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ABSTRACT

Background: Current anastomosis techniques including conventional esophageal (CEAT) and region expanding anastomosis
techniques (REAT) in esophagus cancer surgeries have high mortality and morbidity rates, which underlines the lack of a golden
standard method. Anastomosis techniques are one of responsible factors for stricture formation. In this regard, the study conducted
on ex vivo ovine tissues was aimed to compare pressure resistances of different anastomosis techniques in term of stricture
formation.

Material and Method: Thirty-five esophagus and gastric samples from 35 male lambs aged 12 months were used ex vivo for the
study. Samples were divided into 5 groups according to anastomosis techniques including Hand-Made Sutured Technique (HM),
Circular Stapler Sutured Technique (CS), Reinforced Circular Stapler Sutured Technique (rCS), Modified Plus “+” Incision
Technique (mP+IT), and Modified Arrow-Bow Hand-Made Sutured Technique (mabHM). The intraluminal pressure resistance of
the CEAT (e.g. the HM, CS and rCS) and REAT (e.g. the mP+IT and mabHM) were recorded.

Results: The pressures of different incision techniques from the highest to the lowest were found as follows: the rCS (114.71£3.77 cm
H20) > the CS (95.43%3.45 cm H20) > the HM (84.14+3.67cm H20) > the mabHM (79.71+2.87 cm H20) > the mP+IT (77.14+6.23 cm
H20) (p < 0.001). Except the comparison of the HM versus the mabHM (p=0.558), and the mP+IT versus the mabHM, the other
techniques differ statistically significantly from each other.

Conclusion: In our study, the durability of anastomoses using CEAT was found to be higher and compatible with the literature.
Although in vivo live animal studies are necessary, REAT can be safely used to prevent the development of stricture, which is the
second most common complication of esophagogastric anastomoses. Our findings suggest that the CEAT especially the rCS can be
safely administered to prevent leakage.

Keywords: Esophagogastric Anastomosis, Stricture, Surgical Techniques, Esophagus, Stomach

OZET

Girig: Ozofagus kanseri ameliyatlarinda konvansiyonel 6zofagus (CEAT) ve bolge genisletici anastomoz teknikleri (REAT) gibi
mevcut anastomoz tekniklerinin yiiksek mortalite ve morbidite oranlarma sahip olmasi, altin standart bir yontemin eksikliginin
altin1 cizmektedir. Anastomoz teknikleri, darlik olusumundan sorumlu faktérlerden biridir. Bu baglamda, ex vivo koyun dokular1
tizerinde yapilan calismada, farkli anastomoz tekniklerinin basing direnglerinin darlik olusumu acisindan karsilastirilmasi
amagclanmustir.

Materyal ve Metod: Calisma icin 12 aylik 35 erkek kuzudan alinan otuz bes yemek borusu ve mide 6rnegi ex vivo olarak kullanild.
Ornekler anastomoz tekniklerine gore El Yapimi Dikis Teknigi (HM), Circular Stapler Sttiirli Teknigi (CS), Reinforced Circular
Stapler Siitiirlii Teknigi (rCS), Modifiye Plus “+” Insizyon Teknigi (mP+IT), ve Modifiye Ok-Yay El Yapimi Dikisli Teknigi
(mabHM). CEAT (6rn. HM, CS ve rCS) ve REAT'in (6rn. mP+IT ve mabHM) intraluminal basing direnci kaydedildi.

Bulgular: En yiiksekten en diisiige farkli kesi tekniklerinin basinglari su sekilde bulundu: rCS (114.71£3.77 cm H20) > CS
(95.43+3.45 cm H20) > HM (84.14+3.67cm H20) > mabHM (79.71+2.87 cm H20) > mP+IT (77.1446.23 cm H20) (p < 0.001). HM ile
mabHM'in (p=0,558) ve mP+IT ile mabHM'nin karsilastirilmasi disinda, diger teknikler birbirinden istatistiksel olarak énemli
olctide farklidar.

Sonug: Calismamizda CEAT kullanilan anastomozlarin dayanikliligi daha yiiksek ve literatiirle uyumlu bulundu. In vivo canli
hayvan calismalar1 gerekli olmakla birlikte, 6zofagogastrik anastomozlarin en sik goriilen ikinci komplikasyonu olan darlik
gelisimini onlemek icin REAT giivenle kullanilabilir. Bulgularimiz, sizintiyr énlemek icin CEAT'n 6zellikle rCS'nin gtivenli bir
sekilde uygulanabilecegini gostermektedir.

Anahtar kelimeler: Ozofagogustrik Anastomoz, Darlik, Cerrahi Teknikler, Yemek Borusu, Mide
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INTRODUCTION

Colonic, jejunal and gastric transposition methods
are employed to conserve the continuity of
gastrointestinal tract in surgeries to benign or
malign esophagus pathologies (Bradshaw et al.,
2018). Colon transposition is the most commonly
used technique in pediatric patients; whereas in
adult cancer patients, gastric pull-up technique is
most commonly used, which involves use of
stomach as a conduit (Bradshaw et al., 2018; Deng et
al., 2020). Various anastomosis techniques are
employed in  gastric  pull-up  surgeries.
Transpositions applied after esophagectomy
surgeries have high morbidity and mortality. Most
prominent early surgical complications are bleeding
and leakage, while most prominent late surgical
complication is stricture. Anastomotic leakage in
cervical anastomosis of esophagectomy can be
managed efficiently; however, strictures are
developed on the anastomosis border such patients
in comparison to other techniques and strictures
more often and they are more challenging to
manage in comparison to other techniques. On the
other hand, although development anastomotic
strictures are less frequent in intrathoracic
anastomoses, sepsis following mediastinitis caused
by anastomotic leakage has usually mortal
(Shuangba et al., 2011; Deng et al., 2020).

Different approaches are suggested in the literature
for the ideal anastomosis point and technique to
minimize the surgical complications (Briel et al., 2004).
In cervical region anastomoses, anastomotic leakages
are easier to manage and thus mortality is lower than
alternatives. Strictures are the most common long-
term complications of cervical region anastomoses.
Anastomotic stricture in the early postoperative
period, cervical It is seen in 30-40% of anastomoses
and 5-10% of intrathoracic anastomoses, and 3-4% of
strictures become permanent (Ahmed et al., 2017).
There are patient dependent risk factors for stricture
formation (e.g. high collagen levels, diabetes mellitus
etc.) but anastomosis technique is one of the
modifiable risk factors. Reportedly, region expanding
anastomosis techniques (REAT) reduces stricture
formation. Major drawback of the REAT is the
increased risk of leakage as the anastomosis area is
larger (Melek and Cobanoglu, 2011). In this study; the
REAT is compared with conventional esophageal
anastomosis techniques (CEAT), used in gastric pull-
up replacement in esophagectomy, by leakage tests in
ex vivo animal models. Arrow-bow technique which
is a modified combination of previously published
techniques (Sharma and Wakhlu, 1980; Singh and
Shun, 2001) is introduced as an alternative the REAT
to be examined in future publications and included in
the comparisons.

MATERIAL and METHOD

Esophagus and gastric specimens: Esophagus and
gastric samples were collected from a slaughterhouse.
Esophagus and gastric samples from 35 male lambs
aged 12 months which were born on the same day in
the same farm were collected by the attending
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veterinary surgeon of the slaughterhouse. The
samples were placed in a saline solution (0.85% NaCl)
and were brought to General Surgery Department to
eliminate the effects of the environmental factors.

Measurements and Standardized Procedures: All
esophagus samples were prepared as 150 mm (Figure

Figure 1. All esophagus samples were prepared as 150
mm

All gastric specimens were prepared to be 100 mm x
80 mm x 10 mm from the tripe of the lamb's gastric in
equal volume and size for equal pressure control
(Figure 2).

Figure 2. Gastric specimens were prepared as 100 mm
x 80 mm x 10 mm from the tripe of the lamb's stomach
in equal volume and size for equal pressure control.

Following the application of 5 different anastomosis
techniques to a total of 35 samples, esophagus
specimens were transected and tied with a 2-0 silk tie
5 c¢cm above the anastomosis line, and the stomach
specimens were transected near the cardia at 8 cm by
a linear stapler (Ethicon Endo-Surgery Linear Cutter
75; Ethicon, Somerville, NJ), which was also used to
close the gastric conduit to create a closed airtight
system. Then the transected gastric lines were
strengthened with continuous 2-0 silk sutures.

Techniques: Esophagus and gastric samples collected
in an hour following slaughter were separated into 5
groups of 7. There were two main groups of surgical
techniques: the CEAT and REAT.

Hand-Made Sutured Technique (HM): This
technique is one of the CEAT. In this technique, the
end-to-end single-layer anastomosis was performed
with 2/0 prolene (nonabsorbable suture material- 2.0
polypropylene) interrupted sutures, between the
distal esophagus and the part determined in the
gastric fundus that was incised as equal as the
esophagus diameter including the esophageal and
gastric mucosa (Figure 3).



Figure 3. HM model

Circular Stapler Sutured Technique (CS): This
technique is one of the CEAT. In this technique, the
end-to-end anastomosis was performed with 21 mm
circular stapler (21 mm single-use stapler, Covidien
AG, Switzerland) between the distal esophagus and
the part predetermined surgical site in the gastric
fundus including the esophageal and gastric mucosa
(Figure 4).

Figure 4. CS model

Reinforced Circular Stapler Sutured Technique
(rCS): This technique is one of the CEAT.
Anastomosis line was supported with 2/0 prolene
Lambert sutures after anastomosis was performed as
in the CS method (Figure 5).

Figure 5. rCS model

Modified Plus “+” Incision Technique (mP+IT): This
technique is one of the REAT defined by Melek and
Cobanoglu between esophageal ends in patients with
esophageal atresia (Figure 6).
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Figure 6. [lustration of mP+IT model.

In this study, we modified the plus “+” incision
technique for better suitability in esophagogastric
anastomoses. After forming “+” incision in the distal
esophagus, same incision was also performed on the
gastric wall. In order to increase anastomosis width
and area as aimed, end-to-end anastomosis was
performed with the protrusions in the recessed tissues
with 2/0 prolene interrupted sutures including the
esophageal and gastric mucosa (Figure 7).
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Figure 7. mP+IT model

Modified  Arrow-Bow  Hand-Made  Sutured
Technique (mabHM): This technique is one of the
REAT defined by Sharma and Wakhlu (1980) and
Singh and Shun (2001). In their techniques the
anastomosis is between the two esophageal ends in
patients with esophageal atresia (Figures 8 and 9).

Figure 8. Sharma and Wakhlu’'s modification for
esophago-gastric anastomosis

— Upper pouch —

Flap from
anterior
wall

Figure 9. Singh and Shun’s modification for

esophago-gastric anastomosis

In this study, we combined these techniques with
modifications for better suitability in esophagogastric
anastomoses. There are two incisions: one on anterior
hemi-circumference of upper pouch and another
corresponding one vertical at the open posterior end
of the lower pouch. Flap from the upper pouch is laid
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into open V of lower pouch. In our modified
technique, we incise the upper end of the esophagus
to be anastomosed as a triangle, arrow or bow (Figure
10).

Figure 10. Modification model
Sharma and Singh

(Arrow-Bow) of

Then, we prepare the corresponding stomach incision,
that is the lower end of the anastomosis, in the form of
downward- V shaped. The triangle flap from
esophagus is laid into the open downward- V shaped
incised of part of the stomach. The anastomosis was
performed with 2/0 prolene interrupted sutures
including the esophageal and gastric mucosa.

Anastomotic Leakage Testing and Standardized
Procedures: Anastomotic leakage was tested as
following; a blood pressure cuff catheter was placed
in the end of the esophagus and inflated in each
sample. The esophagus (5 cm above and 8 below the
anastomosis) was tied with a 2-0 silk tie. BP (bursting
pressure) or anastomosis leakage pressure was
measured pneumatically using a sphygmomanometer
by the method defined by El-Malt et al. (2001). The
catheter was connected via a pressure transducer to
the sphygmomanometer (Erka, D-83646 Bad Tolz,
Perfect Aneroid, Germany). The esophagus was given
a continuous air flow (1.5 mL/min) the pressure in the
esophagus was monitored during
pnuemooesophagus and BP (mm Hg) was recorded
as the maximum pressure achieved during the
pnuemooesophagus phase. The definition of bursting
pressure is the air leakage in the anastomosis line.
Concurrent with pressure monitoring, a syringe was
used to progressively insulate the anastomosis until
the discharge of air bubbles from the anastomosis
when submerged in a water bath.

Statistical analysis: Normality was checked with
Shapiro-Wilk test. Variance homogeneity was
assessed with Levene test. All measurements were
obtained by the same researcher under the same
environmental conditions. The data were analyzed by
One-Way ANOVA test and post-hoc Bonferroni test.
A level of p < 0.05 was regarded as statistically
significant.

RESULTS

Pressures at which anastomotic leakage is detected in
5 groups of a total of 35 samples. Since the data in
each group were normally distributed, the numerical
values were summarized as mean #* standard
deviation in Tables 1 and 2. The pressures
corresponding to the incision techniques from the
highest to the lowest were observed as follows: the



rCS (114.714£3.77 cm H20) > the CS (95.43£3.45 cm
H20) > the HM (84.14£3.67cm H20O) > the mabHM
(79.7142.87 cm H20) > the mP+IT (77.1446.23 cm
H20) (p < 0.001) (Table 1). Except the comparison of
the HM versus the mabHM (p = 0.558), and the
mP+IT versus the mabHM (p = 1.000), the other
techniques differ statistically significantly from each
other (Table 2). Figure 11 is a chart representing the
perforation pressure.

Table 1. Morphometric data of the groups including

the pressure of the esthageal samBIes

Groups N Mean (em H20) Std. Deviation Minimum Maximum
HM 7 84.14 3.67 79 90

CS 7 95.43 3.45 90 100
rCS 7 114.71 3.77 110 120
mP+IT 7 77.14 6.23 71 90
mabHM 7 79.71 2.87 76 84

4 <0.001

Table 2. ComEarison of different incision techniﬂues

Parameter Mean * SD (cm H>0) Comparison P
HM 84.1443.67 Cs <0.001
rCS <0.001
mP+IT 0.037
mabHM 0.558
cs 95.43+3.45 rCS <0.001
mP+IT <0.001
mabHM <0.001
rCS 114.71+3.77 mP+IT <0.001
mabHM <0.001
mP+IT 77.14+6.23 mabHM 1.000
mabHM 79.71+2.87 - -

Perforation pressure
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Figure 11. Perforation pressure according to
techniques.
DISCUSSION

Despite the remarkable advances in medical sciences,
mortality and morbidity of esophagus cancer
surgeries are far beyond the desired levels. There are
specialized centers achieving low mortality for certain
cases; however, high morbidity still persists on the
whole, since surgical site is not easily accessible and
anatomically esophagus is in a critical position. Older
age, comorbidities and admission at later stages are
further potential morbidity increasing factors (Raman
et al., 2017; Whooley et al., 2001; Verstegen et al.,
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2019). Determination of right anastomosis site is
crucial as determination of right reconstruction
surgical  technique following esophagectomy.
Mediastinitis following an anastomotic leakage in
intrathoracic anastomoses is usually mortal whereas
cervical anastomotic leakages can get obliterated
spontaneously with right medical management and
thus have lower mortality. Along with this general
advantage of cervical anastomoses, anastomotic
strictures occur more frequently in cervical
anastomoses, which can be listed as a disadvantage
(Verstegen et al., 2019).

In this study we aimed to compare the reliabilities of
the REAT and CEAT in an ex vivo animal model
regarding esophageal strictures in cervical region,
which can be regarded as the safer site. Wound
healing in gastrointestinal anastomoses is a frequently
studied subject in animal models (Koruda and
Rolandelli, 1990; Hendriks and Mastboom, 1990).
Administration of lower gastrointestinal anastomoses
in laboratory animals, however, is rather challenging
and so is to evaluate the healing quality of esophageal
anastomoses in rodents (Levi et al.,, 1996; Urschel et
al, 1997). There are limited number of studies
involving ovines due to ethical and financial
challenges. Thus, we believe ex vivo cadaveric studies
would be helpful for esophagogastric anastomosis
studies. Ovine model is chosen in this study for the
morphological and dimensional similarity of the
anastomosis sites to human esophagogastric
anastomosis site.

Anastomotic leakage between esophagus and
replaced tissue (i.e. stomach, colon or intestine tissue)
is the most frequent complication following
esophagectomy. Esophageal anastomotic leakage is
the prominent cause of surgical sepsis and is held
responsible for high mortality and morbidity.
Esophageal anastomotic leakage rates, as high as 30%,
are reported in the literature (Hsu et al., 1992).
Etiology of the anastomotic leakage is multifactorial
and related to patient dependent systemic factors and
local wound site and associated factors. Lack of
esophageal serosa, weak attachment of longitudinal
muscles to sutures and limited accessibility of the
surgical site are major adverse factors (Urschel et al.,
1997).

The major long-term complication in esophageal
replacement anastomoses is stricture formation along
anastomosis line. Suture material, anastomosis type,
anastomosis tightness, ischemia, anastomotic leakage
and presence of gastro-esophageal reflux are the
major factors determining the severity of stricture
(Singh and Shun, 2001; Spitz, 2007). Cui and Urschel
(1999) have reported equal endurance to anastomotic
pressure for interrupted simple suture and horizontal
mattress suture in their animal study.

Various anastomosis techniques are developed and
published in the literature in order to prevent short-
and long-term complications. Factors such as ease of
applicability, decrement in mortality and surgery
duration determine the most suitable technique. In
esophagus carcinoma surgery; both for cervical and



thoracic ~ incisions,  cervical  esophagogastric
anastomosis by newly introduced stapler took place of
the traditional manual cervical anastomosis technique.
It should be noted that the complications of the staple
technique are laryngeal nerve injury, pneumothorax,
perforation and especially anastomosis stricture
(Chunwei et al., 2005).

Surgical site is more accessible with use of stapler and
application is straight forward, thus it is expected to
decrease the rate of anastomotic leakage (Peracchia et
al., 1988). In comparison, when carried out by
experienced surgeons, manual anastomosis can be as
safe as use of stapler and has a financial advantage
(Law et al, 1997). Although long-term cancer
recurrence on the anastomosis line, early mortality
and morbidity and survival rates are similar; the
development of anastomosis stenosis is higher with
use of stapler than other techniques. Shorter surgery
duration is a clear advantage of use of stapler as
reported in the literature (Urschel et al., 1997; Law et
al, 1997). In the cervical anastomosis techniques
explained by Law et al (1997), which are manual,
single layered and continuous; anastomotic stenoses
have more benign character. Although various
methods have been proposed in esophageal
anastomoses, end-to-end circular anastomosis is
usually the preferred technique in practice (Ein and
Ashcraft, 1981). Low rate of stricture formation is the
most beneficial aspect of end-to-side anastomosis
technique (Ein and Ashcraft, 1981). However, the
general reliability of this technique is controversial
since there is a risk of early and late recanalization of
the ligated fistula in esophageal atresia surgery. A
common undesirable feature of both end-to-end and
end-to-side techniques is suture line being uniplanar.
In the REAT described in our study, the suture line is
in multiple planes and the risk of stenosis in the
healing process is lower. The main purpose of these
techniques is to achieve lower tension, wider area and
suture line not being limited to a single plan (Sharma
and Wakhlu, 1980; Gough, 1980). In the technique of
Sharma and Wakhlu (1980), the aim is to have less
tense posterior suture line. The first technique to
eliminate the tension was defined by Sulamaa et al.
(1951).

Singh and Shun (2001) reported that anastomosis
stenosis would be minimized by having a large
uniplanar anastomosis line. The anastomosis is made
circumferentially larger; incidence of anastomotic
stenosis is expected to reduce (perimeter of any
circular anastomosis is reduced by a third during
healing). The tension is mainly due to posterior
sutures of the anastomosis; the anterior sutures can
then be placed without stretching, since anterior
regions are fully mobilized. The ascending anterior
and posterior suture lines, due to their larger
circumference, result in an obliquely created
anastomosis, as in Figure 2, to reduce tension on each
individual suture (Sharma and Wakhlu, 1980;
Lindahl, 1987; De Carvalho et al., 1989).

Anastomosis stenosis is a common complication
following esophageal surgery techniques. With this
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method, we proposed an esophageal anastomosis
technique within the REAT group with a large
anastomosis area, which is resistant to pressure and
can reduce the rate of stricture. The lower end of the
esophagus was prepared as a triangle, arrow or bow
(“arrow-bow”), and then the corresponding gastric
incision which is the lower end of the anastomosis
was prepared in the form of letter V. The triangular
end of esophagus was inserted into an open V-shaped
section of the stomach. This creates a large
anastomosis and suture line, which is not limited to a
single plane without disturbing tissue integrity. This
simple and effective technique provides a long and
multiplanar suture line. The REAT minimizes the risk
of stenosis as side-by-side anastomosis (Sharma and
Wakhlu, 1980; Melek and Cobanoglu, 2011).

If the suture line is confined to a smaller area, stenosis
is more likely to occur during the healing process
(Aumar et al, 2019). Minimization of stricture
formation is aimed by a wide anastomosis area
between esophagus and gastric tube, and a suture line
not limited to a single plane. The described technique
does not increase the distance between the pouch tips
and does not cause anastomotic tension since it does
not involve tissue loss on the blind pouch tips.
Moreover, it minimizes stenosis occurrence as it
provides a large multiplanar anastomosis line. One of
the many factors that play a role in the pathogenesis
of stricture formation is the type of anastomosis used.
Transverse circular anastomosis seems to be the most
commonly used technique (Aumar et al., 2019). Any
type of circular anastomosis reduces healing duration
in the wounded area. There is a greater risk of
contraction in the healing area if suture line is
uniplanar. Stenosis following transverse (uniplanar)
circular anastomosis can be treated with oblique
anastomosis, where the suture line is not confined to
single plane. In addition, fibrosis following transverse
circular anastomosis may cause stenosis in the
anastomosis area. However, oblique anastomosis may
form a wider anastomosis line due to non-circular
fibrosis (Yurtcu et al, 2010; Melek and Cobanoglu,
2011).

In this study, we investigated the reliability of cervical
esophagogastric ~ anastomosis  techniques  for
anastomotic leakage. Raman et al. (2017) reported that
intraluminal pressure of 84 + 38 cm H2O is needed to
disrupt an in vivo esophagogastric anastomosis. In
our study, the durability of anastomoses using CEAT
was found to be high and consistent with the
literature. However, the use of REAT seems
appropriate to prevent the development of stricture,
which is the second most common complication of
esophagogastric ~anastomoses. Considering the
absence of wound healing process in ex vivo models,
we propose that esophagogastric anastomosis
techniques that reduce stricture formation incidence
by increasing the anastomosis area can be reliable and
easily applied.

Limitations: There are several important limitations of
our study. Firstly, we used a sheep model that cannot
be generalized to human patients. A sheep model may



not accurately reflect the pressure dynamics in
humans. However, the similarity of esophageal
histology and the use of the same materials
minimized the variables. A similar study shows that
in ex vivo and in vivo esophagectomy porcine models
with anastomosis, there is no significant difference in
the maximum tolerated pressure between ex vivo and
in vivo esophagogastric anastomosis (Raman et al.,
2017).

Conclusion

Our findings suggested that the durability of the
CEAT was higher compared to the REAT. Therefore,
the CEAT especially the rCS can be safely
administered to prevent leakage. Considering that
there is no difference between the two REAT as
durability, we recommend the mabHM as the REAT
method that keeps the anastomosis line wide. We
think that the reliability of this method should be
demonstrated in living tissues.
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ABSTRACT

Objective: Laparoscopic cholecystectomy (LC) is the gold standard treatment for symptomatic cholelithiasis and is the most
commonly performed surgical procedure worldwide. It is superior to open cholecystectomy in terms of aesthetics, but the visibility
of the trocar ports is a cosmetic problem due to increasing aesthetic concerns. We report the results of patients who underwent
conventional four port LK with all incisions below the bikini line.

Material and Method: The study included patients who underwent LK through bikini incision in our clinic between 01.11.2020 and
31.11.2021. Age, gender, comorbidities, indications for cholecystectomy, previous abdominal surgeries, anesthesia scores, and body
mass index (BMI) were recorded. The procedure was not performed in patients undergoing emergency surgery for acute
cholecystitis and other causes.

Results: The study included 9 patients, all of whom were female. The mean age was 30 * 7.8 years and mean BMI was 23.1 + 4.3.
Mean operative time was 33.9 + 8.5 minutes. Open operation was not performed in any patient. The hospitalization period was one
day for all patients. There were no complications in any of the patients. Eight of the nine patients (89%) expressed cosmetic
satisfaction in the first month after surgery.

Conclusion: The prevalence of LC leads to an increase in the number of patients expecting less scarring. Here, we propose a
modified four-port laparoscopic cholecystectomy that is easy to perform, safe, requires no additional cost, and has high patient
satisfaction.

Keywords: Cholecystectomy, Laparoscopic cholecystectomy, Gallbladder, General surgery

OZET

Amag: Laparoskopik kolesistektomi (LK) semptomatik kolelitiazis tedavisinde altin standart tedavidir ve diinyada en sik
uygulanan cerrahi prosediirdiir. Estetik acindan acik kolesistektomiye gore tistiindiir fakat giiniimiizde estetik kaygilarin artmasi
nedeniyle trokar girislerinin goriintirltigti kozmetik agidan sorun olusturmaktadir. Konvansiyonel doért port LK'yi téim
insizyonlarinn bikini ¢izgisi altinda kalacak sekilde uyguladigimiz hastalarin sonuglarimi sunuyoruz.

Materyal ve Metod: Calismaya klinigimizde 01.11.2020 - 31.11.2021 tarihleri arasinda bikini insizyonla LK uygulanan hastalar dahil
edildi. Hastalarin yas, cinsiyet, ek hastaliklari, kolesistektomi endikasyonlari, gegcirilmis batin cerrahileri, anestezi skorlari, viicut
kitle indeksleri (VKI) kaydedildi. Prosediir, akut kolesistit ve diger nedenlere bagl acil ameliyat edilen hastalara uygulanmadi.
Bulgular: Calismada tiimii kadin olmak tizere 9 hasta yer aldi. Hastalarin ortalama yasi; 30 7.8, ortalama VKI'si; 23.1 +4.3'tii.
Ortalama ameliyat siiresi; 33.9 + 8.5 dakikayd1. Hicbir hastada acik operasyona gecilmedi. Yatis stire tiim hastalar i¢in bir gtindi.
Hastalarin hi¢birinde komplikasyon gelismedi. Dokuz hastanin sekizi (%89) ameliyattan sonraki ilk ayda kozmetik olarak memnun
kaldigini ifade etti.

Sonug: LK prevalansi, daha az yara izi bekleyen hasta sayisinda artisa neden olur. Burada kolay uygulanabilen, giivenli, ek maliyet
gerektirmeyen ve yiiksek hasta memnuniyeti ile modifiye edilmis dort portlu laparoskopik kolesistektomi dneriyoruz.

Anahtar kelimeler: Kolesistektomi, Laparoskopik kolesistektomi, Safra kesesi, Genel cerrahi
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INTRODUCTION

Colonic, jejunal and gastric transposition methods
Laparoscopic cholecystectomy (LC) is the gold
standard treatment for symptomatic cholelithiasis
and is the most frequently performed surgical
procedure worldwide (Begum et al, 2019).
Although there were doubts initially about the risk
of biliary tract injury, the method is being applied
safely all over the world. Its cosmetic outcomes are
superior to LC, however due to an increase in
aesthetic concerns nowadays, the visible multiple
port incisions in LC poses a cosmetic problem
(Gulaydin, 2021).

Today, with the progress in technology, minimally
invasive treatments are becoming increasingly
popular for purposes such as reducing
postoperative pain and eliminating aesthetic
concerns, especially due to visible scars. Surgeons
have started to create alternatives to conventional
four-port LC; many methods have been developed,
such as three-port LC, single-incision laparoscopic
surgery (SILS), transluminal endoscopic surgery
with natural orifice (NOTES) (Nemani et al., 2014;
Lirici et al., 2016; Shah et al, 2021). These
procedures have not become widely popular due to
surgical difficulties and the steep learning curve
(Gulaydin, 2021). In the last decade, it has been
aimed to keep the port incisions below the bikini
line for invisibility, but the results of this method
were described to be extremely limited in a few
centers (Ersoz et al., 2011; Gulaydin, 2021).

In this article, we aimed to share the results of an
alternative method to traditional LC with the
increasing aesthetic concerns as well as surgical
safety. We present the results of patients who
underwent surgery so that all incisions of the
conventional four-port LC remained below the
bikini line. The present study is one of the rare
studies in the literature where all trocars were
placed below the bikini line and will contribute to
the literature.

MATERIAL and METHOD

All cases were operated on for cholelithiasis
between November 2020 and December 2021. The
data of the patients whose incisions of all ports were
below the bikini line were analyzed in the hospital
electronic system. Age, gender, presence of
additional disease, cholecystectomy indications,
previous abdominal surgery, American Society of
Anesthesiologists (ASA) scores, body mass indexes
(BMI) of the patients were recorded.

The procedure was not performed on patients who
underwent emergency surgery for acute
cholecystitis and other causes. Those with
incomplete data and patients under the age of 18
were excluded in the study. The cosmetic
satisfaction levels of the patients who were called for
outpatient clinic control were questioned in 5
different degrees ranging from very satisfied/
satisfied/ indecisive/ dissatisfied/ not satisfied at
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all. The research was designed retrospectively, and
the approval of the local ethics committee was
obtained (2022/18-02). All patients were informed
about this procedure before the operation and their
informed consent was obtained.

Operative Technique

All stages were carried out as described by Ersoz et
al. (2011). The patients were put in a reverse
trendelenburg position with the legs open. The
surgeon took a position between the legs of the
patient. All incisions were made parallel to one
another so as to remain below the bikini line
determined before the operation. A 10 mm trocar
was inserted into the peritoneal cavity by the open
technique through an incision in the median
suprapubic region and pneumoperitoneum was
provided. A second 10 mm port was placed to the
left of the first trocar, and two other 5 mm trocars
were placed to the right (Figure 1).

Figure 1. Trocar placement

The gallbladder was retracted by entering the
rightmost 5 mm trocar with an appropriate
instrument (Figure 2).

Figure 2. Retraction of the gallbladder

The gallbladder was extracted through the second
10 mm trocar incision. An abdominal closed suction
drain was placed through the rightmost 5 mm trocar
incision. All skin incisions were sutured with a
subcutaneous suture (Figure 3).



Figure 3. Subcutaneous closure of incisions

Analysis of the Data

Data analysis was made by the SPSS software
version 25.0. The conformity of the variables for
normal distribution was examined using analytical
methods. Continuous variables with normal
distribution were presented as mean and standard
deviation (SD). Descriptive statistics were used in
the evaluation.
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RESULTS

Nine patients, all of them women, took part in the
study. The mean age of the patients was 30 £7.8 and
the mean BMI was 23.1 +4.3 (Table-1). When the
ASA scores of the patients were examined, 7 of them
were ASA-1 and 2 of them were ASA-2. Among the
additional diseases, one patient had asthma and
type-2 diabetes mellitus. Among the previous
abdominal surgeries, there was a history of cesarean
section in 2 patients, open appendectomy in one
patient, and umbilical hernia surgery in one patient.

All patients underwent elective surgery. Indications
for surgery included symptomatic cholelithiasis in 7
patients, chronic cholecystitis in one patient and
polyps in the gallbladder in one patient. The mean
duration of surgery was 33.9 + 8.5 minutes (Table-1).
The operation times of 2 patients with a history of
cesarean delivery were 26 and 40 minutes. Mortality
and morbidity did not develop.

Table 1: General characteristics of the Eatients.

Number of patient

(n) Minimum Maximum Mean Std. Deviation
Age 9 19 42 30,00 7,842
BMI 9 19 32 23,11 4,372
Operative time(min) 9 18 45 33,89 8,565
Length of hospital 9 1 1 1,00 ,000

stay(days)

BMI: Body mass inde

‘Critical view of safety’ was provided in the
surgeries of all the patients in the study. In one
patient, abdominal drain was placed due to intense
inflammation and edema of the gallbladder. Other
patients did not have abdominal drainage. All
operations were completed laparoscopically and the
need for additional trocar placement did not occur.
The length of stay in the hospital for all patients was
one day. 8 of the 9 patients (89%) in the study stated
that they were very satisfied / satisfied about the
cosmetic outcomes in the first month after surgery
Figure 4). One patient was undecided.

w5

Figure 4. First month after surgery

DISCUSSION

Laparoscopic cholecystectomy has revolutionized
gallbladder surgeries in symptomatic cholelithiasis
and other gallbladder diseases that are very
common all over the world (Sanford, 2019). This is
due to the fact that LC has less postoperative pain
and incisional hernia rates, shorter return-to-work
times, and offers much better cosmetic outcomes
(Lirici et al., 2016). However, many new techniques
have been developed for better cosmetic results, as
LC may cause undesirable cosmetic outcomes due
to visible scars (Hauters et al., 2013).

The most commonly used of these methods are the
SILS and Natural Orifice Transluminal Endoscopic
Surgery (NOTES) procedures. SILS has been
described as a safe and effective technique for
cholecystectomy (Zanghi et al., 2015). Compared to
the classical LC, SILS has a longer operative time,
but it increases patient satisfaction aesthetically
because it offers better cosmetic outcomes (Hauters
et al., 2013). In the experience of Zanghi et al. , the
mean operative time was described as
approximately one hour (Zanghi et al., 2015). In our
study, the mean operative time was 33.9 minutes,
which was much shorter. The lack of angulation



between the trocars is thought to be the reason for
the long operative time in SILS, and additionally the
visible incision scar in the umbilicus cannot be
completely avoided (Ersoz et al., 2011).

Cholecystectomy performed using the NOTES
technique is another current and specialized
minimally invasive method . Due to the difficulty of
the procedure, the transvaginal procedure was
modified and the ‘Hybrid NOTES method, in
which an additional trocar was used from the
umbilicus, was developed (Nijhawan et al.,, 2013).
Although it was defined as a safe method in a meta-
analysis, the duration of surgery was found to be
longer and the conversion rate to open surgery was
higher than classical LC due to the lack of
endoscopic instruments specifically designed for
NOTES and limited experience (Peng et al., 2016).
This method has not yet become one of the routine
practices due to the difficulties involved. Among the
advantages of cholecystectomies performed with
bikini incision over NOTES include that it does not
need an additional umbilicus trocar, the learning
curve is short, and newly designed, expensive
laparoscopic instruments are not needed. In our
practice, we only wused routine laparoscopy
instruments used in classical LC.

De la Cruz-Munoz and Koniaris (2010)
recommended alternative port site selection (APSS)
in the bikini line in the treatment of LC in order to
improve cosmetics and increase patient satisfaction.
It is presented as a technique that can be easily used
by all surgeons who actively perform laparoscopy,
without the need for additional laparoscopic
instruments and a significant learning curve. In this
method, a trocar is placed into the umbilicus for the
scope and the other trocars are located below the
bikini line. 23 patients with BMI < 30 were included
in the study and patients with acute cholecystitis
were also operated on. All patients in the study
were female. The mean operation time was
described as 35 minutes, and all operations were
completed laparoscopically (De la Cruz-Munoz and
Koniaris (2010). When our results are compared
with the results of this study; our average operation
time is similar. In addition, there was no need for
conversion to open surgery in our patient series, and
all patients were female. This LC procedure, in
which all trocars remain below the bikini line, was
performed by Ersoz et al. for the first time on 2
patients and the results were published (Ersoz et al.,
2011).

This method, which we have applied in the same
way, has been defined by Ersoz et al. as a safe and
effective method with a short learning curve and can
be applied without the need for additional
laparoscopic instruments (Ersoz et al., 2011). The
main advantage of this method is the improved
cosmesis cosmetics without a visible abdominal
scar. This new technique has the potential to be an
alternative to traditional LC. Later, Gulaydin
described a "Modified Bikini Incision" in order to
make the operation easier, and it was suggested that
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one trocar be shifted to the umbilicus which is
different from the original method (Gulaydin, 2021).
In this way, it was thought that the technical
difficulties could be eliminated and the risk of organ
injury in patients who have undergone pelvic
surgeries could be avoided compared to the
technique developed by Ersoz et al. (2011). To
reduce this risk, Gulaydin (2021) recommends that
the other 3 trocars be entered through the bikini line
after the scope is entered through the trocar in the
umbilicus. We adhered to the original method in
which the first trocar through the bikini line is
inserted into the intraperitoneal cavity by the open
technique, and the other trocars are inserted under
the scope of the camera. This method seems to be
more effective aesthetically. 89% of the patients in
our group were cosmetically satisfied with the
incisions below the bikini line.

Although LC has many advantages, it has various
complications like any surgery and rarely causes
biliary tract injuries. The most common
complication in LC is perforation of the gallbladder,
which causes stones and bile to spill into the
peritoneal cavity (Begum et al., 2019). In addition, it
is vital to obtain a '"critical view of safety" before
cutting the cystic duct and artery to reduce the risk
of biliary tract injury, which is a serious problem in
LC (Strasberg and Brunt, 2010). In our study, no
perforation developed and no major complications
were experienced. The limited number of patients
may also be a factor in this. We provided safe vision
for every patient in our patient series. The
limitations of this study include its retrospective
design and the limited number of patients.

Conclusion

The prevalence of LC leads to an increase in the
number of patients awaiting better cosmetic
recovery (Gulaydin, 2021). This leads surgeons to
develop to new methods that do not cause
additional costs, have low complication rates and a
short learning curve. In this study, we recommend
LC on the bikini line as a new procedure with
limited data in literature, as an alternative method
that can be applied easily and safely, with no
additional cost and high patient satisfaction. Before
applying this method, the surgeon must have
sufficient experience in conventional LC and
laparoscopy instruments. However, the most
important issue in surgery is patient safety. For this
reason, ‘critical view of safety’ should be provided
as in the traditional method to prevent biliary tract
injuries.
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ABSTRACT

Objective: Epistaxis is an otolaryngological emergency that can occur for various reasons and can cause serious problems especially
in the geriatric age group. Our aim in this study is to examine patients in the geriatric age group who applied to our hospital with
epistaxis.

Material and Method: In this retrospective study, the data of 474 patients aged 65 and over who applied to the Siverek State
Hospital, Department of Otorhinolaryngology between 2015 and 2021, were retrospectively analyzed. The patients were evaluated
in terms of age, gender, comorbidity, location of the epistaxis and interventions. Patients with trauma, operation and insufficient
data were excluded from the study.

Results: The mean age of the patients was 73.76 + 6.35 years and the age range was 65-96. The female to male ratio was found to be
213:202. While bleeding control was achieved with medical follow-up in 53% of the patients, interventional procedures were
required in 47%. Among these interventional procedures, chemical cauterization with silver nitrate (21.7%) was most frequently
applied, followed by anterior buffer (13.5%), buffer + electrocautery (8.4%), and posterior buffer (3.4%). The most common
comorbidity observed in the patients was hypertension (67%), followed by coronary artery disease (14.5%). While the
hospitalization rate was 4.1%, the need for blood transfusion occurred in 1.7% of the patients.

Conclusion: Determining the etiology of epistaxis and finding the source of bleeding should be done meticulously, especially in
geriatric patients. Every otolaryngologist should have a good management protocol in epistaxis for appropriate standardization and
treatment.

Keywords: Epistaxis, Geriatrics, Analysis

OZET

Amag: Epistaksis cesitli sebeplerle ortaya cikabilen ve ozellikle geriyatrik yas grubunda ciddi sikintilara sebep olabilen bir kulak
burun bogaz acilidir. Bu ¢alismada amacimiz geriatrik yas grubunda olup burun kanamasiyla hastanemize basvuran hastalar:
incelemektir.

Materyal ve Metot: Bu retrospektif calismaya 2015-2021 yillar1 arasinda Siverek Devlet Hastanesi Kulak Burun Bogaz Anabilim
Dali'na burun kanamasi ile basvuran 65 yas ve {iistii 474 hastanin verileri geriye doniik olarak incelendi. Hastalar yas, cinsiyet, ek
hastalik, burun kanamasinin yeri ve yapilan miidaheleler acisindan degerlendirildi. Travma , operasyon ve yetersiz verileri olan
hastalar ¢alisma dis1 birakildi.

Bulgular: Hastalarin yas ortalamasi 73,76 + 6,35 ve yas aralig1 65-96 idi. Kadin erkek oranmi 213:202 olarak saptandi. Hastalarin
%53'tinde medikal takip ile kanama kontrolii saglanirken, %47’sinde girisimsel islemler gerekmistir. Bu girisimsel islemler arasinda
en sik giimiis nitrat ile kimyasal koterizasyon (%21,7) uygulanirken bunu sirasiyla anteriyor tampon (%13,5), tampon +
elektrokoterizasyon (%8,4) ve posteriyor tampon (%3,4) izlemistir. Hastalarda goriilen en sik ek hastalik hipertansiyon (%67) iken
bunu koroner arter hastalig1 (%14,5) takip etmistir. Hospitalizasyon orani %4,1 olurken kan transfiizyon ihtiyac1 %1,7 hastada
olusmustur.

Sonug: Epistaksis etiyolojisinin tespiti ve kanamanin kaynaginin bulunmas: ozellikle geriyatrik hastalarda titizlikle yapilmalidar.
Her kulak burun bogaz uzmani, uygun standardizasyon ve tedavi icin epistaksiste iyi bir yonetim protokoliine sahip olmalidur.

Anahtar kelimeler: Epistaksis, Geriatri, Analiz
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GIRIS

Epistaksis, yaygin bir kulak, burun,bogaz acilidir,
genel popiilasyonun %60 kadarinda yasamlarmin
bir noktasinda ortaya cikar ve bunlarin yaklasik
%6'st medikal tedaviye ihtiya¢ duymaktadir.
(Gilyoma ve Chalya, 2011). Epistaksis, kanama
bolgesine gore anteriyor veya posteriyor olarak
siiflandirilir. Hemoraji en sik Little bolgesi olarak
da bilinen kisselbach pleksusu denilen, burnun
anteriyor bolgesinde, nazal septumdan kaynaklamnr.
Burun kanamalarinin % 90’1 teskil eder. Posteriyor
kanama oncelikle sfenopalatin arterin bir dali olan
posterior septal nazal arterden kaynaklanir ve
anterior kanamaya kiyasla daha «ciddi olma
egilimindedir. (Teker ve ark., 2010). Yenidoganlarda
burun kanamas: nadirdir, ancak gocuklar ve geng
yetiskinler arasinda yaygindir ve altinci dekatta
zirve yapar. (Varshney ve Saxena, 2005)- Cocuklar
ve adolesanlarda daha c¢ok minor anteriyor
epistaksis ataklar1 goruliir, fakat 50 yasindan
biiytiklerde siddetli posteriyor epistaksis insidansi
daha fazladir (Juselius, 1974). Epistaksis etiyolojisi
lokal ve sistemik nedenlere ayrilir. Lokal nedenler:
Enflamatuar-enfeksiy6z (rinit,rinosintizit), travmatik
(dijital, fraktiirler, nazal cerrahiler), anatomik (Septal
deviasyon ve perforasyon), yabanci cisim, kimyasal
veya iklimsel ajanlar ve burun tumorleri
(nazofaringeal anjiyofibrom, nazal polipozis,
inverted papillom, karsinom). Sistemik nedenler: En
sik iligkili klinik faktdrde arteriyel hipertansiyon,
kanama bozukluklar, ilaglar (asetilsalisilik asit,
antikoagiilanlar, hormonal olmayan
antiinflamatuar, antibiyotikler), neoplazmalar olarak
bilinir (Gifford ve Orlandi, 2008; Geng ve ark, 2009).
Epistaksiste en iyi tedavinin uygulanmas1 igin
kanama yerinin tespit edilmesi ve etiyolojisinin
(lokal veya sistemik) tamimlanmasi Onemlidir.
Sistemik arteriyel hipertansiyon ve koagiilopati gibi
faktorlere bagl siddetli epistaksis, koterizasyon ve
nazal tampon gibi konservatif tedaviye direncli
olgularda cerrahi miidahele gerektirebilir (Thornton
ve ark, 2005). Epistaksis ile basvuran geriyatrik
hastalar dikkatli bir sekilde degerlendirilmelidir.
Geriatrik hastalarin klinik durumu hizla bozulabilir;
bu nedenle bu hastalarn hizli bir sekilde
degerlendirilmesi ve tedavisi yapilmalidir (Pope ve
ark., 2005). Bu calismada geriatrik yas grubunda
olup burun kanamasiyla hastanemize bagvuran
hastalar incelenecektir. Hastalar retrospektif olarak
incelenecek olup, yas, cinsiyet, ek hastalik, burun
kanamasiin yeri ve yapilan miidaheleler agisindan
degerlendirilecektir.
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2015-2021 yillar1 arasinda Kulak Burun Bogaz
Anabilim Dalima burun kanamasi ile bagvuran 65
yas ve ustii 474 hastanin verileri geriye doniik
olarak incelendi. Hastanenin elektronik veri kayit
sisteminde yapilan aramada hastalarn kimlikleri
belirlendi. 16's1 travmaya bagh burun kanamas:
nedeniyle, 29'u yetersiz veri nedeniyle ve 14 ‘i
operasyon sonrasi burun kanamasi nedeniyle
toplamda 59 hasta dislandi. Bu nedenle, burun
kanamas: tanisi alan 415 hasta calisma icin uygun
bulundu. Aktif veya inaktif epistaksis durumu,
nazal muayene sonuglarina gore belirlendi.
Epistaksis lokalizasyonu yaygin veya smurh ve tek
tarafli veya iki tarafli olarak siruflandirildi. 0° ve 30°
rijit endoskoplar kullamilarak yapilan nazal
endoskopik muayene sonrasinda kanama yeri
anterior veya posterior olarak belirlendi. Anterior
rinoskopide kanama yeri goriilen olgularda anterior
epistaksis  saptanmustir.  Tibbi  cizelgelerinde
belirtilmisse veya antihipertansif ila¢ kullaniyorsa,
hastalar  hipertansiyon icin  pozitif = olarak
degerlendirildi. Degerlendirme sirasinda
Coumadin, heparin, Fraxiparine veya aspirin gibi
antikoagiilan ila¢ kullamimu belirlendi. Kayatlar, yas,
cinsiyet, eslik eden rahatsizliklar, ayrntii kulak
burun bogaz bulgular1 ve burun kanamasi yonetimi
hakkinda bilgi edinmek i¢in incelendi.

Mevcut calismayr Harran Universitesi  klinik
arastirmalar etik kurulu 24.01.2022 tarih ve
HRU/22.02.27 sayili karar ile onaylamustir.

Istatistiksel analiz

Veriler istatistik programu (SPSS 24.0; IBM,
Armonk, NY) kullamilarak analiz edildi. Shapiro-
Wilk Test ile verilerin dagilimi degerlendirildi. Non-
parametrik stirekli degiskenlerin analizi igin
bagmmsiz gruplarmm karsilastirilmasinda Mann-
Whitney U Test kullanildi. Kategorik degiskenlerin
karsilagtirllmasinda Pearson ki-kare testi, Yates
suireklilik diizeltmesi ve Fisher kesin olasilik testi

kullanilmustrr. Istatistiksel anlamlilik diizeyi <0,05
olarak kabul edildi.

BULGULAR

Kulak Burun Bogaz poliklinigine basvuran 65 yas
ustii hastalarin epistaksis sikayeti ile basvurma
orant % 6 idi. Calismaya dahil edilen 415 hastanin
yas ortalamasi 73,76 + 6,35 ve yas araligi 65-96 idi.
Kadmn erkek oram 213:202 olarak saptand.
Hastalarin %53’'tinde medikal takip ile kanama
kontrolii saglanirken, %47’sinde girisimsel islemler
gerekmistir. Bu girisimsel islemler arasinda en sik
gimiis nitrat ile kimyasal koterizasyon (%21,7)
uygulanirken bunu sirasiyla anteriyor tampon
(%13,5), tampon + elektrokoterizasyon (%8,4) ve
posteriyor tampon (%3,4) izlemistir (Tablo 1).



Tablo 1. Hastalara yapilan miidahelenin burun bolgesine gore degerlendirilmesi

Medikal rlci;t:::?fe Anteriyor Tampon+ Posteriyor
tedavi . tampon elektrokoterizasyon tampon
koterizasyon
Anteriyor (n=366 %) 220(%47) 90(%21,7) 54(%13,5)
Posteriyor (n=49 %) 35(%8,4) 14(%3,4)
Posteriyor kanamas1 olan 9(%2,1) hastaya genel = Tablo 3. Hastalarin demografik ve klinik
anestezi altinda elektrokoterizasyon islemi yapildi.  &zelliklerinin yas gruElarma gore degerlendirilmesi
Hastalarda goriilen en sik ek hastalik hipertansiyon ——— ——
(%67) iken bunu koroner arter hastaligi (%14,5) 65-74 275 yas
takip etmistir (Tablo 2). Hastalarn %17,6'sinda yas (%) (%) p
antikoagiilan  ilag¢  kullanimi  bulunmaktadir. (n=249) (n=166)
Hospitalizasyon orani %4,1 olurken kan transfiizyon Cinsivet
ihtiyact %1,7 hastada olusmustur. Hospitalize mstye
hastalarin hastanede kalis stiresi 4,7 giindii. Kadin 49 54.8
0.245
Erkek 51 452
Tablo 2. Hastalarin sahip oldugu ek hastaliklarin [ gkalizasyon
daé lim1
R EEEEEEEEEE——. Anteriyor 97.2 95.8
N (%) 0.437
Posteriyor 2.8 4.2
Hipertansiyon 278 (67) Tedavi
KAH 60 (14.5) Medikal 55 50
Siniizit 31 (7.5) 0.315
’ Girisimsel 45 50
Alerjik rinit 28(67) Hipertansiyon 64.7 70.5 0.217
bM 24058 DM 7.6 3 0,048
KOAH 19 (4.6) KAH 129 169 0.254
SVO 19 (4.6) KOAH 4 54 0.502
Kalp yetmezligi 8(1.9) Kalp yetmezligi 12 3 0.276
KBY 512 SvVO 3.6 6 0.250
Diger ek hastaliklar 3(0.7) KBY 12 12 1.000
Alerjik rinit 6.4 7.2 0.749
Yas aralifina gore 65-74 yas ve 275 yas olarak iki  Siniizit 7.2 7.8 0.819
gruba ayrilan hastalarda cinsiyet agisindan fark s
goriilmedi (p=0,245). Gruplarin ek hastaliklarina Hospitalizasyon 36 48 0544
gore karsilastirlmasinda 65-74 yas grubunda  Antikoagiilan 153 211 0.127
diyabetes melitus(DM) daha fazla gorilmiistiir kullanimi ’ : :
(p=0,048). Diger ek hastaliklar agisindan gruplar K
arasinda anlamli  farkliik saptanmadi. Kan an 04 3.6 0.018*
transfiizyonu

transfiizyonu gereksinimi 275 yas grubunda daha
fazla olarak saptandi (p=0,018). Hospitalizasyon ve
antikoagiilan ilag kullanim1 gruplar arasinda
farklilik gostermedi (Tablo 3).




TARTISMA

Epistaksis, acil durumlarda sik karsilasilan ve
hastalarda ciddi anksiyete olusturan bir durumdur.
Ancak siddetli burun kanamas: ¢ok rastlanan bir
durum degildir, fakat siddetli burun kanamalarmin
agir sonuglar olabilir. Epistaksisin bircok sebebinin
olmasi ve sabit bir yonetim protokoliiniin yoklugu,
diinya capinda rinologlar tarafindan farkl
stratejilerin  uygulanmasimna sebep olmaktadir.
Epistaksis yonetimi, ¢ok gesitli planlama ve tedavi
alternatiflerini icerir, bu nedenle bir hastaya hangi
miidahalenin ne  zaman  dogru  sekilde
uygulanacagini tespit etmek onemlidir. Epistaksinin
yas dagilimi, farkli calismalarda degiskenlik
gostermistir. Epistaksinin bimodal yas dagilim
kavrami, gen¢  eriskinlerde ve  geriatrik
popiilasyonda burun kanamasmin daha yaygin
oldugunu ifade etmektedir (Hussain ve ark., 2006).
Bununla birlikte, Bat1 literatiirtinde epistaksisi 60
yasin {iizerinde belirgin bir sekilde ortaya ¢ikan
yashlik hastaligi olarak smiflandiran ¢ok sayida
calisma vardir (Pallin ve ark., 2005; Walker ve ark.,
2007). Yaslilarda epistaksis prevalansimn ve
ciddiyetinin artmasimn arkasindaki etiyoloji hala
belirsizdir ancak sebebi multifaktoriyeldir. Aspirin
ve warfarin gibi pihtilasmay1 bozan ilaglarin yaygin
kullanimi kanamaya katkida bulunabilir. Ayrica,
yashlarda toplam viicut su igerigi %7 oramnda
azalir, bu da nazal mukozay1 kurutur. Yashlar ayrica
goblet hiicrelerinin atrofisi ve bazal membranin
kalinlagsmasi nedeniyle nazal mukozanin
elastikiyetinde azalma yasarlar (Janzen, 1986; Beule,
2010).  Ateroskleroz ~ve  hipertansiyon  gibi
komorbiditelerin prevalans: da yashlar arasinda
daha ytiksektir. Tim bu sebepler geriyatrik hasta
grubunda siddetli burun kanamasina sebep olabilir.

Farkli calismalarda epistaksisin erkekleri
kadmlardan daha fazla etkiledigi gosterilmistir.
Ancak geriatrik yasta cinsiyet arasinda anlaml bir
farklihik olmadig: bildirilmektedir (Walker ve ark.,
2007). Bizim galismamizda kadm-erkek oram 1,05:1
olup anlamli bir fark izlenmedi.

Bu calismaya o©zel bir hasta grubu olan sadece
geriyatrik hastalarin oldugu 415 hasta dahil edildi.
Bizim calismamiz gibi ¢ok sayida hasta igeren birkag
calisma vardur: Zahed ve ark. (2018)larmin 124
hasta ile, Buchberger ve ark. (2018)'larmin 600 hasta
ile ve Biggs ve ark. (2013)larmun 100 hasta ile
calismasi gibi. Yiiksel ve ark. (2014)larmn
calismasinda 65 yas tistii, ortalama yaslar1 73,51 olan
67 kadm (%57,2) ve 50 erkek (%42,7) hasta
orneklendi. Buna karsiik bizim ¢alismamizda
hastalarin yas ortalamas: 73,76 + 6,35 ve yas aralig
65-96 idi. Yiiksel ve ark. (2014)'larimn calismasinda,
hastalarin %80,3'tiinde komorbidite mevcuttu ve en
stk komorbidite HT idi. Ismi ve ark. (2016)'larmnin
yaptiklar1 30 hastalik c¢alismada HT prevalansi
%56.6 olarak bulunmustur. Epistaksisli hastalarda
HT prevalans: %24 ile %64 arasinda degismektedir.
Baz1 calismalar HT ile burun kanamasi arasinda bir
iliski oldugunu ortaya koysa da, digerleri kanama
siddeti ile HT arasinda bir iliski bulamamustir.
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Ayrica, diger arastirmacilar, burun kanamasi olan
hastalarda HT'nin anksiyeteden kaynaklandigim
one strmuslerdir (Herkner ve ark., 2000). Bizim
galismamizda hastalarn  %73’tiinde komorbidite
mevcuttu ve en sik komorbid hastalik %67 ile HT
idi.
Ridker ve ark. (2005), 100 mg ASA ile recete edilen
45 yas ustti kadinlar igeren bir ¢alismada, ASA
kullananlarda ¢nemli 6l¢tide daha yiiksek burun
kanamasi riski bulmustur (p<0,001). Biggs ve ark.
(2013))min ~ calismasinda  antiagregan  veya
antikoagiilan  kullammmi %58  iken  bizim
calismamizda bu oran literatiire oranla daha diisiik
ve %17,6 olarak goriildi. Kurumumuzda rutin
olarak pihtilasma taramasi yapilmamaktadir.
Caligmalar, burun kanamasi olan hastalarda
protrombin zamar ve aktive parsiyel tromboplastin
zamani gibi rutin pihtilasma calismalarinin gerekli
olmadigmmi gostermistir. Pihtilasma bozuklugu
siiphesi olan hastalarda veya antikoagtilasyon
tedavisi goren hastalarda pihtilasma taramasi
yapilmalidir (Thaha ve ark., 2000).

Akut epistaksis tedavisinde ilk adim kanama
noktasimin belirlenmesidir. Calismamizda hastalarin
% 88,2'sinde anterior epistaksis vardi. Bu insidans
orani literatiirde bildirilen oranlarla uyumludur
(Pope ve ark, 2005). Kanama noktasimnin
lokalizasyonundan sonra kimyasal koter veya
elektrokoter yapilabilir. Glimtiis nitrat, kimyasal bir
koterizasyon ajan olarak, ¢zellikle kiiciik kanamalar
icin minimum rahatsizlik ile kullanilabilir. Anterior
septumdan daha agresif kanama icin elektrikli
koterizasyon yapilmalidir. Septal perforasyonu
onlemek igin koterizasyon tek tarafli olmalidir
(Hanif ve ark., 2003). Elektrokoterin giimiis nitrat
koterine gore herhangi bir avantaji olduguna dair
kamit yoktur (Nathan ve ark., 2015). Calisma
grubumuzda anterior epistaksisi olan hastalarm %
21,7’si glimiis nitrat koterizasyon ile basarili bir
sekilde tedavi edildi. Koterizasyonun basarisizlig
durumunda, bir sonraki tedavi segenegi olarak
burun tamponu dustiniilmelidir.

Anterior nazal tampon, ¢cogu seride burun kanamasi
yonetiminin temel dayanagidir ve cevredeki
yapilara sabit lokal basing uygulayan bir burun igi
aparatin yerlestirilmesinden olusur. Burun tamponu
direkt basingla calisir, buna bagh olarak mukozal
irritasyonu ve pihtt olusumunu azaltir, bu da
basinct  arttirarak  kanamayr azaltr.  Burun
tamponlar1 24-72 saat arasinda yerinde birakilir (Tan
ve ark., 1999). Vazeline batirilmis serit gazli bez gibi
geleneksel yontemlerin yerini, glintimiizde 6zel
tamponlar (Merocel, Rapid Rhino ve Kaltostat) ve
balon kateterler (Brighton veya Epistat) almustir.
Merocel, kurumumuzda en yaygin olarak kullanilan
anterior tampon yontemidir. Anteriyor tamponlar
tilserasyon, septal perforasyon, sintizit, sinesi,
hipoksemi ve aritmi gibi komplikasyonlar icerebilir
(Klotz ve ark., 2000). Ancak galisma grubumuz
geriatrik hastalardan olussa da, bu calismada
yukarida Dbelirtilen komplikasyonlarin  higbiri
gozlenmedi.



Tum epistaksislerin yaklasik %10'u posteriyordan
kaynaklanir. Posteriyor epistaksis yaslt bireylerde
siklikla gortilmektedir. Bu durum hipertansiyon ve
arteriyel dejenerasyon gibi hastaliklarla iligkili
olabilir. Calisma grubumuzda 49 (%11,8) hastada

posteriyor epistaksis mevcuttu. Calismamizda
posteriyor epistaksis insidansi normal
popiilasyondakinden anlamli derecede yiiksek
degildi. 35(%8,4) hastaya tampon sonrasi

elektrokoterizasyon ile miidahele edilirken, 14(%3,4)
hastaya foley sondali balon Kkateter ile kanama
kotrolii saglandi. Bununla birlikte, posteriyor
tampon, artmis mortalite ve morbidite riski ile
iliskilidir. Nazal tampon, ozellikle kronik sistemik
bozuklugu olan hastalarda belirgin hipoksiye neden
olabilir (Middleton, 2004).

Bazi durumlarda, geleneksel nazal tamponlar ile
epistaksis kontrol altina almamaz. Direncli
posteriyor kanamalarin kontrolii igin endoskopik
sfenopalatin  arter ligasyonu, anjiyografik
embolizasyon  benzeri  islemler  yapilabilir.
Calismamizda epistaksisli tiim hastalar geleneksel
yontemlerle tedavi edildi. Embolizasyon veya
sfenopalatin  arter  ligasyonu  gibi  baska
miidahalelere gerek duyulmadu.

Calismamizda posteriyor kanamast olan 49
hastanin  9(%2,1)una genel anestezi altinda
elektrokoterizasyon islemi uyguland.
Hospitalizasyon orani %4,1 olurken kan transftizyon
ihtiyact %1,7 hastada olusmustur. Hospitalize
hastalarin hastanede kalis stiresi 4,7 gtind{i.

Sonug

Sonu¢ olarak burun kanamasmun standart bir
yaklasimla yonetimi olumlu sonug icin hayati 6nem
tasimaktadir. Epistaksis etiyolojisinin tespiti ve
kanamanin  kaynaginin = bulunmast  6zellikle
geriyatrik hastalarda titizlikle yapilmalidir. Burun
tamponu ve koterizasyon vakalarin c¢ogu igin
giivenilir ve yeterli bir tedavi secenegidir. Her kulak
burun bogaz uzmarmi, uygun standardizasyon ve
tedavi icin epistaksiste iyi bir yonetim protokoliine
sahip olmalidur.

Cikar catismasi

Cikar gatismasi yoktur.

Etik onay

Mevcut calismayr Harran Universitesi  klinik
arastirmalar etik kurulu 24.01.2022 tarih ve

HRU/22.02.27 sayili karar ile onaylamustir.
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Meram Devlet Hastanesinde Izlenen COVID-19 Olgularinin Asilama
Durumu
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ABSTRACT

Objective: The aim of our study is to determine the vaccination status of hospitalized patients and the importance of vaccination in
hospitalization.

Material and Method: Of 177 patients diagnosed with COVID-19 at a pandemic hospital in a 3-month period (June-August 2021)
were evaluated. The patients included in study were hospitalized in the infectious diseases and clinical microbiology service.
Vaccination status of the patients was recorded.

Results: 177 cases diagnosed with COVID-19 were included in the study. The patients were classified according with the
vaccination program in our country. Of the patients, 41 (23%) were unvaccinated, 5 (2.8 %) single-dose Sinovac, 63 (35.6%) two-dose
Sinovac, 17 (9.6%) three-dose Sinovac, 14 (7, 9%) had a single dose of Pfizer-BioNTech, 22 of them (12.4%) had two doses of Pfizer-
BioNTech 15 (8.5%) had two doses of Sinovac and a single dose of Pfizer-BioNTech. 23.2% of the participants had not been
vaccinated, 2.8% had received a single dose of Sinovac vaccine.

Conclusion: Effective vaccination has been shown to reduce hospitalizations related to COVID-19. Considering that the Covid-19
epidemic threatens the lives of millions of people around the world and causes thousands of deaths. It clearly demonstrates the
importance of vaccination. In our study, the mortality rate was found to be quite low in fully vaccinated patients. In our country, it
is thought that each individual should fulfill his/her role regarding vaccination in order to provide community immunity and to
determine sustainable health goals

Keywords: COVID-19, Vaccine, mortality

OZET
Amag: Calismamizin amaci hastaneye yatan hastalarin as1 durumlarin: tespit edip, hastaneye yatista asinin 6nemini belirlemek.

Materyal ve Metod: Bir pandemi hastanesinde 3 aylik siirecte (haziran-agustos 2021) COVID-19 tanist alan ve enfeksiyon
hastaliklar1 ve klinik mikrobiyoloji servisinde yatarak takip edilen 177 hasta dahil edildi. Hastalarm asilama durumu
degerlendirildi.

Bulgular: COVID-19 tanusi alan 177 olgu calismaya alinmistir. Hastalarin 41'i (%23) asisiz, 5'i (%2.8) tek doz Sinovac, 631 (%35,6)
iki doz Sinovac, 17’si (%9,6) ti¢ doz Sinovac, 14’11 (%7,9) tek doz Pfizer-BioNTech, 22'si (%12,4) iki doz Pfizer-BioNTech 151 (%8,5)
iki doz Sinovac tek doz Pfizer-BioNTech yaptirmisti. Katilimeilarin %23,2’si as1 olmamusti, %2,8'1 tek doz sinovac asis1 olmustu.
Sonug: Etkin bir asilama COVID-19 ile ilgili hastaneye yatislar azaldig: gibi tam asili COVID-19 vakalarmnda 6liim orani oldukca
diisiik saptandi. Ulkemizde toplum bagisikligin saglanmasi, stirdiiriilebilir saglik hedeflerinin belirlenmesi igin her bireyin asilama
ileilgili tizerine diisen rolii yerine getirmesi gerektigi diistintilmektedir.

Anahtar kelimeler: Asiy, COVID-19, mortalite
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GIRIS

SARS-CoV-2’nin  neden oldugu koronaviriis
hastalig1r (COVID-19), asemptomatik enfeksiyondan
akut solunum yetmezligi gibi siddetli enfeksiyona
neden olabilen oldukca degisken klinik o6zellikler
gosterir (Harapan ve ark., 2020). Smurh ilag tedavisi
secenekleri mevcut oldugundan, ozellikle yiiksek
risk gruplar icin bagisiklama tizerine arastirmalar
bir 6ncelik haline geldi (WHO, 2020). SARS-CoV-2
pandemisinin kontroliintin saglanmasinin
gerekliligi cesitli asilarin  gelistirilmesine yol
acmustir. Ulkemizde kullanmmma izin verilen
COVID-19a  karst uygulanan iki farklh as1
mevcuttur. Turcovac T.C. Saghk Bakanhg Turkiye
flac ve Tibbi Cihaz Kurumunca ticiincii bir COVID-
19 asis1 olarak 2021 yilinda acil kullamim onay
verilerek kullanima girmistir (Anonim 1, 2020;
Anonim 2, 2020). Gida ve fla¢ Dairesi (FDA)
tarafindan, Pfizer-BioNTech COVID-19 asis1 i¢in 11
Aralhk 2020'de acil kullammm onay1 almistir ve
tilkemizde 12 Nisan 2021 Pfizer--BioNTech COVID-
19 agist kullamimina baslanmustir. Sinovac, Tiirkiye
[lac ve Tibbi Cihaz Kurumu tarafindan analiz
edildikten sonra acil kullanim onay1 alarak 13 Ocak
2021'de asilanmaya basland1 (WHO, 2020; Anonim
3,2020). T.C. Saghk Bakalnlig1 tarafindan 30 Haziran
2021 tarihinde 50 yasindan bitiytiklerin ve saglik
calisanlarinin tigiincii doz as1 olmasi yoniinde karar
verildi. 16 Agustos 2021'de ise iki doz Sinovac ve bir
doz Pfizer-BioNTech yaptiranlara doérdiincti doz as1
hakki tanimland: 3 Kasim 2021'de 2 doz Pfizer-
BioNTech yaptiranlar icin 6 ay sonra 3. doz Pfizer-
BioNTech asist tanimlandi. (Anonim 4, 2021).
Literatiirde asilanma sonras: hastaneye yatislarda ve
ciddi  hastalik  gelisiminde diistis  oldugu
gosterilmistir (Harapan ve ark., 2020). Calismamizin
amaci hastaneye yatan hastalarin asi durumlarin
tespit edip, hastaneye yatista asinin OSnemini
belirlemek.

MATERYAL ve METOD

COVID-19 hastalariin takip edildigi bir pandemi
hastanesinde 3 aylik siiregte (haziran-agustos 2021)
yalnizca nazal ve faringeal stiriintii 6rneklerinin real
time polimeraz zincir reaksiyonu (RT-PCR) testinde
pozitif =~ sonug  vererek COVID-19  tanisi
alarakenfeksiyon hastaliklar: ve klinik mikrobiyoloji
servisinde ardisik sekilde yatan 177 hasta dahil
edildi. Hastalarin hepsi 18 vyas tizerinde idi.
Demografik ozellikleri, hastanede yatis giinleri,
taburculuk/6lim durumlari retrospektif olarak bilgi
islem verilerinden ve hasta dosyalarindan elde
edildi. WHO yaslanma ile ilgili belirledigi kriterlere
gore yas gruplarina ayrildi. 45-59 yas arasi orta yas,
60-74 yas aras1 yaghilik, 75-89 yas arasi ileri yashlik,
>90 yas ise ihtiyarlik olarak belirlendi (Gokce
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Kutsal, 2008). Hastalarin asilanma durumlari ile bu
parametreler kiyaslandi. Calisma icin etik kurul
onay1 alind1 (Tarih:02.09.21, Karar no:2021/013).

Istatistiksel Analiz

Istatistiksel analizlerin yapiminda IBM SPSS 24.0
programi kullanildi. Nominal verilerin
tanimlanmasinda oran ve yiizdelikler, sayisal
verilerin tanimlanmasinda ortalama ve standart
sapma kullanild1. Kategorik verilerin
kargilagtirlmasinda Ki Kare Testi, ikiden fazla
grupta stirekli sayisal verilerin karsilagtirilmasinda
One-Way Anova Testi kullanilds. Tki sayisal verinin
arasindaki iligskinin  arastirllmasinda  Pearson
Korelasyon Testi kullanildi. Istatistiksel anlamlilik
icin p<0.05 degeri kabul edildi

BULGULAR

COVID-19 tarust alan 177 olgunun 85’1 (%48) erkek,
92’si (%52) kadind1. Hastalarin yas ortalamasi 58+16
yil idi. Hastalar iilkemizde yapilan asilama
programina uygun olacak sekilde smuflandirildi.
Hastalarin 41 (%23) asisiz, 51 (%2.8) tek doz
Sinovac, 63’ (%35,6) iki doz Sinovac, 17’si (%9,6) ti¢
doz Sinovac, 14'ti (%7,9) tek doz Pfizer-BioNTech,
22’si (%12,4) iki doz Pfizer-BioNTech 151 (%8,5) iki
doz Sinovac tek doz Pfizer-BioNTech yaptirmusti.
Katilimailarin %23,2’si as1 olmamusti, %2,8’1 tek doz
Sinovac asist olmustu Asilama durumu hi¢ asi
yapilmamus olanlar asisizlar, tek doz Sinovac, 2 doz
Sinovac, tek doz Pfizer-BioNTech eksik asililar, 3
doz Sinovac + 2 doz Pfizer-BioNTech, 2 doz Sinovac
+ DPfizer-BioNTech yapilanlar tam asili olarak
smniflandirildi. Agisizlar 41(%23.2), eksik agililar 82
(%46.3), tam asililar 54 (%30,5) kisi idi (Tablo-1).

Hastalarin asilanma durumlarina goére hastanede
yatis stireleri karsilastirildiginda anlamh fark
olmadigr goruldi (p=0,101). Yine asilanma
durumlarina gore hastaneden c¢ikis durumlar:
(6lim/taburculuk) karsilastirildiginda, asisizlar-
eksik agililar ve tam asililar arasinda 6liim oranlari
acgisindan anlamh fark olmadig goriildu (p>0,05)
(p=0,24) (Tablo-2).

Yas gruplari kendi iginde degerlendirildiginde
genclerin 19'u (%40.4) asisiz, 14’11 (%24.8) ise eksik
asthyd:. Hastalarin  yaslarma gore asilanma
durumlan karsilastirildiginda, genglerde asisiz ve
eksik asili oranlarimin diger gruplara gore anlamli
olarak daha ytiksek oldugu goriildii (p=0,004)

Tedavi siireglerinin  sonunda  hastanemizden
taburcu olan hastalarin yaslar1 ile yatis stireleri
arasinda diisiik diizeyde anlamli korelasyon vardi
(p= 0,24). Genglerin (<44 yas) yaslilardan (60-74 yas)
anlamli olarak daha uzun siire yattiklar1 goriildii
(p=0,30).
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Tablo 1. Hastalarin asilama durumlari, zatlg siireleri ve taburculuk durumlar:

N (%) Yatis "siiresi Oliim Taburcu

(giin) N (%) N (%)
Asis1z 41 (100) 6,1£3,2 4(9.8) 37 (90.2)
Eksik asil1 82 (100) 7,844,2 5(6.1) 77 (93.9)
Tam asili 54 (100) 7,5%4,5 1(1.9) 53 (98.1)
Toplam 177 (100) 7,314,1 10 (5.6) 167 (94.4)

Hastalarin yaslarma gore hastaneden c¢ikis tiirleri
karsilagtirmasinda  anlamhi  fark  saptanmad
Hastalarin yaslarina (ya da yas gruplarina) gore
olum oranlart Kkarsilastinldiginda anlamh fark
olmadig goriildii (p=0,116 ya da p>0,05).

Yas gruplar1 kendi icinde degerlendirildiginde
genclerin 19'u (%40.4) asisiz, 14’1 (%24.8) ise eksik
asthydi. Hastalarin  yaglarma gore asilanma
durumlan karsilastirildiginda, genclerde asisiz ve
eksik asili oranlarimin diger gruplara gore anlamh
olarak daha ytiksek oldugu gortildii (p=0,004).

Tablo 2. Hastalarin yas sinifflamasina Ebre Za’a@ siireleri ve agilanma durumlari

N (%) Yats siiresi Asisiz Eksik asili  Tam asili Oliim Taburcu
0 .

(giin) N (%) N (%) N (%) N (%) N (%)
Geng (<44) 47 (26,6) 6.543 19 (40,4) 14(298) 14 (29,8) 121) 46 (97,9)
Orta yash (45-59) 32 (18,1) 843.6 8 (25) 18(56,3) 6 (18,8) 1(969) 31 (100,0)
Yash (60-74) 74 (41,8) 8.7+4.4 14 (14,3) 50 (51,0) 34 (34,7) 4(54) 70 (94,6)
ileri yas ve
ihtiyzr f>75) 24 (13,6) 7.143 9 (12.2) 37 (50) 28(37.8)  4(16,7) 20 (83,3)
Total 177 (100) 7,843,8 41(232)  82(463) 54 (30)5) %5,6 %944
TARTISMA asilanma oranlar% dahali yiiksek saptandi. Gegmi§te

_ ) o yasanan pandemiler, bize toplumda asilama hiz ile

SARS-CoV-2 enfeksiyonunu  onlemeye  yonelik  salgimin kontrol altina alinma hizimin dogru orantilt

asilar, COVID-19 pandemisini simirlayabilmek igin
en umut verici yaklasim olarak kabul ediliyor.
DSO'niin 6nerdigi ve diinya ¢apinda uygulanan
cesitli COVID-19 agilart mevcuttur (WHO, 2020).
Ulkemizde de bu goriis benimsenerek toplum
asillama calismalar1 devam etmektedir. COVID-19
astlamasmin uygulama stratejisi Saglik Bakanlig
tarafindan aciklanmis olup; hastaliga maruz kalma,
hastaligi agir gecirme ve bulastirma riskleri ile
hastaligin toplumsal yasamin isleyisi {izerindeki
olumsuz etkisi degerlendirilerek ©ncelikli gruplar
belirlenmistir. Tiirkiye’de as1 uygulama baslamistir
(Anonim 5, 2021).

Mayis 2020'nin sonuna kadar Amerika Birlesik
Devletleri Hastalik Kontrol ve Onleme Merkezlerine
(CDC) bildirilen 1,3 milyon vakanmn bulundugu bir
raporda, ytizde 14'inin hastaneye kaldirildigy,
yiizde 2'sinin yogun bakim iinitesinde (YBU) takip
edildigi ve 5'inin ise olum ile sonuglandig:
belirtilmistir (Stokes ve ark., 2020). Bireysel ciddi
hastalik riski yasa, altta yatan komorbiditelere ve
asilama durumuna gore degistigi bilinmektedir
(Abdullah ve ark., 2021). Calismamizda hastaneye
yatan hastalarin %23.2’si asis1z ve %46.3’1i eksik asili
idi. Hastalarin yaslarina gore asilanma durumlar:
karsilastirildiginda, genclerde asisiz ve eksik asili
oranlarmin diger gruplara gore anlamli olarak daha
yiiksek oldugu goriildii. Ileri yas gruplarinda ise

oldugunu gosterdi. Yaygin toplum bagisikligimin
gelismesi icin SARS-COV-2 viriisii yashlar ve kronik
hastalig1 olanlar igin bir risk olusturmaktadir. Ancak
hentiz asilanmamis geng ve saglikli insanlarn da
COVID-19 nedeniyle hayatir kaybettigi
yadsinamaz bir gercektir. Bunun yamni sira,
asemptomatik ya da hafif semptomlarla COVID-19
enfeksiyonu geciren geng popiilasyon SARS-COV-2
virtistiniin toplumda yayilmasini
hizlandirabilmektedir. Bu nedenle genclerin de
yashlarla benzer oranda asillanmasi toplum
bagisikliginin minimal mortalite ve morbidite ile
saglanmasi agisindan énemli rol oynayabilir.

Ulkemizde Pfizer-BioNTech 12 Nisan 2021'de
kullanimina baglanmustir. Cocuklarda ve
yetiskinlerde yapilan randomize calismalar, Pfizer-
BioNTech asilamasindan sonraki ilk birkag ayda
semptomatik ve siddetli COVID-19 riskinin 6nemli
ol¢tide azaldigim gostermektedir. Biiytik bir plasebo
kontrollii ¢alismada, iki doz yapilan Pfizer-
BioNTech agisi sonrast semptomatik COVID-19
gelisimini ©nlemede asinin etkinliginin yaklasik
ylizde %95 oldugu saptanmustir (Thomas ve ark.,,
2021). Spesifik olarak, Pfizer-BioNTech asisiin,
yetigkinler arasinda COVID-19 ile ilgili hastaneye
yatis, yogun bakim iinitesi kabulleri ve oliimiin
onlenmesinde ytizde 90 veya daha yiiksek oranda



iligkili oldugu bulunmustur (Klein ve ark. 2021;
Dorabawila ve ark., 2022; Fowlkes ve ark., 2022;
Price ve ark., 2022).

Sinovac, tlkemizde 13 Ocak 2021'de asilanmaya
basland: (Anonim 2, 2020). Bu inaktive edilmis
COVID-19 agismin  iilkemizde yapilan faz III
calismasinin sonuglarma baktigimizda; asi etkinligi
ylizde 83,5 olarak saptanmistir (Tanriover ve ark.,
2021). Ast etkinligini inceleyen bir calismada,
COVID-19'u 6nlemede %70 ve hastaneye kabul veya
olumii onlemede ise %86-88 oranlarinda etkili
oldugunu saptamislardir (Jara ve ark., 2021). Benzer
sekilde, calismamizdaki hastalarin tamamina
bakildiginda 6ltim oram %5.6 olarak degerlendirildi.
Asisizlarda 6liim oram daha ytiksek saptands, eksik
asithilarda olim oram1 tam asililara gore daha
yiiksekti ve tam asililardaki 6lim orani ise oldukga
dustikti. Bu da gosteriyor ki asilamadan sonra
ortaya ¢ikan enfeksiyonun, asilanmamus bireylerde
gelisen enfeksiyona kiyasla ciddi hastalifga neden
olma olasiig1 onemli dlctide daha diistiktiir (CDC,
2021; Bergwerk ve ark., 2021; Tenforde MW ve ark.,
2021). Bununla birlikte mevcut tiim asilarin 6zellikle
agr/kritik hastalik olmak tizere COVID-19 hastalig
gelisimini ve COVID-19 ile iligkili hastaneye yatis
ve Oltumleri azaltmada oldukca etkili oldugu
bilinmektedir, (Lin ve ark., 2021; Haas ve ark., 2021;
Vasileiou ve ark., 2021; Dagan ve ark., 2021; Britton
ve ark., 2022; McNamara ve ark., 2022).

Sonug

Etkin bir asilamamn COVID-19 ile ilgili hastaneye
yatislart azalttigr gortldi. COVID-19 salgim diinya
capinda milyonlarca insanin yasamin tehdit eden
ve binlerce insamn Olimiine sebep olmasi goz
ontine alindiginda; asilamanin elde ettigimiz veriler
isiginda  degerlendirdigimizde ne kadar onemli
oldugu bir kez daha agik bir sekilde ortaya
koyulmaktadir. Ulkemizde toplum bagisikligin
saglanmasi, stirdiiriilebilir saghk hedeflerinin
belirlenmesi icin her bireyin asilama ile ilgili {izerine
diisen  roli  yerine  getirmesi  gerektigi
diistiniilmektedir.
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The Relationship between HbAlc and 25-hydroxy Vitamin D Levels in
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ABSTRACT

Objective: The aim of this study was to determine vitamin D levels in patients with type II Diabetes Mellitus who applied to the
internal medicine diabetes and endocrinology policlinic of a training and research hospital, and to determine the relationship
between HbAlc and 25-hydroxy vitamin D levels.

Material and Method: Type II Diabetes Mellitus patients constituted the material of the study. The study was conducted between
2018-2019. The data were obtained from the hospital information management system. Those with bone-derived malignancies and
pregnant women were excluded from the study. A total of 65 patients, 40 (61%) female and 25 (39%) males were included in the
study. Statistical analyzes were made with the help of IBM SPSS for Windows 26.0 package program. The normal distribution was
tested for the categories of factors affecting vitamin D levels. Accordingly, the hypothesis test was chosen and the descriptive
statistics values suitable for the used hypothesis test were calculated. Variables indicated by measurement mean + SD, smallest and
largest; Variables that are represented by numbers are indicated by %. Pearson correlation coefficients were used to evaluate the
correlations.

Results: HbAlc and 25-hydroxy vitamin D levels were determined in the patients included in the study. HbA1C levels were found
to be 9,023 £ 1.72 (%) higher than the normal values. 25-hydroxy vitamin D levels were 13.94+4.12 ng/ml and were lower than
normal values. HbAlc levels and 25-hydroxy vitamin D levels were found to be statistically significant in type II Diabetes Mellitus
patients (p<0.05). A negative correlation was calculated between 25-hydroxy vitamin D levels and HbAlc levels (r=-0.51).

Conclusion: As a result, HbAlc values were found to be high as expected in patients with Type II Diabetes Mellitus. On the other
hand, 25-hydroxy vitamin D levels were found to be low. In these patients, low 25-hydroxy vitamin D makes vitamin
supplementation important. However, the permanent inclusion of 25-hydroxy vitamin D in treatment protocols necessitates further
research.

Keywords: Correlation, HbAlc, Type II Diabetes Mellitus, Vitamin D

OZET

Amag: Bu calismanin amaci, bir egitim ve arastirma hastanesinin dahiliye diyabet ve endokrinoloji poliklinigine basvuran tip II
Diabetes Mellituslu hastalarda D vitamini diizeylerini belirlemek ve HbAlc ile 25-hidroksi D vitamini diizeyleri arasindaki iliskiyi
belirlemektir.

Materyal ve Metod: Calismanin materyalini, tip II Diabetes Mellitus hastalar1 olusturdu. Calisma, 2018-2019 yillar1 arasinda yapild1.
Veriler, hastane bilgi yonetim sisteminden elde edildi. Kemik kaynakli malignitesi olanlar ve gebeler calisma dis1 birakildi.
Calismaya 40 (%61) kadin ve 25 (%39) erkek olmak iizere toplam 65 hasta dahil edildi. Istatistiksel analizler, IBM SPSS for Windows
26.0 paket programi yardimu ile yapilmistir. D vitamini diizeylerini etkileyen faktorlerin kategorileri i¢in normal dagilim test edildi.
Buna gore hipotez testi secilmis ve kullamlan hipotez testine uygun betimsel istatistik degerleri hesaplanmustir. Olgtimle gosterilen
degiskenler ortalama+SD, en kiigiik ve en biiyiik; Say1 ile gosterilen degiskenler % ile gosterilir. Korelasyonlar: degerlendirmek icin
Pearson korelasyon katsayilar1 kullanildz.

Bulgular: Calismaya alman hastalarda HbAlc ve 25-hidroksi D vitamini diizeyleri belirlendi. HbA1C diizeyleri belirlenen normal
degerlerden 9.023 + 1.72 (%) yiiksek bulundu. 25-hidroksi D vitamini diizeyleri 13.94+4.12 ng/ml idi ve normal degerlerden
dustikti. Tip II DM hastalarinda HbAlc diizeyleri ve 25-hidroksi vitamin D diizeyleri istatistiksel olarak anlamli bulundu (p<0.05).
25-hidroksi D vitamini diizeyleri ile HbAlc diizeyleri arasinda negatif korelasyon hesapland: (r=-0,51).

Sonug: Sonug olarak, Tip II Diabetes Mellitus'lu hastalarda HbAlc degerleri beklendigi gibi yiiksek bulundu. Ote yandan, 25-
hidroksi D vitamini seviyeleri ise diisiik bulundu. Bu hastalarda 25-hidroksi D vitamin diistikliigi vitamin takviyesini ¢nemli
kilmaktadir. Ancak, 25-hidroksi D vitaminin tedavi protokollerinde kalici olarak yer almas: daha genis arastirmalar1 gerekli
kilmaktadir.

Anahtar kelimeler: D vitamini, HbAlc, Korelasyon, Tip II diabetes mellitus
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INTRODUCTION

Vitamin D is a vitamin synthesized in the body.
Vitamin D deficiency is mainly due to bone
mineralization. For many years osteoporosis etc.
been shown to be related to diseases (Holick, 2004;
Holick, 2005). Vitamin D has been extensively
studied in both human and animal studies as a
modifiable risk factor (Pittas and Dawson-Hughes,
2010).

Diabetes Mellitus (DM) is a metabolic disorder
characterized by high blood sugar due to a
malfunction in insulin secretion, insulin action, or
both. DM is a group of carbohydrate metabolism
disorders that affects approximately 5-10% of the
world population and manifests itself with
hyperglycemia due to the underuse of glucose. 25-
hydroxy vitamin D is a steroid hormone and is
known to be effective in insulin secretion in the
pancreas. 25-hydroxy vitamin D is a fat-soluble
vitamin. 25-hydroxy vitamin D can also be
synthesized in an endogenously suitable biological
medium. It has important effects on phosphorus and
calcium metabolism and bone mineralization
(Bringhurst et al., 2005; Champe et al., 2007).

Type II DM is a complex disease associated with
many other clinical conditions (Yarbag et al., 2015).
Type II DM is a chronic metabolic disease
characterized by insufficient use of carbohydrates,
fats and proteins as a result of a deficiency of the
hormone insulin. All over the world, and the
incidence of type II DM in Turkey is over 10%.
While 90-95% of these cases are type II DM, the
remaining 5-10% are type I DM and 2-3% are other
forms of diabetes (Satman, 2007).

The HbAlc test is easy to use and is widely used.
Metabolic control monitoring is performed with
glycosylated HbA1C to prevent diabetes-related
complications. The use of this test has increased
since HbAlc was accepted as a type 1II DM
diagnostic criteria by the WHO and the American
Diabetes Association (WHO, 2011). However, in
order for HbAlc to be used in DM diagnosis,
standardization of the measurement method is
required as there are different measurement
methods as suggested by American Diabetes
Association. The HbAlc test is a test used to monitor
type II DM. In recent years, the use of HbAlc in the
diagnosis of DM has become widespread due to its
practicality and inclusion in the diagnostic criteria of
DM by the World Health Organization. However,
for Hbalc to be used as a diagnostic test in DM, the
measurement method must comply with
standardization. In this study, we aimed to put the
relationship between HbAlc levels in type II DM
patients and 25-hydroxy vitamin D levels (Ozdin et
al., 2019).
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MATERIAL and METHOD

Our study will consist of type II DM patients who
apply to the Internal Medicine Diabetes Polyclinic
and Endocrinology Polyclinic of our hospital.
HbAlc and 25-hydroxy vitamin D levels will be
determined by examining the file data of 65 patients
with type II DM. A total of 65 patients, 40 (61%)
female and 25 (39%) males, were included in the
study.

HbAlc and 25 hydroxy vitamin D tests were studied
in the biochemical laboratory of Sakarya. They were
divided into two groups according to their HbAlc
levels as <7% and >7%. Again, the same parameters
were compared in terms of vitamin D levels. The
HbA1c test was performed on the ADAMS Alc HA-
8180V and the 25 hydroxy vitamin D test on the
ADVIA Centaur XPT Immunoassay System.

In the study, a serum D level of <20 ng/mL was
considered severe insufficiency, 20-30 ng/mL
insufficiency, 30-100 ng/mL adequacy, and >100
ng/mL toxicity. These biochemical parameters were
compared in terms of diabetes.

The study was performed after the approval [By the
Ethics Committee, Sakarya University Medicine
Faculty, Number: 71522473 /050.01.04/72].

Statistical Analysis

The data were analyzed using the IBM SPSS 26.0
package program. Normal distribution was tested
for the categories of factors affecting vitamin D
levels. Accordingly, the hypothesis test was chosen
and the descriptive statistics values suitable for the
used hypothesis test were calculated. Variables
indicated by measurement are mean * SD, smallest
and largest; Variables indicated by count are
indicated by %. To evaluate the correlations,
Pearson correlation coefficients were used.

RESULTS

The ages of the patients included in the study
ranged from 40 to 83 years. The mean age of the
patients was 59.55 * 9.6 years. The study included 65
type II DM patients admitted to the internal
medicine diabetes and endocrinology polyclinic in
our hospital. A total of 65 patients with type II DM
were evaluated. HbA1C levels were 9.023 + 1.72%,
higher than normal values. HbAlc values were
found to be similar in male and female patients. No
significant difference was found between them. 25-
hydroxy vitamin D levels were 13.94 £ 412 ng / ml
and lower than normal values were determined. 25-
hydroxy vitamin D levels were lower in female
patients than in male patients. HbAlc levels and 25-
hydroxy vitamin D levels were found to be
statistically significant in type II DM patients (p
<0.05). A negative correlation between HbAlc and
25-hydroxy vitamin D levels is given in Table 1 (r = -
0.51).



Table 1. Descriptive statistics and correlation of
HbA1c and 25-hidroksi vitamin D

Variable Mean SD R
HbA1lc 9.023 1.72
2>-hidroksi 13.94 412 051*
vitamin D

DISCUSSION

In one study, the prevalence of vitamin D deficiency
was found to be 34% in patients with type II DM
(Bringhurst et al., 2005). Vitamin D deficiency was
detected in 37.9% of patients with type Il DM. In the
study of Kull et al. (2009), vitamin D deficiency was
found to be lower in women than in men. In a study
conducted in Japan (Suzuki et al., 2006), vitamin D
deficiency was reported as 70.6%, in the United
States (Di Cesar et al., 2006) 63.5%, and in a study
among the South Asians in England (Tahrani et al.,
2010) 83%. In another study of female type II DM
patients, the prevalence of vitamin D deficiency was
reported to be 39% (Isaia et al, 2001). Although
different results have been obtained in each study
conducted by the researchers, the prevalence of
vitamin D deficiency is increasing in patients with
type Il DM. The necessity of examining vitamin D
levels in these patients gains importance. Studies
have shown that vitamin D deficiency is associated
with the development of type II DM (Pittas et al,,
2007). Gilani et al. (2019) found low 25-hydroxy
vitamin D levels in obese and diabetic patients in a
study. Similar results were reported by Bani-Issa et
al. (2017). In a study of United Arab Emirates, they
found low levels of 25-hydroxy vitamin D in 74% of
patients. Pittas et al. (2007), reported in their study
that vitamin D intake would be beneficial in
reducing the risk of type Il DM. Rafiq et al. (2018), as
a result of the meta-analysis of their observational
studies in patients with type II DM, they found
vitamin D levels to be statistically significant. In our
study, we found low levels of 25-hydroxy vitamin D
as 13.94 + 412 ng / ml. When we compared 25-
hydroxy vitamin D levels in female patients
compared to male patients, we found that their
levels were low in female patients. In a study
followed by Forouhi et al. (2008) for 10 years, they
found a significant correlation between 25-OH
vitamin D levels and insulin and HOMA-IR. This
finding supports that insulin resistance increases as
vitamin D levels decrease in patients with type II
DM.

Studies in Europe and China have shown that
HbAlc measurement increases the number of
defined prediabetic individuals (Kim et al., 2008;
Sato et al., 2009). Kim et al. (2012) evaluated the
patients according to HbAlc and observed a
significant increase in the number of prediabetic
individuals. Gerdhem et al. 2005, studies in non-
Latin American black people were found to be
higher than the average HbAlc. This may be due to
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the variability of erythrocyte half-life and glycation
according to race / ethnic groups (Mosekilde, 2005).
According to a study published in the Johns
Hopkins School of Medicine, 91% of patients with
type II DM had a deficiency of 25-hydroxy vitamin
D. In our study, we found high levels of HbAlc in
type Il DM patients. In our patient group, we found
statistically significant results between HbAlc levels
and 25-OH vitamin D levels.

Cetin et al. (2020) reported that 37% of the patients
were male, 63% were female, and the mean age was
49.3+10.4 years. In addition, they found that HbAlc
was lower than 5.7% in 15% of the cases, between
5.7-6.4% in 60%, and higher than 6.5% in 25%. Oner
et al. (2016), in their study, 274 patients (85.6%) with
vitamin D levels below 20 ng/ml, 37 patients
between 20-30 ng/mL (11.6%), and 9 patients with a
vitamin D level above 30 ng/mL. (2.8%) used the
patient as material. In addition, they found a
statistically significant difference in the vitamin D
values of the patients between the HbAlc groups
(p<0.05). They reported that vitamin D value was
lower in the HbAlc >7% group compared to the
HbAlc <7% group. A negative correlation was
found between vitamin D and HbA1lc levels. But the
p-value was 0.083 and it was not statistically
significant.

In a 17-year cohort study, an inverse relationship
was found between type 2 DM and vitamin D, and it
was found that vitamin D protects against DM
(Knekt et al., 2008). In a study by Liu et al. (2010), it
was determined that high vitamin D levels reduce
the risk of developing type 2 DM. Pittas et al. (2006)
They found that 4843 of 83,779 adult women
followed for 20 years developed DM. In addition, it
was found that women who took higher levels of
vitamin D and Ca had a 13% lower risk of
developing type 2 DM compared to those who took
lower levels of vitamin D and Ca.

It has been reported that there may be low levels of
HbAlc, which is characterized by seasonal
variation, in relation to vitamin D levels, and that it
reaches its lowest levels in summer (Beaulieu et al.,
1993). As a result of another study in which 171
patients with type 2 DM were followed for about 10
years, it was determined that 125 (73%) patients had
vitamin D deficiency, 14 patients had vitamin D
insufficiency and the other 32 patients had optimal
vitamin D levels. However, it has been reported that
patients with vitamin D deficiency have higher
HbA1lc levels (Khaleeli et al., 2007). It was found
similar to the studies in our study. Vitamin D level
was found to be higher in male patients. Oner et al.
(2016) found no relationship between vitamin D and
HbAlc levels in their study. In the study conducted
by Suzuki et al. (2006), no significant correlation was
found between the vitamin D levels of the patients
and the treatment modalities (p=0.205). They also
found a negative correlation between vitamin D and
HbAlc. However, this relationship was not



statistically ~ significant (p=0.083). Kor (2018),
reported that 25(OH) D levels were deficient or
insufficient in 31.8% of the patients in his study.
There was no statistically significant difference
between 25(OH)D values according to the HbAlc
levels of the patients. According to Baykan et al.
(2022) reported that there was no significant
relationship between HbAlc and vitamin D,
according to their study. In their study, Hypponen
et al. (2001) reported that Vitamin D deficiency in
diabetic patients caused high HbAlc value, that is,
poorly controlled diabetes.

Conclusion

HbA1c values were found to be higher in patients
with type II DM, as expected. 25-hydroxy vitamin D
levels were found to be low. The low 25-hydroxy
vitamin D level in these patients reports that they
need vitamin supplements. However, the
permanent inclusion of 25-hydroxy vitamin D in
treatment protocols necessitates further research.
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ABSTRACT

Objective: This study was conducted to determine the effect of the individual training program given to women with breast cancer
on their support needs and quality of life.

Material and Method: This semi-experimental study was completed with a total of 73 patients, 37 patients from the intervention
group and 36 patients from the control group. Patients attending the study were observed for three months. Research data were
obtained via personal information form, Self-Assessed Support Needs Scale and Quality of Life scale. Shapiro-Wilk Test, Chi-
square, Pearson Chi-Square Test, Fisher Exact Test, Mann-Whitney U test, Friedman test, Wilcoxon ranks signed test were used for
statistical analysis.

Results: A statistically significant difference was found between the groups in terms of body image, systemic treatment side effects,
breast and arm symptoms, quality of life sub-dimensions scores. A statistically significant difference was found between
intervention and the control group patients in terms of the total score averages of the support needs scale. 13.5% of the patients who
formed the group of interventions were identified as complication in 52.8% of the control group patients.

Conclusion: As a result of this study, it was determined that the individual training program given to women with breast cancer
had a positive effect on their support needs and quality of life. With the individual training program given to the intervention
group, it was determined that there was a decrease in support needs and an improvement in their quality of life

Keywords: Breast Cancer, Patient Education, Quality of Life, Support Needs

OZET
Amag: Bu calisma meme kanserli kadinlarda verilen bireysel egitim programinin destek gereksinimleri ve yasam kalitesine etkisini
belirlemek amaciyla yapildi.

Materyal ve Metod: Bu yar1 deneysel calisma, girisim grubundan 37 hasta, kontrol grubundan 36 hasta olmak tiizere toplam 73
hasta ile tamamlandi. Calismaya katilan hastalar ti¢ ay stiresince gozlemlendi. Arastirma verileri kisisel bilgi formu, kendi kendine
destek gereksinimlerini degerlendirme tlcegi ve yasam kalitesi dlcekleri ile topland1. Verilerin analizinde Shapiro-Wilk Testi, ki-
kare testi, Pearson Ki-kare Testi, Fisher’s Exact, Ki-kare testi, Mann-Whitney U testi, Friedman testi, Wilcoxon signed ranks testi
kullanildi.

Bulgular: Beden imaji, sistemik tedavi yan etkileri, meme ve kol semptomlari ile yasam kalitesi alt boyutlar1 puanlar: agisindan
gruplar arasinda istatistiksel olarak anlamli fark saptandi. Destek gereksinimleri ol¢egi toplam puan ortalamalari bakimindan
girisim ve kontrol grubu hastalar1 arasinda istatistiksel olarak anlamli bir fark bulundu. Yapilan ti¢ aylik izlem sonucunda girisim
grubunu olusturan hastalarin %13.5'inde, kontrol grubu hastalarin ise %52.8'inde komplikasyon gelistigi belirlendi (p<0.05).

Sonug: Bu calisma sonucunda meme kanserli kadinlarda verilen bireysel egitim programinin destek gereksinimlerine ve yasam
kalitesine olumlu etkisi oldugu saptandi. Girisim grubuna verilen bireysel egitim programi ile destek gereksinimlerinde azalma,
yasam kalitelerinde iyilesme oldugu belirlendi.

Anahtar kelimeler: Meme Kanseri, Hasta Egitimi, Yasam Kalitesi, Destek Gereksinimleri
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INTRODUCTION

Breast cancer, the second-highest cause of deaths of
women related to cancer, is one of the most common
cancers among women worldwide (American
Cancer Society, 2020; Kim et al., 2020).

When a woman is with breast cancer, this fact affects
individuals as well as their relatives in terms of
cognitive, psychological, emotional, spiritual, and
social aspects (Doria et al., 2020). Although survival
rates increase, shock, depression, anxiety, fatigue,
effects on the body image and loss of some social
roles in family and work are some of the physical as
well as major psychological problems women with
breast cancer may experience. Survival time is
associated ~ with  physical symptoms and
psychological reactions. It affects all areas of quality
of life (QoL) (Jassim and Whitford, 2014; Liao et
al.,2014; Abebe et al., 2020; Kosti¢ et al., 2020;). For
this reason, cancer patients need supportive care
and information related to physical, psychological,
social, spiritual, and sexual needs (Liao et al., 2014;
Hubbard et al.,, 2015). Breast cancer adversely has
more negative effects on psychosocial functionality
as well as QoL of the patient in the case of lack of
knowledge and social support (Liao., 2012; Liao et
al., 2014; Hubbard et al., 2015). High survival rates
in breast cancer, prolonged and late effects of cancer
treatment have led to an increase in supportive care
and psychosocial needs due to psychosocial
concerns (So et al, 2014; Cheng et al, 2015).
Although supportive care is important, it is stated
that 93% of cancer patients face problems in
fulfilling the needs of supportive care (Ng., 2011; Li
et al., 2013). In Turkey, the support needs of women
with breast cancer are generally centered around
family and friends (79%) and aftercare (78%). The
others are the diagnosis, treatment, support,
information, femininity, and body image (Erci and
Karabulut, 2007).

When specific requirements are not fulfilled in
breast cancer during diagnosis, treatment, and post-
treatment, other requirements are added eventually.
Therefore, the physical, emotional, and social needs
of the patient should be considered important and
fulfilled in each specific period (Budin et al., 2008).
Monitoring the problems related to the disease and
the healing process, monitoring of side effects, and
providing information to these patients is an
important step that should be taken to improve
these patients’ QoL (Obaidi and Al-Atiyyat, 2013;
Salonen et al., 2014). Individual information given to
patients has an important role in reducing anxiety,
maintaining care, shortening hospital stay, reducing
treatment-related complications, improving patient
satisfaction, and QoL. Inadequate, limited
information about treatment options and outcomes
of treatment may lead to psychological distress in
women (Ho et al, 2013; Kim et al, 2020). A
professional and holistic approach is required to
manage patients effectively. Nurses may play a vital
role in supporting the process (Rawther et al., 2020).
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It is stated in the literature that psychosocial
interviews and effective individual training and
counseling programs affect the life quality of cancer
patients positively (Bjorneklett et al., 2012; Salonen
et al., 2014; Shahsavari et al., 2015; Wu et al., 2018).
Nurses are in a vital position for both physical and
psychosocial support needed by women with breast
cancer (Rawther et al., 2020). One of the important
roles of nurses is the training of patients. It is
important to provide individual care, information,
and guidance according to the needs and
preferences of the patients to reduce their physical
and psychological problems.

This quasi-experimental study was carried out to
evaluate the effects of an individual training on the
support needs and quality of life in women with
breast cancer.

MATERIAL and METHOD
Study Design

This quasi-experimental study was conducted in a
General Surgery Clinic at a University Hospital in
the Aegean Region of Turkey between January 3,
2017, and November 15, 2017. The study included
participants who were with breast cancer, will have
breast surgery, fulfilled inclusion criteria and are
willing to participate in the study.

Sample

Power analysis was applied to determine the sample
size. In the study, a 5% error for the power analysis
was sufficient to take 36 patients to each group to
ensure minimal sample size with 80% power.
However, 40 people were taken for each group,
considering that it would be appropriate to receive
more than 10-15% of the calculated number of
people, as sample losses could occur during the run
time. A total of seven patients, three patients from
the intervention group and four patients from the
control group were not able to complete the study
for different reasons during the run time. The study
was completed with a total of 73 patients, 37
patients from the intervention group and 36 patients
from the control group.

Purposeful sampling method, one of the
nonprobability sampling methods was used in the
selection of the sample. Patients who were admitted
to the clinic during the first week of work being
started to avoid interaction between the working
groups in the same clinic or even the same room
were taken to the control group, while patients who
had been admitted the next week were admitted to
the group. Patients were continued to be taken in
the same way, week by week, until the study was
completed.

Participants

All the patients admitted to the General Surgery
Clinic for breast surgery were evaluated by the
researcher to determine whether they fulfilled
inclusion criteria of the study. Patients agreeing to
participate in the study and fulfilling the following
inclusion criteria were included in the study: with



breast cancer, knew the diagnosis, above 18 years of
age, literate, able to speak and understand Turkish,
who had no communication barriers, had mental
competence, had no psychiatric disease, conscious,
stable condition, who will undergone breast surgery
undergone breast surgery were included in the
study.

Patients who met the exclusion criteria, had
cognitive impairment, communication difficulties,
mental disability, psychiatric disease, were unstable,
had undergone transplantation and had to receive
chemotherapy suddenly before surgery were
excluded from the study. During the data collection
process, patients who were developed serious post-
operative  psychological problems and who
unwilling to continue research were also excluded
from the sample.

Procedure

The diagnosis of breast cancer and all patients who
were admitted to the clinic were pre-interviewed
first. This meeting met patients and was informed
about the study. Written consent has been received
from patients who wish to participate in the study.
After the introduction of patients in the
interventional group, the personal characteristics,
condition of illness, care and treatment information
and needs were evaluated.

Patients in the intervention group patients were
included in a five-session training program.
Trainings were given to these patients before the
operation, before discharge, on the 10th day after
operation, at the 1st month after operation and at the
3rd month operation.

All patients in the intervention group were able to
reach the researcher by phone whenever they
needed it. These patients were tried to be motivated
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to maintain their self-management with the
education given. The training was given in a
hospital environment using face-to-face, one-to-one
teaching technique. Each training session lasted
between 40-50 minute. Training booklet, powerpoint
presentation and breast model were used in
individual training.

The training booklet named "Breast Cancer and
Life" includes information about breast cancer,

diagnosis/treatment protocols, side effects of
treatments, pre/post-operative personal care,
symptom management, nutrition, diet, arm

exercises, emotional and social adjustment. A
training booklet was given to all patients in the
intervention group before discharge. Patients in the
control group were not intervened except for
routine maintenance in the clinic. A training booklet
was given to the control group when all
measurements were completed.

Data Collection

All patients participating in the study were
monitored for a period of three months. The data
was collected in a face-to-face method and by using
personal information form, Self-Assessed Support
Needs Scale, European Organization for Research
and Treatment of Cancer Quality of life (EORTC
QLQ-30), European Organization for Research and
Treatment of Cancer Quality-of-life (EORTC BR-23).
The data were collected on the day the patients were
admitted to the hospital (pre-test = T0), the day they
came for the postoperative control= on the 10th day
postoperatively (post-testl = T1), the 1st month after
the surgery (post-test2 = T2) and the 3rd month after
the operation (post-test3 = T3). Each measure of
each data collection time period is presented in
Figure 1.
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Assessed for eligibility (n=80) ‘

Intervention Intervention (n=40)
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- Self-assessed Support Needs Scale
-The Quality of Life Scale

- Planning Patient Training (n = 40)
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Pre-test (To)

-Informed Volunteer Consent Form
-Personal Information Form

- Self-assessed Support Needs Scale
- The Quality of Life Scale (n = 40)

v

Implementation of the
Preoperative Training Program

(n=3)

Those discharged to receive
cheotherapy before surgery

Those discharged to
receive cheotherapy
before surgery (n=2)

A 4

-Application of the Pre-Discharge
Training Program.

- The training booklet, which contains the
information given during the training, is
given to the patients at the end of the
training. (n = 37).

Post-test1(T1) Postoperative 10. day

-Observing patients in terms of
complications (n=38)

!

Post-test1(T1) Postoperative 10. day

- Application of the Training Program
-Observing patients in terms of
complications

- Self-assessed Support Needs Scale

- The Quality of Life Scale (n=37)

v

Post-test2(T2) Postoperative 1.months
-Application of the Training Program

- Self-assessed Support Needs Scale

- The Quality of Life Scale (n=37)

|

Post-test3(Ts) Postoperative 3.months
-Application of the training program and
training Evaluation

- Self-assessed Support Needs Scale
- The Quality of Life Scale (n=37)

Figure 1. Research process flow chart
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Instruments

Patient Information Form: This form consists of
question related with patients' age, education,
marital status, chronic disease, menopause status,
social security status, place of residence, child status,
breast cancer in the family, people living together,

breast surgery, axillary surgery and similar
questions.
Self-Assessed Support Needs Scale: The self-

assessed support needs scale for women with breast
cancer which is developed by Lindop and Cannon
(2001) consists of 54 questions in eight sub-
dimensions: diagnosis, treatment, support, sexuality
and body image, family and friends, information,
post-treatment. The lowest score of the scale is 54,
whereas the highest 270. The Cronbach's alpha
value of the scale whose Turkish validity and
reliability was performed by Erci and Karabulut
(2007) was found to be 0.93. Lindop and Cannon
(2001) did not report internal consistency realibility
and validity. In this study, Cronbach's alpha value
of the overall scale was found to be 0.94.

European Organization for Research and Treatment
of Cancer Quality of life (EORTC QLQ-30): The
Quality of Life Scale developed by Aaronson et al.
(1993) includes three subheadings: general well-
being, functional status (physical, role, cognitive,
emotional and social) and symptom control. The
scale consists of a total of 30 questions. Other
questions are questions related to the functional area
and symptoms section. Each item in the scale is
scored from 0 to 100 points. The higher the general
well-being and the higher the mean score on the
functional scale, the better the situation. On the
symptom scale, on the other hand, it shows that the
higher the score, the greater the problems. Turkish
validity and reliability study was carried out by
Demirci et al. (2011). In the Turkish validity and
reliability study, Cronbach’s alpha value of scale
was found to be 0.66-0.91. The original EORTC
QLQ-30 scale Cronbach’s alpha value was 0.70
(Aaronson et al., 1993). In this study, Cronbach's
alpha value of the overall scale was found to be 0.88.

European Organization for Research and Treatment
of Cancer Quality-of-life (EORTC BR-23): It is a
special scale for breast cancer; evaluate the
symptoms seen during breast cancer and their
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treatment. The EORTC BR-23 scale developed by
Sprangers et al. (1996) consists of twenty-three
items. The scale has two sub-dimensions: functional
and symptom. A 4-point Likert scale in which 1
represents “Not at All” and 4 represents “Very
Much” was used for the scoring. The high score
obtained from the scale indicates that the functional
level and the degree of symptoms are high. The
validity and reliability of the QLQ-BR23 scales in
breast cancer patients were performed by Demirci et
al. in 2011 and the Cronbach's alpha coefficient of
the Cronbach's alpha coefficient of the QLQ-BR23
scale was 0.61-0.88. The original EORTC BR-23 scale
Cronbach'’s alpha value was 0.70 to 0.91. (Sprangers
et al., 1996). In this study, Cronbach's alpha value of
the overall scale was found to be 0.84.

Statistical Analysis

The SPSS (Statistical Packing for social sciences for
Windows 22.0) program was used for the analysis of
the study data. The Shapiro-Wilk Test was used to
determine whether the data conformed to the
normal distribution. For the data that did not fit the
normal distribution, Chi-square (x2), Pearson Chi-
Square Test, Fisher's Exact Test, Mann-Whitney U
test, Friedman test, Wilcoxon ranks signed ranks test
was used to compare the differences between the
groups. A value p<0.05 was considered statistically
significant.

RESULTS

It was determined that the intervention and control
patients within our study were mostly below the
age of 50 years. The mean age in the intervention
group was =46.56+10.40, while it was =49.16+9.68
in the control group. 37.8% of the patients in the
intervention group were university graduates, and
30.6% of the patients in the control group were
university graduates. It was determined that 29.7%
of the patients in the intervention group and 33.3%
of the patients in the control group had a family
history of breast cancer. It was determined that
62.2% of the patients in the intervention group had
total mastectomy, 59.5% of them had axillary
dissection, 63.9% of the patients in the control group
had total mastectomy, 66.7% of them had axillary
dissection. There was no significant difference
detected between the groups regarding the socio-
demographic characteristics (p>0.05). (Table 1).



Table 1. Descriptive characteristics of the patients (n=73)
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Descriptive Characteristics Intervention Control Total Statistic
Group (n=37) Group (n=36) (n=73) p values
n (%) n (%) n (%)

Participant

Age

<50 24 64.9 21 58.3 45 61.6

>51 13 35.1 15 41.7 24 38.4 0.634

Marital status

Married 32 86.5 30 83.3 62 84.9

Single 2 54 1 2.8 3 41 0. 6432

Divorced/widowed 3 8.1 5 13.9 8 11.0

Level of Education

Primary school degree 10 27.0 13 36.1 23 315

Middle school degree 6 16.2 7 194 13 17.8 0.7652

High school degree 7 18.9 5 13.9 12 16.4

University 14 37.8 11 30.6 25 34.2

Working Status

Yes 20 54.1 27 75.0 47 64.4

No 17 459 9 25.0 26 35.6 0.0870

Social Security Status

Yes 35 94.6 34 94.4 69 94.5

No 2 5.4 2 5.6 21 5.5 1.000°

Place of residence

City Center 15 40.5 15 41.7 30 41.1

Distict 20 54.1 18 50.0 38 52.1 0.8642

Village 2 54 3 8.3 5 6.8

Child Status

None 7 18.9 3 8.3 10 13.7

One 11 29.7 10 27.8 21 2838 0.304¢

Two 17 459 17 47.2 34 46.6

Three 2 54 6 16.7 8 11.0

Breast cancer in the family

Yes 11 29.7 12 33.3 23 31.5

No 26 70.3 24 66.7 50 68.5 0.804>

People living together

Alone 2 5.4 3 8.3 5 6.8

Spouse 8 21.6 7 19.4 15 20.5

Spouse and children 17 459 18 50.0 35 47.9 0.9882

Children 3 8.1 2 5.6 5 6.8

Spouse-Children- a Relatives 5 13.5 4 111 9 12.3

Mother and daughter 2 54 2 5.6 4 55

Breast surgery

Partial Mastectomy 14 37.8 13 36.1 27 37.0 1.000°0

Total Mastectomy 23 62.2 23 63.9 46 63.0

Axillary surgery

Sentinel node biopsy 15 40.5 12 33.3 27 37.0 0.6300

Axillary clearance 22 59.5 24 66.7 46 63.0

Stage

Stage 1 3 8.1 3 8.3 6 8.2

Stage 2 21 56.8 22 61.1 43 58.9 0.9162

Stage 3 13 35.1 11 30.6 24 32.9

Total 37 100.0 36 100.0 73 100.0

2 Pearson Chi-Square Test

bFisher ‘s Exact Test

In regards to mean global health status, physical
functioning, role functioning, fatigue, pain, financial
difficulties scores, a statistically significant
difference was detected between the groups
(p<0.05). In our study, it was found that there was
an increase in the mean scores of postoperative
functional sub-dimension with the training program
provided to the intervention group and a decrease

in the mean score of symptom scale (p<0.05) (Table
2).

Statistically significant difference was found
between the interventions and control groups in
terms of body image, side effects of systemic
treatment, breast symptoms and arm symptoms life
quality sub-dimensions scores (p<0.05) (Table 3).
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Table 2. Distribution of EORCT QLQ-30 scale score means of patients with breast cancer before and after

training

Functional scales

Symptom scales

Pre-test Post-testl Post-test2 Post-test3 Test and p values
(To) (T2) (T2) (Ts)
EORCT (10. day) (1.months) (3. months)
o Groups
OQUIT[(%;(; g Mean + Mean + Mean =+ Mean+ Test”, p Wilcoxon
SD SD SD SD signed  ranks
test
Global Intervention 63.73+19.76 54.72+20.08 61.71+18.15 69.59+14.59 14.069 To>ToTa>Ty, T2
health status 0.003
Control 56.01+£21.69 44.90+17.51 53.24+17.05 47.22+20.60 12.616 To T2> T
0.006
zlp - - - -
1.762/0.078 2.446/0.014 2.073/0.038 4.567/0.000
Physical Intervention 79.27+ 66.48+ 73.69+ 77.11£15.19 20.381 To, T2, Ts> Ty
functioning 16.76 20.99 18.52 0.000
Control 83.70+14.55 69.07+£17.24 66.66+15.11 64.25+20.41 40.071 T1>To> T2, Ts
0.000
zlp - - - -
1.184/0.237 0.156/0.876 2.081/0.037 2.710/0.007
Role Intervention 82.43+ 59.45+ 68.01+ 77.92+16.69 22.946 To T3> Ty T2
functioning 28.58 31.06 22.00 0.000
Control 90.74+16.15 56.01+28.49 67.59+22.86 56.94+28.55 36.091 To>T1, T2, Ts
0.000 T2>T1, Ts
zlp - - - -
.0886/0.376 0.591/0.554 0.085/0.932 3.144/0.002
Emotional Intervention 62.61 + 72.29 + 68.46 + 70.27+£25.87 7.807 -
functioning 22.36 20.32 22.91 0.050
Control 59.72+26.53 64.12+423.47 63.65+24.08 60.64+25.24 1.756 -
0.625
zlp - - - -
0.366/0.714 1.656/0.098 0.819/0.413 1.812/0.070
Cognitive Intervention 75.67+ 84.23+ 80.63+ 76.12+19.85 9.756 0.021 T1>To Ts
functioning 22.08 20.76 20.22
Control 75.46+26.87 72.68+24.60 75.00+£23.05 65.74+23.21 7.623 0.054 -
zlp - - - -
0.377/0.706 2.269/0.023 1.046/0.295 1.937/0.053
Social Intervention 76.57+ 66.66+ 70.72+ 76.12+£20.98 5.544 -
functioning 24.67 26.93 25.88 0.136
Control 80.55+25.66 63.88+30.21 65.74+26.10 68.51+£27.24 7.025 To>T1, T2, T3
0.071
zlp - - - -
0.935/0.350 0.220/0.826 1.018/0.309 1.124/0.261
Fatigue Intervention 36.33+ 45.64+ 39.93+ 37.53+20.17 9.819 T1>To
27.17 26.80 20.36 0.020
Control 34.56+£21.21 43.82+19.50 41.66+22.12 54.62+£27.77 12.050 T1>To, Te>To To T2
0.007
zlp - - - -
.0173/0.862 0.073/0.942 0.247/0.805 2.657/0.008
Nausea and Intervention 20.27+ 7.65+15.00 7.65+£17.38 10.81£18.51 3.303 -
vomiting 32.89 0.347
Control 6.94+10.81 7.40+£15.14 8.79+15.16 10.64+16.50 1.048 -
0.790
zlp - - - -
0.735/0.462 0.172/0.863 0.612/0.540 0.199/0.843
Pain Intervention 23.87+27.64 42.34+28.21 34.68+21.29 28.37+16.60 20.570 T1>ToTs; To>To, Ts
0.000
Control 22.22+22.88 47.68+£25.86 41.20+£25.96 41.66+£21.63 20.570 T T2Ts>To
0.000
zlp - - - -
0.092/0.927 0.909/0.363 1.050/0.294 2.767/0.006
Dyspnea Intervention 15.31 + 8.10+18.26 9.90 +20.58 10.81£20.86 4.117 -
18.58 0.249
Control 12.03+16.23 15.74+18.66 13.88+16.66 19.44+21.63 2.360 -
2.360
zlp - - - -
0.700/0.484 2.142/0.032 1.460/0.144 2.040/0.041
Insomnia Intervention 36.03 + 29.72 + 29.72 + 25.22427.67 3.606 -
30.81 34.05 33.13 0.307
Control 35.18+35.58 39.81+32.67 38.88+34.27 45.37+34.87 2.311 -
0.510
zlp - - - -
0.324/0.746 1.431/0.152 1.239/0.215 2.567/0.010
Appetite Intervention 17.11£27.91 8.10+14.49 12.61£22.70 15.31£20.17 3.711 -

lost

0.294
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Constipation

Diarrhea

Financial
difficulties

Control

zlp

Intervention
Control

zlp

Intervention
Control

zlp

Intervention
Control

zlp

18.51£30.28

0.217/0.829
22.52+
29.45
20.37+22.92
0.037/0.971
17.11+28.99

11.11+19.51

0.731/0.465
17.11+30.04

29.624+24 .91

2.612/0.009

*Friedman test SD:Standard Deviation T=time

20.37+£26.75

2.186/0.029
17.11+
25.60
22.22426.42
0.964/0.330
9.00+16.93

14.81+21.7

1.176/0.240
25.22426.53

39.81+33.63

1.874/0.061

18.51£29.21

1.762/0.078
11.71+
17.94
25.00+28.03
2.190/0.029
8.10+25.34

5.55+14.90

0.271/0.787
24.324+29.02

36.11+33.21

1.592/0.111

25.92+27.73

1.634/0.102
18.01+
26.75
25.00+29.14
1.167/0.243
9.90+24.67

10.18+19.22

0.559/0.576
30.63+32.75

46.29+35.88

1.932/0.053

10.077
0.018
7.400
0.060

9.384
0.025
10.422
0.015

To>T2

Ti>T2

Ty, T3> To

Ty, T3> To

Table 3. Distribution of EORCT QLQ-23 scale score means of patients with breast cancer before and after

training

Pre-test Post-testl Post-test2 Post-test3 Test and p values
EORCT To T T, T
QLQ-23 Groups (10. day) (1. month) (3. months)
outcome Mean + SD Mean + SD Mean = SD Mean = SD Test’, p  Wilcoxon signed
ranks test
Body image Interventi 78.82+24.5 72.07+28.0 75.00+30.5 74.77+20.6 3.996 0.262 -
on 7 6 5 4
Control 79.39+£21.7 65.97+28.8 67.59+24.8 61.34+26.9 10.598 0.014 To>T1, T, T3
7 9 6 5
zlp - - - -
1.131/0.896 1.018/0.309 1.786/0.074 2.255/0.024
v Sexual Interventi 81.08+21.5 86.93+18.4 89.18+15.3 83.78+18.2 3.248 0.355 -
= functional on 7 8 2 0
E Control 90.74+18.8 86.57+£21.0 90.27+17.5 89.35+£18.3 2,585 0.460 -
e 7 1 3 2
'% zlp - - - -
= 2.330/0.020 0.129/0.897 0.554/0.579 1.526/0.127
LL
Sexual Interventi 54.16+24.8 58.33+15.4 58.33+15.4 62.50+21.3 0.730 0.866 -
enjoyment on 0 3 3 6
Control 41.66+£31.9 50.00+33.3 66.66£0.00 50.00£19.2 3.706 0.295 -
1 3 4
z/p - - - -
0.248/0.804 0.685/0.493 1.148/0.251 0.225/0.822
Future Interventi 46.84+34.6 53.15+30.8 55.85+£30.4 56.75+£33.2 3.658 0.301 -
perspective on 5 9 8 0
Control 37.03+£37.1 43.51+40.4 38.88+32.3 40.74+£30.9 0.622 0.891 -
8 8 6 7
z/p - - - -
1.210/0.226 1.048/0.295 2.264/0.024 2.016/0.044
Systemic Interventi 28.184+25.3 20.33£16.2 20.61+£14.8 28.74+19.2 4947 0.036 To>Ta
therapy side on 5 1 7 7 T3>T,
effects Control 28.43+21.6 31.34+22.3 31.87+19.8 44.84+20.1 13.805 0.003 Ts> To,
4 7 7 8 T, T,
zlp - - - -
2 0.498/0.618 2.261/0.024 2.384/0.017 3.172/0.002
[+
@ Breast Interventi 19.81+18.8 29.95+21.1 25.22+17.1 26.35+21.2 5283 0.015 To>T:
E symptoms on 7 0 7 0
E Control 19.90+16.0 40.04+18.6 37.50+18.9 35.41£17.2 20.359 0.000 T, Ty, T3>To
> 9 6 5 9
wn
zlp - - - -
0.308/0.758 2.216/0.027 2.861/0.004 2.397/0.017
Arm Interventi 15.01+17.0 37.53+£19.8 30.33£19.1 24.62+19.0 32.375 0.000 T>T>Ts>
symptoms on 1 3 8 9 To
Control 13.88+13.1 49.38422.6 35.18+19.7 33.95+23.7 51.258 T>T, T3>
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1 0 8 4 0.000 To
zlp - - - -
0.121/0.904 2.228/0.026 1.108/0.268 1.892/0.059
Upset by Interventi 66.66+ 66.66+ 66.66+ 66.66+ (single -
hair loss on patient)
Control 60.00+34.4 60.00+26.2 73.33+14.0 66.66+15.7 2.500 -
2 9 5 1 0.475
zlp

2.094/0.036 0.475/0.635 0.503/0.615 3.438/0.001

month) groups (p<0.05). There was a decrease in the
pre-training support needs scale total score average
of the post-training intervention group. However, in
the control group, on the contrary, it was found that
the need for support increased more over time
(Table 4).

There was no statistically significant difference
between the intervention and control groups in the
need for support scale general total pretest (T0) and
posttestl (T1) (10th day) mean scores. There was a
statistically ~significant difference between the
posttest2 (T2) (1st month) and posttest3 (T3) (3rd

Table 4. Distribution of self-assessed support needs assessment scale score means of patients with breast

cancer before and after training

Self-Assessed Pre-test(To) Post  testl(T;) Post- Post-test3(Ts3)
Support (10.day) test2(Ty) (3.months)
Needs scale Groups (1.months)
Mean + SD Mean + SD Mean + SD Mean e SD Wilcoxon test
Test* /p
Diagnosis Intervention 53.40+ 9.46 50.54+ 8.19 49.48+ 6.56 45.89+6.33 28.728 To>T T>Ts
0.000
Control 52.38+7.38 52.16+ 8.57 53.08+ 8.07 54.16+ 8.94 3.090 -
0.378
z/lp -0.917/0.359 -0.879/0.379 -2.083/0.037 -4.252/0.000
Treatment Intervention 69.62+ 5.96 67.94+ 6.30 62.78+7.43 58.24+7.55 42.661 Toe>T>Ts, T>
0.000 T,Ts
Control 67.94+7.70 70.30+ 5.30 68.86+ 8.07 70.08+ 4.99 0.836 -
0.841
z/lp -0.889/0.374 -1.744/0.081 -3.917/0.000 -6.311/0.000
Support Intervention 31.48+3.70 29.86+3.17 29.00+2.90 27.32+3.81 25.374 To>T T>Ts
0.000
Control 30.41+4.33 30.91+3.06 30.63+ 4.24 30.72+3.45 0.411 -
0.938
z/lp -1.301/0.193 -1.104/0.270 -2.691/0.007 -3.486/0.000
Femininity Intervention 2413 +£547 21.75+5.02 20.67 +6.34 19.86 +6.01 24.221 To>T1 T, Ts
and Body 0.000
Image Control 22.16 +5.80 21.83+5.72 23.55+5.92 23.08 +4.44 8.314 T>T,
0.040
zlp -1.475/0.140 -0.144/0.886 -2.086/0.037 -2.113/0.035
Family  and Intervention 22.86+2.82 20.89+ 3.57 21.08+3.67 19.45+3.70 26.278 Te>T T>Ts
Friends 0.000
Control 22.13+3.15 22.47+3.02 23.11+2.38 23.00+£2.36 1.552 -
0.670
zlp -0.877/0.380 -2.622/0.009 -3.081/0.002 -4.198/0.000
Information Intervention 22.21+2.77 20.78+2.59 20.70+ 2.68 19.29+2.89 18.964 To>T1T2>Ts
0.000
Control 22.58+3.08 22.22+3.38 22.69+ 2.60 23.00+2.50 0.497 -
0.920
zlp -0.827/0.409 -2.795/0.005 -3.358/0.001 -5.266/0.000
After Care Intervention 14.54+0 .96 14.13+1.22 13.64+ 1.45 13.86+ 1.35 13.013 To> T, T3,
0.005 T>T,
Control 14.25+1.29 13.77+£ 1.77 14.30+ 1.14 13.86+ 1.57 4.454 T>T,
0.216
zlp -0.787/0.431 -0.507/0.612 -2.141/0.032 -0.344/0.731
Total Intervention 238.27 + 22591 +£22.25 217.37 + 203.94 + 38.030 To> Ti>T>T,
26.25 22.72 23.95 0.000
Control 231.88+ 233.69+21.38 236.25+ 23791+ 5.811 -
23.29 21.51 21.87 0.121
z/lp -1.424/0.155 -1.722/0.085 -3.521/0.000 -5.402/0.000



As a result of the three-month follow-up performed
within the scope of the study, postoperative
complications developed in 13.5% of the
intervention group patients, while 52.8% of them in
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the control group. A statistically significant
difference was detected between the groups in
regard to postoperative complications, regular
walking and exercising (p<0.05) (Table 5).

Table 5. Post-training complications, arm and gait exercise status of the women in the control and

intervention EOUES.

Status of women Intervention (n-37) Control (n=36) Toral P value
% S % S %
Complication
Yes 5 13.5 19 52.8 24 329 0.000
No 32 86.5 17 472 49 67.1
Walk regularly
Yes 27 73 12 333 39 534 0.001
No 10 27 24 66.7 34 46.6
Arm Exercises
Yes 26 70.3 5 139 31 425 0.000
No 11 29.7 31 86.1 42 57.5
Total 37 50.7 36 49.3 73 100
were found to be axillary dissection surgery. In a
meta-analysis study by Disipio et al. (2013), axillary
DISCUSSION

Early diagnosis and advance treatments of breast
cancer caused women to live longer after diagnosis
and treatment. Therefore, it is important to
understand the impact of cancer-related late and
long-term symptoms on quality of life. In this study,
in which the effect of the individual training
program given in women with breast cancer on the
support needs and quality of life was examined, it
was seen that the support needs of the patients in
the intervention group were lower and their quality
of life was better.

It was determined that the intervention and control
patients within our study were mostly below the
age of 50 years. Between 2007-2009 a retrospective
study conducted among breast cancer patients who
were diagnosed in the early stages of % is below 50
years of age and about 50% of breast cancers are
found to be under the age of 50 in Turkey (Eryilmaz
et al,, 2010). In our study, it was found that the
patients in the the both groups were similar in terms
of education level and majority of patients were
graduated from university. Sammarco and Konecny
(2010) found that factors such as cultural values,
comorbidity and education level affect perceived
social support, uncertainty and quality of life. A
qualitative study investigating the QoL of women
with breast cancer in Bahrain found that cultural,
religious, and social dimensions affected the QoL of
women's breast cancer experience, the beliefs and
attitudes related to cancer, the perception of breast
cancer causes were effective in defense mechanisms
(Jassim and Whitford, 2014).

Current study found that total mastectomy was
performed in 62.2% of the patients in the
intervention group and 63.9% of the patients in the
control group. Studies showed, women who had
mastectomy had low mood and low quality of life
(Engel et al., 2004; Tirgari et al., 2012). In our study,
59.5% of the patients in the intervention group and
66.7% of the patients in the control groups' surgeries

surgery was found to be worse than breast surgery
and caused significant morbidity with lymphedema,
pain, loss of sensation and movement, and post-
axillary surgery determined that the risk of
lymphedema was 17%.

In regards to mean global health status, financial
difficulties scores a statistically significant difference
was detected between the groups (p<0.05). It is
found that the general well-being point average of
the training program in the intervention group is
effective after the operation day. In the literature, it
is stated that demographic and socio-economic
factors young age, lack of social support or low
financial income are some of the demographic and
socio-economic factors that have a correlation with
high anxiety, depression and low QoL, however,
psychological status and QoL of the patient was
reported to change over time (Howard-Anderson et
al,, 2012; Ho et al., 2013).

In our study, the QoL physical functioning sub-
dimension T2 and T3 mean scores on EORTC QLQ-
30 was statistically significant (p<0.05). Studies have
found that physical activity following cancer
diagnosis has a significant effect not only on
physical and functional well-being but also on
psychological and emotional well-being and QoL
(Zeng et al., 2014; Broéanstrom et al., 2015).

A statistically significant difference was found
between the groups in terms of EORTC QLQ-30
QoL role function sub-dimension score averages at
T3 (p<0.05). In the literature, the quality of life of
breast cancer patients experienced problems in the
sub-dimension of physical function and breast
cancer patients were under a lot of pressure in the
sub-dimension of psychological well-being, whereas
in the social status sub-dimension, patients were
generally weak in sexual functions and problems
were found in their roles and in other activities
(Bloom et al., 2007; Stefanic et al., 2015; Abebe et al.,
2020).



In our study, the mean pain and fatigue score
decreased in the intervention group, whereas the
control group showed an increase in time. In some
studies, the presence of symptoms related to cancer
such as depression, fatigue, or pain in breast cancer
has been reported to have a negative correlation
with QoL (Castillo et al., 2014; Wu, 2018).

It was found that the sleep disorder dimension
averages of the intervention group decreased over
time, while the sleep disorder dimension averages of
the control group increased over time starting from
the pre-test (TO). Insomnia associated with breast
cancer has been shown to have a significant effect on
QoL and daily functions (Matthews et al., 2014). In a
study conducted on breast cancer patients, it was
found that breast cancer patients who had lower
anxiety, depression, fatigue and insomnia problems
before operation compared to those who did not
experience have a lower quality life and the
symptoms have significant long-term effect on
quality of life (Chen, 2016). In our study, it is found
that individual training program provides better
treatment to the patients and help them cope up
with the symptoms of the disease.

Control group body image scores were lower than
the intervention group. One study found that after
surgery, patients with breast cancer had poor QoL
and body image as well as significant needs that
were not met (Zhou et al., 2020). In another study, a
positive correlation was detected between body
image and QoL, higher scores in body image cause
higher QoL in cancer patients (Heidar et al., 2015).

A statistically significant difference was found
between the interventions and control groups in
terms of side effects of systemic treatment, breast
symptoms and arm symptoms life quality sub-
dimensions scores (p<0.05). In our study, the mean
scores of the systemic side effects sub-dimension of
the control group were higher compared to the
intervention group. In a study with women with
breast cancer who had been treated for six months
to five years, the most common symptoms in
women were fatigue and hand/standing
numbness/tingling and it was determined that the
needs of the health system/giving proper
information and psychological needs were not
fulfilled (Cheng et al., 2014). The QoL scores were
found to be higher for the intervention group
patients after the operation and they were able to
cope with symptoms better. It was found that the
breast symptoms in both groups increased
significantly on the 10th day after the operation. In
our study, the breast symptoms scores of the control
group were higher than the intervention group.
Regarding the breast symptoms, the results showed
that the more the size of the tumor increases, the
more the breast complications are (Karimi et al,
2020). According to the results of our study, the
intervention group patients experienced fever arm
symptoms than the control group patients. In a
meta-analysis study, it was stated that exercises
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positively affected the overall QoL and breast and
arm symptoms of breast cancer (Zeng et al., 2014).

The QoL scores were found to be higher for the
intervention group patients except for the 10th day
after the operation and they were able to cope with
symptoms better. The satisfaction of the individual
training program given to the intervention group
was found to be high. Postoperative complications
of the intervention group were less compared to the
control group. Postoperative complications were
found to be higher in the control group (p<0.05). In a
study of women with breast cancer who underwent
axillary lymph node dissection, preoperative
training was found to be effective in upper arm
dysfunction and decreased symptoms (Sato et al.,
2016). A quasi-experimental study, aimed at
evaluating the effect of face-to-face individual
training and support on the QoL of women,
determined that the women who were given
individual training and support reported having
fewer arm symptoms and better sexual functioning
than the control group (Salonen et al., 2011). In a
study carried out in Turkey, it was found that
consulting services given by nurses reduce anxiety
and the risk of depression and it was determined to
improve the quality of life (Karayurt et al.,, 2014). In
this study, there was a decrease in the overall total
score average of the support needs scale before the
training of the intervention group after the training.
However, in the control group, on the contrary, it
was found that the need for support increased more
over time. It was found that the total score
difference was significant in the requirements scale
(p<0.05). The individual training program given to
the intervention group were determined to be
effective in the postoperative period, on the basis of
total support needs score average. A study
conducted in China found that the higher unfulfilled
needs women with breast cancer had physically and
psychologically, the lower QoL they had in general
and five basic needs were not fulfilled in the health
system and information (So et al., 2014). In a study
carried out in Singapore 75% of 535 patients with
breast cancer, gynecologically and colorectally, it
was reported that they needed information about
the disease (62%), need financial support (40%),
need social support (40%), psychological (27%) and
physical needs (26%) (Ng et al., 2011). In another
study, women with breast cancer that were given
individual training, psychological support and
followed up for three months were found to have
lower symptom distress levels and unfulfilled
needs, also anxiety levels were lower but women's
physical, psychological needs, and their satisfaction
and care continues during the long-term treatment
(Liao et al., 2014). In the studies conducted, it was
determined that women with breast cancer need
great support especially in terms of their
psychological needs before, during and after the
treatment, and the fact that their physical and
psychological needs are not met negatively affects
the quality of life (Liao et al., 2014; So et al., 2014;



Hubbard et al., 2015; Wu et al., 2018). Literature
information supports our study results.

Conclusion

This study found that the individual training
program has a positive impact on the quality of life
and support requirements of women with breast
cancer. It was determined that the support needs of
the woman with breast cancer in the intervention
group decreased and their quality of life increased.
In addition, it was observed that women with breast
cancer who received training had better symptom
management during the treatment process.
Providing individualized training to women with
breast cancer, routinely applying these trainings,
and training nurses working in the field on the
subject will make an important contribution to the
field.
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ABSTRACT

Objective: The mandibular molars represent one of the most common dental groups in which root canal treatments fail due to their
complex anatomical structure and presence of the radix entomolaris or c-shaped root canals. For the long-term successful treatment
of these teeth, all anatomical variations should be well known. The aim of this study was to evaluate the number of roots and root
canal anatomy of mandibular molars in a group of Turkish patients by examining cone-beam computed tomography (CBCT)
images.

Material and Method: The CBCT images of 936 mandibular first and second molars of a total of 280 patients were evaluated, and
the number of roots, root canal anatomy, and incidence of the radix entomolaris and c-shaped root canals in these teeth. The
patients” gender and age were also recorded, and their possible correlation with the dental data was investigated.

Results: Among the total 936 mandibular molars, 98.8% had two roots, and the radix entomolaris was present in 1%. The number of
root canals was 3 in 79.7% of the teeth, 4 in 17.7%, and 2 in 2.7%. Of the mandibular second molars, 6.6% showed C-shaped root
canal formation. The rate of a single canal (Vertucci type I) was 4.7% for the mesial roots of the second molars, while the distal roots
of the mandibular first molars showed type IV formation at a rate of 30.3%.

Conclusion: Considering the contribution of our findings to clinical practice, the incidence of C-shaped canals in the mandibular
second molars was 6.6%. Radix entomolaris was present in 1% of all the teeth. Four root canals were detected in 17.7% of the
mandibular molars.

Keywords: Mandibular molar teeth, Cone-beam CT, Root canal morphology

OZET

Amag: Alt cene az1 disleri, karmasik radix entomolaris veya c seklindeki kok kanallarinin varlig: gibi karmasik anatomik yapilar1
nedeniyle kok kanal tedavilerinin basarisiz oldugu en yaygin dis gruplarindan biridir. Bu dislerin uzun dénem basarisi igin tiim
anatomik varyasyonlarin iyi bilinmesi gerekir. Bu calismanin amaci, bir grup Tiirk hastada konik 1sinl1 bilgisayarli tomografi (KIBT)
goriintiilerini inceleyerek alt ¢ene az1 dislerinin kok sayisin ve kok kanal anatomisini degerlendirmektir.

Materyal ve Metod: Toplam 280 hastanin 936 alt birinci ve ikinci az1 dislerinin KIBT goriintiileri degerlendirildi ve bu dislerde kok
sayis1, kok kanal anatomisi, radix entomolaris ve c sekilli kok kanallarinin gériilme siklig1 degerlendirildi. Hastalarin cinsiyeti ve
yast da kaydedilerek aralarindaki olas1 korelasyonlar arastirildi.

Bulgular: Toplam 936 alt az1 disinin %98.8' inde iki kok vardi ve %1'inde radix entomolaris mevcuttu. Dislerin %79.7' sinde 3,
%17.7'sinde 4 ve %2.7'sinde 2 kok kanali vardi. Alt ikinci az1 dislerinin %6,6'sinda C-sekilli kok kanal olusumu goruldi. Alt ikinci
az1 dislerinin mezyal kokleri icin tek kanal (Vertucci tip I) goriilme oran1 %4,7 iken, alt birinci az1 dislerinin distal kokleri %30,3
oraninda tip IV olusum gosterdi.

Sonug: Bulgularimizin klinik pratige katkisi gz oniine alindiginda, alt ikinci az1 dislerinde C seklindeki kanallarin goriilme siklig1
%6,6 idi. Radix entomolaris, tiim dislerin %1'inde mevcuttu. Alt az1 dislerinin %17.7' sinde dort kok kanali tespit edildi.

Anahtar kelimeler: Alt azi disleri, Konik 1sinli BT, Kok kanal morfolojisi
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INTRODUCTION

The biomechanical disinfection of root canals is
essential for the long-term success of endodontic
treatment (Vertucci, 1984). Insufficient knowledge
concerning the root canal complex of the molars to
be treated may cause some root canals to be
overlooked. Inaccessible root canals may cause
secondary infection and the loss of the tooth
(Siqueira et al., 2001).

The permanent lower first molars are the first teeth
to erupt in the posterior oral cavity. From a young
age, carious lesions can be seen in these teeth, often
requiring root canal treatment (Zaatar et al., 1997;
Scavo et al,, 2011). The percentage of extracting the
number of mandibular molars lost as a result of the
failure of root canal treatment is also very high
(Touré et al.,, 2011). Anatomical alterations in the
lower second molar teeth, such as the radix
entomolaris and C-shaped root canals, as well as,
mid-mesial canals may complicate successful
endodontic treatment in these teeth (Cooke et al.,
1979; De Moor et al., 2004; Tahmasbi et al., 2017). In
many studies on this subject, varying numbers of
root canals and anatomical variations have been
reported depending on racial differences (Caliskan
et al.,, 2004; Sert et al.,, 2004; Celikten et al., 2016;
Pawar et al., 2017, Shemesh et al., 2017; Kim et al,,
2018; Kantilieraki et al., 2019)

Although many techniques have been described in
the definition of root canal complex, clearing and
staining techniques have provided reliable data on
this subject to date. However, the applicability of
this technique only to extracted teeth can be
considered as a disadvantage (Caliskan et al., 2004;
Sert et al., 2004; Celikten et al., 2016; Shemesh et al.,
2017; Kantilieraki et al, 2019). Due to the two-
dimensional nature and limitations of conventional
radiography techniques, CBCT imaging methods
come to the fore in the definition of the root canal
complex in three dimensions (Neelakantan et al.,
2010; Special Committee to Revise the Joint
AAE/AAOMR Position Statement, 2015). According
to the status report of the European Union of
Endodontists (2019), CBCT imaging can be safely
used in making an accurate diagnosis, solving
endodontic problems, and identifying anatomical
variations (Patel et al., 2019).
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The aim of the present study is to clarify the
anatomy of the mandibular molar teeth in selected
Turkish  participants, thus emphasizing the
importance of anatomical structure in increasing the
long-term success of root canal treatment and
creating references for relevant research.

MATERIAL and METHOD

This exploration was ratified by the ethics
committee of the university (approval number: E-
10840098-772.02-193.856) on 11.01.2022. The CBCT
images of 936 molar teeth were examined in a total
of 280 patients who underwent treatment planning
and dental treatments at the faculty of dentistry
between 2012 and 2017. The patient’s age and
gender were also recorded. A criterion for the teeth
to be included in the study was that they had fully
erupted in the mouth and completed their root
development. Teeth with a previous root canal
treatment and filling or periapical lesions in the root
were not included in the sample. In addition, cases
in which there were deviations from normal image
quality were eliminated from the investigation.

The radiographic images were taken using the i-
CAT17-19 (Imaging Sciences Int. Inc. USA) imaging
system following a standardized scanning protocol
(voxel size of 0.25 mm) due to the manufacturer’s
recommendation. All images were obtained at 120
kVp and 20.27 mAs using a 16 cm % 11 cm field of
view.

The displays were scored by an oral radiologist and
two endodontists, all with at least 10 years of
experience. In order to calibrate the observers, 10 of
the obtained data were randomly selected and
examined by two endodontists twice at 10-day
intervals. In cases where a common decision was not
made, the final result was agreed upon by
consulting an oral diagnosis and radiology
specialist. Cohen’s kappa coefficient for the
interobserver agreement was determined as 0.75.

A series of axial and cross-section CBCT images
were examined to determine the root canal complex.
The root canals were evaluated according to the
Vertucci (1) classification. This classification
basically defines eight different anatomical
morphologies (Figure 1):



Type 1 (1) Type I (2-1)

Type V (1-2) Type VI (2-1-2)

Figure 1: Basic root canal morphology types by Vertucci

Statistical Analysis

The findings gained from the study were evaluated
with SPSS Statistics 22 software (IBM SPSS,
Turkey).In order to evaluate the data, the chi-square,
continuity (Yates) correction, and Fisher-Freeman-
Halton exact tests were used to compare qualitative
data and descriptive statistics were also used (mean,
standard deviation, and frequency). Significance
was evaluated at the p <0.05 level.

RESULTS

Our study was conducted by examining 936
permanent mandibular first and second molars of
280 patients, of whom 116 were male (41.4%) and
164 were female (58.6%), with an age range of 13-81
years. Of these teeth, 390 were mandibular first
molars (41.7%), and 546 were mandibular second
molars (58.3%). The majority (98.8%) of the teeth
had two roots. The radix entomolaris was present in
1%. Regarding the mandibular second molars, 6.6%
showed a C-shaped formation (Figure 2).

YW

Type 11l (1-2-1)

W WA
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Type IV (2)

Type VIl (1-2-1-2) Type VI (3)

Figure 2 : a) c-shaped root canal at horizontal plane,
b,c) radix entomolaris at horizontal plane, d) one-
root canal formation of second molar teeth at CBCT
axial section

The number of root canals was 3 in 79.7% of the
teeth, 4in 17.7% and 2 in 2.7% (Table 1).
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Table 1: Number of roots and root canals in the lower molar teeth

First molar Second molar Total
n (%) n (%) n (%) ’
Number of root canals 2 0 (0%) 24 (4.7%) 24 (2.7%) 10.000*
3 241 (61.8%) 476 (93.3%) 717 (79.7 %)
4 149 (38.2%) 10 (2%) 159 (17.7%)
Number of roots 1 0 (0%) 4 (0.8%) 4 (0.4%) 20.215
2 387 (99.2%) 502 (98.4%) 889 (98.8%)
3 3 (0.8%) 4 (0.8%) 7 (0.8%)

1Chi-square test 2Fisher-Freeman-Halton exact test

The incidence of Vertucci type Il formation in the
mesial roots of the mandibular second molars was
significantly higher among the males (7%)
compared to the females (2.4%). When the mesial
roots of the mandibular molar teeth were examined,

*p < 0.05
the rate of a single canal formation in the second
molars (Vertucci type I) was 4.7%, and the distal
roots were 30.3% of the mandibular first molars
occurred type IV formation (Table 2).

Table 2: Study outcomes regarding classification of the mesial and distal roots of the mandibular molar teeth

First molar Second molar Total

Vertucci Classification n (%) n (%) n (%) v
Mesial root Type I 0(0%) 24 (4.7%) 24 (2.7%) 10.000*

Type II 16 (4.1%) 22 (4.3%) 38 (4.2%)

Type 1II 0(0%) 4 (0.8%) 4 (0.4%)

Type IV 374 (95.9%) 460 (90.2%) 834 (92.7%)
Distal root Typel 241 (61.8%) 501 (98.2%) 742 (82.4%) 0.000*

Type Il 15 (3.8%) 3 (0.6%) 18 (2%)

Type 1II 14 (3.6%) 1(0.2%) 15 (1.7%)

Type IV 118 (30.3%) 5 (1%) 123 (13.7%)

Type V 2(0.5%) 0 (0%) 2(0.2%)

Fisher-Freeman-Halton exact test *p <0.05

DISCUSSION

According to data from the present study, the
formation of a C-shaped root canal type in the
mandibular second molars was calculated as 6.6% (n
= 36). This value is similar to Weine et al. (2012)
(7.6%), Peiris et al. (2008) (6%), Shahi et al. (2008)
(7.2%), and Neelakantan et al. (2010) (7.5%), but it is
lower compared to the percentages presented by
Kotoku (1985) (28.4%), Yang et al. (1988) (31.5%),
Madani et al. (2017) (26%), Gulabivala et al. (2001)
(22.4%), Al-Qudah and Awawdeh (2009) (21.6),
Zheng et al. (2011) (39%), Zhang et al. (2011) (29%),
Wang et al. (2012) (34.64%), and Kim et al. (2016)
(40%) and higher compared to those determined by
Silva et al. (2013) (3.5%) and Jahromi et al. (2013)
(3%). Accordingly, when all the data are evaluated,
it is not possible to state that C-shaped formation is
more or less common in a certain geography or race
considering that even different studies conducted in
the same country may not provide similar results
(Jahromi et al., 2013; Madami et al., 2017). For
example, when publications originating from
Turkey are examined, the incidence of C-shaped
root canals in the mandibular molars was reported
as 4.1% by Demirbuga et al. (2013), 1.9% by Celikten
et al. (2016), 10.6% by Tassoker and Sener (2018),
and 89% by Helvacioglu-Yigit and Sinanoglu
(2013). On the other hand, when the findings of our
study are compared with similar studies in the
world, they seem to be closer to the European
geography, as well as the rates found in studies
from Turkey (Khawaja et al., 2021). In the current

study, no C-shaped canal formation was present
among the mandibular first molars.

When the number of roots of the mandibular first
molar teeth was evaluated in our study, 99.2% were
found to have two roots. The percentage of visible
samples of the radix entomolaris was only 1%.
When compared to their counterparts in the world,
the data obtained from the Far East and Asia (25%
by Kim et al., 2013 and 29% by Zhang et al., 2011)
are much higher. Our findings are consistent with
previous studies conducted in Turkey, with the
incidence of the radix entomolaris being reported as
2% by Demirbuga et al. (2013) and 0.5% by Nur et al.
(2014).

Concerning the root canal numbers of the
mandibular first molars, 61.8% of the samples had
three canals and 38.2% had four canals in these
teeth. When our results are compared with studies
from different countries and Turkey, they are very
similar to those presented by Chourasia et al. (3
canals in 64%, and 4 canals in 36%) (2012), Mirzaie et
al. (3 canals in 63%, and 4 canals in 37%) (2018), and
Nur et al. (3 canals in 63% /4 canals in 37%) (2014).
However, there are also publications reporting very
different results from Turkey and other parts of the
world (Choupani et al., 2018). When we evaluated
the number of roots of the mandibular second
molars, we observed that 98.4% had two separate
roots (n = 502). In previous studies, the incidence of
the formation of two separate roots was reported as
79.2% by Janani et al (2018), 81.6% by Madani et al.
(2017), 85.4% by Demirbuga et al. (2013), 90% by



Nur et al (2014), and 83.93% (Belgium) and 86.61%
(Chile) by Torres et al. (2015).

In the present study, 0.8% of the mandibular second
molars were single-rooted (n = 4) and 0.8% had
three roots (n = 4). Similarly, the incidence of single-
root formation was determined as 0.8% by Senan et
al. (2021) and 1.29% by Demirbuga et al. (2013).
However, this rate differed in other studies: 19.8% in
a study by de Janani et al. (2018), 8.7% by
Felsypremilla et al. (2015), 8.93% (Chile) and 14.29%
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(Belgium) by Torres et al. (2015), and 22% by Zhang
et al. (2011). The incidence of three-root formation
was determined to be 0.6% by Senan et al. (2021),
0.6% by Madani et al. (2017), 0.89% (Belgium) and
3.57% (Chile) by Torres et al. (2015), 0.3% by Choi et
al. (2015), 1.2% by Gulabivala et al. (2002), 3.45% by
Demirbuga et al. (2013), and 3.5% by Silva et al.
(2013). As can be seen from the differences in these
results, it is very difficult to categorize these rates
based on geographical or ethnic characteristics.

Table 3. Root canal conﬁEuration of the mesial canals of the mandibular first molars

Mesial root type / % Distal root type / %

Authors Country/ Number
Nationality of
samples
Demirbuga et al., Turkey 1,748
Nur et al., Turkey 966
Chourasia et al., India 150
Al-Qudah and Jordan 330
Awawdeh,
Dastgerdi et al., Iran 312
Madani et al., Iran 154
Kim et al., Korea 1,952
Zhang et al., China 232
Chen et al., Taiwanese-China 183
De Pablo et al., Spain 18,781
Ahmed et al., Sudan 100
Gulabivala et al., Burmese 139
Gulabivala et al., Thailand 139

IV / 68,11 / 30
IV/92,11/5

1/82,11/6,1V/56
1/60,11/12,1V/20,V /7

IV / 54,11 / 36.6
IV / 53,11/ 36

IV /40,11 / 21.1
IV /57,11 /315
IV / 71,11 / 20
IV/81,V/15
IV / 552,11/ 29.5

IV /523,11 /35
IvVv/73,11/14
IV /381,11 /288

IV /583,11 /223

1/653,11/20.6,1V /9.3
1/54,11/17,1V/ 9,V /11

1/436,11/17.6,V /15

1/79.8,11/10.7, 111 / 4.6,1V /
33
1/66,1/19,1V / 12

1/54,11 /12,11 / 7,1V / 25,V
/2

1/63,11/14,1V / 124
1/38,11/28V /22
1/60.6,1V /134

1/679,1V /165

Tables 3 and 4 present the results of studies in which
the mesial and distal root anatomy of the
mandibular first and second molars were evaluated
according to the Vertucci classification. Accordingly,
the dominant canal type in the mesial roots of the
mandibular first molars is type IV at varying rates
(40%-81%). In our study, we calculated this rate to
be 95.9%, which is very high. In the distal roots, the
most common canal type in the studies examined is

type I (38%-82%). We also found type I structure at a
rate of 61.8% in the samples we examined. We
consider that there is a need for further research to
evaluate the data obtained from this group of
randomly selected and evaluated patients in a more
homogeneous way.

Table 4. Mesial and distal canal conﬁguration of the of the mandibular second molar teeth

Authors Country/ Number Root Type Type Type Type Type Type Type Type
Nationality of 1% IT % III % IV % V% VI% Vil VIII %
samples %
M 9.8 19.2 - 52.94 - 3.92 - 1.96
Caliskan et Turkey 100 D 70.2 14.41 11.65 - 3.92 - - -
al.
M 12,5 31.5 21.5 28 2 - - -
Sert et al. Turkey 200 D 76 55 13 2 2.5 - - -
M 30.8 35.9 3.8 26.9 13 - - -
Gulabivala et Burmese 134 D 89.7 51 1.3 1.3 1.3 - - -
al.
M 14.8 20.4 - 57.4 19 1.9 - -
Gulabivala et Thai 60 D 70.4 9.3 3.7 11.1 3.7 - - -
al.
M 5 18 63 3 1
Ahmed et al. Sudan 100 D 65 11 10 1 2 1
M 18.1 28 5.7 429 33 0.8
Madani et al. Iran 147 D 91.7 3.3 0.8 1.6 1.6 0
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M 16 54.7 0 28.6 0.7

Donyavi et Iran 447 D 97.54 1.23 0 1.23 0

al.
M 3 78.2 0 14.9
Pérez- Spain 222 D 92.1 2 3 3
Heredia et al.
M 8.4 2.02 1.44 63.1 52
Neelkanthan India 345 D 64.9 4.63 0.57 11 1.73 0.57
etal.

M 7.23 32.55 0.91 45.17 1.02

Pawar et al. India 983 D 61.14 18.21 7.53
M 4 56.9 15.6 18.8 11 11

Senan et al. Yemen 500 D 91.3 0 7.8 0 0.9
M 11.7 5.32 37.23 14.89 28.72 213

Torres et al. Belgium 112 D 98.94 0 0 0 1.06
M 17.53 7.22 48.45 4.12 20.62 2.06

Torres et al. Chile 112 D 98.97 1.03
M 13.88 37.75 1.18 44.46 2.63

Kim et al. Korea 1,102 D 96.55 2.09 0.91 0.45

M 20 11 42 5 15 2 3

Peiris et al. Sri Lanka 100 D 93 2 1 3

When the mandibular second molars were Planning of tooth resorption, pathological lesions,

evaluated, it was seen that the most common canal
structure was type IV at mesial root canals. Only
Pérez-Heredia et al. (2017) reported type II
structures at a rate of 78.2%. In our study, we found
that the highest rate belonged to type IV at 90.2%.
When the distal roots were examined, type I
configuration was the most common morphology in
the literature, which is consistent with our study
(98.2%).

The incidence of type II roots among the mesial
roots of the mandibular second molars was found to
be significantly higher in men (7%) than in women
(24%). Although there were 164 female patients
versus 116 male patients in the analyzed samples,
there is a striking difference in the results. However,
more studies should be undertaken to reach a
definite conclusion. When evaluated together with
other studies on this subject, the existence of highly
variable rates between geographical regions is
remarkable and is largely due to racial differences,
as well as the number of samples evaluated. In order
to choose the ideal root canal treatment and achieve
long-term success, it is necessary to perform a
comprehensive examination of the canal structure
with modern imaging techniques.

Although many techniques have been used in the
examination of root canal complexes over the years,
it is clear that high-quality data flow can be achieved
with the CBCT imaging method (Neelakantan et al.,
2010). Nevertheless, the micro-computed
tomography (uCT) method, which can offer a more
detailed examination, is accepted as the gold
standard in this regard (Ordinola-Zapata et al.,
2017). However, one disadvantage of nCT is that it
only allows for the examination of extracted teeth.
Therefore, retrospective CBCT scans could provide
more detailed findings on this subject.

Conclusion

Within the limitations of our study, CBCT imaging
before the root canal treatment is strongly
recommended if it's possible for preventing missing
extra root canals and rare anatomical structures at
the root canal complex. In addition, CBCT is
currently used in the diagnosis and treatment

and detection of perforations in endodontics. We
believe that our study is a guide for clinicians and a
good reference for academics on the subject.

In conclusion, we consider that our results
concerning the root anatomy provide wide
information about the root canal complex of the
Turkish population and present data that can be
compared to other populations.
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ABSTRACT

Objective: Diabetes is a serious public health problem that has increased in frequency in recent years. The aim of this study is to
determine the diabetes risk scores of individuals who apply to a primary health care institution.

Material and Method: This descriptive and cross-sectional study was conducted with 982 individuals between 01.12.2021 and
12.03.2022. Data were collected from the sociodemographic characteristics questionnaire and the Finnish Diabetes Risk Score
(FINDRISC) questionnaire. Those with a diabetes risk score of 15 points and above were considered high risk.

Results: The mean age of the participated individuals in the study was 37.93+8.63. The mean FINDRISC score of the participants
was 8.52+6.83 and 22.8% of them were in the high-risk group. The women included in the study, those who are married, have a low
education level, have a low income, have a high BMI, do not exercise, and have a family history of diabetes have a higher risk of
diabetes.

Conclusion: Approximately one in four people in the study appear to be at high risk. Primary health care institutions need to
conduct risk screenings more frequently. Lifestyle interventions to reduce the preventable risk factors of individuals should be
developed and supported.

Keywords: Diabetes, FINDRISC, Primary care, Adults, Score

OZET
Amag: Diyabet son yillarda siklig1 artan ciddi bir halk saglig1 sorunudur. Bu calismanin amaci birinci basamak saglik kurulusuna
basvuran bireylerin diyabet risk skorlarmin belirlenmesidir.

Materyal ve Metod: Tanimlayici- kesitsel tipte olan bu ¢alisma 01.12.2021-12.03.2022 tarihleri arasinda 982 birey ile ytirtitiilmuistiir.
Veriler sosyodemografik 6zellikler soru formu ve Finnush Diabetes Risk Score (FINDRISC) anketi toplanmustir. Diyabet risk skoru
15 puan ve iistii olanlar ytiiksek riskli olarak kabul edilmistir.

Bulgular: Calismaya katilan bireylerin yas ortalamasi 37.93+8.63 dir. Katilimcilarin FINDRISC puan ortalamas: 8.52+6.83 olup
%22.8'1 ytiksek riskli grupta yer almaktadir. Calismada yer alan kadinlar, evli olanlar, diistik egitim diizeyinde olanlar, diistik gelire
sahip olanlar, BKI's1 yiiksek olanlar, egzersiz yapmayanlar ve ailesinde diyabet 6ykiisii olanlar yiiksek diyabet riskine sahiptir.

Sonug: Calismada yer alan yaklasik her dort kisiden birinin yiiksek riske sahip oldugu goriilmektedir. Birinci basamak saglik
kuruluslarinin risk taramalarini daha sik yapmalar: gerekmektedir. Bireylerin onlenebilir risk faktorlerini azaltilmasma yonelik
yasam tarzi miidahaleleri gelistirilmeli ve desteklenmelidir.

Anahtar kelimeler: Diyabet, FINDRISC, birinci basamak, yetiskin, skor
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INTRODUCTION

Diabetes Mellitus (DM) is a chronic and metabolic
disease caused by the absence or inadequate use of
insulin (Turkish Society of Endocrinology and
Metabolism, 2020). According to the International
Diabetes Federation (IDF), it is predicted that there
are 537 million DM patients as of 2021 and this will
increase to 643 million in 2030. According to the IDF
(2021), the prevalence of DM in Turkey was
reported to be 15.9% (Sun et al., 2022). According to
the Turkish Diabetes Epidemiology (TURDEP-II)
study, the prevalence of DM increased from 7.2% to
13.7% between 1998 and 2010 in Turkey (Satman et
al.,, 2013). It is stated that 45% of individuals with
DM are not aware of the disease. This rate is higher
in individuals with undiagnosed DM (Satman et al.,
2013). It is possible to detect the disease in the
asymptomatic period and to prevent or delay the
disease by managing the risk factors. For this reason,
it is very important for the risk assessment to be
made by primary health care institutions. (Hausler
et al.,, 2007; West et al., 2010; Grech et al., 2014;
American Diabetes Associatio., 2017). Models that
predict the development of Type 2 Diabetes Mellitus
(T2DM) in the coming years have been published
based on the detection of individuals with T2DM
who have not been diagnosed recently or based on
known risk factors (Buijsse et al., 2011). However, it
has been seen that these models are more suitable
for clinical application. Screening questionnaires are
used more frequently because they include the basic
risk factors and are easy to apply on a community
basis (Trefflich et al., 2018). One of these screening
surveys is FINDRISC. FINDRISC is an inexpensive,
fast and non-invasive measurement tool. It reveals
the diabetes risks of individuals in the next ten years
(Lindstorm et al., 2003). In previous studies, it has
been stated that FINDRISC is a valid measurement
tool (Zhang et al, 2014, Vandersmissen and
Godderis, 2015; Silvestre et al., 2017; Atayoglu et al.,
2020). The aim of this study is to determine the
T2DM risk scores in individuals who have not been
diagnosed with diabetes and who apply to a
primary health care institution.

MATERIAL and METHOD
Study Type

This study was conducted in descriptive cross-
sectional type.

Place and time of Research

This study was carried out in two family health
centers located in a city in eastern Turkey between
01.12.2021-12.03.2022.

Study of Sample Size

The population of the research sample was found
with the known sample calculation. The number of
registered individuals in two family health centers
selected at random is 12000, and the incidence of
type 2 DM in Turkey is 13.7% (Satman et al., 2013).
When the n=N.t2.p.q/d2.(N-1)+ t2.p.q values were
substituted, the research sample was found to be 176

54

individuals. The research was completed with 982
individuals.

Inclusion Criteria in the study

Not being diagnosed with Type 2 DM
Be over 18 years old

Exclusion Criteria from the Study

Being so physically disabled that anthropometric
measurements cannot be made

Those without verbal communication skills
Data Collecting

Research data were collected through a
questionnaire =~ using  face-to-face  interview
technique. It took approximately 5 minutes to
complete each questionnaire. Socio-demographic
characteristics questionnaire and FINDRISC were
used to collect the data.

Sociodemographic Characteristics Questionnaire

There are expressions including age, gender, marital
status, employment status and income status of
individuals.

Finnish Diabetes Risk Score

It was developed by Lindstrom and Tuomiletho
(1987) to determine the T2DM risks of individuals. It
includes expressions such as age, waist
circumference, BMI, fruit and vegetable
consumption status, exercise status, family history
of DM, presence of hypertension. A minimum of 0
and a maximum of 26 points can be obtained. A
score of 0-14 is considered low risk, and a score of 15
and above is considered high risk. It is predicted
that the higher the score, the higher the individual's
risk of diabetes. The questionnaire, which was
adapted into Turkish, includes 8 items and does not
require permission for its use. (Lindstorm et al,
2003)

Statistical analysis

SPSS 25.0 program was used in the statistical
analysis of the research data. Number, percentage,
mean, chi-square and multiple regression analysis
were used in the analysis of the data. The data were
evaluated within the 95% confidence interval and
p<0.05 was accepted as statistically significant.

RESULTS

Pressures at which anastomotic leakage is detected
The mean age of the individuals was 37.93+19.12.
59.1% of the individuals are women, 54.3% are
single, 52.7% are university graduates, 47.8% have
other job status (student, farmer, self-employed etc.)
and 48.2% have a medium income (Table 1).



Table 1. Socio-demographic characteristics of the

BarticiEants ! n:9822

Variables N %

Age of mean 37.93+19.12

Sex

Female 580 59.1
Male 402 40.9
Marital status

Married 449 45.7
Single 553 54.3
Education status

illiterate 88 9.0
literate 49 5.0
Primary education 223 22.7
High school 104 10.6
University 518 52.7
Working status

Housewife 271 27.6
Retired 40 4.1
Private sector 108 11.0
public employee 93 9.5
Other (student, farmer, 470 47.8
self-employed)

Monthly Income status

Low 460 46.8
Middle 473 48.2
Good 49 5.0

As seen in Table 2, 65% of individuals are under the
age of 45, 52.7% are underweight (BMI<25 kg/m?2),
57.7% of men have a waist circumference of less
than 94 cm, and 49% of women have 5 of them have
a waist circumference of less than 94 cm. 88
centimeters It is seen that 61.5% of individuals do
not exercise at least 30 minutes a day and 68.7% do
not consume vegetables / fruits on a daily basis.
While 70.1% of the individuals included in the study
did not have hypertension, it was determined that
88.1% of them had not previously had blood sugar
at the border. 49.1% of individuals do not have a
family history of diabetes. The mean FINDRISC
score of the individuals included in the study was
8.5246.83 and 22.8% of the individuals were found
to be at high risk for diabetes (Table 2).

Table 2. Participants' FINDRISC findin&s

Variables n (%)
Age
<45 (0 point) 638 (65.0)
45-54 (2 pomt) 81(8.2)
55-64 (3 poimnt) 152 (15.5)
>64 (4 pont) 111 (11.3)
BMI
<25kg/m2 (0 point) 518 (52.7)
25-30 kg/m? (1 point) 288 (29.3)
>30 kg/m? (3 point) 176 (17.9)
Waist circumference (male)
<9% cm (0 pomt) 244 (57.7)
94-102 cm (3 pont) 84 (19.9)
>102cm (4 pomt) 95 (22.5)
Waist circumference (female)
<80cm (0 pomt) 244 (49.5)
80-88 cm (3 pont) 84 (22.1)
>88cm (4 pomt) 95 (22.5)
Exercising for at least 30 minutes a day
Yes (0 point) 378 (38.5)
No (2 point) 604 (61.5)
Frequency  of  consumption  of
vegetables and fruits
Everyday (0 point) 307 (31.3)
Not everyday (1 pomt) 675 (68.7)
Hypertension detection status
No (0 point) 688 (70.1)
Yes (2 point) 294 (29.9)
Previously high blood sugar status
No (0 point) 865 (88.1)
Yes (5 point) 117 (11.9)
Presence of a family history of diabetes
No (0 point) 482 (49.1)
second degree (3 point) 339 (34.5)
first degree (5 point) 161 (16.4)
FINDRISC 8.52+6.83
(min-
max:0-26)
FINDRISC risc status
Low risc (<15 point) 758 (77.2)
High risc (215 pomt) 224 (22.8)
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Women participating in the study (32:11.262
p<0.001), those who were married (y2:231.096
p<0.001), those with low education level
(x2:350.838 p<0.001, those with low income
(x2:24.559 p<0.001), It was determined that obese
individuals (}2:452.428 p<0.001), those who do not
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exercise (32:123.920 p<0.001) and those with a
family history of diabetes (y2:240,519 p<0.001) have
a high diabetes risk. There was no relationship

between fruit and vegetable consumption (y2:2.707
p:0.100) and diabetes risk (Table 3).

Table 3. Distribution of EarticiEants‘ FINDRISC scores accordin& to some variables

Variables Risc score Statistical testing and
Low risc <15 High risc 215 significance
758(77.2) 224(22.8)

Sex x%11.262

Female 426 (73.4) 154(26.6) p<0.001

Male 332 (82.6) 70 (17.4)

Marital status

Married 247 (55.0) 202 (45) %%231.096

Single 511 (95.9) 22 (4.1) p<0.001

Education status

illiterate 31(35.2) 57 (64.8)

literate 5(10.2) 44 (89.8) %2:350.838

Primary education 136 (61.0) 87 (39.0) p<0.001

High school 92 (88.5) 12 (11.5)

University 494 (95.4) 24 (4.6)

Income status

Low 330 (71.7) 130 (29.3) x%24.559

Middle 379 (80.1) 94 (19.9) p<0.001

Good 49 (100) 0(0)

BMI

<25 kg/m? 497 (95.9) 21 (4.1) x%:452.428

25-30 kg/m? 229 (79.5) 59 (21.5) p<0.001

> 30 kg/m? 32(18.2) 144 (82.8)

Exercise status

Yes 363(96.0) 15(4) x%123.920

No 395 (65.4) 209(34.6) p<0.001

Vegetable and fruit consumption status

Eveyday

Not everyday 247(80.5) 60 (19.5) x%2.707

511 (75.7) 164 (24.3) p:0.100

Family history of diabetes

no

yes 474 (98.3) 8 (1.7) %%240.519
284 (56.8) 216 (43.2) p<0.001

Table 4 shows that the FINDRISK diabetes risk
questionnaire is the dependent variable; A
regression model was established in which gender,
age, marital status, family history of diabetes, BMI
and exercise were independent variables. It is seen
that the established model is significant and the
independent variables explain the dependent
variable by 88%. Gender, age, family history of

diabetes, BMI and exercise status were found to
have significant effects on the model (p:0.000), while
the contribution of marital status to the model was
not statistically significant (p:0.375). It was
determined that age, presence of diabetes in the
family and BMI contributed the most to the model
(Table 4).
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Table 4. Effect of independent variables on type 2 diabetes risk

Dependent Independent B Std. error Beta t P
variable variables
Sex -1.090 0.153 -0.078 -7.132 <0.001
Age 0.150 0.006 0.420 24.214 <0.001
Marital status 0.210 0.237 0.015 0.888 0.375
FINDRISC Family history 2714 0.114 0.294 23.810 <0.001
of diabetes
BMI 3.120 0.131 0.349 23.844 <0.001
Exercising 2.677 0.170 0.191 15.721 <0.001
DISCUSSION

T2DM is a disease that progresses asymptomatically
and leads to serious complications over time. The
IDF recommends identifying high-risk individuals
by performing population-based screenings as a first
step, and blood glucose measurement of high-risk
individuals in the second step (IDF., 2019). In this
study using FINDRISC, the risk of diabetes in
individuals who applied to a primary health care
institution =~ was revealed. Accordingly, the
FINDRISC mean score of the individuals was found
to be 8.52+6.83. This finding is similar to studies
conducted with the same age group (Makrilakis et
al., 2011; Meijnikman et al, 2018). 22.8% of the
individuals participating in our study are at high
risk for T2DM. There are different results in the
literature regarding this finding. While some studies
have similar results (Tankova et al., 2011; Zhang et
al.,, 2014; Al-Shudifat et al.,, 2017; Silvestre et al.,,
2017), some have different results (Kyrou et al., 2020;
Nnamudi et al., 2020). It is thought that this situation
arises from the differences in the average age of the
individuals, the region they live in and their
lifestyles.

It is seen that women participating in the study are
at higher risk than men. There are different results
in the literature regarding this result. Atayoglu et al.
(2020) stated in their study that women are at higher
risk of being diabetic than men. Al-Shudifat et al.
(2017) also found that males are at higher risk than
females in their study in the young population. This
is thought to be due to the fact that the individuals
included in the studies are in different age groups
and regional differences. It is seen that married
individuals in the study are at higher risk than
singles. This finding is compatible with the literature
(Kyrou et al., 2020; Yildiz et al., 2021). It is seen that
the risk of diabetes increases as the income status of
individuals decreases. This finding is similar to the
literature (Spencer Bonilla et al., 2016; Weisman et
al., 2018;). There is no significant difference between
the educational status of the individuals
participating in the study and their diabetes risk.
This finding is consistent with the literature. It has
been reported that the risk of diabetes increases as
the level of education decreases (Ludwig et al., 2011;
Nosrati et al,, 2018). It has been determined that
there is a significant difference between the BMI
levels of individuals and the risk of diabetes. It is
seen that the risk of diabetes increases as the BMI

level increases. This finding is consistent with the
literature. When the studies are examined, it is
stated that there is a linear relationship between
T2DM and increased BMI (Melidonis et al., 2006;
Nyamdorj et al., 2010). It was determined that the
difference between the exercise status of the
individuals participating in the study and their
diabetes risk was significant. This finding is similar
to the literature. Considering the studies, it is seen
that decreased physical activity contributes to the
formation of T2DM (Khetan and Rajagopalan, 2018;
Zheng et al, 2018). The difference between
individuals having a family history of DM and
diabetes risks seems to be significant. This finding is
consistent with the literature. When cohort studies
conducted in the European region are examined, it
is stated that family history of DM is an
independent determinant of diabetes risk for
individuals (Ning et al., 2013; Scott et al., 2013).

Conclusion

According to the results of the study, it was
observed that the risk of T2DM increased as the BMI
level and waist circumference increased and the
duration of physical activity decreased. Although
individuals' FINDRISC mean score is not high, it is
recommended to change preventable risk factors
with lifestyle changes. Healthy lifestyle strategies
should be developed and individuals should be
supported. Especially primary health care
institutions need to conduct more risk screening.
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Non-Hodgkin Lenfoma Olgularinin Geriye Doniik Degerlendirilmesi:
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ABSTRACT

Objective: Demografic features, respond the treatment of 151 Non-Hodgkin lymphoma (NHL) patients observed at depertman of
hematology,Zonguldak Biilent Ecevit University faculty of medicine in our study.

Material and Method: Data of 151 NHL patients were evaluated retrospectively.

Results: 151 patients (81 female, 70 male) were included in the study. The median age was 62.6+12.9 years. The diagnoses of the
patients were as follows: 83(55%) patients had diffuse large B-cell lymphoma, 21 (13.9%) patients had marginal zone lymphoma,
10(6.6%) patients had follicular lymphoma, 26(17.2%) patients had mantle cell lymphoma, 9(6.0%) patients had T cell lymphoma,
and the remaining 2(1.3%) patients had other types of lymphoma. 64 patients died, and 87 of them lived. The mean survival time for
all NHL patients was 64 months, while the disease-free survival time was 63 months.

Conclusion: In our study, the 5-year survival rate was found to be lower than the literature. We think that this is due to the fact that
the majority of our patient population is over 65 years old and the rate of advanced disease and comorbidity is high.

Keywords: Non-hodgkin lymphoma, Overall survival, Disease-free survival

OZET

Amag: Calismamizda Zonguldak Biilent Ecevit Universitesi Tip Fakiiltesi Hematoloji Kliniginde takip edilen 151 Non- Hodgkin
lenfoma tanili hastanmin demografik verileri, tedavi yanitlari ile sagkalim analizlerinin yapilmasi amagland.

Materyal ve Metod: Non- Hodgkin lenfoma tansi ile izlenen 151 olgunun verileri geriye doniik olarak degerlendirildi.

Bulgular: Calismaya 151 hasta (81 kadin,70 erkek) dahil edildi. Ortanca yas 62.6£12.9 olarak saptandi. Hastalarin tanilarma
bakildiginda 83(%55) hastanin diffiiz biiyiik B hiicreli lenfoma, 21(%13.9) hastanin marjinal zon lenfoma, 10(%6.6) hastanin folikiiler
lenfoma 26 (%17.2) hastamin mantle cell lenfoma, 9(%6.0) hastanin T hticreli lenfoma, 2(%1.3) hastanin diger lenfoma tanis1 aldig1
goriildii. Hastalarin 64’si tanesi clmiis, 87 tanesi ise yasiyor olarak saptandi. Tiim non-hodgkin lenfoma hastalarinda ortalama sag
kalim stiresi 64 ay iken hastaliksiz sag kalim stiresi 63 ay saptandi.

Sonug: Calismamizda 5 yillik sagkalim orani literatiire gore diistik saptandi. Bunun sebebi hasta popiilasyonumuzun biiytik
cogunlugunun 65 yas tistii olmas, ileri evre hastalik ve komorbidite oraninin yiiksek olmasina bagli oldugunu diisiintiyoruz.

Anahtar kelimeler: Non hodgkin lenfoma, Genel sagkalim, Hastaliksiz sagkalim

*Corresponding author: Miizeyyen Aslaner Ak. E-mail address: drmaslaner@hotmail.com.
ORCIDS: Miizeyyen Aslaner Ak: 0000-0001-6621-3138, ilknur Cekim: 0000-0002-9355-527X, Sehmus Ertop: 0000-0001-
8771-7343

Geligd: 27.08.2022, Kabul: 19.12.2022 ve Basim: 04.30.2023

Van Health Sciences Journal is licensed under this Creative Commons Attribution-NonCommercial 4.0 International License.


mailto:drmaslaner@hotmail.com
https://orcid.org/0000-0001-6621-3138
https://orcid.org/0000-0002-9355-527X
https://orcid.org/0000-0001-8771-7343
https://orcid.org/0000-0001-8771-7343

GIRIS

Non-Hodgkin lenfoma (NHL) diinya ¢apinda en
yaygin hematolojik malignite olup kansere bagh
olumlerin  yaklastk  %3'inden  sorumludur
(Lugtenburg ve ark., 2019; Thandra ve ark., 2021).
Amerikan Kanser Dernegi ABD’de 2022'de yaklasik
80.470 kisiye NHL tarus1 konulacagimm ve yaklagik
20.250 kisinin de bu kanserden olecegini tahmin
etmektedir (Siegel ve ark., 2022). NHL, her bir alt
tipin farkh risk faktorleriyle iliskili oldugu heterojen
bir hastalik olup farkl: klinik ozellikler tasir. 40'tan
fazla major alt tip olmasina ragmen, tiim dinyada
en sik alt tipleri diffiiz biiytik B hiicreli non-hodgkin
lenfoma (DBBHL) ve folikiiller lenfoma (FL)dir
(Howlader ve ark. 2016, Leval ve Jaffe, 2020;
Thandra ve ark., 2021). Hastalik insidansi yasla
birlikte artarken en sik 65 yas {izerinde gorilir
(Lugtenburg ve ark., 2019). Erkeklerde kadinlara
gore daha sik gortlurken; otoimmiin hastaligt
olanlarda ve ailesinde hematolojik malignite Sykiisii
olanlarda daha yaygindir (Thandra ve ark., 2021).
Ekstranodal lenfoma siklig1 %40'mn tizerindedir ve
en stk olarak gastrointestinal sistemde izlenmektedir
(Cetintepe ve ark., 2018). NHL'de prognozu
degerlendirmede IPI (uluslararast1 prognostik
indeks) gelistirilmis olup, evrelemede ise Ann Arbor
evreleme sistemi kullamilmaktadir. Bu calismada
amacimiz NHL tarusi ile izlenen hastalar ile ilgili
merkezimizin sonuglarim degerlendirmek ve bu
sonuglar1 literatiir verileri ile karsilastirmak ve
tilkemiz literatiirtine katki saglamaktr.

MATERYAL ve METOT

Bu calismada, Ocak 2013-Aralik 2021 tarihleri
arasinda hastanemiz Eriskin Hematoloji Klinigi'nde
NHL tanus1 alan verileri yeterli olan 151 hasta geriye
dontik  olarak  degerlendirilmistir. ~ Calisma,
Zonguldak Biilent Ecevit Universitesi Tip Fakiiltesi
Bilimsel Arastirmalar Etik Kurul (Tarih 20.04.2022
karar no:2022/8) onayr almarak yurttilmiistiir.
Hastalarin demografik, klinik 6zellikleri, prognostik
belirtecleri, birinci ve ikinci sira tedavileri ve
tedavilerin tim sagkalim (OS) tizerine olan etkileri
incelenmistir. Bu amagla 151 hastanin verilerine
ICD-10 (International Classification of Disease-10)
tam1 kodlama sistemi kullarmilarak dosyalarma
ulagilmigtir. Hastalarm demografik bilgileri, tam kan
saymmi, biyokimyasal parametreleri, kemik iligi
ozellikleri,  lenfodenopati ve  organamegali
durumlari, evreleri, birinci ve ikinci sira tedavileri
ve vyamtlary, sagkallm durumlar1  hastane
kayitlarindan elde edilmistir. Tanilar1t WHO (Diinya
Saglik Orgiitii) smiflamasina gére not edilmistir.
Tutulum alani nodal (servikal, axiller, inguinal,
intraabdominal, mediastinal) ve extranodal (mide,
tonsil, cilt, vs) olarak simflandirilarak kayat
edilmistir. Hastalarin tan1 amindaki hepatit B
pozitifligi, ve  profilaksi alma durumlar1 ve
komorbiditeleri incelenmistir. Hastalik Ann Arbor
evreleme sistemine gore I, II, III ve IV olmak tizere
smuflandmrlmistir. 38°C {izerindeki ates yiiksekligi,
gece terlemesi ve son 6 ay icinde viicut agirliginin
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2%10'u kadar kilo kayb1 B semptomu olarak not
edilmistir. Cinsiyetin, yasmn, hastalik evresinin,
laktat ~ dehidrogenaz ~ (LDH)  duzeylerinin,
ekstranodal organ ve dalak tutulumunun, IPI
skorlarimin, ESH  (sedimantasyon), albumin
diizeylerinin tedaviye yanit oranlarina, genel
sagkalima ve progresyonsuz sagkalima etkileri
arastirlldi. Hastalarmn ttimiiniin yasam durumu ile
ilgili bilgilerine gore sagkalim analizi yapildi.

Istatistiksel analiz

[statistiksel degerlendirmeler icin Statistical Package
for Social Sciences (SPSS) Windows 20 (IBM SPSS
Inc., Chicago, ABD) ve Medcalc 11.4.2 (MedCalc
Software, = Mariakerke, = Belgika)  yazilimlar
kullanildi. Verilerin normal dagilimi Shapiro-Wilk
testi ile degerlendirildi. Normal dagilim gosteren
degerler ortalamatstandart sapma, normal dagihm
gostermeyen degerler ortanca (min-max) olarak
verildi. Kategorik degiskenler say1 ve ytizde olarak
sunuldu. Potansiyel prognostik faktorlerin mortalite
tizerindeki etkilerini belirlemek i¢in asamali ¢ok
degiskenli Cox regresyon analizinden bagimsiz
ongortictiler elde edildi. Takip stiresi boyunca risk
faktorlerinin mortalite ile iliskisini gostermek igin
Kaplan-Meier  analizi  kullanildi.  Istatistiksel
analizde p<0,05, %95 giiven aralig1 ve %5 hata pay1
istatistiksel olarak anlaml1 kabul edildi..

BULGULAR

Calismaya 151 hasta (81 kadin,70 erkek) dahil edildi.
Ortanca yas 62.6£12.9 olarak saptandi. Hastalarin
demografik ve hastalik iligkili 6zellikleri tablo 1'de
Ozetlenmistir. Hastalarin tami amindaki laboratuvar
verileri incelendiginde tam aninda hemoglobin
ortalamall.7+2.2g/dl, lokosit ortalama
7.8x10"3/ul, trombosit ortalama 232x1073/uL
oldugu gozlenmistir. Diger laboratuvar verileri
tablo’2 de verilmistir. Hastalarin tant aninda Ann-
Arbor evreleme sistemine gore 11 hasta (%7.3) Evre
L, 13 hasta (%8.6) Evre II, 33 hasta (%21.92) Evre III
ve 94 hasta (%62.3) Evre IV olarak tespit edildi. Tan
aninda 13 hastada B semptomu mevcuttu. Hastalar
histopatolojik alt tiplerine gore incelendiginde
DBBHL 83 (%55), FL 10 (%6.6), MHL (mantle hiicreli
lenfoma) 26(%17.2), MZL(marjinal zon lenfoma) 21
(%13.9), T hiicreli lenfoma 9(%6) oldugu gortldu.
DBBHL tarusi almis 83 hastadan birinci basamak

tedavide 59 tanesi R-CHOP (rituksimab-
siklofosfamid, doksorubisin, vinkristin,
prednizolon), 2 tanesi ileri yas ve ECOG
performansindan dolay1 RB(Rituksimab-

Bendamustin), 7 tanesi R-mini CHOP ve 3 tanesi
histopatolojik olarak yiiksek gradeli oldugundan
DA-R-EPOCH (doz ayarli rituximab, etoposide,
prednisolone, vincristine, siklofosfamid,
doksurabisin) tedavisi almistir. Calismaya dahil
edilen ayn1 zamanda santral sinir sistemi tutlumu
da olan 5 hasta ise R-ytiksek doz MTX (metotreksat)
almustir. 7 hastanin ise tani sirasinda kemoterapiyi
reddettigi goriilmiistiir.



62

Tablo 1. Hastalarin demogafik ve klinik 6zellikleri

Degiskenler Tiim hastalar n=151 Yasayan n=87 Olen n=64
Yas, yil 62.6+12.9 59.7+12.6 66.6+12.2
<60 yas 55 (36.4) 38(43.7) 17 (26.69)
>60 yas 96(63.6) 49(56.3) 47 (73.4)
Cinsiyet, n (%)
Kadin 81(53.6) 47 (54.0) 34 (53.1)
Erkelc 70 (46.4) 40 (46.0) 30 (46.9)
Komorbidite, n (%)
Var 108 (71.5) 54 (62.1) 54 (84.4)
Yok 43 (28.5) 33 (37.9) 10 (15.6)
Tani, n (%) 83(55.0) 49 (56.3) 34 (53.1)
DBBHL 10(6.6) 7 (8.0) 3(47)
FL 26 (17.2) 14 (16.1) 12(18.8
x;f 21(13.9) 14 (16.1) 7(10.9
T Hiicreli Lenfoma 2(6.0) 11 8125
Diger 2 (1.3) 2(2.3)
B semptom, n (%)
Var 138 (91.4) 79 (90.8) 59 (92.2)
Yok 13 (8.6) 8(9.2) 5 (7.8)
Evre, n (%) 11(7.3) 7 (8.0) 4 (6.3)
1 13 (8.6) 10 (11.5) 3(47)
2 33 (21.9) 24 (27.6) 9 (14.1)
Z 94 (62.3) 46 (52.9) 48 (75.0)
AntiHBc IgG pozitifligi,n%
Var 51 (33.8) 28 (32.2) 23 (35.9)
Yok 100 (66.2) 59 (67.8) 41 (64.1)
Hepatit B profilaksi, n (%)
Var 48 (31.8) 60 (69.0) 43 (67.2)
Yok 103 (68.2) 27 (31.0) 21 (32.8)
AntiHBc IgG pozitifligi,n%
Var 51 (33.8) 28 (32.2) 23 (35.9)
Yok 100 (66.2) 59 (67.8) 41 (64.1)
Hepatit B profilaksi, n (%)
Var 48 (31.8) 60 (69.0) 43 (67.2)
Yok 103 (68.2) 27 (31.0) 21 (32.8)

DBBHL:Diffiiz Biiytik B Hiicreli Lenfoma,FL:Folikiiler Lenfoma,MHL.Mantle Hiicreli Lenfoma,MZL:Marjinal Zon Lenfoma

Tablo 2. Hastalarin tanidaki laboratuvar bulgular:

Laboratuvar bulgular: Tiim hastalar n=151 Yasayan n=87 Olen n=64
Hemoglobin (gr/dL) 11.742.2 12.3+2 10.9+2.1
Lokosit (x106/L) 7800 (1800-169000) 7800 (2200-169000) 7600 (1800-28500)
Trombosit (x106/L) 232000 (35000-743000) 235000 (49000-703000) 224500 (35000-743000)
Notrofil (x106/L) 4500 (800-13400) 4500 (1400-13400) 4150 (800-9500)
Lenfosit (x106/L) 1700 (100-159000) 2000 (100-159000) 1500 (100-24600)
Sedim (mm/h) 57 (3-123) 38 (3-123) 68 (7-122)
LDH (U/L) 326 (28-4042) 283 (28-878) 368 (75-4042)
Urik asit (mg/dL 5.9+1.7 5.7+1.6 6.2+1.8
Kreatinin (mg/dL) 0.9 (0.1-6.1) 0.8 (0.1-6.1) 0.9 (0.4-2)
Albumin (mg/dL) 3.840.6 4+0.5 3.5+0.7

LDH: Laktat dehidrogenaz, Sedim: Sedimantasyon



Hastalarin  tedavi yarutlar1 incelendiginde 51
hastanin (%61.4) tam yamth (TY), 14 hastanin
(%16.8) kismi yanith (KY) oldugu, 8 hastamin ise
oldugii gortldii. KY'Ii 14 hastanin 4'tine R- DHAP

(rituximab, dexamethasone,sitarabin,sisplatin),
2’sine R-ESHAP(rituksimab, etoposid, sitarabin,
sisplatin, metilprednizolon), 2’sine R-ICE

(rituksimab, ifosfamid, karboplatin, etoposid), 6'sina
ise RB tedavi verilmistir. 5 hastaya refrakter olmasi
nedeniyle otolog kok hiicre nakli (OKHN), bir
hastaya da otolog sonras: refrakter olmasi nedeniyle
allojenik kok hiicre nakli yapilmustir.

FL tarust olan 10 hastanin 5'ine R-CHOP, 4’iine RB
verilirken = bir  tanesi ise  ilagsiz  takip
edilmistir. Tedavi alanlarin hepsi TY iken 4
tanesinde niiks gelismistir. Bu hastalarin bir tanesine
R-ICE, 3 tanesine RB verilirken; bir hasta OKHN
olmustur.

MZL’11 olan 21 hastanin 8 tanesi tedavisiz izlenirken;
7 tanesi R-CHOP, 3 tanesi RB, 3 tanesi R-CVP
(rituksimab, siklofosfamid, vinkristin, prednizolon)
almustir. Birinci basamak tedavi alan 13 hastanin
8'inin TY, 5nin ise refrakter oldugu saptanmstir.
Refrakter olan hastalarin 2’sine RB, 2’sine ise
Rituksimab-Lenalidomid tedavi verilirken; birine
Ibrutinib  verilmistir. Bir hastaya da OKHN
yapilmuistir.

MHL tanili olan 26 hastarun 10’si R-CHOP, 16’s1 RB
almistir.21 hastanin TY, 5 hastanin KY oldugu
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goriilmiistir. OKHN yapilan bir hastada birinci
yilda niiks olmasi tizerine hastaya ibrutinib tedavi
baslanmistir. T hiicreli lenfoma tanili 9 hastaya ise
CHOP tedavisi verilmis, bir hastarun TY , 8 hastanun
refrakter oldugu gorilmiistiir. Refrakter olan
hastalarin 4’iine DHAP, 2 tanesine Pralatrexate
tedavi verilirken 2 tanesine brentuksimab tedavi
verilmistir.

60 yas iistii hastalarda, mortalite oranimin 60 yas
altina gore daha yiiksek oldugu saptandi(p= 0.038).
Ann Arbor evreleme sistemine gore Evre I-1I ve Evre
III-IV olan hastalarin tedavi yanitlar1 arasinda
istatistiksel fark saptanmadi (p= 0.184). Ekstranodal
tutulumu olan hastalarda tedavi yamtlari
istatistiksel olarak anlamli sekilde daha diistik
bulundu (p= 0.015). LDH 2250 olanlarda tedavi
yarutlar1 daha kotii bulundu (p=0.031). B semptomu
varligl, trombosit, 16kosit degerleri ile mortalite
arasinda  istatistiksel ~anlamhiik  yok  iken;
hemoglobin (<11gr/dl), albiimin (<3.5) ve ESH ile
mortalite arasinda istatistiksel =~ anlamlilik
mevcuttu(p<0.001). Calismaya katilan hastalar
sagkalim analizine dahil edildi. 64 hastanun 6ldugii,
87 hastanin ise yasadig1 gortildii. Ortalama genel
sagkalim stiresi 64 ay olup;5 yillik genel sagkalim
orani %55 idi (Sekil. 1). Hastaliks1z sagkalm stiresi
ise 63 ay olup 5 yillik sagkalim %55 saptand (Sekil.
2).
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Sekil 1. Hastalarin genel sagkalim olasilig:
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Sekil 2. Hastalarin hastaliksiz sagkalim olasili1

Cinsiyetler arasmnda genel sagkalim oranlari,
hastaliksiz sagkalim stireleri ve tedaviye yamnt
oranlar1 arasinda istatistiksel anlamlilik saptanmadi
(p>0.05). Tam tipi, B semptomu varligi, hastalk
evresi, dalak tutulumu olmasi, ekstranodal organ
tutulumu olmas: ile genel sagkalim ve hastaliksiz
sagkalim stireleri arasinda istatistiksel anlamlilik
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saptanmadi(p>0.05). Ayrica LDH/ESH yiiksek olan
grupta sagkalim diisiik oldugu gortildi (p<0.001). T
hiicreli lenfomali hastalarda mortalite orani daha
yiiksek iken EGOC performansi 3-4 olanlarda da
mortalite daha yiiksek oldugu gortildii (Sekil 3 ve
Sekil 4).
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Sekil 3. Lenfoma histopatolojik tanisi - mortalite iliskisi
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Sekil 4. EGOC performans durumu - mortalite iligkisi

TARTISMA

NHL, lenf nodlar1 ya da extranodal lenfatik
dokulardan koken alan B veya T hiicrelerinin klonal
proliferatif hastaligidir. Hastalarin ¢ogu agrisiz
lenfadenopati ile basvururlar (Armitage ve ark.,
2017).Tar eksizyonel lenf nodu biyopsisi ile alinan
materyalin tecriibeli bir hematopatolog tarafindan
degerlendirilmesi ile konur. Ince igne aspirasyonu
ile tanidan kaginilmalidir. Ulkemizde NHL goriilme
sitkigr hakkinda halen yeterli veri olmamakla
birlikte yapilan calismalarda en sik gorilen
histopatolojik ~ alt  tipin DBBHL  oldugu
bildirilmistir(Isikdogan et al., 2004; Cetintepe ve
ark., 2018; Yilmaz ve Cobanoglu, 2020). Bizim
calismamizda da literatiir ile uyumlu olarak en sik
DBBHL (%55) alt tipi saptanmustir. Gerek {ilkemiz
calismalarinda gerekse diinya verilerinde NHL'nin
erkek cinsiyette daha sik gortildugli belirtilse de
calismamizdaki hasta popiilasyonunda kadinlarda
(%53.6) fazla oldugu gortildi. 2021 yilinda yapilan
bir calismada NHL ortalama tan1 yasinin 67 oldugu
ve bunlarin da %57'sinin >65 yas istii oldugu
belirtilmistir (Thandra et al., 2021). Bizim gercek
yasam verimize baktigimizda ise ortalama
yas.6x12.9 olup, bunlarm % 63.5'u >65 yas stii idi.
NHL hastalarinda ates, gece terlemesi, kilo kaybi,
yorgunluk gibi B semptomlar1 goriilebilir. B
semptomu varligr literattirde ABD’'de %41,
Avrupa’da %30 civarinda bildirilirken (Cetintepe ve
ark., 2018) bizim c¢alismamizda ise %8.6 bulundu.
2007 yilinda 47 merkezin katildigt EURO-CARE-4
calismasmin verilerine gore 5 yillik sagkalim orar
%55 bildirilmistir (Verdecchia ve ark., 2007). ABD’de
NHL’da beklenen toplam 5 yillik sagkalim oram
%73 olarak bildirilmekle beraber sag kalim orani,
hasta ve hastaliga baghh Ozelliklere gore
degismektedir (Smith ve ark., 2015; Siegel ve ark.,
2022). Bizim ¢alismamizda ise 1 yillik sagkalim %77,

5 yillik genel sag kalim %55 olarak saptand1 (Sekil-
1). NHL'da tedavi yanitini, hastaliksiz sagkalim ve
genel sagkalim oraniny ileri yas, B semptomu
varligl, hastalik evresi, ekstranodal tutulum varhg;,
serum LDH'1 gibi faktorler etkilemektedir.Ayrica
calismalarda immiin fenotip, histopatoloji, CRP,
ESH, 82 mikroglobulin diizeyinin prognostik degeri
de incelenmistir (Lee ve ark., 2006). Calismamizdaki
hastalarda LDH ve ESH ytiksekligi ile mortalite
arasinda istatistiksel anlamlilik saptand: (p<0.001).
Yas ile mortalite arasinda pozitif korelasyon
saptandi (p=0.001). B semptomu varlig1, ekstranodal
tutulumu ile sagkalim arasinda anlamlhilik
saptanmamasimi ¢alisma grubumuzun homojen
olmamasi, hasta sayimizin goreceli diisiik olmasina
baglamaktayiz. NHL tedavisi, lenfoma evresine,
histopatolojik alt tipine ve hasta faktorlerine (6rn.
semptomlar, yas, performans durumu) gore degisir.
Indolent lenfomalar daha yavas seyirli iken agresif
lenfomalar ise hizli ilerler ve tedavi edilmezse birkag
hafta icinde oliimle sonuclanabilirler. En yaygin
tedavi kemoterapi, radyoterapi, immiinoterapi ve
kok hiicre naklidir. B hiicreli NHL tedavisinde
gintimiizdeki standart tedavisi R-CHOP’tur
(Lugtenburg ve ark., 2019). Bulky hastalig1 olan Evre
II, Evre III ve IV'de immiinoterapi, hedefe yonelik
tedavi ve bazi durumlarda kemoterapiye ek
radyoterapi kullanilmakadir (Anuar ve ark., 2021) .
OKHN, niiks NHL hastalar i¢in standart bir tedavi
secenegi olarak kabul edilmektedir (Tian ve ark.,
2021). Konvansiyonel kemoterapi ile OKHN'nin
karsilastirildigni  PARMA  calismasinda; 5 yillik
progresyonsuz sagkalim ve genel sagkalim oram
kemoterapi grubunda sirasiyla %12 ve %32 iken,
OKHN grubunda ise swasiyla %46 ve %53
saptanmistir (Anuar ve ark., 2021).Calismamizda
sadece 8 hastaya otolog nakil bir hastaya da allojenik
kok hticre nakli yapilmistir. Calismamizda tedavi
yanitlarina etki eden faktorler incelendiginde; >60



yas olanlarda yamtlarin daha kétii oldugu, LDH
yiiksekliginin, EGOC performans durumunun ve T
hiicreli lenfoma alt tipinin literature ile uyumlu
olarak koti tedavi yamitlari ile iliskili oldugu
saptanmustir. Hollanda'dan alman gercek diinya
verileri, son yirmi yilda 5 yillik hayatta kalma
egilimlerinin iyilestigini gostermistir. DBBHL'nin
prognozu, tim yas gruplart icin iyilesmesine
ragmen 75 yas iizerindekiler i¢in iyilesme oram
daha azdir. Bu hastalar arasinda kardiyovaskiiler
hastalik yaygindir ve giiclii bir prognostik etkiye
sahiptir (Issa ve ark., 2015; Lugtenburg ve ark.,
2019). 2005 yilinda yapilan bir ¢alisma 60 yas tistii
NHL hastalarmin %66'stun bir veya daha fazla
komorbiditeye sahip oldugunu; >60 yas olanlarda
toplam 5 yillik sagkalimin, iki veya daha fazla
komorbiditesi olanlarda olmayanlara gore anlamh
derecede  dusiik oldugunu  gostermistir(Van
Spronsen ve ark., 2005). Calismamizda 5 yillik
sagkalim oram literatiire gore daha dustiktir.
Bunun sebebi hasta popiilasyonumuzun %63.5nun
65 yas uistii olup bunlarin da %29.1’inin 70 yas tsti
olmasi, %71.5'unda en az bir komorbidite olmasina
bagl oldugunu distiniiyoruz. Calismamizda KKY
ve HT olanlarda mortalite istatistiksel olarak anlaml1

saptandi(p= 0.013). Hepatit B virtis (HBV),
kemoterapi  alan  hastalarda  morbidite ve
mortalitenin ~ 6nemli  bir nedenidir. = NHL

hastalarinda kemo- immiinoterapi daha énce HBV
ile karsilasmis hastalarda HBV reaktivasyonuna yol
acabilir. Bu nedenle o6zellikle rituksimab icerikli
kemoterapi rejimlerine baslamadan oOnce tim
kilavuzlar HBV'nin serolojik testlerinin
degerlendirilmesini 6nermektedir. Hepatit B ytizey
antijeni (HBsAg) ve anti-hepatit B core
antikoru(Anti-HBc IgG) pozitif olan hastalara kemo-
immiinoterapi baslamadan 6nce profilaktik olarak
entekavir veya tenofovir gibi antiviral ajan
baglanmast ve bu tedaviye  kemoterapi
tamamlandiktan sonra da 6 ile 12 ay boyunca
devam edilmesi onerilmektedir (Kelling ve
ark.,2018;Aslaner Ak ve Sahip,2021) Calismamizda
tum hastalarimizdan kemoterapi ©6ncesi seroloji
testlerinden anti HCV, anti HIV ve hepatit B
markerlarindan 6zellikle anti Hbs, antiHBc IgG,
HBsAg bakildig1 ve bu markerlardan antiHBc IgG
pozitif olan 51 hastadan 48 tanesine hepatit B
profilaksisi verildigi goruldi. Calismamizin kisith
yonleri calismanin geriye doniik degerlendirme
olmast ve olgu saymmizin az olmasidir. Ulkemiz
verilerinin olusturulabilmesi i¢in ¢ok merkezli daha
biiytik calismalara ihtiyag vardir.

Sonug olarak klinigimizde takip edilen NHL tarnisi
olan 151 hastamin demografik  ozelliklerini,
laboratuvar verilerini, tedavilerini ve yamtlarin,
toplam sagkalim, hastaliksiz sagkalim durumlarini
ve bunlar1 etkileyen faktorleri inceleyerek tilke
verilerimize ve literatiire katki saglamak istedik.

Cikar Catismasi

Yazarlar gikar ¢catismasi olmadigimi beyan eder
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Asir1 Aktif Mesaneli Kadinlarda Depresyon Iliskisi
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OZET
Amag: Calismamizda, asir1 aktif mesane (AAM) tanili kadin hastalarda AAM siddeti ile depresyon arasindaki iliski arastirilarak
literattirdeki boslugun doldurulmas: amaglanmustir.

Materyal ve Metod: Calismamiza Mart 2022 ile Haziran 2022 tarihleri arasinda bagvuran asir1 aktif mesane tanilt 112 kadin hasta
dahil edilmistir. Katilimcilar poliklinikte degerlendirildikten sonra tiim katilimcilar sosyodemografik veri formu, Beck Depresyon
Olgegi (BDO), Asir1 Aktif Mesane Degerlendirme Formu (OAB-V8) ile degerlendirildi.

Bulgular: Depresyon ve AAM siddet skorlarma bakildiginda grubun depresyon puan ortalamasi 13,88+6,4 ve OAB-V8 puan
ortalamasi 30,23+6,32 saptand1. Katilimcilarin diger medikal ge¢mislerine bakildiginda ise %21,5inin (n=24) gecmiste depresyon ve
anksiyete bozuklugu tanilariyla takip edildigi; halihazirda ila¢ kullanmadiklar1 goriildi. %64,3"t (n=72) menapoz dénemindeydi.
Katilimcilarm OAB-V8 puanlari ile Beck Depresyon Olgegi siddet siniflamast arasindaki iligkiyi ve bu siddet siniflamalari arasinda
bir fark olup olmadigin incelemek tizere yapilan tek yonlii varyans analizi (ANOVA) sonucunda anlamli farkliliklar saptanmistir
(F=6,815; p=0,000).

Sonug: Calismamiz her ne kadar kesitsel bir dizayna sahip olsa da depresyon diizeyi arttikca AAM siddetinin de arttigma dair
sonugclar elde edilmistir. AAM tanili hastalarda multidisipliner yaklasim ve ayrmtil1 psikolojik degerlendirme 6nem tasimaktadar.

Anahtar kelimeler: Asir1 aktif mesane, depresyon, OAB-V8

ABSTRACT

Objective: Our study aimed to fill the gap in the literature by investigating the relationship between overactive bladder (OAB) and
depression in female patients who have difficulties in many areas of life.

Material and Method: 112 female patients diagnosed with overactive bladder admitted between March 2022 and June 2022 were
included in our study. After the participants were evaluated in the polyclinic, all participants filled out a Sociodemographic Data
Form, Beck Depression Inventory (BDI), and Overactive Bladder Evaluation Form (OAB-V8).

Results: Considering the depression and OAB severity scores, the mean depression score of the group was 13.88+6.4 and the mean
OAB-V8 score was 30.23+6.32. Considering the other medical histories of the participants, 21.5% (n=24) were followed up with the
diagnoses of depression and anxiety disorder in the past; It was observed that they were not currently using drugs. 64.3% (n=72)
were in the menopause period. Significant differences were found as a result of one-way analysis of variance (ANOVA), which was
conducted to examine the relationship between the participants' OAB-V8 scores and the severity classification of the Beck
Depression Inventory, and whether there is a difference between these severity classifications (F=6.815; p=0.000)

Conclusion: Although our study has a cross-sectional design, results have been obtained that the severity of OAB increases as the
level of depression increases. Multidisciplinary approach and detailed psychological evaluation are important in patients with OAB.
Keywords: Overactive bladder, depression, OAB-V§8

iCorresponding author: Siileyman Sagir. E-mail address: dr.sagiroglu414@gmail.com.
ORCIDS: Siileyman Sagir: 0000-0001-5300-8071, Kiibra Sezer Katar: 0000-0001-7184-7960, Miisliim Ergiin: 0000-0002-
7297-5785, Mustafa Batuhan Kurtoglu: 0000-0002-6975-2070

Received: 08-09-2022, Accepted: 26.12.2022 and Published 04.30.2023

Van Health Sciences Journal is licensed under this Creative Commons Attribution-NonCommercial 4.0 International License.


mailto:dr.sagiroglu414@gmail.com
https://orcid.org/0000-0001-5300-8071
https://orcid.org/0000-0001-7184-7960
https://orcid.org/0000-0002-7297-5785
https://orcid.org/0000-0002-7297-5785
https://orcid.org/0000-0002-6975-2070

GIRIS

Asgir1 aktif mesane (AAM), enfeksiyon veya diger
tanimlanabilir nedenlerin yoklugunda, genellikle
sikik ve noktiiri ile birlikte veya acil olmayan

inkontinansin  eslik ettigi {iriner sikisma ile
karakterizedir (Abrams ve ark., 2002).

AAM'nin gercek dogasi belirsizligini korumaktadir
ancak miyojenik degisiklikler, norolojik
degisiklikler, tirotelyal degisiklikler ve afferent
duyarliigin AAM'nin semptomatolojisine katkida
bulundugu varsayilmaktadir (Lai ve ark. 2016).
Yakin tarihli bir calismada, duygusal faktorlerin de
AAM ile iliskili olabilecegini saptanmis ve AAM
semptomlarmin yasam kalitesi tizerindeki etkisi ve
verdigi rahatsizlik goz ontine alindiginda, birgok
AAM hastasinin psikososyal zorluklar yasayacagi
vurgulanmustir (Vrijens ve ark., 2015).

AAM ve tiriner inkontinansi olan bireylerin yasadigt
psikososyal zorluklar incelenmis ve depresyonun en
sik eslik eden psikiyatrik problemler arasinda yer
aldigr cesitli calismalar tarafindan gosterilmistir
(Melotti ve ark., 2018; Lee ve ark., 2021). Lagana ve
arkadaglar1 tarafindan Ul hastalarinda yapilan bir
calismada ise ileri yas kadinlarda depresyon ve
tiriner  inkontinans  siddeti  arasinda  iligki
saptanmamustir (Lagana ve ark., 2014). Ayrica genis
bir o6rneklemde ytrtitilen wuzunlamasma bir

calismada da depresyon ve anksiyetenin
inkontinans sikligr ile iligkisi incelenmis ve
inkontinans  sikligmuin  depresyon ile iligkisi

saptanmamustir (Waetjen ve ark., 2009).

Yapilan literatiir arastirmasinda goruldugi tizere
depresyon ve triner inkontinans, AAM iliskisine
dair  cgeligkili =~ sonuglar  bulunmustur. Bu
calismamizda, yasamin bir ¢ok alaninda zorluk
yasayan klinik AAM popiilasyonunda depresyon ve
AAM arasmndaki iligkiyi 6zel olarak aragtirarak
literattirdeki boslugu doldurmay1 amaclanmustir.

MATERYAL ve METOD
Orneklem ve Prosediir

Arastirmaya tiroloji poliklinigine Mart 2022 ila
Haziran 2022 tarihleri arasinda basvuran asir1 aktif
mesane tanili 112 kadin hasta dahil edilmistir.
Orneklem secimi segkisiz olmayan 6rnekleme
yontemlerinden uygun Ornekleme yontemi ile
yapimustir. 18 yas ve {istli; calismaya katilmay:
kabul eden hastalar calisma hakkinda bilgilendirme
yapilmis, bireylerden aydinlatilmis onam almmustir.
Bireylere calismaya katiimlari sebebiyle bir ticret
odenmemistir.

Katilimcilar poliklinkte degerlendirildikten sonra
kendilerine doldurmalar1 i¢in Sosyodemografik Veri
Formu, Beck Depresyon Olgegi (BDO), Asir1 Aktif

Mesane  Degerlendirme  Formu  (OAB-V8)
verilmistir. Calismaya aktif enfeksiyonu ya da
mesane semptomlarina sebep olabilecek

Uluslararasi1 Kontinans Toplulugu'nun 2002 yilinda
belirledigi, bilinen bir patolojisi olmayan hastalar
dahil edilmistir (Abrams ve ark. 2002). Urolojik
degerlendirme = Amerikan  Urolojik  Dernegi
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algoritmalarina uygun olarak yuritilmustir

(Gormley ve ark., 2012).

Calismamiza, en az ii¢ giinliik iseme giinlugiinde
stkisma, artmis idrar sikligi ve sikisma tipi
inkontinans ataklar1 oldugu goriilen, gebe olmadig:
bilinen hastalar dahil edilmistir. Ayrica dislanma
tanilar1 stres tip {triner inkontinans, nérojenik
mesane; fizik muayenede pelvik organ prolapsusu
evre 3 ve {istii [Pelvic Organ Prolapse Quantification
System (POP-Q)=3], interstisyel sistit (mesane agri
sendromu) olarak belirlenmis olup; mesane ¢ikim
obstruksiyonu semptomlari olan, pelvik radyoretapi
oykiisti olan, troflowmetride Qmax<15 ml/sn
saptanmus, gecirilmis pelvik ve inkontinans cerrahisi
oykiisti olan hastalar da galisma dis1 birakilmistir.
Uriner sistem enfeksiyonu bulunan hastalar ise
tedavi edildikten ve kiiltiirlerinde tireme olmadig:
tespit edildikten sonra ¢alismaya katild1.

Sosyodemografik Veri Formu (SDVEF): SDVFde
calismaya katilan kisilerin yas, cinsiyet, egitim
durumu, medeni durum, calisma durumu gibi
kisisel bilgileri ve ge¢mis psikiyatrik oykiileri, ek
hastaliklar1, epizyotomi, 4 kg tistii bebek dogumu,
menapoza girip girmedikleri gibi bilgileri
degerlendirilmektedir.

Beck Depresyon Olcegi (BDO): Beck ve arkadaslar
tarafindan gelistirilen bu tlgek 21 maddeden olusur
(Beck ve ark., 1961). 4lu likert tipinde olan bu
olcegin 6 alt dlgegi bulunmaktadir. Hisli tarafindan
Turkge gecerlilik gtivenilirligi yapilan bu olcek
depresyon diizeyini belirlemeyi amaclar (Hisli,
1989).

Asir1 Aktif Mesane Degerlendirme Formu (OAB-
V8): AAM degerlendirilmesi icin AAM'nin ilk
formu 2002 yilinda Coyne ve arkadaslari tarafindan
olusturulmus sonrasinda kisa formu olan OAB-V8'e
revize edilmistir (Acquadro ve ark., 2006; Coyne ve
ark., 2002). AAM’li hastalarda Tiirkce gecerliligi ve
guvenilirligi gosterilmis olan ve kullamilmasi
onerilen tarama ve farkindalik testidir (Tarcan ve
ark., 2012). Kisa, kolay anlagilabilen ve uygulanabilir
bir sorgulama formudur. Semptom siddetini: hig (0),
¢ok az (1), biraz (2), epeyce (3), cok (4), ve ¢ok fazla
() seklinde derecelendiren 8 sorudan olusmaktadir.
Toplam skor en diisiik 0 en fazla 40 puan arasinda
degismektedir ve Tiirkce gecerlilik giivenilirlik
calismasinda kesme puani 11 olarak belirlenmistir
(Tarcan ve ark., 2012).

Istatistiksel Analiz

Veriler SPSS (Statistical Package For The Social
Sciences) 22.0 programi ile degerlendirilmistir.
Verilerin normal dagiima uygunlugu basiklik
carpiklik degerleri ve Shapiro-Wilk Testi ile
degerlendirilmis; ayrica kategorik (nitel) degiskenler
icin frekans (n) ve ytizde (%), standart sapma (ss)
istatistikleri verilmistir. Calismada veriler, T testi,
Pearson korelasyon ve ANOVA ile analize tabi
tutulmus; p<0,05 anlaml kabul edilmistir.



BULGULAR

Katilimcilarin Demografik ve Klinik o6zellikleri
Agisindan Karsilastirilmasi

Katilimcilarin ortalama yas degeri 54,8+14,02 olarak
saptanmustir. Katilimcilarmn %94,6’si (n=106) evli,
%87,51 (n=98) ev hanim idi. Katilimcilarin %29,5's1
(n=36) diabetes mellitus, %2511 (n=28) hipertansiyon
tanisina sahipti.

Depresyon ve AAM siddet skorlarina bakildiginda
grubun depresyon puan ortalamasi 13,88+6,4 ve
OAB-V8 puan ortalamasi 30,23+6,32 saptandu.

Katilimcilarin sosyodemografik ve klinik verilerine
dair bilgiler Tablo 1’de sunulmustur. Katiimcilarin
diger medikal gecmislerine bakildiginda ise
%21,5inin (n=24) ge¢miste depresyon ve anksiyete
bozuklugu tamlariyla takip edildigi; halihazirda ilag
kullanmadiklar1 gortildii. %64,3'ti (n=72) menapoz
donemindeydi. %25,9"unun (n=29) 4 kg ve ustiinde
bebek dogurma oykist, %35,7sinin (n=40) ise
epizyotomi oOykiisii mevcuttu. Hastane ve evde
dogum oranlarmma bakildiginda katilimcilarn
%2951 (n=33) ev, %2551 (n=29) hastane,
%44,6'stiin (n=50) ise hem ev hem hastanede
dogum oOykiistt mevcuttu. Ayrica katilimcilarin
gebelik ve dogum sayilarina dair bilgileri de iceren
bilgiler Tablo 2’de sunulmustur. (Tablo 1ve Tablo 2).

Tablo 1. Katiimcilarin demografik bilgileri ve
klinik veriler

Demografik bilgiler (N=112)

Yas (ort+SD) 54,8+14,02
Medeni durum (%)

Evli (n=106) %94,6

Bekar (n=4) %3,6

Dul (n=2) %1,8
Calisma durumu (%)

Memur (n=14) %12,5

Ev hanim1 (n=98) %87,5
Fiziksel hastalik (%)

Diabetes mellitus %29,5

(n=33) %25

Hipertansiyon (n=28) %3,6

Kronik arter hastalig: %42

(n=4)

Yok (n=47)
Sigara kullanim1 (%)

Var (n=14) %12,5

Yok (n=98) %87,5
Beck Depresyon Olgegi (ort+SD) 13,88+6,4
OAB-V8 (ortxSD) 30,23+6,32

T EEESLL——.——
BDO=Beck Depresyon Olgegi; OAB-V8=Asi1  Aktif
Degerlendirme Formu-V8, p<0,05

Mesane

70
Tablo 2. Dig er klinik veriler

(N=112)
Rubhsal hastalik ge¢misi (%)
Var (n=24) %21,5
Yok (n=88) %78,6
Urge inkontinans
Var (n=59) %52,7
Yok (n=53) %47,3
Epizyotomi (%)
Var (n=40) %35,7
Yok (n=72) %64,3
4 kg tistii dogum (%)
Var (n=29) %25,9
Yok (n=83) %74,1
Dogum yeri (%)
Ev (n=33) %29,5
Hastane (n=29) %25,5
Ev+hastane (n=50) %44,6
Menapoz (%)
Var (n=72) %64,3
Yok (n=40) %35,7
Gebelik sayis1 (%)
0 (n=16) %14,3
1-3 (n=37) %33
4-6 (n=39) %34,8
>7 (n=20) %17,9
Dogum sayis1 (%)
0 (n=16) %14,3
1-3 (n=42) %37,5
4-6 (n=38) %33,9
>7 (n=16) %14,3

Katilimcilarin Klinik Verilerine Dair Bulgular

Katilmcilarin depresif belirtileri ile AAM belirti
siddeti  arasinda  iliski olup  olmadigmin
belirlenebilmesi amaciyla Pearson korelasyon testi
uygulanmis;  pozitif = yonde anlamh iliski
saptanmistir ~ (r=0,391, p=0,000) (Tablo 3).
Katilimcilarin depresyon ve asir1 aktif mesane siddet
skor ortalamalariin urge inkontinans varligia goére
bagimsiz 6rneklem t testi ile karsilastirildig: analizin
sonuclar1 Tablo 4'de ©zetlenmistir. Bu sonuglara
gore inkontinans degiskenine gore depresyon ve
asir1 aktif mesane siddet skorlarinin anlamli bir
farklilik gostermedigi saptanmistir (p>0,05). (Tablo 3
ve Tablo 4)

Tablo 3. BDO ve OAB-V8 arasindaki korelasyon
tablosu

BDO OAB-V8
BDO r 1 0,391**
P 0,000
OAB-V8 r 0,391** 1
P 0,000
BDO=Beck Depresyon Olgegi; OAB-V8=Asir1  Aktif Mesane

Degerlendirme Formu-V8, p<0,05

Tablo 5'de goriilebilecegi tizere katihimcilarin OAB-
V8 puanlarinin  Beck Depresyon Olgegi puan

araliklarma gore farklilasip farklilasmadigin
belirlemek tizere yapilan tek yonlii varyans analizi
(ANOVA) sonucunda  anlamli  farkliliklar

saptanmistir (F=6,815; p=0,000). Ardindan hangi
depresyon siddet gruplar1 arasinda anlaml farklilik
oldugunu belirleyebilmek amaciyla tamamlayic
post-hoc analizler yapilmustir (Tablo 6). Yapilan



post-hoc analizleri sonucunda Beck Depresyon
Olgegi’den 30-63 puan arasinda alan grupta diger 3
olcek siddet grubuna gore (0-9, 10-16 ve 17-29) 30-63
puan grubu lehine anlaml farkliik saptanmigtir
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(p<0,05). Bu sonuglar depresyon olceginden 30-63
arast puan alan bireylerde AAM semptom siddet
skorunun diger gruplara gore anlaml olarak ytiiksek
oldugunu gostermektedir.(Tablo 5 ve Tablo 6).

Tablo 4. BDO ve OAB-V8 ortalamalarinin inkontinans degiskenine iligkin bagimsiz 6rneklem t testi tablosu

Inkontinans N X ss df t p
BDO Var 53 14,5 8,06 110 1,041 0,300
Yok 59 13,3 4,38 78,260
OAB- Var 53 30,5 6,00 110 ,439 0,662
\%) Yok 59 30,0 6,63 109,990

BDO=Beck Depresyon Olgegi; OAB-V8=Asir1 Aktif Mesane Degerlendirme Formu-V8, p<0,05

Tablo 5. OAB-V8 puanlarinin BDO puan araliklarina goére farklilagip farklilasmadigini belirlemek {izere

yapilan tek yonlii varyans analizi (ANOVA) sonugclar1

f, x, ss degerleri ve ANOVA Sonuglari

Puan  BDO N X ss Var.K. KT Sd KO F p
puan
araliklar1

OAB- 0-9 22 27,91 5,66

v8 11-16 68 3034 510  G.aras1 705,488 3 235,163
17-29 16 29,31 9,34 G.ici 3726,476 108 34,504 6,815 0,000
30-63 6 40 0,00 Toplam 4431,964 111
Toplam 112 30,23 0,0

OAB-V8=Asir1 Aktif Mesane Degerlendirme Formu-V8, p<0,05

Tablo 6. OAB-V8 Puanlarimin BDO puan araliklarina gore hangi alt gruplar arasinda farklilastigini
belirlemek {izere yapilan tek yonlii varyans analizi (ANOVA) sonras1 Post-Hoc Scheffe testi sonuglar1

BDO araliklar (i) BDO araliklar (j)
10-16 -2,429 1,441 420
0-9 17-29 -1,403 1,930 912
30-63 -12,091" 2,705 ,000
0-9 2,429 1,441 ,420
10-16 17-29 1,026 1,632 ,941
30-63 -9,662* 2,502 ,003
0-9 1,403 1,930 912
17-29 10-16 -1,026 1,632 ,941
30-63 -10,688* 2,182 ,003
0-9 12,091* 2,705 ,000
30-63 10-16 9,662* 2,502 ,003
17-29 10,688 2,812 ,003
BDO=Beck Depresyon Olgegi, p<0,05
TARTISMA patolojik durum acisindan yasam kalitesi {izerinde

AAM semptomlarinin yasam kalitesi tizerindeki
etkisi ve depresif belirtiler ile iligkisi goz oniine
alindiginda, bircok AAM hastasinin psikososyal
zorluklar yasayacag tahmin edilmektedir. Ancak
AAM ve depresyon arasinda iliskiyi inceleyen sinirl
sayida calisma mevcuttur. Bu calismada ozellikle
AAM hastalarin1  ele alarak literatiire katki
saglanmasi hedeflenmistir.

Urologlar veya iirojinekologlar genellikle klinik
depresyonu teghis etmek ve tedavi etmek igin egitim
almamustir. Bu nedenle ¢ogu tirolog ve tirojinekolog
AAM hastalarinda depresyon belirtilerini géz ards
etmektedir. Ayrica ¢cogu calisma tiriner inkontinansi
(Ul) genel olarak incelemis, ancak 6zel olarak AAM'
ye odaklanmamustir. Ul, bircok spesifik nokta ve

bircok etkisi olan ciddi ve yaygm bir saghk
sorunudur.

Chiara ve arkadaslar1 inkontinans hastalar1 ile
yaptiklar1 bir calismada stres inkontinansi, sikisma
inkontinanst ve mikst inkontinanst olan kadin
hastalar arasindaki depresyon siddetini
karsilastirmis ve ti¢ grup arasinda depresyon siddeti
herhangi bir farklilik gostermemistir (Chiara ve ark.,
1998). Buna karsilik, Stach-Lempinen ve arkadaslari,
sikisma inkontinanst olan kadmn hastalarda, stres
inkontinans1 olanlara gore depresyon olasiligimin
anlaml olarak daha yiiksek oldugunu gostermistir
(OR 37, %9 CI 1.30-1049, p = 0.026)
(Stach-Lempinen ve ark., 2003). Melville ve
arkadaslari ise sikisma tipi inkontinans: veya mikst



tipi inkontinanst olan kadm hastalarda stres
inkontinanst olan hastalara kiyasla depresyon
olasiiginin daha ytiiksek oldugunu gostermistir (OR
9.2-11.5) (Melville ve ark., 2002).

Calismamizda AAM tanisina sahip 112 kadin hasta
incelenmis; OAB-v8 30,2346,32 ve BDO 13,88+6,4
olarak saptanmigtir. Bu 112 hastanin %52,7" sinde
(n=59) sikisma tipi inkontinansi mevcuttu.
Hastalarin %64,3’inde (n=72) menopoz mevcuttu.
Bu sonuglara gore inkontinans degiskenine gore
depresyon ve asir1 aktif mesane siddet skorlarmin
anlamli bir farklihik gostermedigi saptanmustir.
Bununla beraber katilimcilarin depresif belirtileri ile
AAM belirti siddeti arasinda iliski olup olmadiginin
belirlenebilmesi amaciyla yapilan analizlerde ise
pozitif yonde anlaml iliski saptanmustir. Ayrica
yapilan tek yonlii varyans analizi (ANOVA) ve post-
hoc analizleri sonucunda Beck Depresyon
Olgegi’den 30-63 puan arasinda alan grupta diger 3
olgek siddet grubuna gore (0-9, 10-16 ve 17-29 ) 30-
63 puan grubu lehine anlamli farklilik saptanmustir.
Bu sonuglar depresyon olgeginden 30-63 aras1 puan
alan bireylerde AAM semptom siddet skorunun
diger gruplara gore anlamli olarak yiiksek
oldugunu gostermektedir.

Lai ve arkadaslariin AAM semptomlar1 olan
hastalar ile kontrol grubunu Kkarsilastirdigi bir
calismada hasta grubu depresyonu olan ve olmayan
olmak tizere ikiye ayrilmus ve riner semptomlar
karsilagtirilmustir.  Sonuglar, AAM  hastalarinin
kontrol grubuna gore daha yiiksek depresyon
puanlarma sahip oldugunu ayrica depresyonu olan
AAM hastalarinin olmayan gruba gore daha siddetli
inkontinans yasadig1 ve yasam kalitesinde daha
fazla bozulma oldugunu gostermistir (Lai ve ark.,
2016). Sikisma tipi inkontinans ozellikle ileri yas
poptilasyonda incelenmis ve bazalde depresif
belirtilerin varliginin uzunlamasina takipte yeni
baglayan inkontinansi predikte ettigi saptanmigtir
(Nuotio ve ark, 2009). Calismamiz dizaym
nedeniyle her ne kadar nedensellik {izerine bir
yorum yapmanmuzi giiclestirse de sonuglarimiz
literatiirde saptanan bulgular: destekler niteliktedir.

AAM tedavisinin hedefleri yalmzca semptomlar:
iyilestirmek degil, ayn1 zamanda yasam kalitesini ve
islevi iyilestirmek oldugundan, depresyonu ve
etkisini tanimamak, hastamin genel iyilesme
izleniminde optimal olmayan iyilesmeye katkida
bulunabilir. ~ Depresyon  ayrica  farmakolojik
tedavilere uyumu da etkileyebilir (Lai ve ark., 2016).

DSM-5'te (2013) yer alan ve onceki stirtimlerde
somatizasyon bozuklugu olarak adlandirilan
bedensel belirti bozuklugu tanimima gore kisiler
gunliik faaliyetlerini ©nemli derecede olumsuz
etkileyen bir ya da birden fazla bedensel belirti
yasamakta ve bu Dbelirtilerle orantisiz olarak
stireklilik gosteren duygu, diistince ve davranislar
gostermektedir (APA, 2013). Bedensel olarak
kendini ifade ederken psikolojik olarak stres yasama
ve stirekli bir tibbi yardim arama egilimi olarak da
tanimlanabilen bu durum iiriner semptomlarla da
iligkili olabilir (Lai ve ark., 2012).
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Somatoform bozuklugu olan hastalar hemen hemen
her tiir nérolojik semptomla bagvurabilir. Ornegin;
motor, somatosensoriyel, 6zel duyusal (gorsel,
isitsel), bilissel (amnezi, afazi, demans, uzamsal
ihmal), biling veya otonomik (mesane, bagirsak,
cinsel vb.) islev bozukluklari. Bunlar arasinda,
mesanenin somatoform bozuklugunun kendine
ozgli psikodinamigi olabilir. Depresyon kaynakli
mesane disfonksiyonunun en carpic 6zelligi AAM
semptomlaridir. Bu hastalarda tirodinamik olarak,
artmis mesane hissi ve daha az rezidii idrar miktar
gosterilmistir (Sakakibara ve ark. 2007). Artan
mesane hissi, biiyiik olasilikla, ozellikle his ile iligkili
beyin  bolgelerinde  (amigdala, hipokampus,
hipotalamus ve medial prefrontal korteksler)
biyolojik degisikliklerin meydana geldigi
depresyonu yansitir (Sakakibara ve ark. 2013).
Ayrica, beyin kortikotropin salma faktorti (CRF)
anksiyojenik etkilere sahiptir ve mesane hissini
arttirir (Klausner ve ark., 2005). Bu durum, artan
mesane hissinin, beyindeki hem duygu hem de
iseme devrelerindeki biyolojik degisikliklerin bir
yansimast olabilecegini diistindirmektedir. Bu
nedenle mesane disfonksiyonu olan depresif
hastalarda da bu alanlarda fonksiyonel degisiklikler
meydana gelebilir.

Secici serotonin geri alm inhibitérleri (SSGI) ve
serotonin noradrenalin geri alim inhibitorleri (SNGI)
gibi serotonerjik ilaglar panik bozuklugu ve
depresyonu tedavi etmek igin yaygin olarak
kullanilmaktadir ve bazi hastalarda AAM'yi tedavi
ettigi gosterilmistir (Sakakibara ve ark., 2008a). Bu
ilaglarin mesanedeki hem efferent hem de afferent
lifler {izerinde etkili oldugu distintilmektedir.
Merkezi sinir sistemindeki serotonin diizeylerinin
azalmasi, artan idrar siklig1 ve mesane kasilmalari
ile iligkilendirilirken, merkezi serotonerjik sistemin
bir 5-HT alim inhibitorii ile aktivasyonu, hayvan
calismalarinda mesane kasilmalarini baskilar ve
iseme hacmini artirarak idrar depolamay1
kolaylastirir. Serotonin, mesaneyi inhibe ederken,
muhtemelen inhibitdr internéronlar yoluyla tiretray:
innerve eden sakral on boynuz hiicrelerini
kolaylastirarak {iretral kontraksiyona yol acar (de
Groat, 2002; Thor ve Donatucci, 2004).

Ito ve arkadaslar1 tarafindan yapilan bir ¢alismada,
trisiklik antidepresanlar, tetrasiklik antidepresanlar,
SSi, SNGI kullanan grup ile ilagsiz grup
karsilastirildiginda, antidepresan tedavisi acil idrara
cikma veya gecikmeli baslama sikligim 6nemli
olctide etkilememistir (Ito ve ark., 2012). Sakakibara
ve arkadasglar1 ise SNGI tedavisinin SSGI'lerine gore
AAM tedavisinde daha etkili oldugunu gostermistir
(Sakakibara ve ark., 2008a).

AAM ve depresif belirtilerin birlikte gorildiigi
durumlarda antidepresanlarla birlikte, oksibutinin,
propiverin, tolterodin, solifenasin ve darifenasin gibi
antikolinerjik ilaglar da kullanulabilir. Ancak bu
hastalarda antikolinerjiklerin kullanimina iliskin
sistematik veri yoktur (Sakakibara ve ark. 2013).
Ayrica antikolinerjik ilaglarin  6zellikle yash
hastalarda kullanimi, kan beyin bariyerinden gecis



sonrast olast yan etkiler nedeniyle her zaman

Onerilmemektedir (Sakakibara ve ark., 2008b;
Scheife ve Takeda, 2005).
Sonu¢ olarak calismamiz AAM ile iligkili

semptomlarin ve ortaya c¢ikan islev kaybmin
depresyonla iligkisine dair katkilar saglasa da AAM
ve depresyonun bazi hastalarda ortak bir
patofizyolojik yolu paylasma olasiigi daha fazla
arastirmay1 hak etmektedir. Depresyon ve AAM
arasindaki mekanik baglantilar1 daha fazla
incelemek i¢in gelecekteki calismalara ihtiyag vardir.
Ayrica AAM semptomlar: olan hastalarin daha
kapsamli degerlendirilmesi ve depresif belirtilerin
tedavisi acisindan psikiyatrik gortis alinmasi ve
multidisipliner yaklastm ©6nem kazanmaktadir.
Ayrica  Onerilen  egzersizler ve  kullanilan
antikolinerjik tedavilere yamtsiz hastalarda da
depresyon belirtileri de mevcutsa, hastaya uygun
antidepresan recete etmek iyi bir secim olabilir.

Mevcut calismanin baz kisitliliklar: bulunmaktadir.
[k olarak calismamuz kiiciik 6rneklem buytiklugiine
sahip ve tek bir merkezde yiirtitiilmiistir ve bu
nedenle daha ayrintili analizler igin yeterli gtice
sahip olmayabilir. Ikinci olarak calismamuz kesitsel
bir dizayna sahiptir ve AAM ve depresyon
iliskisinde nedensellik ile ilgili bilgi vermemektedir.
Depresyon ve AAM arasindaki iliskilerin
nedensellik cercevesinde daha iyi anlasilabilmesi
icin ilerde c¢ok merkezli ve biylik orneklemli
calismalara ihtiyag duyulsa da ¢alismamizin AAM
literattirtine katki sagladig diistintilmektedir.

Etik Onay: Calismaya katilmay1 kabul eden kisilere
calisma hakkinda bilgilendirme yapilmus,
bireylerden  aydmnlatilmis  onam  almmustir.
Calismamiz Helsinki Deklerasyonu'na uygun olarak
ylrtutilmustir ve gerekli izin Hasan Kalyoncu
Universitesi etik kurulundan 06.07.2022 tarihinde E-
97105791-050.01.01-18508 say1 no ile alinmustir.

Cikar Catismasi: Yazarlar arasinda ¢ikar ¢atismast
bulunmamaktadir.

Finansal Destek: Calisma i¢in herhangi bir finansal
destek alinmamustir.
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Dogu Anadolu Bolgesi'nde Tiiberkiiloz On Tanil1 Hastalara Ait Klinik
Orneklerin Alt1 Yillik Sonuclar1 ve Antimikobakteriyel Ilagclara Direng
Oranlar:

Six-Year Results of Clinical Samples of Patients with Tuberculosis Pre-
Diagnosed in Eastern Anatolia Region and Resistance Rates to Antimycobacterial
Drugs
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Atif: Dicle Y, Aydin E, Tuna DK. (2023). Dogu Anadolu Bolgesi'nde tiiberkiiloz 6n tanili hastalara ait klinik 6rneklerin alt1 yillik
sonuglar1 ve antimikobakteriyel ilaglara direng oranlar1. Van Saglik Bilimleri Dergisi, 16(1), 75-83.

OZET

Amag: Calismada, tiiberkiiloz 6n tarusiyla laboratuvarimiza gonderilen numunelerin dogrudan mikroskopi ve kiiltiir sonuglarmin
karsilastirilmas: ayn1 zamanda M. tuberculosis kompleks izolatlatlarinin antitiiberkiiloz ilaglara duyarliliklarinin arastirilmasi ve
direng oranlarinin belirlenmesi amaglanmustir.

Materyal ve Metod: 2013 ile 2018 tarihleri arasinda laboratuvarmmiza gonderilen 9244 klinik numune dogrudan mikroskopi ve
kiilttir sonuclar: degerlendirmeye alinmustir. Ttiberkiiloz otomatize kiiltiir testleri ve birinci secenek antitiiberkiiloz ila¢ duyarlilik
testleri tiretici firmamn tavsiye ettigi yontemler dogrultusunda BACTEC MGIT 960 sistemi ile ¢alistimustir..

Bulgular: Calismaya alman 9244 6rnekten 507 (%5,5)’si M. tuberculosis kompleks olarak tanimlanmustir. Bu pozitif 6rneklerden her
hastaya bir izolat olacak sekilde 120 (%23,7) 6rnege antibiyotik duyarlilik testi uygulanmistir. Yillara gore M. tuberculosis kompleks
pozitifligi 2013-2018 yillar1 arasinda swrastyla; %3; %5,8; %7,3; %5,9; %4,6 ve %6,8 olarak saptanmustir. Tek bir antibiyotige kars
gelisen direng oranlar1 sirasiyla izoniazid %6,7 (8), rifampisin %1,7 (2), etambutol %0,8 (1), streptomisin %3,3 (4) ve pirazinamid
%0,8 (1) olarak bulunmustur. flag direnci bakilan M. tuberculosis kompleks drneklerinin 23 (%19,2) tinde antitiiberkiiloz ilaglardan
en az bir tanesinde direng tespit edilmis olup, bu 6rneklerin 4 (%3,3)'tinde ¢ok ilaca diren¢ ve 2 (%1,7) crnekte de yalnizca
rifampisin direnci tespit edilmistir.

Sonug: Van ve cevre illerden elde edilen bu pozitiflik oranlar: tilkemizin diger pek ¢ok yotresine gore daha diisiik bulunmustur.
Sebepleri ise; tan1 aninda calisilan numune oranmin diistik olmasi, antibiyotik baslanip basil yiikii diisen hasta numunelerinin
calisilmasi, yayma/kiiltiir pozitif akciger tiiberkiiloz hastalarmin tedavi takip siirecinde alinan miikerrer numunelerinin negatif
olmasi ve hastalarin il dis1 tanil1 olmas: seklinde siralanabilir. Stirveyans calismalari ile direng paternleri ortaya koyulmali ve gerekli
onlemler alinarak direng gelisiminin takibi onem arz etmektedir.

Anahtar kelimeler: Tiiberkiiloz, Mycobacterium tuberculosis kompleks, antitiiberkiiloz, ¢ok ila¢ direncli tiiberkiiloz, yaygin ilag
direncli tiiberkiiloz

ABSTRACT

Objective: In this study, it was aimed to compare the direct microscopy and culture results of the samples sent to our laboratory
with a preliminary diagnosis of tuberculosis, as well as to investigate the susceptibility of Mycobacterium tuberculosis complex
isolates to antituberculosis drugs and to determine the resistance rates.

Material and Method: Direct microscopy and culture results of 9244 clinical samples sent to our laboratory between 2013 and 2018
were evaluated. Tuberculosis automated culture tests and first-line antituberculosis drug susceptibility tests were performed with
the BACTEC MGIT 960 system in line with the methods recommended by the manufacturer.

Results: A total of the 9244 samples included in the study, 507 (5.5%) were identified as M. tuberculosis complex. Antibiotic
susceptibility test was applied to 120 (23.7%) samples, one isolate for each patient from these positive samples. According to years,
M. tuberculosis complex positivity between 2013 and 2018, respectively; 3%, 5.8%, 7.3%, 5.9%, 4.6% and 6.8%. The rates of resistance
to a single antibiotic were found to be isoniazid 6.7% (8), rifampicin 1.7% (2), ethambutol 0.8% (1), streptomycin 3.3% (4) and
pyrazinamide 0.8% (1), respectively. Resistance to at least one of the anti-tuberculosis drugs was detected in 23 (19.6%) of the M.
tuberculosis complex samples whose drug resistance was examined. Multi-drug resistance was detected in 4 (3.3%) of these samples,
and only rifampicin resistance was detected in 2 (1.7%) samples

Conclusion: These positivity rates obtained from Van city and surrounding cities were found to be lower than many other regions
of our country. The reasons are; It can be listed as the low sample rate at the time of diagnosis, the study of patient samples whose
bacillus load decreases after antibiotics are started, the negative repetitive samples taken during the treatment follow-up process of
smear/culture positive pulmonary tuberculosis patients, and the patients diagnosed outside the province. With surveillance
studies, resistance patterns should be revealed and it is important to follow the development of resistance by taking necessary
Pprecautions..
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GIRIS
Tuberktiloz (TB); M. tuberculosis kompleks (MTBC)
grubu  mikroorganizmalarin  neden  oldugu,

guniimiize kadar her yil milyonlarca insanda
goriilen ve mortaliteye neden olan kronik,
graniilomatoz ve nekrotizan bir hastaliktir (1.World
Health Organization, 2021). TB hala diinyada
insanlarin 6liimiine en ¢ok sebep olan 5. neden
olarak yerini korumaktadir. Diinya niifusunun
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yaklasik olarak ficte biri M. tuberculosis ile enfekte
durumdadir  (Tevfik, 2018). Diinya Saglik
Orgiittiniin (DSO) 2021 yilinda yayimladig rapora
gore 2020’de diinyada yaklasik olarak 9.9 milyon
kisi TB tarust almis ve yine toplamda 1.3 milyon
kisiden fazla insan TB'den kaynakli hayatiru
kaybetmistir (2019 yilinda 1.2 milyondan fazla)
(Sekil 1).
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*Golgeli alanlar belirsizlik araliklarmi temsil etmekte, yatay kesikli cizgi ise Son Tiiberkiiloz Stratejisinin 2020 yilina ait dénim

noktasin gostermektedir.

Sekil 1. Diinya Saglhk Orgiitii bolgelerine gore tiiberkiiloz dliimlerinin grafiksel egilimleri, 2000-2020

Ayrica bu rapordaki en 6nemli bulgular ve mesajlar
sunlardir; COVID-19 pandemisi ile beraber temel TB
hizmetlerinin saglanmasinda ve TB hastalk
ytikiintin ~ azaltlmasmnda  yillarca  kaydedilen
ilerlemeyi tersine ¢evirmistir. Bazi tilkelere ait
bolgesel basar1 oykiileri olmasma ragmen, kiiresel
olarak TB hedefleri ¢ogunlukla raydan ¢ikmustir
(Diinya Saghk Orgiitii, 2021). Tiirkiye’de Verem
Savag1 2020’da yayimladig1 rapora gore 2018 yilinda
Ttuirkiye’de 11.786 TB olgusu tespit edilmistir. Bunlar
icinde 11.576’s1min yeni olgu oldugu goriilmektedir.
DSO'niin Kiiresel Tiiberkiiloz 2019 Raporunda DSO
Avrupa Bolgesinde yer alan Tiirkiye'nin 2018 yili
tahmini insidans hizi yiiz binde 16 ve tahmini
mortalite hiz1 yiiz ise binde 0,51 olarak bildirilmistir
(Tablo 1) (Tuberkiiloz Dairesi Baskanligi, 2020).

Tablo 1. Diinya Saghk Orgiitii bolgelerine gore
tahmini ttiberkiiloz hastalik ytiki, 2018*

Bolge Insidans Mortalite
(Yiiz (Yiiz binde)
binde)

Afrika Bolgesi 231 57

Giiney Dogu Asya 220 33

Bolgesi

Dogu Akdeniz Bolgesi 115 11

Bat1 Pasifik Bolgesi 96 5

Avrupa Bolgesi 28 3

Tiirkiye™ 16 05

Amerika Bolgesi 29 2.3

Diinya 132 20
Mycobacterium  tuberculosis  solunum yolu ile
tasinmaktadir. Bulasia damlaak cekirdekleri

pulmoner veya laringeal TB hastalig1 olan kisiler
okstirdiigiinde, hapsirdiginda, bagirdiginda veya
sarki soylediginde yayillmaktadir. M. tuberculosis
iceren damlacitk cekirdekleri solundugunda st



solunum yollarindan ve bronslardan gegerek
akcigerler alveollerine ulastiginda bulasma durumu
meydana gelmektedir (Dye ve ark., 1999).

Mycobacterium  tuberculosis ile enfekte olanlarin
biiyiitk bolimii hasta ve bulastirict olmamasina
karsin, bir boliimii de yasaminin geri kalaninda (%5-
15 ihtimalle) latent durumda olan TB hastaliginin
aktive olmasi ile aktif bulastiric1 bir duruma geg¢me
riski tasimaktadirlar. Genelde bu aktivasyon
enfeksiyonun ardindan ilk bes yil iginde ortaya
cikmakta ve aktivasyon riski ise immiinolojik
durumlar basta olmak iizere bircok faktor ile
iliskilendirilebilmektedir (Tevfik, 2018).

Mycobacterium tuberculosis ile enfekte olmus kisiler
tedavi edilmezse, enfeksiyonu takip eden iki yil
icinde bu kisilerin yaklasik %5'i TB hastaligina
yakalanabilmekte ve %5'inde de hayatlarnin
ilerleyen donemlerinde hastalik gelisebilmektedir.
Dolayistyla, M. tuberculosis ile enfekte olan normal
bagisiklik  sistemine sahip kisilerin = tedavi
olmamalar1 durumunda yaklasik %10'u hayatlarmn
bir noktasinda verem hastaligia
yakalanabilmektedir (Diinya Saglik Orgiitii, 2000).

TB’de mortaliteyi belirleyen en énemli unsurlardan
biri de ilaglara karsi gelisen dogal direncgtir. M.
tuberculosis bakterisinin hiicre duvarmin ¢ok
katmanli olusu ve bir¢ok ilaca etkili disa atim

pompalar;, dogal diren¢ mekanizmalarmin en
belirgin nedenleri olarak kabul edilmektedir
(Turkiye Ulusal Verem Savast Dernekleri

Federasyonu, 2001). 1990' dan gilintimiize kadar
onemli bir problem olan ilag direnci; tedavi
uyumsuzlugu, diizensiz bir sekilde yapilan tedavi
uygulamalari, yetersiz tedavi rejimleri, tedavinin
takip edilmemesi, ila¢ duyarlilik testlerinin yeterince
yapilmamasi, ila¢ temininin yeterli olmamasi,
iyilesmeyen bir rejime ila¢ eklenmesi, hastanin
disitk dozda ilag kullamimi veya gastrointestinal
emilim problemleri, son kullanma tarihi ge¢mis
veya uygun kosullarda depolanmamus ilag
kullanim1  gibi hatalardan dolayr gelismektedir
(Baylan, 2011).

TB tedavisi icin kullanulan ilaglar iki grupta
smiflandirilmaktadir. Streptomisin (SM), izoniazid
(INH), rifampisin (RIF), etambutol (EMB) ve
pirazinamid (PZA)in olusturdugu grup birinci
secenek ilaglar olarak adlandirilmaktadir. Rifabutin,
rifapentin,  amikasin,  kanamisin, sikloserin,
kapreomisin, etiyonamid, paraaminosalisilik asit,
levofloksasin ve moksifloksasin gibi toksik etkisi
daha ¢ok olan ilaclarin meydana getirdigi grup ise
ikinci segenek ilacglar olarak adlandirilmaktadir
(Ttiberkiiloz Dairesi Bagkanligi, 2019). Rifampisin,
TB tedavisinde kullanilan énemli bir antitiiberkiiloz
ila¢ olmakla beraber, bu ilaca direng gelistiginde ise
tedavide gticliik yasanmaktadir. Coklu ilaca direngli
tilberkiiloz (CID-TB); TB basilinin izoniazid ve
rifampisine  birlikte diren¢ gostermesi olarak
tanimlanmaktadir. On-yaygin ilag direnci (On-YID);
CID ile birlikte, bir kinolon ilaca ya da parenteral yol
ile kullamilan bir ilaca (kanamisin, kapreomisin,
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amikasin)  karsi = mikroorganizmanin  direng
gelistirmesi olarak bilinmektedir (Baylan, 2011).

Bu calismada, TB ¢n tanisiyla laboratuvarimiza
gonderilen numunelerin dogrudan mikroskopi
(aside direngli basiller) ve kiiltir (Lowenstein-
Jensen) sonuclarinin karsilastirilmasi aym zamanda
MTBC izolatlatlarinin birinci segenek antitiiberkiiloz
ilaglara duyarliliklariin arastirilmas1 ve direng
oranlarinin belirlenmesi amaglanmustir.

MATERYAL ve METOT

Calismamizda Van ve cevre illerden 01.01.2013 ile
31.12.2018 tarihleri arasinda laboratuvarmuza TB
stiphesi ile gonderilen 9244 klinik numuneye ait
sonuclar retrospektif olarak degerlendirilmistir.
Alman klinik numunelerin direkt yayma ve kiiltir
testleri yapilmis, tireyen M. tuberculosis kompleks
izolatlarin ise birinci secenek antitiiberkiiloz ilag
duyarhliklarma bakilmistir. Laboratuvara gelen
klinik numuneler %4'litk sodyum hidroksit (NaOH)
¢ozeltisi ile homojenize ve dekontamine edildikten
sonra, tretici firmanin tavsiyeleri dikkate alinarak
BACTEC MGIT 960 (Becton Dickinson, ABD)
otomotize siv1 kiiltlir numune tiiplerine ve aym
zamanda Lowenstein-Jensen besiyerine (Becton
Dickinson, ABD) ekilmistir. Ayrica Ehrlich-Ziehl-
Neelsen (EZN) ile boyamak icin de birkag preparat
hazir hale getirilmistir. Steril numuneler uygun pH
oranlar1 ayarlandiktan sonra dekontaminasyon
islemi yapilmadan ekimleri gerceklestirilmistir. Ttiim
numunelerde kilttir ekimlerinden sonra EZN
boyama ve floresan boya (Auramin O) i¢in direkt
yayma islemi uygulanmustir. Ekim isleminden 6nce
MGIT ttiplerinde kontaminasyonu engellemek igin
her tiipe 0,8 mL PANTA (Polimiksin B, Amfoterisin
B, Nalidiksik Asit, Trimetoprim, AZzlosilin)
soltisyonu konulmustur. Islenmis her klinik
numuneden 0,5 ml aym tiiplere konulmus ve
numuneler otomatik cihazlarla pozitif bir uyaran
alinana kadar ya da 8 hafta siireyle inkiibasyonu
beklenmistir. Ureme sinyali alinan tiiplerden alinan
numuneler aside diren¢li boya ile boyanmus,
pozitiflik ve kontaminasyon durumlari ortaya
konulmustur. Yapilan mikroskobide aside direngli
boyama ile pozitif oldugu anlasilan numunelerden
100’er pl BD MGIT TBC Tammlama Testi (Becton
Dickinson, ABD) kitlerine MPT64 antijenini
saptamak amaci ile damlatilarak ¢alisma prensibine
gore 15 dakika beklendikten sonra pozitif
sonuglanan numuneler MTBC, negatif sonuclanan
numuneler ise TB dist mikobakteri (TDM) seklinde
degerlendirilmistir. Birinci secenek antitiiberkiiloz
ilaglarin  (streptomisin, izoniazid, pirazinamid,
rifampisin ve etambutol) duyarliik testi icin de
nonradyometrik bir yontem olan BACTEC MGIT
960 SIRE kit (Becton Dickinson, ABD) sistemi
kullalmustir. Izolatlardan rifampisin ve izoniazid
direngli olanlar, CID olarak degerlendirilmistir. Bu
arastrma, Helsinki Deklarasyonu Prensipleri'ne
uygun olarak yirtutilmustir. Calismamizin etik
onay1 20.02.2020 tarihinde 2020/04 Karar Numarasi
ile Van Bolge Egitim ve Arastirma Hastanesi Klinik



Aragtirmalar ~ Etik  Kurulu  (2014-KAEK-100)
tarafindan verilmistir.
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Tablo 2. Sonugclarin 6rnek tipine gore dagilimi

[limizden ve cevre illerden laboratuvarimiza gelen
9244 Klinik numunenin 8948’1 (96,8) balgam
numunesi olarak birinci sirada yer almaktadir. Bunu
128 (%1,4) ornekle idrar ornegi takip etmekte, 168’1
(%1,8) ise diger numunelerden (aspirasyon sivisi,
steril viicut siwvilari, aglik mide sivisi, biyopsi
materyali v.b.) olusmaktadir. (Tablo 2).

Calismaya alman 9244 ornekten kultiirtt ve ARB’si
pozitif olan 507 (%5,5) tanesi MTBC olarak
tanimlanmustir. Elde edilen 120 MTBC izolatinda ise
antitiiberkiiloz ila¢ direnci bakilmistir. Yillara gore
MTBC pozitifligi 2013-2018 yillar1 arasinda sirasiyla;
%3; %58, %7,3; %59, %46 ve %68 olarak
saptanmustir. MTBC izolatlar1 6rnek tipi dagilimima
gore; 8948 balgam 6rneginin 485’1 (%95,7), 128 idrar
orneginin 4t (%1,2), 79 aclik mide suyu (AMS)
orneginin 3t (%0,6), 25 plevral siv1 drneginin 3'ii
(%0,6), 23 bronko alveoler lavaj (BAL) 6rneginin 6’s1
(%1,2), 20 brons lavaj drneginin 3'ti (%0,6), 5 apse
Orneginin 3u (%0,6) pozitif olarak
degerlendirilmistir (Tablo 2).

Ornek Tipi Ornek Pozitif Ornek Sayist
Sayis1 n (%)
n (%)
Balgam 8948 (96,8) 485 (95,7)
Bronko Alveoler 23 (0.2) 6(1,2)
Lavaj
idrar 128 (1.4) 4 (0,8)
Aclik Mide Suyu 79 (0,8) 3(0,6)
Plevral Sivi 25 (0.3) 3 (0,6)
Brons Lavajt 20 (0.2) 3(0,6)
Apse 5 (0,05) 3(0,6)
Beyin Omurilik 8(0,1) 0
Sivisi
Periton Sivisi 4(0,04) 0
Doku Biyopsisi 2(0,02) 0
Perikard Sivist 2 (0,02) 0
TOPLAM 9244 507

Calisma kapsamina alinan hastalarin yas ve cinsiyet
dagilimlarina bakildiginda hastalarin 331 (%3,58)i
15 yas altinda oldugu goriilmektedir. 15 yas alt1
hastalarin 186 (%56)’s1 erkek, 145 (%44)i ise kadin
hastalardan olusmustur. 15 yas tizeri hastalarin 5335
(%59,9)1 erkek, 3578 (%40,1)'i ise kadin oldugu
tespit edilmistir. Kadin hastalarda yas ortalamasi
39,2 iken erkek hastalarda yas ortalamas: ise 38,1
olarak saptamistir. Toplam pozitif erkek hasta sayis:
325/5521 (%5,9) iken, toplam pozitif kadin hasta
sayist ise 182/3723 (%4,89) olarak bulunmustur
(Tablo 3).

Tablo 3. Sonuglarin yas ve cinsizetlere gore das limi (n)

CINSIYET 2013 2014 2015 2016 2017 2018 TOPLAM
Erkek (pozitif) 36 58 72 57 50 46 319
Erkek (negatif) 890 785 860 799 965 717 5016
15 Yas Alt1 (pozitif) 0 0 0 3 3 0 6
15 Yas Alt1 (negatif) 20 25 29 33 37 36 180
TOPLAM 946 868 961 892 1055 799 5521
Kadin (pozitif) 13 25 46 25 27 46 182
Kadin (negatif) 678 525 579 482 633 499 3396
15 Yas Alt1 (pozitif) 0 0 0 0 0 0 0
15 Yas Alt1 (negatif) 13 25 30 34 25 18 145
TOPLAM 704 575 655 541 685 563 3723
GENEL TOPLAM 1650 1443 1616 1433 1740 1362 9244

Calisma kapsamina alinan 6rneklerin aside direngli
basil (ARB) ve kiiltiir dagilimlarina bakildiginda,
istenen tiim ornekler (9244) arasinda ARB pozitifligi
434 (%4,7), kultir pozitifligi 278 (%3) olarak
saptanmistir. Ayrica drneklerin 205’inde (%2,2) hem
ARB ve hem de kiiltiir pozitifligi, 229'inde (%2,5)
ARB pozitif ve kiiltiir negatif, 73’tinde (%0,8) ise
ARB negatif ve kiiltiir pozitifligi tespit edilmistir.
Orneklerin 35i (%0,38) ise kontaminasyon olarak
degerlendirilmistir. ARB ve kiiltiir pozitifligi en sik
balgam orneklerinde saptanmustir (Tablo 4).

Tablo 4. Tiim 6rneklerin aside direncli basiller ve

kiiltiir dag 1limlari n s % !

Kiiltiir " .
Pozitif Kiiltiir Negatif Toplam
0, 0,
n (%) n (%) n (%)
ARB 8810
Negatif 73 (0,8) 8737 (94,5) 95,3)
ARB
Pogitif 205 (2,2) 229 (2,5) 434 (4,7)
9244

Toplam 278 (3) 8966 (97)

(100
L _________________________________________________]

ARB: Aside Direncli Basiller



Calismaya dahil edilen 278 kiiltiir pozitif MTBC
orneginden  yeteri kadar koloni  iiremesi
gerceklesmis ve 6 aydan daha kisa stirede
antibiyogram  bakilmamis 120 izolatta anti-
tiberkiilloz ilag duyarliligi  calisilmustir.  Bu
orneklerin 90 (%75)'1 anti-tiiberkiiloz ilaglara duyarh
iken, 23 (%19,2)u direncli, 7 (%5,9)si ise
kontaminasyon olarak bulunmustur. Tek antibiyotik
direncleri sirasiyla INH 8 (%6,7), RIF 2 (%1,7), ETM
1 (%08), SM 4 (%3,3) ve PZA 1 (%0,8) olarak
bulunmustur. Tek ilaca diren¢ oranlarma
bakildiginda en yiiksek diren¢ oramma INH
(%6,7)'de rastlarurken, iki ilaca direncte ise en
yiiksek oran INH+SM (%1,7) saptanmustir.
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Calismamizda {i¢ ilaca direng saptanamazken, dort
ila¢ direncine bakildiginda INH+RIF+SM+PZA 2
(%2,5), bes ilag direncinde ise
INH+RIF+SM+ETM+PZA 1 (0,8) oranlar1 tespit
edilmistir. Ayrica ¢calismamizda izole olarak INH ve
RIF direnci saptanan CID-TB ornegi saptanmamustir.
Tum MTBC orneklerinin 4 (%3,3)tinde ¢oklu ilaca
direng, 2 (%1,7)'sinde ise yalnizca RIF direnci tespit
edilmistir. Coklu ilaca direngli MTBC 6rneklerinde
yaygin  ilag  direncli tiiberkiiloz  (YID-TB)
goriilmemis olup, rifampisin direnci goriilen
suslarda %50 oraninda yaygmn ilag direncli
goriilmiistiir (Tablo 5).

Tablo 5. M. tuberculosis komEIeks izolatlarimin zﬂlara gbre anti-tiiberkiiloz ilag duzarhhklan

2013 2014 2015 2016 2017 2018 Toplam

n % n % n % n % n % n % n %
TUM ILAC DUYARLI 11 (31,7) 7(53,8)  20(8) 13 (72,2)  24(68,6)  15(882) 90 (75)
TEK ILACA DIRENC
INH 0 2 (15,4) 1(4) 0 4 (11,4) 1(5,9) 8 (6,7)
RIF 0 0 0 0 2(5,7) 0 2(1,7)
ETM 0 0 0 0 1(2,9) 0 1(0,8)
SM 0 0 1(4) 1 (5,6) 2(5,7) 0 4 (3,3)
PZA 0 0 0 0 1(29) 0 1(0,8)
IKi iILACA DIRENC
INH+RIF 0 0 0 0 0 0 0
INH+SM 0 0 1(4) 1 (5,6) 0 0 2(1,7
INH+PZA 0 0 0 1 (5,6) 0 0 1(0,8)
UC ILACA DIRENC
INH+RIF+SM 0 0 0 0 0 0 0
DORT iLACA DIRENC
INH+RIF+SM+ETM 0 0 0 0 0 0 0
INH+RIF+SM+PZA 1(83) 2(154) 0 0 0 0 3 (2,5)
BES ILACA DIiRENC
INH+RIF+SM+ETM+PZA 0 0 0 0 0 1(5,9) 1(0,8)
KONTAMINASYON 0 2 (15,4) 2(8) 2 (11,1) 1(29) 0 7 (5,8)
Toplam 12 13 25 18 35 17 égg)

INH: izoniazid, RIF: rifampisin, ETM: etambutol, STM: streptomisin, PZA: pirazinamid

TARTISMA

Mycobacterium  tuberculosis kompleks izolatlarinin
ila¢ duyarliliklarinin izlenmesi, hastalara en uygun
tedavinin uygulanmasimi  saglamak agisindan
onemlidir. Uygun tedaviyi saglamak igin de tiretilen

MTBC bakterilerinin anti-tiiberkiiloz ilag
duyarliliklarinin belirlenmesi gerekmektedir.
Turkiye ve diinyada ciddi bir halk saglig1 problemi
olan TB, cinsiyet agisindan vaka dagilimu
incelendiginde, hastalarin biiyiik bir cogunlugunun
erkek oldugu bildirilmistir. Calismamizda genel
litaretiire benzer olarak, tedavi goren hastalarin
cogunun erkek oldugu tespit edilmistir. Bu oran

Ttirkiye genelinde %65,1 iken ABD’de ise %63-66
olarak bildirilmistir (Fishman, 1998; Oz ve ark.,
2012). Erkek hasta oranmin yiiksek olma
nedenlerinden biri olarak iki cins arasindaki yapisal
farklihklar gosterilirken, erkeklerin kadinlara oranla
daha fazla sosyal yasamin iginde olmalar1 ve
enfeksiyonlara maruziyetlerinin artmas: bir diger
nedendir. Ayni zamanda kadinlarin farkli sosyo-
ekonomik sebepler ile saglik kurumlarina daha zor
sartlarda ulasabilmeleri bu oranlar1
etkileyebilmektir (Martinez ve ark., 2000). Bizim
calismamizda da TB tamsi almis erkek hasta



sayisinin daha fazla oldugu saptanmistir. 15 yas alt1
hastalarin %56’s1 erkek, %44’i ise kadin hastalar
olusturmustur. 15 yas tizeri hastalarin %59,9'u erkek
, %40,1'i ise kadin olarak tespit edilmistir. Diger
calismalarda vakalarin ortalama yast 27,9 olarak
bulunmus ve geng eriskinlerde TB'nin daha yaygimn
oldugu goriildiigu bildirilmistir (Dye ve ark., 1999).
TB'ye karsi miicadelede basari elde etmenin en
onemli onciillerinden biri gen¢ yas grubunda
goriilen TB insidansmun diistiriilmesi olarak ifade
edilmektedir (Bilgic H, 1991). Tirkiye’de bu
baglamda yapilmis calismalara bakildiginda, TB
hastaliginin goriilme sikligimin 20-49 yas arasindaki
gen¢ yas grubunda daha fazla oldugu
goriilmektedir (Kocabas ve ark., 1994). Bu yaslar
arasindaki TB goriilme oranlarma bakildiginda
%76,9 Elazig ilinde, %83,8 Ankara ilinde, %45,1
Goller Bolgesinde ve %47 Antalya yoresinde oldugu
goriilmektedir. {limizde ise biitin TB vakalarinin
yas ortalamasimin 33 oldugu saptanirken, bu oranin
11-40 yas grubundaki biitiin vakalarin 9%67,5"ini
olusturdugu tespit edilmistir (Deveci ve ark., 2000).
Bizim ¢alismamizda ise yas ortalamalar1 kadinlarda
39,2 erkeklerde ise 38,1 olarak tespit edilmistir. Yas
ortalamasinin diisme egiliminde olmasi ve vakalarin
gen¢ niifusda daha c¢ok goriilmeye baslamas:
ilimizde TB hastaligmun hala kontrol altina
alinamadiginin bir gostergesi olarak
goriilebilmektedir. Ayrica TB vakalarimin sosyal
aktivitesi yiiksek, geng-aktif popiilasyonda artis
gostermesi, bu hastaligin toplumu tehdit ettigine
isaret etmektedir. Bu ¢alismada, vakalarin %3,60" 11
15 yas alt1 ocuklar olusturmustur. Ulke ¢apinda ise
bu oran %12 olarak saptanmustir (Ttiberkiiloz
Dairesi Bagkanlig1, 2020).

Tanriverdi Cayct ve ark. tarafindan yapilan bir
calismada 2014-2017 yillar1 arasinda topladiklar:
numunelerden, MTBC izolatlarim1 en ¢ok BAL
stvisindan (%37,1), AMS (%16,6) ve balgamdan
(%14,1) izole ettikleri bildirilmistir. (Tanriverdi
Cayc ve ark., 2020). Benzer tarih araligini kapsayan
calismamizda ise MTBC izolatlar1 en sik balgamdan
(%95,7), bronko alveoler lavajdan (%1,2) ve idrardan
(%0,8) izole edilmistir. Bir bagska caligmada ise Ozen
ve ark. 2012-2019 yillarim igeren dort yillik stirede
ARB pozitiflik oranmn %4 (1.867/47.235), MTBC igin
kilttir pozitiflik oranmm = %5,1 (1.576/31.017),
tuberkiiloz disi mikobakteri i¢in kultiir pozitiflik
oranin ise %1,1 (333/31.017) olarak saptanmuislardir.
MTBC izole edilen klinik orneklerin 837
(%53,1)'sinde ARB pozitifligi tespit edilmistir.
Ayrica izolatlarin 783 (%78)1 test edilen tiim
ilaglara duyarli bulunurken, 221 (%22) izolat ise en
az bir ilaca direngli bulunmustur. Bunlardan 11
(%1)i, cok ilaca direngli-TB (CID-TB) izolati olarak
belirlenmistir (Ozen ve ark, 2020). Bizim
calismamizda ARB porzitifligi ile tespit orani
%4,7’'dir. TB tamusinda altin standart olan kiiltiir
oranimiz ise %3 dir. Hem ARB hem de kiiltiir
pozitifligi ise %2,2 olarak saptanmistir.

Tiiberkiiloz Dairesi Bagkanligimin 2020 raporuna
gore 2018'de antitiiberkiiloz ila¢ duyarlilig: bakilan
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biitiin MTBC izolatlar icerisinde CID-TB oraninin
%3,2 oldugu bildirilmistir. Antitiiberkiiloz ilag
direng oranlar1 ise INH (%12,6), RIF (%4,1), EMB
(%3,1) ve SM (%104) olarak saptanmistir
(Tuberkilloz Dairesi Baskanligi, 2020). Bizim
calismamizda ilag direngleri incelendiginde, INH
%6,7; RIF %1,7, EMB %0,8; SM %3,3 ve PZA %0,8
olarak bulunmustur. Ttirkiye’de yapilmis olan baska
calismalarda en fazla direncin INH ve SM ilaclarina
oldugu belirtilmistir (Aslan ve ark., 2005). Yapilan
diger calismalara benzer sekilde bizim
calismamizda da INH ve SM ilacglarma direncin
diger ilaglara oranla daha yiiksek oldugu tespit
edilmistir. Ozmen E. ve ark., yaptig1 calismada her
dort antibiyotige karst duyarlihgin %88,3 en az bir
antibiyotige diren¢ oranmin ise %11,7 oldugu
bildirilmistir (Ozmen ve ark., 2017). Tuncer ve ark.,
yaptig1 bagka bir calismada ise 2001-2008 vyillar:
arasinda izole edilmis MTBC susglarinin %84,7’i dort
antitiberkiiloz ilaca karst duyarlh bulurken,
%15,3’sinde en az bir antitiiberkiiloz ilaca, %0,5"inde
dort ilaca da direng saptamuslardir (Tuncer ve ark..
2012). Aym g¢alismada tek ilaca diren¢ oram 2001-
2008 yillar1 arasinda sirastyla %21,4, %16,3, %13,7;
%17,4; %155, %25,6; %6,7 ve %74 olarak
saptanmistir. Gaziantep ilinde yapilan baska bir
calismada MTBC pozitif suslarin %73,3't dort ilaca
kars1 duyarl, %26,7'si bir veya daha fazla ilaca kars:
direngli bulunmustur. Direncli suslarin %19'unda
bir ilaca, %6,9'unda iki ilaca ve %0,8'inde ise dort
ilaca kars1 direng tespit edildigi bildirilmistir (Eksi
ve ark., 2009). Calismamizda 2013 ve 2018 yillar
arasinda izole edilmis 120 pozitif MTBC susunun
90'nmin (%75) her dort antibiyotige karsi direng
gostermedigi gortlmiistiir. En az bir ilaca direng
oramt  %19,2, iki ilaca diren¢ c¢alismamizda
goriilmezken, {ii¢ ilaca direng %2,5, dort ilaca da
diren¢ orami %2,5, bes ilaca direng orami ise %0,8
olarak bulunmustur. Tek ilaca diren¢ oranlarina
bakildiginda 2013 yilinda direng goriilmezken
2014'te %15,4, 2015°de %8, 2016'da %5,6, 2017'de
%28,6, 2018 de %5,9 oldugu tespit edilmistir.

Coklu ilaca diren¢ gosteren TB suslarinin ortaya
¢ikmasi, TB tedavisinde en 6nemli sorunlardan bir
tanesidir. Diinya Saghk Orgiitii 2008'de Diinya
genelinde 440.000 yeni CID-TB vakasina rastlandigt
ve 150.000 hastamin CID-TB nedeniyle hayatmn
kaybettigini, 2009da da yeni TB vakalarinin
%3,3'niin CiD-TB ile enfekte oldugu belirtilmistir
(World Health Organization, 2010). Giineydogu
Anadolu bolgesinde yapilan bir calismada CID
orant %9,7 olarak bulunmustur (Zer ve ark., 2007).
Diindar ve ark., Kocaeli’de yaptiklar1 bir calismada
CID oramini %5, 2008'de ise %4 oraninda tespit
edilmistir (Diindar ve Sénmez Taner, 2009). Verem
Savas Daire Baskanligi’'nin 2010 yilinda CID oranimnu
%5,3 olarak raporlamistir (Verem Savast Dairesi
Baskanligi, 2010). i¢ Anadolu Bolgesinde yapilmis
olan bir calismada CID %10,4 oraninda belirtilmistir
(Ugar ve ark., 2010). Terzi ve ark. tarafindan 2019
yilinda yapilan bir galismada ise CID oram %4,2
olarak ifade edilmistir (Terzi ve ark., 2019).
Calismamizda ise izole olarak INH ve RIF direncine



bagh CID—TB’ye rastlanmamus, ¢oklu ilaca direncli 4
(%3,3) ornegin hicbirinde YID gériilmemis olup,
rifampisin direnci goriilen suglarda %50 oramnda
YID goriilmiistiir.  2013-2018 yillar1  arasindaki
oransal diistigler anlaml bulunmamustir.
Calismalarda farkli CID oranlar goriilmesinin
sebebi olarak sosyo-ekonomik durum ve bolgeler
arasidaki farkliliklardan kaynaklandig1
diistintilebilir.

Yapilan calismalara bakildiginda Tiirkiye’de TB
direng oranmin yiiksek seviyede oldugu goriilebilir.
Oncelikle TB hastalar1 takip- tedavisinde biiyiik
rolleri olan verem savas dispanserlerinin,
hastanelerle ortak hareket etmesi gerekmektedir.
Hastaneye veya baska saghk merkezine gonderilen
tum stipheli 6rneklerin ARB ve kiiltiir yonteminin
birlikte yapilmas: ve kiiltiir pozitif sonuglu
materyallerde her hasta i¢in en az bir kez direng testi
istemi yapilmalidir.

flimize ve cevre illere ait numunelerdeki pozitiflik
oranlar1 ilkemizin diger pek cok yoresine gore
disiik bulunmustur. Bu disiik pozitifligin, tan
aninda calisilan numune oraninin diisiik olmasina,
antibiyotik tedavisi baslandiktan sonra basil ytikii
azalan hasta numunelerinin degerlendirilmesine,
yayma/ kiilttir pozitif akciger TB hastalarmn tedavi
takip stirecinde alman miikerrer numunelerinin
negatif olmasimna ve son olarak da hastalarin il dis1
tanili olmasma baglh olabilecegini diistinmekteyiz.
Son olarak yoremizde daha kapsamh TB
calismalarimin yapilmast gerektigi, ozellikle halkin
ve saglik calisanlarinin TB konusunda
bilinglendirilerek,  buralarda daha sik TB
taramalarmin gerceklestirilmesinin bu hastaligin
insidansinin  diismesine katkida bulunabilecegi
kanaatindeyiz.

Calismamiza dair bazi kisithiliklar mevcuttur.
Oncelikle laboratuvarimiz ilimize ve cevre illere
hizmet veren bir bolge laboratuvar:1 konumundadir.
Cesitli merkezlerden gelen tim bu o6rneklere ait
verilere ulasilamadigl igin c¢alismamizda ikinci
secenek direng oranlar1 verilememistir. Ayrica elde
edilen MTBC izolatlarinda; yeteri kadar koloni
trememesi, miikerrer numunelerin varligl ve gok
stk antibiyogram istemi gibi durumlardan kaynakl
olmak tizere bazi izolatlarda antitiiberkiiloz ilag
direnci bakilamamustir. Ancak calismamiz mevcut
kisithiliklara  ragmen, bolgenin genel direng
oranlarim ortaya koymasi ve bu alanda yapilacak
olan daha genis capli galismalara da yol gosterici
olmasi agisindan 6nem arz etmektedir.

Etik Onay

Bu calismanin etik onayr 20.02.2020 tarihinde
2020/04 Karar Numaras: ile Van Bolge Egitim ve
Aragtirma Hastanesi Klinik Arastirmalar Etik
Kurulu (2014-KAEK-100) tarafindan verilmistir.

Cikar Catismasi

Yazarlar cikar catismasi olmadigim beyan eder.
Ayrica bu ¢alismanin gergeklestirilmesinde herhangi
bir kurumdan finansal destek alinmamustirt.
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Lokal ve Lokal ileri Evre Renal Hiicreli Karsinomalarda Cerrahi
Yaklasim ve Uzun Dénem Takip Sonuclari: Tek Merkez Deneyimi

Surgical Approach and Long-Term Follow-Up Results in Locally and Locally Advanced Renal Cell
Carcinomas: A Single Center Experience

Rahmi Aslan?

1Yiiziincti Y1l Universitesi Dursun Odabag Tip Merkezi Uroloj A.D., Van, Tiirkiye

Atif: Aslan R. (2023). Lokal ve lokal ileri evre renal hiicreli karsinomalarda cerrahi yaklasim ve uzun dénem takip sonuclart: Tek
merkez deneyimi. Van Saglik Bilimleri Dergisi, 16(1), 84-89.

OZET

Amag: Lokal ve lokal ileri evre renal hiicreli kanserde altin standart tedavi cerrahidir. Ancak uzun dénem sonuclari ile ilgili veriler
stnurhidir. Bu calismada lokal ve lokal ileri evre renal hiicreli karsinomda cerrahi yaklasim ve uzun dénem takip sonuglarmin
degerlendirilmesi amaclandi.

Materyal ve Metod: Calismaya Ocak 2011 ve subat 2019 tarihleri arasinda renal kitle nedeniyle cerrahi tedavi uygulanip patoloji
sonucu renal hiicreli karsinom olarak raporlanan 119 hasta dahil edildi. Elde edilen veriler dogrultusunda veriler geriye doéniik
olarak incelendi. Ameliyat 6ncesi tiim hastalar Calismaya dahil edilen 119 hastanin 76’sma (%63,9) radikal nefrektomi, 43’tine
(%36,1) parsiyel nefrektomi yapildi.82 hastanin patoloji sonucu berrak hiicreli karsinom iken 21 hastarun papiller hiicreli tip, 11
hastanin ise kromofob hiicreli karsinom oldugu goriildii. Agik radikal nefrektomi uygulanan hastalarin laparaskopik radikal
nefrektomiye gore anlamli oranda hastanede yatis stiresi uzundu. Sicak iskemi siiresi laparaskopik parsiyel nefrektomi uygulanan
hastalarda anlamli oranda yiiksek oldugu goriildii (p<0,025).

Sonug: Lokal ve lokal ileri evre Renal hiicreli karsinom tedavisinde cerrahi hala en etkin ve giivenilir yontemdir. Laparaskopik
radikal nefrektomi 6zellikle hastanede daha kisa yatis siiresi ile agik radikal nefrektomiye tistiin oldugu goriildii. Laparaskopik
parsiyel nefrektomi de sicak iskemi stiresinin uzun olmast acik parsiyel nefrektomiye gore dezavantaj olarak kabullenilebilir.

Anahtar kelimeler: Bobrek tiimorii, Nefrektomi, Sonuclar

ABSTRACT

Objective: Surgery is the gold standard treatment for locally and locally advanced renal cell cancer. However, data on long-term
outcomes are limited. In this study, it was aimed to evaluate the surgical approach and long-term follow-up results in local and
locally advanced renal cell carcinoma.

Material and Method: 119 patients were included in this study who underwent surgical treatment for renal mass between January
2011 and February 2019 and were reported as renal cell carcinoma. Patients were analyzed retrospectively according to the data
obtained. All patients were evaluated with contrast-enhanced computed tomography and/or magnetic resonance imaging
preoperatively. Age, gender, tumor localization, tumor size, pathology result, blood transfusion, operation time, hospital stay,
perioperative and postoperative complications of all patients were recorded.

Results: Of the 119 patients, who were included in the study, 76 underwent radical nephrectomy and 43 underwent partial
nephrectomy. Radical nephrectomy was performed in 76 (63.9%) and partial nephrectomy in 43 (36.1%) of 119 patients included in
the study. The pathology results of 82 patients were clear cell carcinoma, 21 patients were papillary cell carcinoma and 11 patients
were chromophobe cell carcinomas. Patients who underwent open radical nephrectomy had a significantly longer hospital stay
compared to laparoscopic radical nephrectomy. Warm ischemia time was found to be significantly higher in patients who
underwent laparoscopic partial nephrectomy (p<0.025).

Conclusion: Surgery is the most effective and reliable method in the treatment of locally and locally advanced renal cell carcinoma.
Laparoscopic radical nephrectomy was found to be superior to open radical nephrectomy, especially with a shorter hospital stay.
Long warm ischemia time in laparoscopic partial nephrectomy can be considered as a disadvantage compared to open partial
nephrectomy.

Keywords: Kidney tumor, Nephrectomy, Results
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GIRIS

Renal hiicreli kanser (RHK), tirolojik kanserler
arasimnda {tgiinci siradadir (Cohen ve ark., 2005).
RHK tiim kanser tiirleri icerisinde, erkeklerde %4,
kadmlarda %3 oraninda gortilmektedir.
Erkek/kadin goriilme orami 1.6'dir (Jemal ve ark.,
2007). Yetiskinlerde RHK, malign neoplazmalarin
%3,5'ini  olusturur ve Olimctil olup {iirolojik
kanserler arasinda 6liim oram % 40'tir (Woodruff ve
ark., 2003). Heterojen bir tiimor ozelliginde olan
renal hiicreli kanserlerin % 75-85'ini berrak hiicreli
kanser, % 15'ini papiller ve %5'ini kromofob hticreli
kanserler olusturmaktadir (Cohen ve ark., 2005;
Kovacs ve ark. 2014). Ultrasonografi, Bilgisayarl
Tomografi  (BT) ve  Magnetik  Rezonans
Gortintileme (MRG) gibi radyolojik tetkiklerin
glniimiizde yaygmn olarak kullamlmasi sayesinde
bobrek timorleri erken evrede saptanabilmektedir
(Kural ve ark., 2003). Bobrek kanseri vakalarmin
yaklasik %70'ine lokalize veya lokal olarak ileri bir
asamada teshis konur ve bu nedenle potansiyel
olarak tedavi edilebilir (Larroquette ve ark., 2021)

Acik radikal nefrektomi ilk kez 1963'de Robson ve
ark. tarafindan tanimlanmis ve 1969 yilindan sonra
lokalize renal hiicreli kanser tedavisinde altin
standart yontem olarak kabul edilmistir (Robson ve
ark., 1963; Robson ve ark., 1969).

Clayman ve ark. 1991'de ilk laparoskopik radikal
nefrektomi operasyonunu uyguladilar (Clayman ve
ark., 1991). Laparoskopik radikal nefrektomi, acik
cerrahinin basar1 oranlarim1 korurken, ameliyat
sonrast hastamin daha az agr1 hissetmesi, erken
mobilizasyon, hastanede kalis siiresinin daha kisa
olmasi, normal aktiviteye erken doniis ve daha
kabul edilebilir kozmetik sonugclarla giin gectikge
RHK tedavisinde standart tedavi olma yolunda
ilerlemektedir (Clayman ve ark., 2017).

Giintimiizde biiytik olmayan (<7 cm) renal
kitlelerde ilk tedavi segenegi nefron koruyucu
cerrahi olarak adlandirilan parsiyel nefrektomi (PN)
yaygin olarak kullamilmaktadir (Beasley ve ark.,
2004). PN, ozellikle T1 RHK’lar, soliter bobrek,
bilateral bobrek tiimori, Von Hippel Lindau
sendromu, herediter papiller renal hiicreli kanser ve
Birth-Hogg-Dube sendromu gibi durumlarda veya
diger bobreginin saghiginin tehdit altinda oldugu
hastalarda uygulanmalidir (MacLennan ve ark.,
2012).

Laparoskopik enstriimanlarin gelismesi ve cerrahi
tecriibenin artmas ile beraber bobrek tiimorii icin
ilk laparoskopik parsiyel nefrektomi (LPN) 1993
yilinda yapilmistir (Winfield ve ark, 1993).
Laparoskopik parsiyel nefrektomi teknigi, uzun
sireli Ogrenme egrisine ragmen acik parsiyel
nefrektomi teknigine benzer niikstiz sagkalim
oranlarma sahiptir. Yine peroperatif ve postoperatif
komplikasyonlar ve postoperatif GFR degisiklikleri
her iki teknik i¢in benzer bulunmusken LPN teknigi
hastanin postoperatif erken iyilesmesi agisindan
daha faydali olarak rapor edilmistir. (Beasley ve
ark., 2004; Park ve ark., 2010).
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Bu calismada, Klinigimizde lokal ve lokal ileri evre
RHK nedeniyle cerrahi tedavi uygulanan hastalarin
klinik ve histopatolojik verileri ve uzun dénem takip
sonugclar: degerlendirildi.

MATERYAL ve METOT

Ocak 2011 ve subat 2019 tarihleri arasinda renal kitle
nedeniyle cerrahi tedavi uygulanan ve patoloji
raporu sonuglarinda renal hiicreli karsinom (pT1,
pT2 VE pT3) tamst konulan 119 hasta c¢alismaya
alindi. Hastalarin medikal dosyalar1 geriye doniik
olarak incelendi. T4 veya metastaz pozitif olan
hastalar (n=16), dosyalarinda yetersiz veri olan
hastalar (n=22), histopatolojik sonuglarinda benign
patoloji (n=28) (onkositom anjiyomiyolipom, renal
adenom, basit bobrek kisti vs) veya transizyonel
hiicreli karsinom (n=12) tesbit edilen hastalar
calisma dist  brrakildi.  Timortin @ boyutu,
lokalizasyonu, pelvikaliksiyel sistem ve damarsal
yapilar ile iliskisinin degerlendirilmesi igin
hastalarin  tiimtine ameliyat o©ncesi kontrasth
bilgisayarli tomografi ve/veya magnetik rezonans
gortintiileme yapildi. Operasyon o6ncesi tim
hastalardan aydinlatilmis onam formlar: alindi. Ttim
Hastalarin yas, cinsiyet, timor lokalizasyonu, timér
boyutu, patoloji sonucu, kan transfiizyonu, ameliyat
stresi, hastanede yatis stireleri, peroperatif ve
postoperatif komplikasyonlar1 kaydedildi.

Ttm hastalar postoperatif takiplerde 3-6 ve 12 ay
araliklar ile kontrastlh batin BT, Akciger grafi ve
gerekirse toraks BT, beyin BT veya kemik sintigrafi
ile degerlendirildi.

Cerrahi teknikler

Acqik radikal nefrektomi: acik radikal nefrektomi,
tumoriin  boyutu ve yerine gore interkostal
/subkostal flank veya torakoabdominal insizyon ile
retroperitoneal veya transperitoneal olarak yapild.
Bobrek cevre dokudan serbestlestirildi. Arter ve ven
ortaya konularak emilmeyen siitiirler ile tek tek
baglanarak kesildi. Ttimoral kitle, bobrek ve gerota
fasiyasi, iist pol tiimorlerinde ayni taraf siirrenal bez
de beraberinde alindi. Ayrica renal ven veya vena
kava trombiisii olan hastalara kalp damar cerrahi
esliginde trombektomi de yapildi.

Laparaskopik radikal nefrektomi: Biitiin vakalarda
transperitoneal yaklagim ile giris yapildi. Veress
ignesi  batna  ulasilarak  pndmoperitoneum
gerceklestirildi. Solda genellikle iki tane 10 mmlik,
bir tane 5 mmlik olmak tizere 3 port kullanilirken,
sagda karaciger ekartasyonu icin 5 mm’lik 4. port
baz1 vakalarda kullarildi. Sol radikal nefrektomide
once Toldt hatti ve etraf ligamanlar kesilerek
retroperitona ulasildi. Inen kolon medialize edildi.
Ureter bulunarak kiint ve keskin diseksiyonlar ile
bobrek hilusuna ulasildi. Bobrek arter ve veni
bulundu ve etraf dokulardan temizlendi. Once arter
kliplendi ve kesildi sonra bobrek veni/venleri
kliplendi ve kesildi. Sag taraf igin ise portlar
yerlestirildikten sonra Toldt hatt1 etraf ligaman
kesildikten sonra kolon medialize edildi. Bobrek alt
seviyesinde treter bulundu ve ardindan bobrek
hilusu goriildii. Bobrek arter ve venleri tamamen



serbestlestirildi daha sonra o©nce arter sonra
ven/venler kliplendi ve kesildi. Ust pol kitlelerinde
strrenalektomi de yapildi. Eksize edilen dokular
organ torbasi yardimu ile disartya alindi.

Acik parsiyel nefrektomi: Biitiin vakalar flank
insizyon ile retroperitoneal olarak yapildi. Gereken
durumlarda 11. veya 12. kot rezeksiyonu uygulandi.
Bobrek cevre dokudan serbestlestirildi. Renal arter
ve ven ortaya konularak kontrol altma alindi
Tumoral kitle yaklagitk 0.5 cm normal doku ile
beraber makasla kesilerek kitle eksize edildi.
Surgicell ve parankim siitiirasyonu ile hemostaz
saglandi. Pelvikaliksiyel sistemin agilan hastalara
cift j tireteral stent yerlestirildi. Pelvikaliksiyel sistem
ve parankimin ayr1 ayr siitiirasyonu ile operasyon
tamamlandi. Parankim ve pelvikaliksiyel sistem
stittirasyonu emilebilir stittir kullanilarak sekiz
stitiir teknigi ile kapatildi.

Laparoskopik parsiyel nefrektomi: Tim vakalarda
Transperitoneal yaklasim uygulandi. Karina veress
ignesiyle girildi lumbotomi pozisyonunda batin
gazla sisirildi. Daha sonra, iki adet 10 mmlik ve bir
adet 5 mmlik port yerlestirildi, sag tarafta bazi
vakalarda karaciger ekartasyonu icin 5 mmlik ek bir
port daha kullanildi. Ardindan kolon Toldt
hattindan serbestlestirildi. Retroperitoneal alana
girilerek bobreklere ulasildi. Bobrek, keskin ve kiint
diseksiyonlarla cevre dokulardan ayrildi. Renal
hilus tespit edildi ve kitleye ulasildi. 0.5 cm normal
doku ile beraber kitle eksize edildi. Surgicell ve
emilebilir stittirler ile hemostaz saglandi. Daha
sonra, eksize edilen kitle numune torbasina alinarak
viicut disina alindi. Ameliyat bolgesine bir drenaj
katateri yerlestirildi ve islem sonlandirildi.

Istatistik Analiz: Uzerinde durulan &zelliklerden
strekli degiskenler icin tamumlayici istatistikler;
Ortalama, Standart Sapma, Minimum ve
Maksimum degerler olarak ifade edilirken,
Kategorik degiskenler icin say1 ve ytizde olarak
ifade edilmistir. Stirekli degiskenler bakimindan
grup ortalamalarm karsilastirmada Student t testi
yapimustir. Bu  degiskenler arasindaki iligkiyi
belirlemede gruplarda ayri ayrt olmak tizere
Pearson korelasyon Kkatsayilar1 hesaplanmustir.
Gruplar ile Kategorik degiskenler arasindaki iliskiyi
belirlemede ise Ki-kare testi yapilmustir. Ayrica,
Gruplarin sagkalim siirelerine etkisini belirleme ve
sagkalim siiresi bakimindan gruplar arasinda fark
olup olmadigm  belirlemede  Kaplan-Meier
yapimistir. Hesaplamalarda istatistik anlamlilik
diizeyi %5 olarak almmuis ve hesaplamalar i¢in SPSS
istatistik paket programi kullanilmistur.
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Bu calismaya toplam 119 hasta dahil edildi. Bu
hastalardan 76 sma (%63,9) radikal nefrektomi
(ARN:42, LRN:34) , 43 tne (%36,1) parsiyel
nefrektomi (APN:28,LPN:15) yapildi. Hastalarin
klinik ve histopatolojik verileri tablo 1 de
Ozetlenmistir. Hastalarin  biiyiik  ¢ogunluguna
(n=104,%87) rastlantisal tan1 konuldu. Erkek kadin
orani 1,5 olarak hesaplandi. Sag bobrek tutulumun
sola gore daha yiiksek oldugu goriildi. Hastalarin
histopatolojik 6zelliklerine baktigimizda tiimoérlerin
biiytik kisminin evre 1-2 ve berrak hiicreli karsinom
oldugu goriildii. Aym zamanda hastalarin biiyiik
kisminda fuhrman grade 1-2 RHK tespit edildi
(Tablo 1).

Tablo 1. Hastalarin klinik ve histolojik ozellikleri

Yas (yil), £SD 54,91+14,270
Cinsiyet
Erkek, n, (%) 72 (60,5)
Kadin,n, (%) 47 (39,5)
Rastlantisal tan1 konulan Tiimérler, n, (%) 104 (87)
Tiimér lokalizasyonu,n, (%)
Sag bobrek 77 (64,7)
Sol bobrek 42 (35,3)
Tiimér evresi, n, (%)
pTla 30 (25,6)
pT1lb 31(26,0)
p T2a 33(27,7)
pT2b 17(14,3)
pT3a 4(3,5)
pT3b 4 (3,5)
Tiimor derecesi,n, (%)
Fuhrman Derece 1 48(41,0)
Fuhrman Derece 2 47(40,2)
Fuhrman Derece 3 17(14,5)
Fuhrman Derece 4 5( %4,3)
Histolojik alt tip, n, (%)
Berrak hiicreli tip gigg:g;
Papillar hiicreli tip 11(9,2)
Lo 2(1,6)
Kromofob hiicreli tip 1(0,08)
Tubulocystic RCC 2(1,6)

Renal mediiller karsinom
Suuflandiridlamayan BHK

ARN ve LRN uygulanan hastalarn preoperatif,
peroperatif ve postoperatif verileri karsilastirildi
(Tablo 2). Bu iki cerrahi teknik uygulanan hastalarin
ortalama yas, ortalama serum kreatinin degeri,
ortalama tlimor capi, toplam ameliyat stiresi,
tahmini kan kaybi ve kan transfiizyon oranlar
benzer bulundu. ARN uygulan hastalarda
hastanede yatis siiresinin istatistiksel olarak anlamh
oranda ytiksek oldugu goriildi (p<0,045).
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Tablo 2. LRN ve ARN vyapilan hastalarin preoperatif, perioperatif ve postoperatif sonuglarin

karsilastirilmasi

LRN ARN o .

n=34 =42 P degeri
Yas (y1l) 55,13+14,25 56,24+15,58 0,986
Serum keatinin (mg/mL) 1,04+0,816 1,1240,714 0,612
Tiumor ¢ap1 (cm) 7,1242,94 7,53%3,36 0,591
Toplam ameliyat siiresi (dak.) 185 (159-395) 177 (145-375) 0,546
Tahmini kan kaybi (cc) 205 (95-380) 235 (110-420) 0,358
Hastane yatis siiresi (giin) 3,4 (2-6) 4,8 (3-9) 0,045
Kan transfiizyon n, (%) 2 (5,8) 3(7,1) 0,796
eGFR'nin degisimi 18,23 (8,12-29,25) 16,89 (9,15-30,12) 0,325
(mL / dak /1.73 m2)

- — ]|
eGFR: tahmini glomeriiler filtrasyon hizi; LRN, laparoskopik radikal nefrektomi; ARN: acik radikal nefrektomi. Degerler ortalama + SD, say1 (%) veya
ortanca (aralik) olarak verilmistir. Anlaml1 P degerleri koyu ve italik olarak verilmistir.

Benzer sekilde APN ve LPN uygulanan hastalarin
verileri karsilastirilarak tablo 3'te 6zetlendi. Sicak
iskemi stiresi LPN uygulanan hastalarda anlamli
oranda yiiksek oldugu gortildii (p<0,025). Ancak bu
iki teknigin uygulandig: hastalarm ortalama yas,

ortalama serum kreatinin degeri ortalama timor
capy, toplam ameliyat siiresi, tahmini kan kayb: ve
kan transftizyon oranlar1 arasinda anlamli farklilik
tesbit edilmedi.

Tablo 3. Parsiyel nefrektomi yapilan hastalarin preoperatif, perioperatif ve postoperatif sonuglarin

karsilastirilmast

LPN APN P degeri

n=15 n=28
Yas (y1l) 54,5+14,23 55,3+12,36 0,645
Serum keatinin (mg/mL) 0,89+0,25 0,96+0,69 0,565
Timor ¢ap1 (cm) 2,96+1,62 3,15+1,68 0,125
Toplam ameliyat siire (dak.) 182 (130-265) 178 (126-258) 0,785
Sicak iskemi siiresi (dak.) 25,01 £11,89 19,11 £11,03 0,025
Tahmini kan kaybz (cc) 260 (110-460) 230 (90-440) 0,562
Hastane kalis siiresi (giin) 3,6 (2-7) 3,8 (3-8) 0,612
Pozitif cerrahi sinir n,(%) 1 (6,66) 1(3,57) 0,214
Kan transfiizyon 2 (13,3) 3 (10,7) 0,112
eGFR'nin degisimi 12.08 (3.96-23.11) 11.99 (3.26-23.86) 0,711

(mL / dak./1.73 m2)

eGFR:tahmini glomeriiler filtrasyon hizi; LPN: laparoskopik parsiyel nefrektomi; ARN: acik parsiyel nefrektomi.

ARN ve LRN uygulanan hastalarin ortalama takip
stireleri sirast ile 61.21 + 10.81 ve 58,11 + 9.13 ay
olarak hesaplandi. Takip siiresi boyunca her iki
teknik arasinda metastazsiz sagkalim, niikssiiz
sagkalim ve genel sagkalim oranlar1 benzer bulundu
(Tablo 4).

Tablo 4. Radikal nefrektomi sonrasi takiplerde
onkolojik sonuglar

ARN LRN P
n=42 n=34 degeri
Takip siiresi (ay) 61.21 +10.81 58,11+9.13 0,211
Kanser spesifik
sagkalim (%) 37 (88,09) 31 (91,17) 0,211
Genel - sagkalun 34 (80,9) 28 (82,35) 0,312

n,(%)

ARN: Acik radikal nefrektomi LRN: laparskopik radikal nefrektomi
Degerler ortalama + SD ve say1 (%) olarak verilmistir.

APN ve LPN uygulanan hastalarin ortalama takip
sureleri ve sagkalm verileri Tablo 5'de
Ozetlenmistir. Bu iki teknigin uygulandig1 hastalar
arasinda da metastazsiz sagkalim, niiksstiz sagkalim
ve genel sagkallm oranlar1 agisindan anlamh
farklilik tesbit edilmedi.

Postoperatif en sik goriilen komplikasyon kan
transfiizyon gerektiren kanama oldugu gorilda.

Toplam 10 hastaya (%8,4) en az bir tinite olmak
tizere kan transfiizyonu yapildi. Bunun disinda
ameliyat sonrasi takiplerde toplam 4 (%3,4) hastada
ciddi komplikasyon tespit edildi.

Tablo 5. parsiyel nefrektomi sonrasi takiplerde

onkolojik sonuglar

APN n=28 LPN n=15 P
degeri

Takip siiresi (ay) 5711+ 12.81 5211+11.13 0,236

Kanser spesifik

sagkalim, o, (%) 26 (92,8) 14 (93,3) 0,921

Genel sagkalim, 23 (82,1) 12 (80,0) 0,125

n, (%)

APN: Agik parsiyel nefrektomi
LPN: laparskopik parsiyel nefrektomi
Degerler ortalama + SD ve say1 (%) olarak verilmistir.

Bu komplikasyonlardan 2’si ARN sonrasinda (1
hastada kolon perforasyonu, 1 hastada psoas apsesi)
gelistigi gortltirken, 1'i LRN sonrasinda (doedonum
yaralanmasi), 1'i de APN sonrasinda (perirenal
tirinom/apse) gelistigi goriildii. Kolon perforasyonu
ve doedonum yaralanmas: genel cerrahlar
tarafindan onarildi. Psoas apsesi ve perirenal



turinom/apse  girisimsel radyoloji tarafindan
perkiitan drenaj ile tedavi edildi.
TARTISMA

Diinya capinda, bobrek kanseri olarak da bilinen
renal hiicreli karsinom, erkeklerde en sik goriilen
dokuzuncu kanser ve kadmlarda en yaygin 14.
Kanserdir (Stewart ve ark. 2022). Giintimiizde
bobrek tiimorleri icin altin standart tedavi cerrahi
yaklasim olarak kabul edilmektedir. Radikal ve
parsiyel nefrektomi bu tiimorlerin tedavisinde
yaygmn olarak uygulanilmaktadir. Ozellikle soliter
bobrek, von Hipel-Lindau hastaligi, iki tarafl
bobrek tiimorii, ve bobrek islevlerini bozan sistemik
hastalign olan olgularda parsiyel nefrektomi
oncelikli tercihtir. Gelisen teknoloji ile bd&brek
kitleleri daha kugtik boyutta iken tam
konulabilmekte ve bu sayede erken tedavi
edilebilme olanag dogmaktadir (Park ve ark., 2010).
Ozellikle <4 cm bobrege smirli timorlerde radikal
ve parsiyel nefrektominin esit onkolojik sonuglara
sahip oldugu gosterilmistir ( Fergany ve ark., 2000).
Yine T1 timorlerde genel sagkalim ve fonksiyonel
sonuglarin parsiyel nefrektomi yapilan hastalarda
radikal nefrektomi yapilanlardan daha stin
oldugu gortulmistir (Miller ve ark, 2008;
Thompson ve ark., 2008). 2022 EAU rehberinde T1
tiimorlede bobrek fonksiyonlarinin daha iyi ve uzun
stireli korunmas1 ve onkolojik sonuglarimin benzer
olmasi nedeniyle parsiyel nefrektomi tercih edilen
bir tedavi yontemi olmustur. Guiniimtizde hem
radikal hem de parsiyel nefrektomi
acik/laparoskopik ve robotik olarak
uygulanabilmektedir. Laparoskopik nefrektomi actk
cerrahi ile benzer basarilara sahip iken post op
hastanede kalis stiresi, erken mobilizasyon, kanama
miktari, kozmetik gibi durumlarda daha ustiin
bulunmustur (Clayman ve ark., 2017). Bizim
calismada  nefrektomi uygulanan  hastalarin
¢ogunluguna (%64) "tine radikal nefrektomi yapildi.
Radikal nefrektomi oranimizin yiiksek olmasmin
sebebi tigtincti basamak hastane olmamizdan dolay:
biiytik kitlerin ve parsiyel uygun olmayan kiiciik
bobrek Kkitlelerin cevre hastanelerde yapilmayip
klinigimize sevk edilmesinden kaynaklandigim
distintiyoruz. Yine mevcut calismada lapararkopik
gruplarda hastanede kalis siiresi anlaml1 kisa ancak
LPN grubunda sicak iskemi stiresi daha uzun
bulundu. Diger taraftan gruplar arasinda
fonksiyonel ve onkolojik sonuglar agisindan bir
usttinliik goriilmedi. Daha 6nce bobrek tiimorleri ile
ilgili yapilan calismalarda erkeklerde kadinlara
oranla daha fazla goriildiigi bildirilmistir (Jemal ve
ark., 2007). Klinigimizde cerrahi tedavi uygulanan
hastalarda literattirle uyumlu olarak erkek cinsiyetin
baskin oldugu goriildi (E: %60,5 K: 39,5).

Nefrektomi materyallerinde en sik goriilen patoloji
tipi berrak hiicreli kanser olmakla beraber papiller
ve kromofob tipler sirastyla ikinci ve tigtincii sirada
takip etmektedir (Kovacs ve ark., 1997, Cohen ve
ark., 2005). Calismamizda da patoloji sonuglarimiz
literattirle uyumlu olarak en sik berrak hiicreli tip
(%68,9), ikinci sirada papiller tip (%17,6), ticlinci
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sirada kromofob hiicreli tip (%9,2) ve diger RCC
tipleri de %3.28 oraninda tespit edildi.

Tumor evresi, timor boyutu, Fuhrman derecesi
bobrek tiimoriiniin prognostik faktorleri olarak
tanimlanmustir (Lam ve ark., 2008). Berrak hiicreli
karsinom olan hastalarda tiimoriin evresi, timor
boyutu, niikleer grade ve histolojik tiimér nekrozu
kansere ozgii sagkalim ile anlamli olarak iliskili
oldugu gosterilmistir. Fuhrman grade (FG), renal
hiicreli karsinomlu hastalarda en 6nemli prognostik
faktorlerden biridir (Frank ve ark., 2002, Sun ve ark.,
2009). Bizim c¢alismamizda radikal nefrektomi
uygulanan grupta en sik Fuhrman grade 2 (%43.2),
parsiyel nefrektomi grubunda ise Fuhrman grade 1
(055.8) izlenmistir.

Calismamizda APN yapilan grupta LPN yapilan
gruba gore sicak iskemi stiresi istatistiksel olarak
anlamh oranda daha kisa oldugu gortildii (sirasiyla
19,11 £11,03 dk, 25,01 +£11,89 dk. p=0,025). LPN ve
APN vyapilan gruplarda ortalama kan kayb:1 benzer
izlendi. Yine her iki grupta pozitif cerrahi simr
oranlar;, kan transfiizyon oranlar1 ve eGFR'nin
degisim oranlar1 benzerdi. Ortalama hastanede yatis
sireleri ARN'de LRN’'ye gore anlamh olarak
uzundu (p=0,045). APN ve LPN gruplarinda ise
hastanede yatis stireleri benzer bulundu.

Springer ve ark. (2013) RCC nedeni ile opere
ettikleri hastalarda genel sag kalim ve kansere bagh
5 yillik sag kalim oranlar sirasiyla LPN'de %94 ve
%91, APN de %92 ve %88 bulunmus ve iki teknik
arasinda anlamli farklilik gortilmemistir. Farkl
calismalarda da uzun donem sonuglarda
laparoskopik ve agik nefrektomiler arasinda kansere
bagli sag kalimda fark bulunmamustir ( Luo ve ark.,,
2010; Kazan ve ark., 2013). Bizim yaptigimz
calismada LPN ve APN ile LRN ve APN gruplar
kendi aralarinda karsilastirldiginda genel ve
kansere bagh sag kalim oranlari agisindan anlaml
fark gortilmedi. Tek merkezli ve retrospektif dizayn,
hasta sayisimin goreceli az olmasi bu calismanin
onemli limitasyonlaridir. Gorece uzun dénem takip
ve saykalim verilerinin sunulmus olmasi, hem
laparaskopik hemde actk tekniklerin
karsilastirilmasi ¢alismanin giiclii yonleridir.

Sonug

Sonug olarak verilerimiz lokal ve lokal ileri evre
RHK tedavisinde cerrahinin hala en etkili ve
guvenilir yontem oldugunu  gostermektedir.
Laparoskopik teknik, hastanede yatis stiresi,
postoperatif agri, kozmetik goriinim agisinda daha
avantajli oldugu igin 6ncellikle diistintilmesi gerekir.
Kiiciik bobrek kitleleri ve diger bobregi etkileyen
hastaligin olmasi durumunda laparoskopik parsiyel
nefrektomi oncelikli olarak diistiniilmelidir.

Cikar Catismasi

Yazarlar herhangi bir ¢ikar catismasi olmadigimni
bildirmislerdir.

Etik Onay

Bu calisma kurumumuz yerel etik kurulu tarafindan
onaylandi (27.09.2019 tarih ve 2019/14-07 karar no)



Helsinki Deklerasyonu Prensiplerine uygun olarak
ylrutildi. ve calismaya dahil edilen tiim
hastalardan bilgilendirilmis onam alindi.
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ABSTRACT

Hemangiomas are benign blood vessel proliferations that usually occur in childhood. The incidence in women is about two times
higher than in men. Although hemangiomas are usually asymptomatic, intervention may be required due to their localization and
size. Early diagnosis, and treatment are the key factors to prevent complications.

A 48 year old female patient was admitted to our clinic with the complaint of painless swelling in the mouth. As a result of the
intraoral examination, an ulcerous lesion of 4 cm in diameter was detected in the posterior region of the left mandible, on the
alveolar crest, raised from the surface, red-pink color. As a result of the biopsy, specimen was diagnosed as ulcerated capillary
hemangioma. The lesion was completely excised under local anesthesia with an electrocautery device, and uneventful recovery was
achieved. No recurrence was observed in the 6-month follow-up period. Regular follow-up examinations were recommended to the
patient.

The aim of this case report is to present information about the diagnosis, treatment and clinical follow-up of capillary hemangioma
on the alveolar crest in the mouth.

Keywords: Hemangioma, Biopsy, Pathology, Oral

OZET

Hemanjiyomlar, genellikle cocukluk caginda goriilen iyi huylu kan damar1 proliferasyonlaridir. Kadinlarda goriilme sikligi
erkeklere gore yaklasik iki kat daha fazladir. Hemanjiyomlar, genellikle asemptomatiktir, miidahale gerektirmez; fakat bazi
durumlarda lokalizasyonu ve boyutlar1 nedeniyle tedavi gerekebilir. Erken teshis ve tedavi, olusabilecek komplikasyonlar
onlemede anahtar rol oynamaktadir.

48 yasinda kadin hasta agiz icinde agrisiz sislik sikayeti ile klinigimize basvurdu. Yapilan intraoral incelemede; sol mandibula
posterior alveol kret tizerinde yiizeyden kabarik, kirmizi- pembe renkte ve 4 cm ¢apinda iilsere lezyon tespit edildi. Yapilan biyopsi
sonucunda hastaya tilsere kapiller hemanjiyom tanist kondu. Lezyon elektrokoter cihaz ile lokal anestezi altinda total olarak eksize
edilip iyilesme saglandi ve 6 aylik takip stirecinde herhangi bir niiks gozlenmedi. Hastaya dtizenli takip muayeneleri 6nerildi.

Bu olgu sunumunda amacg, ag1z icinde alveol kret tizerinde goriilen kapiller hemanjiyomun tanisi, tedavisi ve klinik takibi ile ilgili
bilgiler sunmaktur.
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INTRODUCTION

Hemangioma was firstly described in literature by
Liston in 1843. It is a benign vascular tumor that
characterized by endothelial cell proliferation and
followed by involution. Hemangiomas are the most
commonly encountered benign tumors that occur at
head and neck region in infancy. Mostly, they do not
require treatment without signs and symptoms and
more common in females than males (Chen et al.,
2009; Mitra et al., 2016).

Hemangiomas are mainly classified into two types
which are peripheral and central hemangiomas.
Central hemangioma further divides into subtypes
which are capillary, cavernous and mixed.
Cavernous hemangiomas are the most aggressive
form of the central hemangioma characterized by
infiltrative lesions. Hemangiomas can result in
complications  includes  ulceration, infection.
Ulceration is the most commonly reported
complications of hemangiomas (Haggstrom et al,,
2006). Although hemangiomas are mostly reported
at head and neck region, they are rarely seen in oral
cavity. They are mostly encountered at tongue,
buccal mucosa and lip (Singh et al., 2016). Lesion
localized over the alveolar crest at our presented
case.

Diagnosis of hemangioma is mostly performed by
clinical examination and history of the lesion.
Radiologic examination is not routinely requested.
Colour of the hemangioma changes from red to
pink. It can be sessile or pedunculated, smooth and
lobulated. Hemangiomas are generally
asymptomatic lesions that can bleed as a result of
minor trauma or spontaneously. Lesion blanches
when the pressure applied over the lesion.
Numerous treatment modalities were proposed for
management of hemangiomas includes injecting
sclerozing agents, radiation and cryotherapy,
corticosteroids, propranolol  and surgical
intervention (Leaute-Labreze et al., 2008; Dilsiz et al.,
2009). Surgical intervention with cauterization was
the treatment of choice at our described case.

Case Report

48-year-old female patient was referred to Istanbul
University, faculty of dentistry, department of oral
and maxillofacial surgery for evaluation of painless,
bleeding and swelling lesion on the left mandibular
posterior  region. She  had  systemically
unremarkable. Patient’s oral hygiene was not
optimal. On the clinical examination, 4 c¢m in
diameter, erythematous, pedunculated lesion
characterized by rough surface was noted in
edentulous lower left posterior alveolar crest
(Figure 1). On palpation, lesion was soft in
consistency. Positive result was obtained as result of
diascopy procedure. Diascopy is a basic test for
blanch ability performed by applying pressure with
finger to observe the color changes on lesion. On
the radiological examination, there was no bone
destruction (Figure 2).
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Figure 1. Preoperative view of the lesion

(hemangioma).

Figure 3. Immediately after the excision of the lesion

After the informed consent was obtained from the
patient, excisional biopsy of lesion was performed
with electrocautery under the local anesthesia
(Figure 3). Specimen was preserved in 10% formalin
and sent for histopathological analysis (Figure 4). 4.0
vicryl suture was placed (Figure 5). During the
procedure, abnormal bleeding was not reported.
Patient was recalled after one week for check-up.



Figure 4. Excised lesion

Figure 5. Postoperative view of excised region (after
electrocautery).

Figure 6. 6 month follow up healing.

Histopathological examination revealed exudate,
debris and microorganism colonies. Lumens lined
by endothelial cells was detected in both smaller
and larger size. In some aferomentioned lumens,
erythrocytes was seen sparsely and surrounded
with inflamatory cells. Newly formed capillaries
were also reported. Lesion was diagnosed as
ulcerated capillary hemangioma. Periodic follow up
was done first and sixth month after the surgery
(Figure 6). Recurrence was not reported.
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DISCUSSION

Hemangiomas are vascular tumors that divides into
two categories which are capillary and cavernous
hemangiomas. Although capillary hemangiomas are
mostly encountered in head and neck region, they
are scarcely reported in oral cavity. Capillary
hemangioma mostly was seen at hard palate,
attached gingiva and rarely reported in interdental
papilla. On the other hand, capillary hemangioma
localized at alveolar crest in our case. Differantial
diagnosis of hemangioma should be made with
pyogenic granuloma, chronic gingival inflamatory
hyperplasia, epulis, varicosel and squamous cell
carcinoma (Desai et al., 2015).

Provisional diagnosis of lesion was hemangioma
due to positive diascopy procedure. Nature of the
lesion helps clinician to predict the incidence of
complications such as bleeding. Complications can
be managed with easily and predictably when the
preoperative preparation was made thoroughly.
Magnetic resonance imaging (MRI),
ultrasonography,  Doppler  angiography are
preoperative radiographic examinations when the
provisional diagnosis was hemangioma (Miyazaki
et al., 2009). Vascular lesions can be managed with
low morbidity with definitive diagnosis. In our case,
oral capillary hemangioma was treated with
electrocautery. Patient was followed up regularly.
Recurrence was not reported in follow up periods.
Laser and cryotherapy were also successfully
applied for small vascular lesions (Vesnaver and
Dovsak, 2006). Cost of laser limited its” clinical
application (Bradley, 1997). In inexperienced hands,
cryotherapy can cause tissue damage. When the
surgery contraindicated, injecting sclerozing agents
into lesion, corticosteroids, electrocautery,
cryotherapy, radiation therapy were treatment of
choice (Varol et al, 2009). Recently, clininical
application of propronalol showed promising
results (Leaute-Labreze et al., 2008).

Hemangiomas mostly regress as the patient ages. If
the hemangiomas reach the enormous size, aesthetic
concern can occur and intervention can be planned.
Dilsiz et al. (2009) reported that hemangiomas can
cause facial asymetry, ulceration, tooth mobility and
bleeding. In our case, lesion was bleeding and
growing. It was also decreasing quality of patient’s
life due to painless slow-growing mass, episodes of
bleeding and speak interference. Thus, treatment of
the hemangima was performed.

Chang et al. (2018) reported recurrence of
hemangioamas after treatment. Therefore, patient
should be followed up regularly. Recurrence was
not reported in presented case during the follow up
periods. Biopsy should be taken for definitive
diagnosis.

Conclusion

Although hemangiomas are mostly asymptomatic,
localization and size of hemangiomas may dictate
treatment. Treatment could result in intraoperative
and postoperative complications such as bleeding.



Patient should be recalled with regular basis due to
reported recurrence episodes of hemangiomas.
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ABSTRACT

FMF (Familial Mediterranean Fever); It is an inherited disease manifested by recurrent periodic increasing fever and abdominal
pain, chest and joint pains. It is a process that causes an autoinflammatory syndrome, usually manifested by recurrent attacks of
fever and aseptic polyserositis. The cause of FMF is mutations in the MEFV gene, which encodes the purine protein.

Gout is a joint disease caused by the accumulation of monosodium urate (MSU) crystals in or around the joints. Disorders of purine
metabolism, decreased excretion of uric acid (UA) or hyperuricemia (HUA) caused by increased UA production in the body are
directly related to gout.

Colchicine is an alkaloid obtained from the seeds of the Colchicum autumnale L plant, which is used in the treatment of rheumatic
diseases such as FMF and GUT. It is an antimitotic agent that binds to the intracellular tubulin protein and inhibits the
polymerization of new microtubules. It shows its effect through microtubules. Colchicine treatment in FMF patients prevents the
development of amyloidosis and attacks. Thus, in addition to preventing acute attacks, it also slows down the formation of
amyloidosis, which is the most important side effect of the disease.

In this review, studies on the subject were examined and vitamin B12 and kidney function tests were compared in FMF or GUT
patients receiving colchicine treatment.

Keywords: FMF, GOUT, Colchicine, BUN

OZET

FMF (Ailesel Akdeniz Atesi); Tekrarlayan periyodik artan ates ve karin agrisi, gogiis ve eklem agrilari ile kendini gosteren kalitsal
bir hastaliktir. Genellikle tekrarlayan ates ve aseptik poliserozit ataklari ile kendini gosteren bir otoinflamatuar sendroma neden
olan bir siirectir. FMF'nin nedeni ise piirin proteinini kodlayan MEFV genindeki mutasyonlardir.

Gut, monosodyum iirat (MSU) kristallerinin eklemlerin icinde veya cevresinde birikmesi ile olusan bir eklem hastaligidir. Piirin
metabolizmas: bozukluklari, tirik asit (UA) atiliminin azalmasi veya viicutta artmus UA iiretiminin neden oldugu hiperiirisemi
(HUA), gut dogrudan iliskilidir.

Kolsisin, FMF ve GUT gibi romatizmal hastaliklarin tedavisinde kullanilan Colchicum autumnale L bitkisinin tohumlarindan elde
edilen bir alkaloiddir. Hiicre ici tiibiilin proteinine baglanan ve yeni mikrotiibiillerin polimerizasyonunu engelleyen bir antimitotik
ajandrr. Etkisini mikrotiibtiller araciligiyla gosterir. FMF hastalarinda kolsisin tedavisi amiloidoz ve ataklarin gelismesini engeller.
Boylece akut ataklar1 onlemenin yanu sira hastaligin en 6nemli yan etkisi olan amiloidoz olusumunu da yavaslatir.

Bu derlemede konu ile ilgili yapilan calismalar incelenerek kolsisin tedavisi alan FMF veya GUT hastalarinda B12 vitamini ve
bobrek fonksiyon testleri karsilastirilmustir.

Anahtar kelimeler: FMF, GUT, Kolsisin, BUN
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INTRODUCTION

FMF (Familial Mediterranean Fever) is an autosomal
recessive hereditary disease that lives in the
Mediterranean region and especially affects ethnic
origins (Padeh and Berkun, 2007). It is the MEFV
(Mediterranean Fever-MEFV) gene mutation that
causes the disease (Donder et al., 2012). The MEFV
gene, which is responsible for FMF disease, is
localized to the area on the short arm of
chromosome 16. It encodes the protein known as
pyrin or marenocrin (Aksentijevich et al., 1997).
Pyrin protein is noted to play a role in the activity of
neutrophils in the inflammation zone at the time of
FMF attacks and by inhibiting inflammation (Giiran
et al, 2003). Pyrin is a regulatory protein with
restricted  tissue  description, especially in
neutrophils, which suppresses neutrophil activation
(Sahan and Cengiz, 2005). In priority attacks, sterile
peritonitis, pleuritis, and arthritis are observed, to a
lesser extent pericardium, skin (erysipelas-like
erythema; ELE) and tunica vaginalis may also be
affected. In 90% of patients, the first attack is seen
before the age of 20 (Ben-Chetrit and Levy, 1998).
Characteristics of FMF disease are accompanied by
inflammation of the synovial and serosal
membranes and recurrent febrile attacks. Although
the duration of the attack usually varies between 2-4
days, longer and shorter seizure patterns may be
seen. Infection or tension is thought to be important
because the triggers are often not understood.
Attacks often appear suddenly without giving any
symptoms and then disappear for no reason
(Soylemezoglu et al, 2010). When the Turkish
community is compared with other affected
societies, it is understood that the severity of renal
failure caused by amyloidosis increases
(Kasapcopur and Arisoy, 2006). FMF; is a disease
accompanied by fever, characterized by painful,
non-infectious bouts of inflammation of the serous
membranes and, gradually, the development of
Amyloidosis (Ustebay et al., 2015). In response to
progressive  inflammation = with FMF, the
development of amyloidosis is observed due to the
accumulation of a protein called serum amyloid A
in the organs made in the liver (Cowan et al., 2013).
Among the supportive criteria, the family history of
FMF comes first. The vital and clinical side effect of
FMF is amyloidosis (Kose, 2012). Secondary
amyloidosis that occurs in FMF is in the AA form. In
response to inflammation developed by FMF, AA
progresses to amyloidosis due to the collection of a
protein called amyloid A in the liver. The precursor
protein of AA-shaped amyloidosis is serum amyloid
A, one of the acute phase reactants. Although
amyloid accumulates in many organs, it is a renal
deformation that often causes morbidity and
mortality (Keskin, 2018).

GOUT (Drop disease) hyperuricemia is a hereditary
disease that continues with recurrent attacks of
acute arthritis, in which monosodium urate crystals
are increased in the joints and purine metabolism is
impaired (Tetik et al., 2012). GOUT disease is
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manifested by the inflammatory picture formed by
the settlement and accumulation of urate crystals
from supersaturated extracellular fluids into tissues
(Demir et al, 2007). GOUT hyperuricemia is a
disease in which monosodium urate crystals are
collected in the joints that progress with recurrent
episodes of acute arthritis. There are four stages in
the development of GOUT arthritis (iligin et al.,
2003). The first stage is asymptomatic
hyperuricemia. At this stage, only the serum urate
level is increased, and the symptoms of arthritis are
not yet manifested in trophies or urate
nephrolithiasis. The tendency to acute gouty
arthritis is observed with an increase in serum urate
concentration. Average blood uric acid levels vary
between groups (Gibson et al., 1984). The second
stage is acute GOUT arthritis. The first attack of the
stage is mostly seen between the ages of 40-60 in
male patients and 60 years in the female patient
(Marinello et al., 1985). An attack before the age of
25 is most often associated with a specific enzyme
defect leading to the unusual synthesis of purine,
unconventional renal disease, or the use of
cyclosporine if any. GOUT arthritis is generally seen
as recurrent attacks characterized by very strong,
painful articular and periarticular inflammation,
erythema, and bloating of the skin (Tetik et al.,
2012). The strength of the attack reaches its peak
within 12-24 hours, and the full spread of attacks
develops between a few days and a few weeks, even
in people who refuse treatment. Acute attack pain
interrupts sleep, makes it difficult to walk, and
prevents work and leisure activities. Especially the
first few attacks are severe. A visual analog template
(VAS) numbered 0-100 has been developed to
indicate the strength of pain in patients (Silman and
Hochberg, 2001). The first attacks can begin
monoarthricularly in 85-90% of cases and occur
mostly on the big toe, respectively, on the toe,
ankles, heels, knees, wrists, fingers and elbows are
other commonly affected joints (Wortmann, 2002). It
acts more on peripheral and end joints than on
middle joints. Involvement is expected in tendons,
tenosinoveum, and bursa structures along with
joints (Nakayama et al, 1984). Olecranon and
prepatellar are additional common ones among
those we consider bursitis (Recht et al., 1994). Urate
storage and successive GOUT select previously
ruined tissues. GOUT arthritis is evident in
Heberden nodules in older women (Lally et al,
1989). In 1/3 of the cases, 2 or 3 joints may be
affected in the first attack. Wrist and elbow
involvement was found to be related to the disease
process (Hadler et al., 1974). The third stage is the
intercritical stage of gouty arthritis. This stage is the
most noiseless time of GOUT arthritis attacks (Liang
et al., 2015). Although some patients do not have a
second attack of arthritis, most patients may have a
new attack in the range of 6 months to 2 years. It is
difficult to diagnose gouty arthritis in hyperuricemic
patients with a history of monoarticular attacks in
the interim period. If urate crystals can be observed
during aspiration of an asymptomatic joint (the



incidence varies between 12.5% and 90%), it may be
useful in diagnosing gouty arthritis (Erdem et al,,
2007). The fourth stage is chronic tophilate GOUT
arthritis. If the treatment of recurrent acute GOUT
arthritis and hyperuricemia is not started at this
stage and the underlying factors (excessive alcohol
use, obesity, diuretic treatment, etc.) cannot be
eliminated, chronic tophilate GOUT arthritis occurs.
The formation of tophi is proportional to the level
and duration of hyperuricemia (Nakayama et al.,
1984). Traceable tophies occur in approximately 1/3
of patients with chronic GOUT arthritis (Karatay,
2015). As urate accumulation increases, uric acid
crystals continue to appear in cartilage, synovial
membranes, tendons, soft tissues, and other places
(Tetik et al, 2012). The presence of tophies is
important for diagnosis. Purines are nitrogenous
compounds that break down into uric acid in the
body (Akcan, 2016).

Colchicine;, GOUT is wused to treat Familial
Mediterranean Fever (FMF) and Behget's disease
(Emre et al.,, 2011). It is a fat-soluble alkaloid that is
immediately absorbed from the gastrointestinal tract
(Wallace and Ertel, 1973). The main mechanism of
interaction is that it inhibits microtubule
polymerization (Ustebay et al., 2015). Each molecule
binds the tubule molecule by molecule and prevents
the relationship between the polymers, and
microtubule elongation is stalled, mitotic needles
disperse, and cell division is disrupted. It inhibits
multiple cellular signaling pathways by distributing
the cytoskeleton. Many effects of cytokines and
chemokines are altered in this way (Hazen, 1979).
Colchicine exerts its obvious effect from changes in
leukocytes, adhesion, mobility, and cytokine
production (Gemici, 2010). Colchicine is absorbed
from the jejunum and ileum, but the amount
absorbed may vary between patients. After a certain
period after taking colchicine 1 mg (single dose), the
peak plasma concentration is monitored within a
minimum of 30-90 minutes. Colchicine is
metabolized in the intestine by cytochrome and
transported by P-glycoprotein. The absorbed
colchicine is metabolized by CYP3A4 in the intestine
and liver. With P-glycoprotein, it is removed from
the liver by 16-50% with the help of the biliary tract.
The absorption of colchicine is restricted due to the
blood-brain barrier p-glycoprotein (Rochdi et al.,
1994). Colchicine is excreted in the urine by
glomerular filtration and tubular secretion halves
(Zemer et al, 1974). As a result, colchicine is
absorbed immediately, but it remains for a long time
in certain tissues (Hunter and Klaassen, 1975).
Colchicine is a powerful and reliable drug used in
the long-term treatment of FMF. For the first time in
1972, the use of daily oral colchicine treatment was
envisaged in the supervision of FMF attacks.
Treatment of colchicine in addition to alleviating the
intensity and severity of FMF attacks is protective
against the occurrence of amyloidosis (Hazen, 1979).

Colchicine may have a role in preventing the
absorption of some vitamins and minerals in
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continuous use. Characteristically, vitamin B12,
which is absorbed from the terminal ileum, is
known to make it difficult to absorb it reversibly in
the consumption of chronic colchicine (Stopa et al.,
1979). Colchicine has been reported to cause damage
to the structures of the villi in the ileal mucous cells,
reducing the number of villi, thereby disrupting the
receptor functions that carry out the absorption of
vitamin B12 in the ileum (Wickramasinghe and
Ratnayaka, 1996). Serum vitamin B12 absorption
disorder becomes evident in patients receiving long-
term and coordinated colchicine. Vitamin B12,
which cannot be synthesized in the human body,
should be taken from animal foods such as meat,
milk, and eggs. The most common cause of B12
withdrawal in humans is low food consumption due
to socioeconomic status disorder (Erdol, 2017).
Colchicine limits the absorption of vitamin B12 by
reducing the receptor level of the B12-intrinsic factor
(IF) structure in mucosal cells. This effect is dose-
dependent and reversible (Basaran and Uncu, 2018).
It has been reported to cause damage to the
structure of the villi in the ileal mucosa cell, limiting
the number of villi, thus disrupting the receptor
functions that provide the absorption of vitamin B12
in the ileum (Wickramasinghe and Ratnayaka,
1996).

FMF and GOUT patients have been observed to
show the same symptoms. Both diseases have
intense joint pain, swelling, redness, and
inflammation. Usually, the leg joints (foot, ankle,
knee) are the most affected areas. FMF and GOUT
are characterized. Colchicine and anti-inflammatory
drugs have a preventive effect on attacks of GOUT
and FMF (Cimkil, 2019). It is used as a preventive
treatment, especially in people with normal blood
uric acid levels (Dokuzlar et al., 2018). In humans,
uric acid is the end product of purine metabolism.
The total body uric acid reservoir is 1800 mg. In gout
patients, this rate can increase up to 2000-4000 mg
(Ustii and Ugurlu, 2012). The main route of
excretion of uric acid is the kidneys (Tetik et al.,
2012). Colchicine is commonly used in FMF attacks
and lowering blood uric acid levels. When used
regularly, it reduces attacks and completely corrects
them. Thus, as well as preventing acute attacks, it
also slows down the formation of amyloidosis, the
most important side effect of the disease (Zemer et
al., 1974).

Conclusion and Discussion

Familial Mediterranean Fever (FMF); Mediterranean
Fever-MEFV (MEFV) is a disease that occurs after a
gene mutation and usually affects ethnic groups
living in the Mediterranean region (Zemer et al.,
1974; Padeh and Berkun, 2007; Donder et al., 2012).
In other literature, FMF; is a disease accompanied by
fever, the pain of serous membranes, characterized
by bouts of non-infectious inflammation, and,
gradually, the formation of Amyloidosis (Ustebay et
al., 2015). Amyloidosis occurs due to the
accumulation of serum Amyloid A protein
produced in the liver in the organs in response to



the inflammation that occurs (Cowan et al.,, 2013;
Keskin, 2018).

The MEFV gene is located on the no-length arm of
chromosome 16. This gene encodes a protein
identified as pyrin or marenocrin. Pyrin is a
regulatory protein with restricted tissue expiration,
especially in neutrophils, that suppresses neutrophil
activation (Aksentijevich et al.,, 1997; Giiran et al,,
2003; Sahan and Cengiz, 2005). In attacks are
observed mainly sterile peritonitis, pleuritis, arthritis
compared to the pericardium, skin (erysipelas-like
erythema; ELE) and tunica vaginalis may also be
affected. In 90% of patients, the first attack occurs
before the age of 20. Attacks often occur
unexpectedly without any symptoms and then
disappear for no reason (Ben-Chetrit and Levy, 1998;
Soylemezoglu et al., 2010).

According to Tetik et al.; GOUT (Drop disease) is an
inherited disease caused by purine metabolism
disorder and characterized by recurrent acute
arthritis attacks, in which monosodium urate
crystals are increased in the joints (Tetik et al., 2012).

In the study conducted by ilicin et al. (2003), it was
stated that there are four stages in the development
of GOUT arthritis. In the literature review, different
researches on the attacks of GOUT disease were also
found. According to the study conducted by Gibson
and colleagues; the first stage is indicated by an
asymptomatic increase in the level of uric acid in the
blood (Gibson et al, 1984). In another piece of
literature, it was reported that the attack of this stage
was observed earlier in men and later in women
(Marinello et al, 1985). Goldman and Ausiello
reported that stage two is acute GOUT arthritis and
that GOUT arthritis is generally seen as very strong,
painful articular, and recurrent attacks characterized
by periarticular inflammation, erythema, and
bloating of the skin ( Goldman and Ausiello, 2008;
Shide et al., 2015). According to Karatay's study; the
third stage is the intercritical stage of gouty arthritis.
This stage is the quietest period among GOUT
arthritis attacks (Karatay, 2015). According to the
study conducted by Nayakama and his colleagues;
the fourth stage is chronic tophilate GOUT arthritis.
If treatment for recurrent acute gouty arthritis and
hyperuricemia is not started at this stage and the
underlying factors (such as excessive alcohol
consumption, obesity, diuretic therapy) are not
eliminated, chronic tophilate GOUT arthritis occurs.
The formation of tophi is proportional to the stage of
hyperuricemia and the time of occurrence
(Nakayama et al.,, 1984). In addition to the study
conducted by Nayakama et al., in the Karatay study
in 2015, it was reported that visible tophies occurred
in approximately 1/3 of patients with chronic
GOUT arthritis (Karatay, 2015). In the study
conducted by Tetik et al. in 2012, it was reported
that uric acid crystals began to appear in cartilage,
synovial membrane, tendons, soft tissues, and other
areas as urate accumulation increased (Tetik et al.,
2012). In 2016, as a result of Akcan's study, it was
reported that the presence of tophies is important in
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terms of diagnosis and purine is one of the
nitrogenous compounds that are broken down to
uric acid in the body (Akcan, 2016).

Colchicine; It is a fat-soluble alkaloid that is rapidly
absorbed from the gastrointestinal tract and is
widely used in acute attacks of gouty arthritis and
pseudogout, FMF, and Behget's disease ( Wallace
and Ertel, 1973; Emre et al, 2011, Basaran and
Uncu, 2018). In the study conducted by Yalcinkaya
et al., it was reported that the main mechanism of
action was that it inhibited microtubule
polymerization (Ustebay et al, 2015). In another
study, the obvious effects of colchicine were shown
on differences in the adhesion, mobility, and
cytokine production of leukocytes (Gemici, 2010).
After the intake of colchicine in the literature;
colchicine is removed by urine by glomerular
filtration and tubular secretion. However, colchicine
is rapidly absorbed, but it has been observed to
reside in certain tissues for a long time (Zemer et al.,
1974; Hunter and Klaassen, 1975; Rochdi et al.,
1994).

According to the study conducted by Stopa et al., it
has been reported that colchicine may cause
absorption of some vitamins and minerals when
used continuously (Stopa et al, 1979). Similar
studies were conducted by Wickramasinghe et al. in
different years and colchicine has been reported to
cause damage to the structure of villi in ileal mucosa
cells, reducing the number of villi and disrupting
receptor functions that provide absorption of
vitamin B12 in the ileum (Wickramasinghe and
Ratnayaka, 1996). In addition to these studies,
Basaran and Uncu said; Colchicine may reduce
vitamin B12 absorption by limiting the receptor level
of the Bl12-intrinsic factor (IF) complex in mucosal
cells, and this effect has been reported to be dose-
dependent and reversible (Basaran and Uncu, 2018).

FMF and GOUT patients show similar symptoms
such as intense joint pain, swelling, redness, and
inflammation. The last product of purine
metabolism in humans is uric acid. The total body
uric acid reservoir is 1800 mg. In patients with gout,
this value increases to 2000-4000 mg. The kidneys
are the main route of excretion of uric acid (Ustii
and Ugurlu, 2012; Ustebay et al., 2015). Colchicine
and anti-inflammatory drugs have a preventive
effect on attacks of GOUT and FMF (Cinkil, 2019).

As a result; Colchicine is a drug that can be used for
the treatment of FMF and GOUT diseases. However,
one of the biggest side effects is that the blood
vitamin B12 level decreases by disrupting the
absorption of vitamin B12. The literature examined
supports this conclusion. While the drug is used
regularly during colchicine treatment, we think that
the initiation of vitamin Bl2 to patients as a
supplement can provide a healthier progression of
the treatment process.
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