi.
Caligmamizda kullanilan bazi rutin biyokimyasal parametrelere
ek olarak kullanilan parametreler ve indeksler sunlardir; WBC,
platelet, lenfosit, monosit, nétrofil, HOMA-IR, 62lbumin,
HbALC, TSH, PLR(platelet/lenfosit orani),
NLR(nétrofil/lenfosit oran1), MLR(monosit/lenfosit orani),
GLR(GGT/lenfosit orani), Sistemik Immiin inflamasyon
indeksi(SII)(platelet sayisix NLR), ANRI=(AST/nétrofil),
SIRI=(monosit XNLR), Prognostik Nutrisyonel
Indeks((10xalbiimin(g/L)+(0,005xtoplam  lenfosit  sayis1)),
APRI((AST/35)x100/platelet), ALRI(AST/lenfosit), De Ritis
Orani(AST/ALT), ALT/AST orani, LDH/Alb Oranmi, ALBI ((-
0,085xAlb)+0,66xlog(bilirubin)), Alb/GGT orani, AIP(log
(TG/HDL-C)). Hastalarin bagvuru ve 2. 62lbumin degerleri
kiyaslandi.

Bulgular: Calismamiza alinan hastalarin (yas=45,9+11,4;
VKi=40,2+6,3; K/E=201/15) ortalama 6.2+4.2 kg agirlik
kaybettigi tespit edildi. Hastalarda agirhik kaybi ile; GLR, SlI,
PNI, APRI, ALRI, De Ritis, ALT/AST, ALBI, Alb/GGT oran,
AIP, HOMA-IR, T-KOL, LDL-KOL, TG, HbA1C, AST, ALT,
ALP, GGT, T.Bilirubin, 62lbumin, TSH degerlerinde anlamli
fark tespit edildi (P<0,005)

Sonug: GLR, SII, PNI, APRI, ALRI, De Ritis, ALT/AST, ALBI,
Alb/GGT ratio gibi yeni inflamatuvar indeksler ucuz ve kolay
ulasilabilen parametrelerden hesaplanmakta olup, obez
bireylerde inflamasyon derecesini gosterebilir, tedavi ile olumlu
cevabi tespitte kullanilabilirler.

Anahtar Kelimeler: Obezite, Inflamasyon, Kilo Kayb1
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OP32: INVESTIGATION OF THE EFFECTS OF HORSE-
BACK RIDING ON CORE MUSCLES IN
ADOLESCENTS

[ADOLESANLARDA BIiNiCiLiGIN KOR KASLARI
UZERINDEKI ETKILERININ iNCELENMESI]

Pinar KUYULU?, Bilge KARA?Z.

ISANKO University, Faculty of Health Sciences, Physiotherapy
and Rehabilitation Department, Gaziantep, Turkey

2Dokuz Eyliil University, Faculty of Physical Therapy and
Rehabilitation, Physical Therapy and Rehabilitation
Department, I1zmir, Turkey

Objectives: The aim of the study is to examine the effects of
riding on the core strength and endurance in healthy adolescents.

Materials-Methods: Twenty participants, aged between 10-19
years, research (n=5) and control (n=5) groups, were included in
the study. The socio-demographic information and clinical
characteristics of the participants were recorded. The study group
(n=5) received riding training for eight weeks. Core strength
(stabilizer pressure biofeedback device), core endurance
(isometric endurance tests) assessments were performed on the
study group before and after the riding training.

Results: There was no statistically significant difference
between the two groups in terms of core strength and core
endurance measurements at the beginning of the study (p>0.05).
Although better scores were obtained in the trunk flexor test in
the study group as a result of the riding training, the difference
was not statistically significant (p>0.05). Statistically significant
difference was found in prone and supine core strength
measurement, trunk extensor test, right lateral bridge test, left
lateral bridge test, and prone bridge test measurements (p<0.05).

Conclusions: As a result of our study, it was shown that horse
riding continued for eight weeks in healthy adolescents increased
core strength and core endurance. However, there is a need for
studies to be carried out by increasing the number of samples in
this area.

Keywords: Adolescent, Horse-back riding, Core stability,
Muscle strength

Amag: Calismanin amaci saglikli ad6lesan bireylerde biniciligin
kor kuvveti ve enduransi tizerindeki etkilerinin incelenmesidir.

Gere¢-Yontem: Arastirmaya yaslar1 10-19 yas araliginda olan,
calisma (n=5) ve kontrol (n=5) grubu olmak {izere 10 katilimci
dahil edildi. Katilimcilarin sosyo-demografik bilgileri ve klinik
Ozellikleri kaydedildi. Caligma grubu (n=5) sekiz hafta binicilik
egitimi ald1. Caligma grubuna binicilik egitimi 6ncesi ve sonrasi,
kor kuvvet (stabilizer pressure biofeedback cihazi), kor endurans
(izometrik endurans testleri) degerlendirmeleri yapildi.

Bulgular: Calismanin baslangicinda kor kuvvet ve kor endurans
Olctimleri acisindan iki grup arasinda istatistiksel olarak anlamli
fark bulunmadi (p>0.05). Calisma grubunda binicilik egitimi
sonucunda govde fleksor testinde baslangica goére daha iyi
skorlar elde edilmesine ragmen aradaki fark istatistiksel olarak
anlamli bulunmadi (p>0.05). Yiiziistii ve sirtiistii kor kuvvet
Olciimii, govde ekstansor testi, sag lateral koprii testi, sol lateral
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koprii testi, yiiziistii koprii testi dlgiimlerinde ise istatistiksel
olarak anlamli fark bulundu (p<0.05).

Sonug¢: Caligmamizin sonucunda saglikli addlesanlarda sekiz
hafta boyunca devam edilen biniciligin kor kuvvetini ve kor
enduransini arttirdift gosterildi. Ancak bu alanda 6rneklem
sayisint arttirarak yapilacak caligmalara ihtiyag vardir.

Anahtar Kelimeler: Adolesan, Binicilik, Kor stabilite, Kas
kuvveti

OP33: THE RELATIONSHIP BETWEEN C-REACTIVE
PROTEIN AND THE LEVEL OF LOW BACK PAIN AND
BACK PAIN RELATED PHYSICAL IMPAIRMENT AND
DISABILITY

[KRONIK BEL AGRILI HASTALARDA C-REAKTIF
PROTEIN iLE BEL AGRISI VE BEL AGRISI
KAYNAKLI FiZiKSEL YETERSIZLiK VE
OZURLULUK DUZEYI ARASINDAKI ILISKIi]

Veli NEHIR?, Sema SAVCI!

1Dokuz Eyliil University, Faculty of Phsical Therapy and
Rehabilitation, Izmir, Turkey

Objective: Low back pain is a common musculoskeletal disorder
that 70-80% of adults experience at least once in their lifetime.
The aim was to investigate the relationship between the severity
of pain and the level of physical impairment and disability due to
pain, and CRP (C-Reactive Protein) in patients with chronic low
back pain.

Materials-Methods: Thirty-four patients with chronic low back
pain who applied to the Ozel I1zmir Avrupa Cerrahi Tip Merkezi
Physical Therapy and Rehabilitation outpatient clinic were
evaluated. Demographic data and serum CRP levels of the cases
were recorded. Low back pain was assessed using the Low Back
Pain Rating Scale (LBPRS). LBPRS is an outcome measure that
is evaluated over a total of 130 points and includes sub-
parameters of pain, disability and physical impairment. The
relationship between LBPRS and its sub-parameters and CRP
was examined.

Results: The mean age of 34 patients (19 women, 15 men)
evaluated was 53.742.5. The mean LBPRS scores of the patients
were 81.47+14.7, pain parameters were 40.21+9.7, disability
scores were 18.62+6.3, and physical impairment scores were
26.41+£7.4. Serum CRP levels were found to be 6.9+2.4(mg/l).
According to Spearman correlation analysis, a strong correlation
was found between BADS and CRP (r=0.784 p<0.05).

Conclusions: In patients with chronic low back pain, an increase
in the level of CRP, which is one of the indicators of inflamation,
may cause more pain, disability and physical impairment.

Keywords: Low Back Pain, CRP, LBPRS, Inflamation

Amag: Bel agrisi, yetigkinlerin %70-80 inin hayatlar1 boyunca
en az bir kez yasadig1 yaygin bir kas iskelet sistemi hastaligidir.
Caligmanin amaci kronik bel agrili hastalarda agri siddeti ve
agriya bagh fiziksel yetersizlik ve oziirliiliik seviyesi ile CRP (C-
Reaktif Protein) arasindaki iligkinin arastiriimasiydi.

Gerec-Yontem: Ozel Izmir Avrupa Cerrahi Tip Merkezi Fizik
Tedavi ve Rehabilitasyon poliklinigine bagvuran kronik bel agrili
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34 hasta degerlendirildi. Olgularin demografik verileri ve serum
CRP diizeyleri kaydedildi. Bel agrisi, Bel Agrist Derecelendirme
Olgegi (BADO) kullanilarak degerlendirildi. BADO toplam 130
puan iizerinden degerlendirilen ve agri, oziirlillik ve fiziksel
yetersizlik alt parametrelerini iceren bir sonu¢ Ol¢limiidiir.
BADO ve alt parametreleri ile CRP arasindaki iliski incelendi.

Bulgular: Degerlendirilen 34 hastanin (19 kadin, 15 erkek) yas
ortalamas1  53,7+2,5 tir. Olgularn BADO toplam puan
ortalamalar1 81,47+14,7, agr1 parametresi 40,2149,7, oziirliilik
puanlart 18,62+6,3 ve fiziksel yetersizlik puanlar1 26,41+7.,4
olarak bulunmustur. Serum CRP seviyeleri ise 6,94+2,4(mg/l)
olarak bulundu. Spearman korelasyon analizine gére BADO ile
CRP arasinda giiglii iligki bulundu (r=0,784 p<0,05).

Sonu¢:  Kronik  bel agrili  hastalarda  inflamasyon
gostergelerinden biri olan CRP diizeyindeki artis daha fazla agri,
ozirliiliik ve fiziksel yetersizlige neden olabilir.

Anahtar Kelimeler: Kronik Bel Agrsi, CRP, BADO,
Inflamasyon

OP34: IMMUNE AND INFLAMATORYRESPONSE
HETEROGENEITY IN NEUROBLASTOMA

[NOROBLASTOMDA iMMUN VE iINFLAMATUAR
CEVAPTA HETEROJENITE]

Tekincan AKTAS!, Deniz KIZMAZOGLU?, Safiye AKTAS?,
Efe SERINAN?, Emre CECEN?, Dilek INCE?, Zekiye
ALTUN?, Nur OLGUN?

!Dokuz Eylul University, Institute of Oncology, Department of
Basic Oncology, Izmir, Turkey

2Dokuz Eylul University, Institute of Oncology, Department of
Pediatric Oncology, Izmir, Turkey

Objectives: Immunity and inflammatory response are the most
important features in cancer development, progression, and
survival. Prognostic significance of immune and inflammation-
related markers in neuroblastoma before and after treatment and
during the follow-up period has not been adequately investigated.
The aim of this study is to investigate the prognostic importance
of immune and inflammation-related markers in neuroblastoma.

Materials-Methods: In 1750 neuroblastoma cases examined
between 2012-2022, achievable blood albumin, CRP values and
ratio (Glascow Prognostic score), diversity and amount of
immune cell infiltration in tumor tissue and surrounding tissue,
immunohistochemical CTLA-4, PDL-1, PD-1, PDL-2
expression was evaluated. RESULTS were tested with analysis
of variance and survival at p<0.05 significance.

Results: The mean age of the cases was 36.23+39.90 (1-217
months) and 48.6% were girls and 51.4% were boys. 28% of the
cases are in low risk, 23.3% in medium risk, 48.7% in high-risk
class. Lymphocyte infiltration was detected in 6% and a low
number in neuroblastoma cases before treatment. No
heterogeneity was detected in the expression of CTLA-4, PDL1,
PD1. After multimodal chemotherapy, lymphocyte infiltration
was found significantly more in tissues with differentiated
ganglioneuroma. It was noted that immunity did not show
intertumoral heterogeneity.
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Conclusions: Neuroblastoma was found to be weak in immune
and inflammatory response. Absence of intratumoral
heterogeneity in immune response, increased immune cell
increase after chemotherapy were interpreted in favor of
metachronous immune heterogeneity. In vitro, ex vivo and in
vivo studies are needed to determine the immune profile changes
in tumors after radiotherapy and chemotherapy, in short, whether
neuroblastomas can be converted from cold tumors to hot tumors
for immunotherapy.

Keywords: Neuroblastoma, heterogeneity, immune response,
inflamatory response

Amag: Kanser gelisim progresyon ve sagkaliminda immunite ve
inflamatuar yanit, baslica Onemli 6zelliklerden birisidir.
Noroblastomda tedavi Oncesi ve tedavi sonrast ve izlem
siirecindeki immun ve inflamasyon iliskili belirteglerin
prognostik 6nemi yeterince arastirtlmamistir. Bu calismanin
amact noroblastom olgularinda immun ve inflamasyon iligkili
belirteglerin prognostik dnemini arastirmaktir.

Gere¢-Yontem: 2012-2022 yillarinda incelenen 1750 adet
noroblastom olgusunda, ulagilabilen kan albiimin, CRP degerleri
ve orani (Glascow Prognostik skoru), tiimoér dokusu ve gevre
dokuda immun hiicre infiltrasyon cesitliligi ve miktari, dokuda
immunhistokimyasal CTLA-4, PDL-1, PD-1, PDL-2
ekspresyonu degerlendirilmistir. BULGULAR varyans analizi
ve sagkalim analizi p<0,05 anlamlilig1 ile test edilmistir.

Bulgular: Olgularin yas ortalamasi 36,23+39,90 (1-217 ay) ad
olup %48,6 olgu kiz, %51,4 olgu erkek g¢ocuktur. Olgularin
%281 diistik risk, %23,3’1 orta risk, %48,7’si yiiksek risk
smifindadir. Tedavi Oncesi ndroblastom olgularinda lenfosit
infiltrasyonu % 6 yilizdede ve diisiik sayida saptanmigtir. CTLA-
4, PDLI, PDI1 ekspresyonunda heterojenite saptanmadi.
Multimodal kemoterapi sonrast diferansiye ganglionérom
histolojisindeki dokularda lenfosit immun hiicre infiltrasyonu
belirgin  fazla  saptanmugtir.  Immunitenin  intertiimoral
heterojenite gostermedigi dikkati ¢ekmistir.

Sonuc¢: Noroblastom immun ve inflamatuar yanit olarak zayif
olarak saptanmustir. Immun cevapta intratiiméral heterojenite
olmamasi, kemoterapi sonrasi artan immun hiicre artisi,
metakron immun heterojenite  lehine  yorumlanmustir.
Radyoterapi ve kemoterapi sonrasi tiimérlerde immun profilin
degisip degismediginin, kisaca noroblastomlarin immunoterapi
icin soguk tiimorden sicak tiimdre c¢evrilmesinin olasi olup
olmadig1 yoniinde in vitro, ex vivo ve in vivo deney hayvani
¢aligmalarina ihtiya¢ vardir.

Anahtar Kelimeler: Noéroblastom, heterojenite, immun yanit,
inflamatuar yanit
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OP35: THE RELATIONSHIP BETWEEN DISEASE
ACTIVITY SCORE AND DIAPHRAGM FUNCTION IN
PATIENTS WITH ANKYLOSING SPONDILITIS: PILOT
STUDY

[ANKILOZAN SPONDILITLi HASTALARDA
HASTALIK AKTIiVITE SKORLARI iLE DiYAFRAGMA
FONKSIYONU ARASINDAKI iLiSKi: PILOT
CALISMA]

Ugur VEREP!?, Elanur CICEK?, Tuba DEMIRCI
YILDIRIMZ, Fatos ONEN?3, Seher OZYUREK?

1Dokuz Eylul University, Institute of Health Sciences, Izmir,
Turkey.

2Dokuz Eylul University, Faculty of Physical Therapy and
Rehabilitation, 1zmir, Turkey.

3Dokuz Eylul University, Faculty of Medicine, Department of
Internal Medicine, Division of Rheumatology, 1zmir, Turkey.

Objectives: BASDAI (Bath Ankylosing Spondylitis Disease
Activity Index) and ASDAS (Ankylosing Spondylitis Disease
Activity Score) are frequently used disease activity scores in AS,
and ASDAS also includes objective serological markers of
inflammation (ESR or CRP). Although the limitation of chest
expansion is an important problem in AS, studies examining
diaphragmatic functions are limited. The aim of the study was to
examine the relationship of disease activity scores used in AS
with diaphragmatic muscle function and chest expansion.

Materials-Methods: Six (male, age: 48 years) AS patients were
included in the study. The disease activities of participants were
evaluated with BASDAI, ASDAS-CRP, and ASDAS-ESR; chest
expansion with tape measure; and diaphragmatic function with
ultrasonography from the 8th intercostal space. The thickness of
the diaphragm was measured at the end of calm expiration and
during deep inspiration, and the thickening rate (%) was
calculated. While descriptive statistics were given as median, the
relationship was evaluated with Spearman Correlation analysis.

Results: As BASDAI (3.40) and ASDAS (ASDAS-CRP:2.85,
ASDAS-ESR:2.40) scores increased, thickening rate (157.75%)
and chest expansion (4.25 cm) indicating diaphragmatic function
decreased. However, no statistically significant relationship was
found (p>0.05).

Conclusions: Although this pilot study showed that there is no
relationship between disease activity scores and diaphragmatic
function, we think that there may be effects on diaphragmatic
functions and even compensatory activities in AS due to the
limitation of thoracic cage mobility and kyphosis. There is a need
for studies with large samples in which motion analysis and
imaging methods are used together.

Keywords: Ankylosing Spondylitis, disease activity, Diaphragm

Amac: BASDAI (Bath Ankilozan Spondilit Hastalik Aktivitesi
Indeksi) ve ASDAS (Ankilozan Spondilit Hastalik Aktivite
Skoru) AS’de sik kullanilan hastalik aktivitesi skorlarindan olup
ASDAS ayrica inflamasyonun objektif serolojik belirteglerini de
(ESR veya CRP) icermektedir. AS’de gogiis ekspansiyonunun
limitasyonu 6nemli bir problem olmasma ragmen diyafragma
fonksiyonlarmin incelendigi ¢aligmalar smirlidir. Caligmanin
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amaci, AS’de kullanilan hastalik aktivitesi skorlarmin
diyafragma kas fonksiyonu ve gogiis ekspansiyonu ile iligkisini
incelemekti.

Gere¢-Yontem: Calismaya 6 (erkek, yas: 48 yil) AS hastast
alindi. Katilimeilarin hastalik aktiviteleri BASDAI, ASDAS-
CRP, ASDAS-ESR; gogiis ekspansiyonu mezura; diyafragma
fonksiyonu 8. interkostal araliktan ultrasonografi ile
degerlendirildi. Diyafragma kalinlig1 sakin ekspirasyon sonunda
ve derin inspirasyonda Olgiilerek kalinlasma orant (%)
hesaplandi. Tanimlayici istatistikler ortanca olarak verilirken
iligki Spearman Korelasyon analizi ile degerlendirildi.

Bulgular: BASDAI (3,40) ve ASDAS (ASDAS-CRP:2,85,
ASDAS-ESR:2,40) skorlar1 arttikga diyafragma fonksiyonunu
gosteren kalinlagma orani (%157,75) ve gogiis ekspansiyonu
(4,25 cm) azalmasina ragmen istatistiksel olarak anlamli bir iligki
bulunmadi (p>0,05).

Sonu¢: Bu pilot c¢alisma hastalik aktivitesi skorlariyla
diyafragma fonksiyonu arasinda iliski olmadigin1 gdsterse de
AS’de gogiis kafesi mobilitesindeki kisitliliga ve kifoza bagl
olarak diyafragma fonksiyonlarinda etkilenimler ve hatta
kompanse edici aktiviteler olabilecegi goriisiindeyiz. Hareket
analizi ile goriintiileme yontemlerinin birlikte kullanildig1 genis
orneklemli ¢aligmalara ihtiyag vardir.

Anahtar Kelimeler: Ankilozan Spondilit, hastalik aktivitesi,
Diyafragma
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