ISSN: 2147-1800

ABANT TIP DERGISI

ABANT MEDICAL JOURNAL

CILT/VOLUME:9 SAYI/ISSUE: 1 YIL/YEAR: 2020

BOLU ABANT IZZET BAYSAL UNIVERSITESI TIP FAKULTESI YAYINIDIR



Abant Tip Dergisi Abant Medical Journal

Cilt 9 Sayi 1 Yil 2020 Volume 9 Issue 1 Year 2020
[—— e ————

SAHIBI
Prof. Dr. Muhammet Giizel KURTOGLU
Abant izzet Baysal Universitesi Tip Fakiiltesi Adina

BAS EDITOR
Prof. Dr. Tufan MERT
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Biyofizik Anabilim Dali

ALAN EDITORLERI
Prof. Dr. Mahmoud MUSTAFA
An-najah National University, Medical Faculty, Depertment of Urology

Dog. Dr. Fatih ULAS

Bolu Abant izzet Baysal Universitesi, Géz Hastaliklari Anabilim Dali

Doc. Dr. Sebahat GUCUK,

Dali Bolu Abant izzet Baysal Universitesi, Aile Hekimligi Anabilim
Dog. Dr. Guray CAN

Bolu Abant izzet Baysal Universitesi, i¢ Hastaliklari Anabilim Dali
Dog. Dr. Erkan KILINC

Bolu Abant izzet Baysal Universitesi, Fizyoloji Anabilim Dal
Dr. Ogr. Uyesi Oya KALAYCIOGLU
Bolu Abant izzet Baysal Universitesi, Biyoistatistik ve Tibbi Bilisim Anabilim Dali

EDITORLER KURULU

Prof. Dr. Fatma TORE
Biruni Universitesi, Tip Fakiiltesi, Fizyoloji Anabilim Dali
Prof. Dr. Fuat AKPINAR
istanbul Medeniyet Universitesi, Tip Fakiiltesi, Ortopedi ve Travmatoloji Anabilim Dali
Prof. Dr. Hiilya OZTURK
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Cocuk Cerrahisi Anabilim Dal
Prof. Dr. Mehmet OZDEMIR
Necmettin Erbakan Universitesi, Meram Tip Fakiiltesi, Tibbi Mikrobiyoloji Anabilim Dali
Prof. Dr. Muzaffer KIRIS
Saghk Bilimler Universitesi Giilhane Tip Fakiiltesi, Kulak Burun Bogaz Hastaliklari Anabilim Dali
Prof. Dr. Omer ANLAR
Ankara Yildirim Beyazit Universitesi Tip Fakiiltesi, Néroloji Anabilim Dali
Prof. Dr. Safiye GUREL
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Radyoloji Anabilim Dali
Prof. Dr. Ali KILICGUN
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, G6gilis Cerrahisi Anabilim Dali
Dog. Dr. Yusuf Ozgiir BICER
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Kulak Burun Bogaz Hastaliklari Anabilim Dali
Doc. Dr. Bekir ENES DEMIRYUREK
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Néroloji Anabilim Dal
Dog. Dr. Mustafa SIiT
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Genel Cerrahi Anabilim Dali
Dog. Dr. Akif Hakan KURT

Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Tibbi Farmakoloji Anabilim Dal

|
iletisim / Contact
Abant Tip Dergisi Editorligu
Abant izzet Baysal Universitesi Tip Fakiiltesi, 14030 / BOLU
Tel: 0374 253 46 56 Faks: 0374 253 45 59 e-posta: abantmedj@ibu.edu.tr
Web : http://abantmedj.com



Dr. Ogr. Uyesi Mehmet Ozgiir YiS
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Tibbi Biyokimya Anabilim Dal
Dr. Ogr. Uyesi Elif YAKSI
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Fizik Tedavi ve Rehabilitasyon Anabilim Dali

Dr. Ogr. Uyesi Fatma AVCIOGLU
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Tibbi Mikrobiyoloji Anabilim Dali
Dr. Ogr. Uyesi Hamdi AFSIN
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, Niikleer Tip Anabilim Dal
Dr. Ogr. Uyesi Gorker SEL
Zonguldak Biilent Ecevit Universitesi Tip Fakiltesi, Kadin Hastaliklari ve Dogum Anabilim Dali
Dr. Muhammad Akhlaq
Gomal University, Faculty Of Pharmacy, Department of Pharmacognosy
Uzm. Dr. Ahmet Yiicel UCGUL
Bolu Abant izzet Baysal Universitesi Tip Fakiiltesi, G6z Hastaliklari Anabilim Dali

Dr. Khadijeh TAIYARI

Cardiff University, Centre for Trials Reserach

TEKNIK EDITOR

Ogr. Gér. Adnan SEN
Bolu Abant izzet Baysal Universitesi, Tip Fakiiltesi Bilgi islem



Abant Tip Dergisi Abant Medical Journal

| N ———— ||

0zGUN MAKALE Sayfalar
1. Anestezi Se¢ciminin Mesane Kanseri Nedeniyle Cerrahiye Giden Hastalarda Sagkalim Uzerine 1-7
Etkisi: Retrospektif Degerlendirme
The Effect of Anesthesia Choice on Survival in Patients Undergoing Surgery for Bladder Cancer: A Retrospective Analysis
Gulseren Yilmaz
2. Cumbhuriyet’in ilk Yillarinda Frengi: 1916-1925 Yillari Arasi Salnamelerde Bolu Sancagi Ornegi 8-19
Syphilis in The Early Years of Turkish Republic: An Example of Bolu Sanjak in Yearbooks Between 1916 and 1925
Ahmet Ozding
3. Endometriyal Kanser Evrelemesinde Difiizyon Agirlikl Manyetik Rezonans Gériintiilemenin 20- 27
Yarari
The Usefulness of Diffusion-Weighted Magnetic Resonance Imaging in Endometrium Cancer Staging
Alev Gunaldi, Onur Glnaldi, Ahmet Tan Cimilli
4. Acil Servise Basvuran intihar Olgularinin Klinik ve Sosyodemografik Ozelliklerinin incelenmesi 28-34
Investigation of Clinical and Socio-demographic Characteristics of Suicide Cases Admitted to Emergency
Department
Huseyin Acar, Kadriye Acar, Adnan Yamanoglu, Mehmet Erdem, Fatih Esat Topal
5. Romatizmal Mitral Darligi Olan Hastalarda Wilkins Ekokardiyografik Skor ve Notrofil Lenfosit 35-40
Orani Arasindaki iliski
Relationship Between Wilkins Echocardiographic Score and Neutrophil to Lymphocyte Ratio In Patients with
Rheumatic Mitral Stenosis
Zehra Erkal, Nermin Bayar
6. Viicut Yagsiz Kitlesi ile Astim Kontrolii Arasindaki iliski 41-44
The Relationship Between Fat Free Mass and Asthma Control
Aylin Pihtili, Nuran Gokbulut, Zileyha Bingdl,Feyza Erkan
OLGU SUNUMU

7. Uzun Sirreli Kombine Oral Kontraseptif Kullaniminin Birakilmasindan Sonra Olusan Spontan Bir 45-48
Gebelikte Ovarian Hiperstimiilasyon Sendromu: Bir Olgu Sunumu
Ovarian Hyperstimulation Syndrome in A Spontaneous Pregnancy After Cessation of A Long-Term Combined
Oral Contraceptive Use: A Case Report
Ayse Nur Aksoy, Ebru Bulut Erdem, Elcin Telli

8. Kist Hidatik Perkutandz Tedavisinde Ciddi Bir Komplikasyon: Safra Fistiilii ve iskemik Karaciger 49-51
A Serious Complication of Percutaneous Treatment of Hydatid Cycts: Bile Fistula and Ischemia of Liver
Bulent Sultanoglu, Kenan Demirbakan, Hadiye Demirbakan

9. Uterusun Endometrioid Adenokarsinomu ile Andiferansiye Uterin Sarkomu Birlikteligi: Nadir Bir 52-55
Kollizyon Tiiméri
Undifferentiated Uterine Sarcoma with Endometrioid Adenocarcinoma of the Uterus: A Rare Collision Tumor
Nur Tung, Cetin Boran

10. Komplet Penoskrotal Transpozisyon: Bir Olgu Sunumu 56 - 58
Complete Penoscrotal Transposition: A Case Report
Cetin imamoglu, Ahmed Adam Osman

11. Sakral Kordoma 59 - 62
Sacral Chordoma
Sacral Chordoma

DERLEME

12. Kiiglik Hiicreli Disi Akciger Kanseri Tedavisinde immun Kontrol Nokta inhibitérleri 63-68
Immune Checkpoint Inhibitors in the Treatment of Non-Small Cell Lung Cancer
Ummugul Uyeturk, Ayhan Cetinkaya

I —
http://abantmedj.com



doi:10.5505/abantmed;j.2020.05902

AbantTipDergisi

OzgiinMakale /Cilt9Sayi1vil 2020

Abant Medical Journal

Original Article / Volume9issuelYear2020

Anestezi Se¢ciminin Mesane Kanseri Nedeniyle Cerrahiye Giden Hastalarda Sagkalim

Uzerine Etkisi: Retrospektif Degerlendirme

The Effect of Anesthesia Choice on Survival in Patients Undergoing Surgery for Bladder Cancer:

A Retrospective Analysis

Gulseren Yilmaz

Anesteziyoloji ve Reanimasyon Departmani, Saglik Bilimleri Universitesi, Kanuni Sultan Siilleyman Hastanesi, istanbul -Tiirkiye

0Oz

AMAGC: Rejyonel anestezinin mesane kanseri bulunan
hastalarda sagkalim Uzerindeki rolinl incelemis olan
¢alisma sayisi sinirhdir. Bu geriye doniik ¢alisma rejyonel ve
genel anestezinin mesane kanseri nedeniyle cerrahi gegiren
hastalarda sagkalim Uzerine etkilerini karsilastirmayi
amaglamistir.

GEREC ve YONTEMLER: Mesane kanseri nedeniyle cerrahi
geciren toplam 181 hasta (ortalamayas 6211 yil, % 82
erkek) bu geriye doniik calismaya dahil edilmislerdir.
Hastalara iligskin tiim veriler hasta dosyalarindan alinmistir.
Hastalar rejyonel anestezi (RA grubu, n=120) ve genel
anestezi (GA grubu, n=61) olmak Uzere iki gruba
ayrilmislardir.

BULGULAR: Rejyonel anestezi uygulanan hastalarda 3 yilllik
sagkalim genel anestezi grubuna gore anlamh olarak
yuksekti (% 96.6'ya karsi % 86.8, p=0.012). Lojistik
regresyon analizi postoperative enfeksiyon gelisiminin (OO:
0.221, % 95 GA: 0.065-0.754, p=0.016) ve rejyonel anestezi
uygulamasinin (00: 4.275, % 95 GA: 1.230-14.852, p=0.020)
3 yilik sag kalim igin anlaml belirleyiciler olduklarini
gostermistir.

SONUG: Bu calismanin bulgulari mesane kanseri nedeniyle
cerrahiye giden hastalarda rejyonel anestezinin genel
anesteziye gore daha iyi 3 wyillik sagkalim sagladigini
gostermistir. Postoperatif enfeksiyon gelisimi ve anestezi
teknigi sagkalimin  6nemli belirleyicileri olarak tespit
edilmiglerdir.

AnahtarKelimeler: Mesane kanseri, rejyonel anestezi, genel
anestezi, sagkalim

Abstract

OBJECTIVE: Data investigating the role of regional
anesthesia on survival in bladder cancer is lacking. This
retrospective study aimed to compare the impact of
regional anesthesia and general anesthesia on survival in
patients who underwent surgery for bladder cancer.
MATERIALS and METHODS: A total of 181 patients (mean
age 62+11 years, 82 % male) who underwent surgery for
bladder cancer were enrolled in this retrospective study. All
data were collected from patient case charts. Patients were
divided into two study groups according to the type of
anesthesia used: Regional anesthesia group (RA Group)
(n=120) and general anesthesia group (GA Group) (n=61).
RESULTS: Three-years survival following surgery was
significantly higher in patients receiving regional anesthesia
compared to those receiving general anesthesia (96.6% vs.
86.8%, p=0.012). Logistic regression analyses showed that
postoperative infection (OR: 0.221, 95 % Cl: 0.065-0.754,
p=0.016) and implementation of regional anesthesia (OR:
4.275, 95 % Cl: 1.230-14.852, p=0.020) were predictive for
3-years survival.

CONCLUSION: Findings of the present study demonstrate
that regional anesthesia provides better 3-year survival
compared to general anesthesia in patients undergoing
surgery for bladder cancer. Postoperative infections and
anesthesia technique are the predictors of survival in these
patients.

Keywords: Bladder cancer, regional anesthesia, general
anesthesia, survival

INTRODUCTION

Bladder cancer has become a significant public
health problem with the high worldwide
incidence, environmental factors playing an
important role in development, and increasing
expenditures on diagnosis and treatment. Based
on data from eight provinces with population-
based cancer registry centers in our country, the
incidence of bladder cancer was estimated to be

19.6 per 100000 in men and 2.5 in women (1).
According to that study, it is the 3rd most
common type of cancer in males and 13th in
women, and its share in all cancers is 8.5%.
Bladder cancer is four times more common in
men than in women (2). The excessive use of
cigarettes in males, which is one of the most
important etiologic factors, is responsible for
this distribution. Bladder cancer is seen at more
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advanced ages. Ninety percent of newly
diagnosed patients are over 60 years of age.
Bladder cancer-related deaths are one of the
most common causes of cancer-related deaths

(3).

Surgical stage of the tumor is unquestionably
the major determining factor of recurrence,
prognosis, and survival. Furthermore, grade,
histological type, genetic structure, and
additional pathologies may influence the cancer
prognosis (4). Numerous studies states that
anesthetic pain control systems alter the
prognosis (5-7). Even though the mentioned
outcomes are speculative, quite a few meta-
analyses have verified this assumption. Regional
anesthesia reduces surgery- stimulated stress
and opioid use; therefore, many suppose that it
decreases the probability of cancer recurrence
due to less administration of these agents which
are shown to inducedepression of both humoral
and cellular immunity (8, 9).

We aimed to reveal whether mortality caused by
bladder cancer varies between cases whose
surgeries include general versus regional
anesthesia. Consequently, this retrospective
study was organized to explore which anesthetic
method results in better survival in patients with
bladder cancer.

MATERIALS and METHODS
Patient selection

All consecutive patients who underwent surgery
for bladder cancer between January 2013 and
February 2016 in our institute were enrolled in
this retrospective study. All data were collected
from patient case charts. Patients’ gender, age,
body mass index (BMI), presence of comorbid
diseases, duration of anesthesia, amount of
blood transfusion during surgery, duration of
hospital stay, requirement for intensive care
unit (ICU) stay, presence of postoperative
infection, presence of postoperative bleeding,
final pathological diagnosis, and presence of

postoperative chemotherapy were recorded.
We excluded reoperations and patients who did
not have 3 years of follow up. We also excluded
patients with benign lesions and those with
biopsy specimen stages Il and IV (Figure 1).

[ Patients assessed for eligibility (n= 198) ]

*Excluded for not meeting inclusion criteria (n=5)
*Excluded for missing data (n= 12)

( Enrolled (n=181) ]

Figure 1: Flowchart demonstrating subject enroliment

Patients were divided into two study groups
according to the type of anesthesia used:
Regional anesthesia group (RA Group) (n=120)
and general anesthesia group (GA Group)
(n=61). Retrospective data were available only
for 3 vyears follow-up, thus, the primary
outcome of the study was 3-years survival.
Postoperative bleeding and postoperative
infections were the secondary outcomes.

Anesthesia and Analgesia

General anesthesia was induced using propofol
or sodium thiopental, fentanyl, and midazolam
and maintained with isoflurane with or without
nitrous oxide. IV  morphine, fentanyl,
hydrocodone, or hydromorphone and
occasionally with meperidine or sufentanil were
utilized to manage perioperative analgesia.
Spinal anesthesia was performed with a spinal
needle inserted through the L3-L4 interspace.
Following the return of 3ml clear cerebrospinal
fluid, 0.5% levobupivacaine (15 mg) was injected
over 20-30 s through 24 G Whitacre/Quincke
spinal needle. When requires, additional doses
of levobupivacaine were administered during
surgery. For postoperative analgesia, patients
received 4000 mg of paracetamol (in four
separate doses of 1000 mg). If necessary,
diclofenac 150 mg in three doses of 50 mg and
morphine substitutes were also given.

AbantMedJ2020;9(1):1-7
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All  surgical procedures and subsequent
management by medical oncology department
was performed by the same teams for all
patients.

Statistical Analyses

Data were analyzed using the IBM Statistical
Package for Social Sciences v20 (SPSS Inc.,,
Chicago, IL, USA). A normal distribution of the
quantitative  data was checked using
Kolmogorov-Smirnov test. Parametric tests were
applied to data of normal distribution and non-
parametric tests were applied to data of
guestionably normal distribution. Independent-
samples t-test and Mann-Whiney U-test were
used to compare independent groups. The
distribution of categorical variables in both
groups was compared using Pearson chi-square
test. Logistic regression was performed to find
the risk factors for overall survival. Data are
expressed as meantSD or median (interquartile
range), as appropriate. All differences
associated with a chance probability of .05 or
less were considered statistically significant.

RESULTS

A total of 181 patients (mean age 62+11 years,
82 % male) were enrolled in this retrospective
analysis. Patient characteristics, postoperative
complications and 3 years survival are shown in
Table 1. No differences were observed between
groups for gender, age, BMI, ASA Class, presence
of comorbid diseases, tumor stage, duration of
anesthesia, intensive care unit (ICU)
requirement, iv. opioid requirement, and final
pathological diagnosis. Operation time was
67.2424.0 min for regional and 70.1+23.6 min
for general anesthesia (p=0.565). Postoperative
bleeding was similar in the two groups (4.1 % vs.
9.8 % p=0.131), whereas postoperative
infections (22.9 % vs. 10.8 %, p=0.035) and
length of hospital stay (3.6+1.9 days vs. 2.95+1.6
days, p=0.019) were significantly higher in
anesthesia

patients  undergoing  general

compared to those undergoing regional

anesthesia. Three-year survival following surgery
was significantly higher in patients receiving
regional anesthesia compared to those receiving
general anesthesia (96.6% vs. 86.8%, p=0.012).

Logistic regression analyses showed that
postoperative infection (OR: 0.221, 95 % CI:
0.065-0.754, p=0.016) and implementation of
regional anesthesia (OR: 4.275, 95 % Cl: 1.230-
14.852, p=0.020) were predictive for 3-years
survival (Table 2).

Table 1: Patient characteristics and survival

Regional General p Value

(n=120) (n=61)

Gender (male/female) 101/19 47/14 0.241%
Age (yr) meaniSD 63.2+11.2 |61.2+11.2 | 0.2658§
BMI (kg/m2) meantSD 23.624.8 23.9¢4.1 |0.407F
ASA Class | 85 (71%) 47 (77%) |0.374¥
ASA Class Il 34 (28%) 12 (20%) |0.206¥
ASA Class Il 1(1%) 2 (3%) 0.263
Comorbid diseases 6 (4.9 %) 6 (9.8%) 0.070¥%
Diabetes 4 (3.3%) 3 (5%) 0.586¥%
Hypertension 2 (2.5%) 3 (5%) 0.378¥%
Tumor stage | 26(21.7%) |17 (28%)
Tumor stage Il 68 56.7%) |36 (59%)
0.309
Tumor stage Il 26(21.7%) |8 (13%)

Pathological | Urothelial 116(96.7%) | 60(98.6%) | 0.664¥

diagnosis carcinoma (n)

Adenocarcinoma |4 (3.3 %) 1(1.4%)
(n)

Anesthesia time (minutes) 67.2+24.0 |70.1+23.6 | 0.565§
mean+SD

Hospital stay (days) meanSD 2.95+1.6 3.6t1.9 0.019%

ICU requirement, n 6 (4.9 %) 5(8.1%) 0.395%
Postoperative infection 13 (10.8 %) | 14(22.9%) | 0.035¥%
Postoperative bleeding, n 5(4.1%) 7(9.8%) |0.109¥
Iv. morphine requirement, n 16 (13%) 11(18%) |0.508¥%
Posoperative chemotherapy, n |5 (4.1%) 6 (9.8%) 0.131¥%

3 years survival, n 116(96.6%) | 53(86.8%) |0.012¥

ICU: Intensive care unit; BMI: Body mass index
¥: Pearson correlation; §: Samples t test; ¥: Mann Whitney U test

AbantMedJ2020;9(1):1-7
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Table 2: Logistic regression analysis for overall survival

Odds ratio 95 % ClI p Value

Anesthesia 4.275 1.230-14.852 | 0.020

type(regional/general)

Gender 0.389 0.048-3.125 0.375
Age (yr) 0.977 0.926-1.031 0.400
BMI (kg/m?) 1.651 0.961-2.114 0.757

Postoperative infection 0.221 0.065-0.754 0.016

Anesthesia time 0.790 0.462-1.116 | 0.872
(minutes)
Comorbid diseases 0.348 0.068-1.788 0.206
Operation time 0.790 0.462-1.116 0.991
(minutes)
Hospital stay (days) 1.040 0.731-1.479 0.826

BMI: Body mass index

DISCUSSION

In the present study, we aimed to determine
whether mortality due to bladder cancer differs
between patients whose surgeries involve
general versus regional anesthesia. The present
study showed that 3-year survival was
significantly higher among patients receiving
regional anesthesia compared to those receiving
general anesthesia. In addition, the rate of the
postoperative infections was higher in patients
receiving general anesthesia than that of the
participants undergoing regional anesthesia. The
present study shows that 3-year survival is
significantly higher among patients receiving
regional anesthesia compared to those receiving
general anesthesia and the presence of
postoperative infections and implementation of
regional anesthesia are predictive for 3-years
survival in patients undergoing surgery for
bladder cancer.

Surgery, doubtless, is the mainstay of treating

patients with cancer and frequently eliminates a
considerable amount of cancer cells. However,
some individual cancer cells, often referred to as
micrometastasis, might be left at the margins. In
addition, previous data have demonstrated that
surgery itself might promote metastasis in
different ways. Management of tumor-releasing
tumor cells into circulation, reduction of
angiostatin and endostatin which are assumed
as antiangiogenics, increased release of growth
factors in response to injury and postoperative
immunsupression are the major determinants of
the role of surgery in promoting metastasis (10-
12). Furthermore, hypotermia and blood
transfusions performed to overcome the
bleeding occurring during the surgery might also
influence cancer recurrence (8).

Anesthetic technique has also been shown to
impact the rate of the recurrence of the disease
in many types of cancers. In a large study of
42,151 patients, Cummings et al. revealed that
cases who had undergone epidural analgesia
during cholectomy had longer 5-year survival
(hazard ratio=0.91, p<0.001) (5). De Oliveira et
al. revealed that ovarian cancer surgery
managed with epidural anesthesia reduces the
need for volatile agents and increases
recurrence-free survival (6). Lin et al. stated that
epidural anesthesia and postoperative analgesia
reduce the mortality rate of ovarian carcinoma
(7). Conversely, other studies state that regional
anesthesia / analgesia has no effect on the
prognosis of a patient with cancer. Lascassie et
al. stated that there is no profit of epidural
anesthesia during cancer surgery to overall
recurrence-free time or survival-time in patients
with advanced ovarian cancer (13). Roiss et al.
stated that the survival of 4772 patients who
had undergone radical prostatectomy were not
influenced by regional anesthesia (14).
Wuethrich et al. observed patients who had
undergone retro-pubic radical prostatectomy
over a median observation time of 14 years and
stated that general anesthesia combined with
epidural analgesia did not decrease cancer

AbantMedJ2020;9(1):1-7
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progression risk in patients with prostate cancer
(15). Recently, in a study of 531 patients
undergoing surgery for bladder cancer, Jang et
al. demonstrated that higher 5-year survival
tended to be higher in patients receiving
regional anesthesia compared to those receiving
general anesthesia (16). Chipollini et al. revealed
in a retrospective analysis of patients with
clinically nonmetastatic urothelial carcinoma of
the bladder who underwent surgery that
epidural anesthesia was associated with worse
recurrence and disease-free survival than the
general anesthesia (17). However, tumor stages
and the opioid use were higher in that study
compared to our findings. The outcomes could
therefore be influenced by these factors.

The role of immune system in promoting
metastasis constitutes the basis for majority of
the research investigating the impact of
anesthetic technique on prognosis in cancer
surgery the immune system performs a well-
known role in the host protections versus
progression of cancer. It is essential to maintain
the act of natural killer cells, a subgroup of
lymphocytes which instinctively identify and
execute tumor cells (18, 19). Numerous
perioperative issues might weaken immunologic
protections. Particularly, surgical manipulation
disseminates  malignant cells into the
bloodstream, surgical stress endorses metastatic
development by immunosuppression
throughout neuroendocrine conduits, and the
application of opioids straightforwardly reduces
natural killer cell (NK) action (10, 20).

General anesthesia is believed to inhibit proper
immune function. Anesthetic agents might
suppress cell-mediated immunity or alter the
balance between pro-and anti-inflammatory
cytokines. As shown previously, drugs used for
general anesthesia such as such as thiopental or
halogenated volatile agents might alter host
immunity by inhibiting natural killer cell,
dendritic cell, macrophage, and neutrophil
function (21). Volatile anesthetics have

also been shown to upregulate hypoxia-
inducible factors which are influential on
angiogenesis and cell migration (22). In
addition, research in animal models has shown
that the psotoperative pain itself and opioids
used for pain management following general
anesthesia might inhibit immune function and
stimulate angiogenesis (23, 24).

Regional anesthesia reduces the stress related
to surgery, postoperative pain and improve
neuroendocrine function and cytokine-mediated
stress response. In the study of Ahlers et al.
Epidural anethesia was found in association with
higher number of T-helper (Th)

cells, higher number of Iymphocytes and
preserved IFN-gamma concentrations (25).
Regional anesthesia also increases circulating IL-
4 levels and decreases IL-10 levels whereas
administration of fentanyl in general anesthesia
was associated with increased plasma
concentrations of IL-10 indicating a predominant
anti-inflammatory and immunosuppressive
profile with general anesthesia (26, 27).

Our findings demonstrating the favorable impact
of regional anesthesia in bladder cancer surgery
are consistent with the results of the previous
studies comparing regional and general
anesthesia in various types of cancer. With this
background in mind, we suppose that compared
to general anesthesia, regional anesthesia
provides less post-operative pain and stress and
improves immune response, and therefore, is
associated with favorable 3-year survival
following surgery.

Limitations of our study are the retrospective
design and lack of definite criteria for selection
of patients; far fewer patients received general
than regional anesthesia. However, we hope
that this study will pioneer further studies on
this topic. In addition, some details of history
and factors that may influence the outcome may
not be completely documented. Due to these
restrictions, associations should be interpreted

AbantMedJ2020;9(1):1-7
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with caution.

This is one of the leading studies to investigate
the effect of anesthetic method on the
prognosis of patients with non-metastatic
bladder cancer. Our results demonstrate that
regional anesthesia provides better 3-year
survival compared to general anesthesia in
patients undergoing surgery for bladder cancer.
Postoperative  infections and anesthesia
technique are the predictors of survival in these
patients.

Informed Consent: Written consent was
obtained from the participants.

Conflict of Interest: Authors declared no conflict
of interest.

Financial Disclosure: Authors declared no
financial support
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AMAG: Diinya cografyasiyla birlikte Osmanl topraklarinda
gorilen 6nemli salgin hastaliklardan biri de frengidir.
Arkeolojik bulgularda tarihi ¢aglar 6ncesine dayanan frengi
hastaligl, metinlerde 15. ylzyilin sonlarinda geg¢meye
baglamistir. Osmanh metinlerinde 16. ylzyilin basinda bu
hastaliktan bahsedilmektedir. Frengi daha 6nce bilinen bir
hastallk olmasina ragmen 19. yizyil ortalarinda
memleketimizde ciddi salginlara neden oldugu
kaydedilmistir. Osmanl Devleti diger salgin hastaliklarla
oldugu gibi frengiyle de 6nemli bir miicadele yurttmustur.
Frengi, istanbul’la birlikte Kastamonu ve Bolu civarinda ciddi
tahribata yol actigi kaydedilmistir. Calismamizda Osmanli
son déneminde Bolu ve civarinda frengi ile yapilan micadele
ortaya konacaktir.

GEREC ve YONTEMLER: Calismamizda, Bolu’da ilki 1916’da
ikincisi 1925’te nesredilen salnamelerde sair bulasici
hastaliklarla birlikte frengi micadelesini ele almaktayiz.
BULGULAR: Bolu saghk idaresi, sonradan memleket
hastanesine donlisecek olan Bolu Frengi Hastanesi, seyyar
frengi tabipleri, Bolu Frengi Mifetis-i Umumisi ve (cretsiz
yapilan muayeneler ile dagitilan ilaglar Bolu ve civarinda
etkin micadelenin araclaridir. Ozellikle muayene ve hasta
sayllari konunun 6nemine dair verilerdir.

SONUG: Savas ve kithk yillari olmasina ragmen genis halk
kitlelerini yakindan ilgilendiren hastaliklarla etkin bir sekilde
micadele edildigi anlasilmaktadir. D&nemin sartlar
gbzonine alindiginda, verilen istatistiklerin eksik olma
ihtimali s6z konusu ise de miicadele araglari ve miicadelenin
kararlihgini gbstermesi agisindan Bolu Salnamesi dikkat
cekicidir.

Anahtar Kelimeler: Bolu, Frengi, Salname

Abstract

OBIJECTIVE: Syphilis is one of the most important epidemics
seen in Ottoman lands along with world geography. The
disease of syphilis, whose history dates back Ages in
archaeological findings, began to pass in the late fifteenth
century in the texts. This disease is mentioned in Ottoman
texts at the beginning of the sixteenth century. Although
syphilis is a previously known disease, it has been recorded
to cause serious epidemics in our country in the mid-
nineteenth century. As with other epidemics, the Ottoman
State also engaged in an important fight against syphilis.
Syphilis has been recorded as causing serious damage in
Kastamonu and Bolu, along with Istanbul. In our study, the
struggle against syphilis in Bolu and its vicinity in the last
period of the Ottoman Empire will be demonstrated.
MATERIALS and METHODS: In our study, within the
framework of yearbooks which the first one in Bolu was
published in 1916 and the second in 1925, we will discuss
the struggle of syphilis with other epidemics.

RESULTS: Bolu health administration, Bolu syphilis Hospital,
which will later become the hometown hospital, mobile
syphilis doctors, Bolu syphilis General Inspection
Committee and drugs distributed with free examinations
are the most important tools of this fight. In particular, the
number of examinations and patients show the importance
of the subject.

CONCLUSION: Although there were years of war and
famine, it is understood that diseases that closely concern
the vast masses were effectively fought. When viewed from
historical aspect, the Bolu yearbooks is remarkable for
showing the struggle tools and determination of the
struggle, although the statistics given are likely to be
incomplete.

Keywords: Bolu, Syphilis, Yearbooks

GIRIS

Salgin hastaliklar, kithk ve kuraklik gibi felaketler
dinya tarihini sekillendiren ve donlstiren
kitlesel 6ltimlere neden olmustur. Diinyanin tim

bolgeleri gibi Osmanl topraklar da bulasici

hastaliklarin yikici taarruzlarina maruz kalmistir.
Ozellikle 18. ve 19. yiizyil, Osmanl’da veba ve
kolera salginlarindan binlerce 6limiin yasandigi
dénemdi. Ayni donem memleketimizi etkileyen
diger salginlar ise tifls, sitma, gicek ve frengiydi.
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Frengi, insandan insana temas yoluyla bulasan ve
tedavisi yapilmadigi zaman 6lime varan ciddi
etkileri olan salgin bir hastaliktir. Bu hastalikla
ilgili ilk vakalar Osmanli topraklarinda 19. ylzyilin
baslarinda kaydedilmeye ve ayni ylzyilin
ortalarinda ise artik salgin halinde gorilmeye
baslanmistir. Surekli goc ve askeri sevkiyatlar,
istanbul basta olmak lizere Anadolu’nun birgok
sehrinde daha 6nce ciddi etkileri kaydedilmemis
frenginin konusulmasina neden oldu. Bir taraftan
Avrupa’dan gelen askerlerin bir taraftan Rusya’ya
galismaya giden firincilarin getirdikleri frengi;
Kastamonu, Sinop ve Bolu gevresinde salginlara
yol acti. Bu salginlara karsi Osmanli devleti ve
daha sonra Cumhuriyet hikiimeti ciddi tedbirler
aldi. Biz de c¢alismamiza konu olan Bolu
Sancagi’nda frengiye karsi ylritilen miicadeleyi,
doénemin panoramasini bize en iyi sekilde sunan
salnamelerden hareketle degerlendirecegiz.

1.Frengi hastaligi ve tedavisi

Frengi (Sifiliz) adi, italyan hekim Girolamo
Fracastoro'un 1530'da yazdigi Syphilis Sive
Morbus Gallicus (Syphilis veya Fransiz hastalig)
adl epik siirinde gecer. Haiti'nin glines tanrisi
Apollon’a hakaret eden Syphilus adinda bir coban
cocugu, korkung bir hastalikla cezalandirilir. Siir,
tedavi olarak civa ve "guaiaco"nun kullaniimasini
Onerir. Guaiaco yagi, Ekvator'daki kutsal agag
olan Palo Santo'dan cikarilan, hem viicudu hem
de ruhu iyilestiren, sabunda da bir koku olarak
kullanilan esansiyel bir yagdir (1).

Frengi eski donemlerden itibaren bilinen bir
hastalik olmakla birlikte terminolojik olarak
sosyal bir ayrimcihg da icermektedir. Kiltirel
utanctan sakinmak icin Glkeler bu hastaligin
isimlendirmesini  baska bir Ulkenin ismiyle
yapmaktadir. ingilizler ve Almanlar bu hastaliga
“Fransiz  hastaligi”; Fransizlar, “Napoliten
hastalik”; Ruslar, "Polonya hastaligi";
Polonyalilar, "Alman hastaligl"; Flemenkler,
Hollandalilar, Portekizliler de buna "ispanyol
hastaligi" ya da "Kastilya hastaligl"; Japonlar ise

"Cin Ulseri" ismini verdi (1). Biz de Avrupalilara ait

anlaminda “frengi” ismini kullandik. illet-i efrend],
maraz-1 efrenci, dai’l-efrenc, Frenk uyuzu,
kiilleme, cicek, koti yara bu hastaligi tanimlamak
Uzere kullandigimiz diger isimlerdir.

Frenginin kokenini ve daha sonra dilinyaya
yayllmasini  agiklamak igin  U¢  hipotez
gelistirilmistir. Hipotezlerin lgli de dogrudan
veya dolayl olarak Kristof Kolomb’un cografi
kesifleriyle iliskilendirilir. ilki Kolomb hipotezi
olarak adlandirilan hipoteze gore; Amerika'da
ortaya c¢ikan sifiliz 1493'te Kolomb’un ekibi
tarafindan Avrupa'ya tasinmistir. Bu baslangig
olayinin ardindan Avrupa'da sifiliz salgini
1500'de, daha 6nce bu hastaliga maruz kalmamis
ve ona karsl bagisikhgl olmayan bir niifus arasinda
ortaya ¢ikmistir.  ikincisi Kolomb  &ncesi
hipotezidir. Kolomb oncesi hipotezin
savunuculari,  Avrupa'da  ziihrevi sifilizin
Kolomb’un seyahatinden o6nce var oldugunu,
ancak “clizzam” dan ayirt edilmedigini iddia
etmektedirler. Uglincii hipotez ise, sifiliz ajaninin
insan nifusu ile evrimlestigi ve Kolomb'un kesfi
sirasinda hem Eski hem de Yeni Diinya'da mevcut
oldugu varsayimina dayanmaktadir. Prehistorik
donem arkeolojik c¢alismalarda bu hastaligin
Amerika, Avrupa, Anadolu, Mezopotamya ve
Misir’da izlerine rastlanilmistir. Ayrica tabletler,
papirisler ve kitabelerde frengi hastaligindan
bahsedildigi  bilinmektedir  (2).

frenginin kokeni ile ilgili bahsedilen lglincl tezin

Dolayisiyla

daha dogru oldugu soéylenebilir.

Frengi hastaliginin mikrobu Spirochaeta Pallida
(Treponema Pallidum) denilen ince, sarmal
seklinde bukllmis tirbusona benzer bir
spirokettir. Bu spiroket, Fritz Schaudinn
tarafindan 1905 yilinda bulunmustur (4). Frengi
spiroketi insan vicudu disinda c¢abuk oldr.
Bundan dolayi hastalik insandan insana ancak
temas (cinsel temas ve 6pme) ile bulasir. Esyadan
esyaya bulasma hemen hemen hi¢ yoktur.
Hastalik frengi spiroketlerinin girdigi yerde, cogu
Ureme organlarinin dis kisimlarinda ve az da olsa
parmak, dudak ve agizda sert bir yara ile baslar.
Sonra spiroketler kana karisir. Bu hastaligin ikinci
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evresidir ve genel disklnlik ile bogaz agnrisi
hissedilir. Frenginin lclincl devresi spiroketlerin
organlara yerlesmesi ve onlari tahrip etmesidir.
Bu asamada agnl sislikler (gomlar), kan
damarlarinda  bozukluklar, omurilik,  sinir
tutulumlari ile beyin hasari yasanir. Boylece
frengi viicutta ciddi bozukluklar meydana getirir
ve tedavi edilmezse Olime kadar gotirebilir.
Frenginin tedavisi icin civa ve bizmuttan baska
Paul Ehrlich tarafindan icat edilen Salvarsan
mistahzari kullanihrdi (5). 1943’te Salvarsan’in
yerine Penisilin kullanilmaya baslandi (2).

2.0smanl dénemi frengi hastaligi ve miicadelesi

Osmanli doneminde frengiden bahseden ilk eser,
Il. Bayezid déneminde Cerrah ibrahim b.
Abdullah’in  Mora Seferi sirasinda fethedilen
Modon kalesinde (1500’de) buldugu Cindar adli
Yunanca ve Siiryanice tip kitabindan terciime
olan, 1505 yilinda tamamlandigi bilinen Ald’im-i
Cerrahin adli eserdir (6). Ayrica Padisah IV.
Mehmed’in Hekimbasisi Hayatizade Mustafa
Fevzi Efendi (6.1692) de Hamse-i Hayatizade ve
Maraz-1 Efrenci’nin Fasillari isimli kitaplarinda
frengi hastaligindan bahsetmektedir (7).

1500°’IU yillar civarinda Avrupa’ya yayilan frengi
hastaligl o yillarda Avrupa’yla minasebetimizin
azligl dolayisiyla memleketimizi etkilememistir.
ilk vakalar 1806-1812 ve 1828-1829 Osmanli-Rus
savaslarindan sonra goriilmeye baslanmis, 1854
Kinm ve 1877-78 Osmanli-Rus savaslarindan
sonra salgin haline gelmistir. Rusya’ya calismaya
giden firnincilarin Karadeniz kiyilari olan Sinop ve
Kastamonu'ya bu hastalig yaydiklari
bilinmektedir. Buralardan Anadolu’'nun diger
bolgelerine bu hastalik yayllmis ve goérildigu
bolgelerde de 6li dogumlar ve cocuk 6limleri

tespit edilmistir (7).

1854 Kirrm savasindan sonra hastaligin
yayllmasini durdurmak icin harekete gecilmistir.
Bu kapsamda Istanbul’da 1856-58 yillari arasinda
¢ogu Rum, Ermeni ve Yahudi kadinlarin ¢alistig
genelevlerin agilmasina misaade edilmistir (8).
Fakat wuzun bir siire buralarin denetimi

yapilamamis bu ylizden de 06zellikle konaklarda
calisan isciler bu hastalig! ailelerine bulastirmak
suretiyle salginin 6nind agmistir. 1869-1870’de
Altinci Daire’de (Beyoglu) fuhusla micadele icin
Dr. Sergivan Efendi baskanhginda bir saglik kurulu
olusturulmustur. 1878 yilinda Dr. Michael ve Dr.
Miralay Agop Handanyan bir rapor hazirlayarak
Altinci Daire-i Belediye Reisligine genelevlerde
galisanlarin  kontroli ile ilgili bir rapor
sunmuglardir. Rapor; genel sagligin
saglanmasinin hikimetin asli vazifesi oldugunu,
frenginin insan saghgina etkileri, frengi nedeniyle
Beyoglu ve Galata’daki genelevlerin denetiminin
elzem oldugunu belirten bilgi ve O©nerilerden
olusmaktaydi. Bu rapordan yola ¢ikarak gesitli
yazismalar yapilmis nihayet padisahin iradesiyle 6
Subat 1879 tarihinde Emraz-i  Zihreviye
Nizamnamesi yararluge girmistir. Bu
nizamnameye dayanarak Belediye tarafindan
kurulan bir heyetle genelevlerin diizenlenmesi
saglanacakti. Tedbirler dahilinde hekim, memur
ve belediye cavusu goérevlendirilmis, genelevler
teftis edilmis, calisanlar da muayene edilmisti.
Yine tedbirler kapsaminda kadinlar igin bir
hastane ve biri Beyoglu digeri Galata’da olmak
Uzere iki muayenehane acilmasi planlanmisti.
Bunlardan sadece Altinci Daire-i Belediye Nisa
Hastanesi agilmissa da tibbi alet ve laboratuvar
eksikliginden 1909 yilina kadar tecrithane olarak
kullanilmistir. Hastane 1909 yilinda Miessesat-I
Hayriye-i  Sihhiye’ye  devredilerek  gerekli
techizatlarla yeniden faaliyete gecirilmistir (9).

1883 yilinda ordunun modernizasyonu igin
Almanya’dan Ulkemize getirilen Baron von der
Goltz bircok askerimizde frengi hastalig
oldugunu tespit ederek bu durumu padisaha
bildiren bir rapor sundu. Bunun {zerine
gorevlendirilen Ernst von Diring’e Tibbiye'de
Deri Hastaliklari ve Frengi Dersi ve Poliklinigi
Profesorligl, Haydarpasa Askeri Hastanesi
Bashekim Yardimciligl ve Ankara ve Kastamonu
illeri Genel Saglik Miifettisligi vazifeleri verildi.
Von Diiring aldig1 gorev lzerine 16 hekim ve 2
eczaci ile birlikte Anadolu’ya cikarak taramalar
yapmayl ve karsilastigi doktorlara egitimler
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vermeyi planladi. 1896’da Kastamonu ve
yoresinde yiliksek oranda vaka gorilmesi Gzerine
miuicadeleye buradan baslama karari alindi.
1897’de “Kastamonu Vilayeti ve Bolu Sancagi
Frengi Miicadele Tegkilati  Nizamnamesi”
hazirlanarak yirirlige kondu (9). idari ve tibbi
Onlemler iceren bu nizamname ile teskilat bir
genel mifettis, 11 hastane, 25 gezici doktor, 25
sthhiye memurundan olusacakti. Hastaneler
birinci kismi ziihreviye ve dahiliye, ikinci kismi
cerrahiye olmak Uzere ikiye ayrlacakti.
Hastanelerde c¢alisacak olanlar ile gezici olan
doktorlar sinavlara tabi tutulacaklardi. Genel
mufettis doktorlarin ve diger ¢alisanlarin
gorevleri ile ilgili raporlamayi genel midirlige
bildirecekti. Bu
mistahdemleri baska islerde g¢alismayacaklardi.

kurumun memur ve

Nizamname halka da yikimlilikler getiryordu.
Nizamnameye gore Kastamonu Vilayeti veya Bolu
Sancagi halkindan olanlar herhangi bir bulasici
hastaligl olmadigina dair saglik raporu olmadan
evlenemeyeceklerdi (10).

1910’da “Kastamonu Vilayeti’nde Teskil Olunacak
Memleket Hastanelerine ve Seyyar Heyet-i
Tibbiye’ye Dair Nizamname” yirirlige girmistir.
18 Ekim 1915 tarihinde “Emraz-1 Zihreviyenin
Men-i Sirayeti” adli bir nizamname yayimlanir. Bu
nizamnameye gore cinsel vyolla bulasan
hastaliklarin yayilmasini 6nlemek icin 6zel bir
orgit kurulacaktir. Bu 6rgiit istanbul’da Polis
Genel Mudurligine tasrada milki amirlere bagh
olacaktir.  Zihrevi hastaligi  olan  birini
muayeneden kagiranlara ve baska bir kisiyle
iliskide bulunmasina aracilik edenlere ceza
uygulanacak, fiilin islendigi binalar mihirlenecek
veya kapatilacaktir. 1920°de revize edilen bu
nizamnameye gore inzibatla ilgili isler Polis Genel
Mudurligine, saglik ve idare ile ilgili isler Saglik
Genel Miudurligine baglanmistir. Buna gore
Polis Genel Mudirligine bagh  Zihrevi
Hastaliklarla Micadele Tesisleri, Saglik Genel
Muddurligine devredilmistir. Bu arada Saghk
Genel Mudirliga ziihrevi hastaliklarla ilgili halki
bilinglendirmek icin  ¢alismalar  yuriatmdas,
bildiriler dagitmistir (10). 1921 yilinda Umur-u

Sithhiye ve Mudavenet-i ictimaiye Vekaleti
“Frenginin Men-i Sirayeti ve intisarinin Tahdidi”
adiyla bir kanun yayimlar. Bu kanunla bitiin
Frengi hastalarinin tedavileri devlet tarafindan
Ucretsiz olarak vyapilacaktir. Bu kanuna gore
frengi hastalan icin Uskiidar Mirahor Belediye
Dispanseri, Haseki Nisa Hastanesi, Cerrahpasa
Hastanesi ve  Sisli  Zuhrevi  Hastaliklar
Hastanesinde Ucretsiz muayene ve tedavi imkani
saglanmis, Yildiz Askeri Hastanesi ile Besiktag’taki
Gaziosmanpasa Mekteb-i Sultanisi de zihrevi

hastaliklar hastanesine donlstiralmustar (9).
BULGULAR

3.Cumhuriyet’in ilk yillarinda frengi hastaligi ve
miicadelesi

7 Mart 1921 tarihinde Resmi Gazete’'de
“Frenginin Men-i Sirayeti” hakkinda yayimlanan
kanun, |. Meclis’in bir taraftan Milli Micadele
hazirlklariyla ugrasirken diger taraftan da halkin
genel saghgini korumak icin tedbirler aldigini
gostermektedir. Cumbhuriyetin ilk zamanlan
frengi ile miicadelenin etkin bir sekilde yapildig
yillardir. Tedavi yontemleri ve kullanilacak
ilaglarla ilgili olarak 1925’te “Frengi Tedavi
Talimatnamesi” hazirlanip yurdrlige
konulmustur. 1926 yilinda Ulke genelinde 84.662
vaka tespit edilmistir. 1926-1947 yillan arasinda
toplam taranan 2,25 milyon kisiden 862 bini
frengili bulunmustu. Once Sivas merkez, Hafik ve
Bursa Orhaneli kazalarinda baslayan tarama ve
muayenelerle birlikte frengi ile micadele
sirerken  diger yandan hastaneler de
acilmaktaydi. 1924’te Samsun Askeri Cilt ve
Frengi Hastaliklari Hastanesi icin bina tahsis
edilmis, 1926 yilinda Ankara Numune Hastanesi
Zihrevi Hastaliklar Pavyonu insa edilmistir.
Zihrevi hastaliklarin  kolayca yayilabilecegi
blyliksehirlerde ayni zamanda kisilerin gizli bir
sekilde tedavi gorebilmesi amaciyla 1927'de
Ankara ve izmir'de “Deri ve Tenasiil Hastaliklar
Tedavi Evi” adiyla dispanserler acilmistir. Ucretsiz
olarak saglanan muayene hizmetlerinin yaninda

tedavi icin ilaglar da (cretsiz bir sekilde
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dagitiimaktaydi.  Diger vyandan  hiikimet
miicadeledeki hukuki konumunu giglendirmek
adina bazi kararlar almigtir. Buna gore 1929'ta
zlhrevi hastaliklara yakalanan fahiselerin tedavisi
zorunlu hale getirilmistir. 24 Nisan 1930 tarihinde
“Umumi Hifzissihha Kanunu” kabul edilmistir.
1593 sayili bu kanuna gore ziihrevi hastaliklarin
tedavisinin licretsiz olacagi beyan edilerek frengi
taramalarina halkin katilimi ve frengili olanlarin
kendini ve gocuklarini tedavi ettirmeleri zorunlu
tutulmustur. Ayrica frengi, bel soguklugu, sankir,
clizzam, verem ve ruh hastaligl olanlarin tedavi
oluncaya kadar evlenmeleri yasaklanmistir. Bu
dogrultuda 1931 yilinda “Evlenme Muayenesi
Hakkinda Tuzlik” vyayinlanarak muayene ve
esaslari belirlenmistir. 12 Nisan 1930 tarihinde
¢ikarilan bir genelge ile yeni genelevlerinin
acllmasi ve mevcut olanlara da yeni kadin
alinmasi yasaklanmistir. Bu yasak 12 Kasim 1933
tarihinde kabul edilen “Fuhusla ve Fuhus
Ylzinden  Bulasan  Zihrevi  Hastaliklarla
Miicadele Nizamnamesi”ne kadar devam etmistir

(11).

1933’te kabul edilen ve genelevlerin tekrar
actlmasini  6ngéren bu nizamnamenin kabul
siireci sikintill olmustur. Layiha Sihhat ve i¢timai
Muavenet Vekaleti tarafindan 1932 vyilinda
hazirlanmis ve son seklini almak Gzere Dabhiliye
Vekaleti temsilcilerinden olusan bir komisyonla
tekrar gorise acilmistir. Dahiliye Vekaleti
temsilcileri genelevlerin  acilmasinin  fuhsun
Oonlenmesine c¢are olmayacagini ifade ederek
failler hakkinda cezal takibat yapilmasini
onermislerdir. Buna karsi Sihhat ve ictimai
Muavenet Vekaleti'nin temsilcileri Avrupa ve
Amerika’daki uygulamalari 6rnek gostererek
fuhusla mesgul olanlarin kontrol ve tedavilerinin
daha kolay olacagini savunmuslardir. Nihayet
“Umumi  Hifassthha  Kanunu” nun  128.
Maddesine gore iki bakanlkca ortak hazirlanan
nizamname 1933 yilinda kabul edilmistir. 8 kisim
ve 126 maddeden olusan nizamnamede, iki
kurum kurulmasi 6ngérilmustir. Bunlar Ziihrevi
Hastaliklar ve Fuhusla Miicadele Komisyonlari ile
Zihrevi Hastaliklar ve Fuhusla Micadele

Komisyonlarina Yardim Heyetleridir.  Birinci
kurum polis ve belediyenin oldugu yerlerde ikinci
kurum da kaza merkezlerinde olusturulacaktir.
Her iki kurumun da gorevi; fuhusla bulasan
zuhrevi hastaliklarin yayllmasinin  énlenmesi,
¢ikan yasa ve nizamlarin tatbikinin saglanmasi ve
hesaplarin denetlenmesidir (11).

4. 1916-1925 yillari arasi salnamelere gore Bolu
4.1. Demografik yapi

Bolu'da birincisi Hicri 1334 (M. 1916) ve ikincisi
Rumfi 1341 (M. 1925) tarihlerinde olmak tzere iki
defa salname hazirlanip nesredilmistir. ikinci
salnamenin hazirhigl 1921-1922 yillarinda biyik
Olgiide tamamlanip bolimler halinde basimina
baslanmis, ilk bolim 1922 yilinda basiimistir.
Ancak basim isi tamamlanamadan Cumhuriyet’in
ilani, inkilaplarin kabull gibi biyik degisikliklerin
gerceklestiriimesi bazi ilavelerin yapilmasini
zorunlu kilmistir. Yapilan ilavelerle birlikte baski
isi tamamlaninca salnamenin kapagina Rumi
1341 (M. 1925) tarihi yazilmistir (12).

Cografi konumu yoniinden siyasi 6nemi ve tarihi
kiymeti bulunan Bolu Sancagi, fethinden 1925
yihna kadar muhtelif idare sekillerine sahip
olmustur. ilk idare sekli Sancak Beyligi adiyla
Mutasarriflikti. 1692 tarihine kadar idaresini
bircok sancak beyi yapmistir. Bu tarihte
lagvedilen Sancak Beyligi yerine Voyvodalik
gelmis 1811 yilina kadar tam 122 yil Voyvodalik
ve Muhassillik seklini koruduktan sonra tekrar
Mutasarrifliga donmustir. O zaman Zagferanbolu
(Safranbolu) etrafi ile birlestirilerek Bolu
Viransehir  (Eskipazar)  Sancaklari  adiyla
mutasarriflar  ve  miitesellimler  idaresine
birakilmistir. En son 1864 tarihli Teskil-i Vilayat
Nizamnamesine gore eyaletler lagvedilmis,
vilayet merkezi Kastamonu kabul edilerek Bolu,
eski sekli olan mutasarnfliga dondiridlmustd.
Mesrutiyetin ilanin ardindan mustakil sancaklar
dénemine gecildiginde Bolu Sancagi, merkez
kazasindan baska Zonguldak, Eregli, Bartin,
Devrek, Gerede, Dilizce, Mudurnu ve Goynik

isimlerinde sekiz kazay kapsiyordu.
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1920 yilinda Zonguldak, Eregli, Bartin ve Devrek
kazalari ayrilarak mistakil Zonguldak Sancagi
olusturuldu. Boylece Bolu Sancagi, merkez
kazasiyla birlikte Gerede, Diizce, Mudurnu ve
Goynik kazalarini kapsamis oldu. O tarih
itibariyla Bolu sancagl toplamda bes kaza ile
Akcasehir (Akgakoca), Ceharsenbe (Carsamba,
Seben), Kibrisgik, Mengen ve Yigilca adiyla bes
nahiye ve 808 kdyden olusmaktadir (12). 1916
tarihli salnameye gore 63.354’G Musliman,
556’si Rum, 370’i Ermeni olmak Uzere toplam
64.280 nifusa sahiptir. 1925 tarihli salnamede
toplam niifus 199.144 olarak gegmektedir. Bunun
58.159’u Bolu merkez kazasinda, 52.630’u Diizce
kazasinda, 48.522’si Gerede kazasinda, 22.289’u
Mudurnu kazasinda, 17.538’'i Goynik kazasinda
ikamet etmektedir.

4.2. Bolu’da saghk hizmetleri ve Bolu Hastanesi

Bolu hastanesi Mutasarrif ismail Kemal Bey’in
gayretiyle kasabanin bati ucunda, Ugurlu Naib
Cayirt mahallesinde 1886 tarihinde 50 yatakh bir
hastane olarak insa edilmistir. 1897 yilinda ise iki
pavyon daha eklenerek genisletilmistir. Frengili
ve ihtiya¢ sahibi hastalar icin insa edilmis olan
hastane, 1901
Umumiye’ye (genel hastane) cevrilmistir.

tarihinde Hastahane-i
Hastanede idare odalari, eczane, muayenehane,
yemekhane, hamam, erkek ve kadin olmak lizere
6 buyldk yatakhane vardir. Masraflari 6zel
bltceden temin edilen bu hastanenin galisanlari;
bashekim, bir operator, bir eczaci, bir
bashemsire, bes hemsire, bir kapici, bir hademe,
bir ¢amasircc ve vyamagl ile bir ascidan
olusmaktadir. Hastane esasen frengi miicadelesi
icin tesis edilmis olsa da sonradan Huikimet
Hastanesi adini almistir. Hastaneye ait 1886-1892
yillari arasinda bir kayda rastlanmamistir. 1892-
1922 yillari arasinda ise hastanede yatili olarak
17.770 hasta tedavi gormuistir. Bunlardan
6.409’0 erkek, 3.969’u kadin olmak tGizere 10.378’i
frengi hastasidir. Yatih olanlardan baska
polikliniklerde yilda ortalama bin hastaya
bakilmis, fakir olanlarina hastane eczanesinden
Ucretsiz ila¢ temin edilmistir. Bu hastanede, 30

yilda toplam 528 6lim vakasi kaydedilmistir.

Saghk miudurliginde (Sihhiye Dairesi) ve
memleket hastanesinde elimizde bulunan
salnamelere gore 1916 ve 1925 yilinda kayith
¢alisanlarin isimleri su sekildedir:

Tablo 1: 1916-1925 Bolu Sancagi Sihhiye Dairesi’'nde
gorevli memurlar

1916 1925 Salnamesine
Salnamesine Gore
Gore

Mudar Fahri Bey Safvet Bey

Hikimet Miinhaldir Arif Bey

tabibi

Belediye tabibi Faik Bey

Sthhiye katibi Ahmed Efendi Ahmed Efendi

Kiglk sthhiye Tahsin  Efendi, Ulvi
memuru Efendi, Mustafa Efendi

Belediye asi | HulGsi Efendi Sabri ve ismail Efendiler

memuru

Kabile (ebe) Necmiye Cemal, Nuriye

Hanim

Tablo 2: 1916-1925 Bolu (Memleket) Hastanesi'nde gorevli
memurlar

1916 1925 Salnamesine Gore
Salnamesine
Gore
Bastabip Ali Ruman Bey Enver Bey
GOz tabibi Kadri Selim Bey
Operator Pertev Bey Hayreddin Bey

Seyyar frengi | Yusuf Ken'an Bey

tabibi

Eczaci Ali Stikrti Efendi Ali Efendi
Katip Mustafa Efendi Salih Efendi
Ascl Ahmed Aga

Hasta bakicisi Ali Efendi
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4.3. Bolu’da gériilen bulasici hastaliklar

1925 tarihli salnamede gegcen ve Saglik
Mudiarliginidn  bulasict  hastaliklarin  en  ¢ok
goruldugi yerler, sebepleri ve cesitleri hakkindaki
raporu su sekildedir: (12)

a) Sitma Hastaligi: Efteni Bogazi'ndan Melen
Deresi’ne kadar uzanan Diizce Ovasi’nda bulunan
koyler genel olarak sitmaldir. Efteni Goli’ne
gelen fazla sularin olusturdugu batakhik bu
hastaligin  olusmasi ve yayllmasinin birinci
sebebidir. Elendere ve Bolu Ovasi’nin gliney batisi
ayni sekilde sitmalidir. Carsamba nahiyesinin alti
koyli ile Kibrisgik nahiyesinin  Celtikdere
mevkiindeki  koyler,  Carsamba
olusturdugu bataklik, Mudurnu Su, Dokurgin

suyunun

mevkii, Goynlk’lin Demirhanlar, Ahmed Beyler,
Asagl Bogaz, Hasanlar ve Karacalar gibi mevkiler
sitma kaynaklaridir. Vilayet disinda sitmanin
orani tam olarak tespit edilememistir. Liva idare
Meclisi'nin gonderdigi bitce ile satin alinan
“kinin” fakir halka dagitilmaktadir.

b) Verem Hastaligi: Gerek akciger veremi gerek
kemik, cilt ve eklem veremleri sehir merkezinde
oldugu kadar koylerde de yaygindir. Tam olarak
miktari tespit edilememektedir. Hastane ve
dispanserlere basvuran hastalarin kabaca %5'i
veremlidir. Bu hastaliga karsi yurutiilen micadele
yeterli degildir.

c) Bel Soguklugu: Kasaba merkezlerinde ve
gencler arasinda tahminin lzerinde yaygindir.
Hicbiri dogru bir sekilde tedavi gérmemektedir.
Hemen  hepsi  mutatabbiplere  miracaat
etmektedirler. Yumurtalik iltihabi ve berence

iltihabi ile karsilasiimaktadir.

d) Lekeli Humma (tifiis): I. Diinya harbine kadar
gorlilmemis olan bu hastalik, son dort yilda kis
aylarinda ve ozellikle askeri sevkiyat ile gog
yollarinin civarindaki kazalarda minferit olarak
gorilmektedir. isgalin birinci yilinda oldukga fazla
olimcil vaka gorilmekle birlikte son senelerde
hastaligin etkisini vyitirdigi gézlemlenmektedir.
Son iki sene icinde bu hastaliktan sancak

dahilinde 99 vaka ve 13 oOlimli vaka tespit
edilmistir. Bu hastaliktan vefat, genel olarak
koylerde goriilmektedir. Bu koydeki hastalarin
hastanelere ya da dispanserlere ulasamamalarin
dan kaynaklanmaktadir. Hastanelere ulasmalari
kolay oldugundan hapishanedeki 36 hastadan
yalnizca iki 61im vakasi bildirilmistir.

e) Tifo Benzeri Humma (Paratifo)-Kolera-
Dizanteri: Kolera miinferit olarak goriilse de bir
salgin halini almadig, diger yandan tifo ve
dizanteri artik tarihe mal oldugu soylenebilir.
Humma ve dizanterinin en buyuk kaynagi sehir ve
kasabalardaki agik tuvaletlerdir. Buradan kuyu ve
cesme sularina gecip hastalik yapmaktadir.
Paratifo ise koy hayatinin hayvanlarla i¢ ice
olmasindan kaynakli gorilebilmektedir.

f) Kizamik, Bogmaca: Birka¢ senede bir ¢ocuklar
arasinda salgin halinde gorilse de 6lim vakasi
pek azdir.

g) Cicek: Genelde gog¢ yollarindan yayilan bu
hastalik son iki senedir Dlizce ve Mudurnu
kazalarinda olduk¢a yaygindir. Son iki yilin
kayitlarina gore cicekten 307 hasta ve 26 6lim
vakasi vardir. Cicegin en o6nemli bulasma
yollarindan biri evsiz ¢cingenelerdir.

h) ispanyol Gribi: Sancakta ilk defa 1334 (1918)
gorilen bu hastalik 6zellikle koyliler igin bir
felakete doénismistiir. Hicbir salgin, ispanyol
gribi gibi kisa zamanda bu kadar biyuk tahribat
yapmamistir. Sonraki salginlarda blytk bir
etkisinin gérilmedigi aktariimistir.

4.4. 1916-1925 yillar arasinda frengi hastalig
4.4.1. Genel durum

Dizce  kazasinin  Akcasehir ve  Yigilca
nahiyelerinde yogun bir sekilde goérilen bu
hastalik minferit olarak vilayetin her tarafinda
gorilmektedir. Hastane kaydina gore vilayette
frengili sayisi 2.058 olsa da hastaneye kayitl
olmayan frengili de ¢oktur. Bununla birlikte tiim
vilayette gorilme sikhgi %1-1,5'i gegmemektedir.
Sankir evresine ve sinir tutulumuna nadir olarak
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ulagsmaktadir. Salnamede genel olarak frengi

hastaliginin gelecek nesil
gorulmedigi aktariimaktadir.

4.4.2.
istatistikler

Frengi ve diger

icin ¢cok tehlikeli

hastaliklarla ilgili

Tablo 3: 1892 Temmuzundan 1922 Temmuz tarihine kadar
otuz sene zarfinda Bolu Hastanesi’nde tedavi altina alinan

hastalar
Adet Erkek Kadin
10.387 | Frengi 6.409 3.969
7.392 | Diger Hastaliklar 4.180 3.212
17.770 | Toplam 10.589 7.181

Tablo 4: 1902 senesinden itibaren hastanenin elinde
bulunan rakamlara gore frenginin evrelere gére dagihmi

Frengi Hastaligi Evresi Adet
ilk evre frengi 44
ikinci evre frengi 5.751
Uglincii evre frengi 1.981
Teshisi bulunamayan frengili hasta 592

Tablo 5: 1902 senesinden itibaren 1922 senesine kadar

diger hastaliklarla ilgili istatistiktir

Hastaliklar Erkek Kadin
Apandisit 1

Bronsit, Agiz yarasi 131 36
iltihaph agiz yarasi 315 103
iskorpit 11 2
Akciger veremi 88 34
Gonore (bel soguklugu) 57 62
ispanyol nezlesi 106 11
Cilt hastaliklari 470 78
Cicek 1

Tekrarlayan Humma 4

Dizanteri 82 6
Plorezi 13 3
Pnémoni 85 6
Diger organ veremi 231 98
Sitma 509 43
idrar yollari ve tenasiil hastaliklari 148 68
Sinir ve Akil Hastaliklari 45 21
Fitik 35

Kabakulak 14

Kara humma 83 17
Karaciger hastaliklari 72 15
Kalp ve Damar hastaliklari 121 48
Kulak hastaliklari 35 4
Kizamik

Kizil 2

Kemik kirigi 14 7
Goz hastaliklari 79 17
Lekeli humma 135 16
Eklem g¢ikmasi 4 1
Mide hastaliklari 131 49
Grip 399 28
Yilancik 17 2
Yumusak sankir 6

Diger hastaliklar 638 186
Yarahlar 624 77
Misahede altinda 61 12
Teshis edilemeyen 465 162
Toplam 5365 1294
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Tablo 6: Bes sene zarfinda tedavi altina alinan hastalar

Yih Frengi Diger hastaliklar | Toplam
1917 | 349 294 643
1918 | 665 764 1449
1919 | 487 153 640
1920 | 438 521 959
1921 | 484 1102 1586

1918 ve 1919 seneleri Mitareke ve askerin
esaretten donils senesine rastlamakla birlikte
memleketlerine donen askerlerin  bir kismi
esaretten  aldiklari  frengiyi  bulunduklarn
mahallere bulastirdiklari ve hastaligin normal
gorilme oranini iki buguk kat arttirdiklan
kaydedilmistir. 1920, 1921 senelerinde ise eski

miktara indigi tespit edilmistir.

Tablo 7: Bolu Hastanesi gorev alanina ait olup son bes sene
zarfinda ilk defa frengiye tutulan hastalarin toplami

Yih Frengi adedi
1917 101
1918 250
1919 220
1920 134
1921 171

Tablo 8: 1921 senesi Bolu Sancagi'nda evrelerine gére
frengi hastalar

Frengi Evresi Adet
Birinci evre 13
ikinci evre 282
Uglincii evre 189

Tablo 9: 1921 senesinde Bolu Hastanesi’nde tedavi edilen

hastalarin hastaliklari gesidi itibariyle sayilari

Hastalik Adet
Frengi 483
Cerrahi hastaliklar 321

Diger Enfeksiyon hastaliklari | 376

Cilt hastaliklar 158

Sindirim sistemi hastaliklari | 80

Dolagim sistemi hastaliklari | 12

idrar ve tenasiil hastaliklari | 25

Kalp hastaliklari 11
Solunum hastaliklari 52
Goz hastaliklar 29
Sinir hastaliklari 1

Kulak hastaliklari 13
Musahede altinda 23

Tablo 10: 1922 yil zarfinda tedavi altina alinan frengililerin
sancak ici ve digi olarak dagilimi

Adet Muhit

256 | Sancak mintikasi igi

228 | Sancak mintikasi disi

4.4.3. Alinan tedbirler

Onceleri frengi tedavileri yalnizca hastane iginde
ve hastaneye basvuran hastalara yapilirdi. Daha
sonra 1897 yilinda Diiring Pasa’nin Kastamonu
Vilayeti dahilindeki frengi miicadelesi icin
gorevlendirilmesiyle  Kastamonu  Vilayetine
milhak Bolu da frengi teskilatina dahil olmustur.
Vilayet dahilinde bir ¢cok hastane insa edilmistir.
Bu baglamda Bolu sancaginda, Dizce’de ve
Eregli'de de birer hastane acilmistir. Dliring Pasa
hastaneleri, mahalli saglik mudurliklerinden alip
O0zel olarak kurulan Hastaneler Mifettis-i

Umdmiligi'ne baglamistir. Bu sayede frengi
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miicadelesi belirli bir kanaldan idare edilmistir.

Frengi miicadelesinde iki amag gozetilmistir:
Frengi hastalarinin arastirlmasi  ve frengi
hastalarinin tedavisi. Birincisi seyyar tabipler
ikincisi hastaneler ve seyyar sihhiye memurlari
eliyle yapilmaktaydi. 1920 yilinda Mifettis-i
UmOmilik ve seyyar tabipler lagvedilmis,
hastaneler tekrar mahalli saglik muddrliklerine
baglanmis ve sancak merkezinin disindaki
hastaneler dispansere dontsmistir.

Saglik  mudurliklerine  devredilen  frengi
micadelesi, hukimet tabipleri ve saghk
memurlar eliyle yiritilmastir. Her kazada
bulunan frengi hastalarinin kayitlan,
hastanelerden hiikiimet tabiplerine devredilerek
tedavileri hiklimet tabipleri nezaretinde saglk
memurlari tarafindan yapilmistir. Frengi hastalari
her sene (¢ doz civa siringasi yapilmak suretiyle
tedavi edilmislerdir. Hikimet tabipleri kayit disi
hastalari da tedavi altina almis, hastanelere
yonlendirmislerdir. Hikiimet tabibi haricinde
hastaneye bireysel basvuran hastalar, bir ay
icinde hastane tarafindan hikiimet tabibine
tabibinin
sorumluluguna verilmistir. Tedavinin dokuz

bildirilerek  tedavisi hikimet
asamasini tamamlamis hastalarin isimleri, frengi
kiinye defterinden silinmekte ve bu durumda
olanlara evlenme izni verilmektedir. Bununla
birlikte tabip tarafindan muayene edilmeyen
kisilerin bir sekilde rapor alip evlendigi, boylece
hastaligl birbirlerine bulastirdiklari ve hastaligin
0lt dogumlara da neden oldugu kaydedilmistir.

Salnamenin yayin tarihinden Once frenginin
¢okca gorildigli  Kastamonu ve Bolu'da
miicadele neticesinde hastaligin eski siddetini
kaybettigi, Sancak dahilinde belirli noktalarda
rastlanan frengi vakalann “fuhus neticesi
olmadigi” ve “cihaz-i hazmi” (sindirim sistemi)
vasitaslyla gectigi kaydedilmistir. Salnamede son
olarak frenginin sitma ve verem gibi toplumsal bir
hastalik oldugundan bahisle, bu hastaliklari
birbirinden ayirt ve tesbit edecek seyyar tabip
teskilatina ihtiya¢ duyuldugunu belirten ifadeler

ve micadelenin sekli ve yontemine dair tekliflere
yer verilir. Bu seyyar teskilat yalnizca frengi ile
degil ayni zamanda diger saglik micadeleleriyle
mesgul oldugunda blyik bir gorev ifa etmis
olacagl ve frengi ile daha basarih sekilde
miucadele edilecegi belirtiimektedir.

Salname 1925 yilinda Bolu Sancagi igin frengi
miicadelesinin eski Onemini yitirdigine dair
tespitlerle noktalanmaktadir. Buna gore mevcut
frengi ile miicadele tam anlamiyla bir miicadele
Ozelligi tasimamaktadir. Fakat hastaligin teshis ve
tedavisi icin seyyar tabiplere ihtiya¢ vardir.
Ozellikle sancak icinde sayisi ve kimligi bilinen
frengi hastalarinin disinda bir o kadar da kayit dis
frengili oldugu bilgisi salnamede yer almaktadir.
Bundan dolayi seyyar tabipleri, bu miicadelenin
merkezine yerlestirmek gerekmektedir. Clinki
Hiikiimet tabipleri ancak kayith veya tedavi igin
basvurmus hastalari tedavi edebilmektedirler.
Bunun disinda kalan ve bilinmeyen hastalarin
tespit ve tedavisi icin seyyar tabiplerin gérev
yapmasi zorunludur (12).

TARTISMA

1892-1922 yillari arasinda Bolu Hastanesinde
yatili olarak tedavi géren toplam 17 bin hastanin
10 binden fazlasi frengidir. Bu frengi hastalarinin
¢ogu, hastaligin ikinci evresindedir. Erkek hastalar
kadinlardan c¢oktur. 1902-1922 vyillar arasinda,
sitma, verem ve Ispanyol gribi gibi bulasici
hastaliklar dikkati cekmektedir. Fakat frengi
bulasici hastaliklar arasinda, ilk siradaki yerini
korumaktadir. 1917-1921 tarihleri arasinda ilk
defa frengiye tutulanlarin sayisi 100 ile 250
arasindadir. 1921’deki kayith frengi hastalarinin
toplami 500 civarindadir. Ayni yil nifusunun
150.000 civarinda oldugu tahmininden hareketle,
hastalik orani %0,3’e tekabll etmektedir.
Hastaneye basvuran hastalarin vyarisi Bolu
disindan gelmistir.

Frengi oranini karsilastirmak icin ayni yillarda
Amerika’daki istatistiklere basvurulabilir. 1929
kayitlarina gore 100.000'den fazla 6lim vakasi
1916-1925  yillan

kaydedilirken arasinda
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frengiden 6liim orani 100.000’de 30 civarindadir.
Hastalik orani ise %3 civarindadir (13). Bu
rakamlar kiyasla elimizdeki salname kayitlari
bizde durumun ¢ok daha iyi oldugunu
gostermektedir.

Salnamelerdeki istatistikler, frengi ve diger
hastaliklarla miicadelede bize 6nemli veriler
sunsa da donemin arsivciligindeki muhtemel
eksiklikleri ve sinirliliklari géz ardi etmememiz
gerekir. Saglk hizmetlerinin ulagilabilirligi ve
ozellikle tasradakilerin bu hizmetlere
ulasmasindaki sikintilar géz 6nline alindiginda,
bize sunulan rakamlarin sthhati tartismaya agiktir.
Salnamelerde gegen “bir o kadar da ulasilamamis
kimse vardir” ifadeleri bu  kanaatimizi

desteklemektedir.

Elimizde bulunan hem 1916 hem 1925 tarihli Bolu
salnamelerine gore frengi ile miicadele, saglk
teskilatlanmasi ve hizmetlerinde énemli bir paya
sahiptir. 1916 salnamesinde, Yusuf Ken’an Bey
adli seyyar frengi tabibinin Frengi Mifettis-i
Umumiligi ve memleket hastanesi ile koordineli
ylrattigd calismalarla nifusunun neredeyse
yarisi saglk taranmasindan gec¢mistir. Bu tarama
esnasindailk evre frengiye nadiren rastlandigi goz
online alininca salginin durdugu séylenebilir. Bu
calismalar ayrica, tabip gibi davranan bilgisiz
insanlarin hurafelerinin 6nline gecilmesi yonlyle
onemlidir. Bilimsel bir metodoloji ile tarama,
teshis ve tedavilerin saglanmasi  halkta
mutatabbip denilen bilgisiz insanlara yonelimi
azaltmistir.

Osmanli topraklarinda 19. yuzyilin ortalarindan
itibaren salgin halinde gorilmeye baslanan frengi
hastalig ile ilgili ciddi bir micadelenin verildigini
soylemek  mumkinddr.  Diring  Pasa’nin
Anadolu’ya yaptigi seyahat bu micadelenin
yalnizca baskent istanbul'la sinirl  kalmasini
onleyen onemli adimlardan biridir. Ozellikle
Kastamonu ve Bolu, frenginin Anadolu’daki odak
merkezleri olmasi nedeniyle ¢alismalar buralarda
yogunlastinlmistir. Yeni acilan hastaneler ve

dispanserlerle birlikte gezici saghk ekiplerinin

calismalari  ve (cretsiz yapilan tedaviler
miicadeleye bliyuk katki saglamistir. Siireg icinde
cikarilan nizamnameler ve kanunlar da frengiyle
topyek{n savasin temellerini saglamlastirmistir.
Donemi itibariyla bir yandan yoksulluk diger
taraftan savas sartlari yasanmasina ragmen
frengi ve diger bulasici hastaliklarla miicadelenin
araliksiz devam ettigi gortlmektedir. Buna gore
Cumbhuriyetin ilk yillarinda, frengiyle miicadelede
bir basaridan s6z edebilir.

P SR (V)

Sekil 1: Bolu Memleket Hastanesi, Mistakil Bolu Sancagi
Salnamesi, 1334/19165.278

Bilgilendirilmis Onam: Katiimcilardan vyazli
onam alinmistir.

Cikar Catismasi: Yazarlar gikar catismasi beyan
etmemislerdir.

Finansal Destek: Yazarlar finansal destek beyan
etmemislerdir.
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AMACG: Endometrium kanserinde, diflizyon agirlikli manyetik
rezonans gorintileme (MRG)'nin uygulanabilirligi ve
degerini belirleyerek preoperatif evre 6ngorusiine katkisini
arastirmak.

GEREC ve YONTEMLER: Calisma grubuna histopatolojik
olarak endometrium kanseri tanisi konmus 26 hasta, kontrol
grubuna ise herhangi bir uterin patolojisi olmayan 20 hasta
alindi. Tim hastalara timor evrelemesi igin pelvik MRG
uygulandi. Ayrica, diftizyon agirlikhi goértntiler, 1.5-T MR
kullanilarak B degeri 0, 500 ve 1000 s/mm? olan diizlemsel
spin-eko gorintilerle aksiyal planda taranmasi ile elde
edildi. Bu goruntller bagimsiz is istasyonuna (Leonardo
console, software version 2.0) aktarilarak, olgularin analizi
ve apparent diffusion coefficient (ADC) Olgumleri yapildi.
Calisma grubunda ADC 6lgiimleri; tiimoér dokusunun (g ayri
noktasindan sirktiler ROI (region of interest) kullanilarak
yapildi. Kontrol grubunda ise ROI, normal servikal doku,
endometrium ve myometrium kullanilarak yapildi. Her bir
ADC 6l¢iimi igin 3 farkli ROI degerinin ortalamasi alindi ve
ortalama ADC degerleri birbiriyle karsilastirildi.

BULGULAR: Calisma grubundaki hastalarin ortalama yasi
60.42+7.68, kontrol grubundakilerin ise 58.60+8.11'dir.
Ortalama ADC degerleri; ¢alisma grubunda 0.75+0.16x1073
mm?/s, kontrol grubunda ise 1.45+0.10x107 mm?/s olarak
bulundu. iki grup arasinda ortalama ADC degerleri agisindan
istatistiksel olarak anlamli  farklihk oldugu tespit
edildi(p=0.01). Ancak ¢alisma grubundaki olgularin histolojik
grade’i ile ADC degerleri arasinda anlamh bir farkhlik
saptanmadi(p>0.05).

SONUG: Difiizyon MRG’de 0lgiilen ortalama ADC degerleri;
kanserli ve normal endometrium dokusunu ayirt etmek igin
etkin bir sekilde kullanilabilir, kanserli olgularin cerrahi
ybnetimi ve preoperatif timor evresini dngdrmek igin
onemli katkilar sunabilir.

Anahtar Kelimeler: Endometrium kanseri, Manyetik rezonans
goruntileme, ADC degerleri

Abstract

OBIJECTIVE: The goal of this study is to determine the
applicability and valuableness of diffusion-weighted
magnetic resonance imaging (MRG) in endometrial
carcinoma, and to investigate the contribution of obtained
results to preoperative tumour staging.

MATERIAL AND METHOD: While the study group included
26 patients who were histopathologically diagnosed
endometrial carcinoma, the control group involved 20
patients without any uterine pathology. All patients were
applied pelvic MRG for tumour staging. In addition,
diffusion-weighted images were obtained with their being
scanned in axial plan with planary spin-eco images having 0,
500 ve 1000 s/mm? B value by using 1.5-T MR. Analysis and
apparent diffusion coefficient (ADC) measurements of
cases were performed by transferring these images to
stand-alone workstation (Leonardo console, software
version 2.0). ADC measurements in the study group were
carried out by using circular ROI (region of interest) from
three different points of tumour tissue. It was made by
using ROI, normal cervical tissue, endometrium and
myometrium in the control group. 3 different ROl values
were averaged for each ADC measurement, and mean ADC
values were compared with each other.

RESULTS: The average age of the patients in the study
group was 60.42 + 7.68 and 58.60 + 8.11 in the control
group. Mean ADC values were found 0.75+0.16x1073 mm?/s
in the study group and 1.45+0.10x1072 mm?/s in the control
group. There was a statistically significant difference
between the two groups in terms of mean ADC values (p =
0.01). However, no significant difference was found
between the histological grade and ADC values of the cases
in the study group (p> 0.05).

CONCLUSION: Mean ADC values measured on diffusion MRI
can be used effectively to distinguish between cancerous
and normal endometrial tissue, contribute significantly to
the surgical management of cancer case and preoperative
tumour staging.

Keywords: Endometrial carcinoma, Magnetic resonance
imaging, ADC values
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GIRIS

GUnimuzde gelismis Ulkelerde en sik gorilen
kadin genital sistem kanseri endometrium
kanseridir ve olgularin yaklasik %75-80’ine evre
1’de tani konulmaktadir (1,2). Bu kanserlere
erken evrede tani konularak etkin sekilde tedavi
yapildiginda sag kalim orani yiiksektir. (5 yillik sag
kalim orani %90’in Uzerindedir) (3). TUmorin
evresi, histolojik derecesi ve myometrial invazyon
derinligi en 6nemli prognostik faktorlerdir. Bu
faktorler lenf nodu tutulumu ile dogrudan
iliskilidir (4). Derin myometrial invazyonu olan ve
yuksek dereceli tiimoérlerde uygulanan primer
tedavi; total abdominal histerektomi (TAH),
bilateral salpingo-ooferektomi (BSO) ve pelvik-
paraaortik lenf nodu diseksiyonudur (PPLND) (5).
Erken evre kanserlerde lenf nodu tutulum
oraninin yaklasik %10 oldugu tespit edilmistir (6).
Endometrium kanserli olgularda, dogru yapilan
preoperatif evre dngorisii ve lenf nodu tutulum
tespiti, PPLND vyapilmasina gerek olmayan
olgulari 6nceden belirleyerek gereksiz yere daha
genis bir cerrahi yapilmasini engelleyerek
morbidite ve mortalite riskini azaltacaktir (7).
GUnimizde endometrium kanserli olgularin
preoperatif degerlendiriimesinde, transvajinal
ultrasonografi (TVS), bilgisayarli tomografi (BT) ve
manyetik  rezonans  gorlntileme (MRG)
kullaniimaktadir (8). MRG, uterusun anatomik ve
morfolojik yapisi ile ilgili daha kaliteli veriler
sunmasinin yaninda fonksiyonel ve molekiler
dizeyde de bilgi vermesi nedeniyle diger
yontemlere karsi Gstlnlik saglamistir (9). Bu
yontem, timorin myometrium, serviks, vajina,
mesane, rektum ile iliskisini ve buyimis lenf
nodlarini  rahatlikla  goriintileyebilmektedir.
Ancak endometrium igerisinde bulunan kiiguk
boyuttaki tiimérler ile normal endometrium
arasindaki sinyal yogunlugu birbirine ¢ok yakin
oldugu icin, timorin varligi veya sinirlarinin
tespitinde bazen yetersiz kalabilmektedir (10). Bu
durum, farkli bir modalite olan ve gorintilerin
dikkatli bir sekilde islenmesine olanak saglayan
MRG'nin

diftizyon  agirhkl kullanilmasini

glindeme getirmis ve sonraki arastirmalarda bu
teknik daha vyaygin olarak uygulanmaya
baslanmistir (11). Su molekillerinin  doku
icerisindeki hareket oOzelliginden faydalanilarak
gelistirilen bu teknik, hareketli molekdllerin
harcadigl kinetik enerji ile ortaya ¢ikan termal
enerjinin 6lgiimiine dayanan ve uterin lezyonlar
hakkinda daha detayli bilgi sunan bir tekniktir
(12,13). Teknigin temelini, nicel gosterge olarak
tanimlanan “Apparent Diffusion Coefficient
(ADC)” degerleri olusturmaktadir (14). Son
yillarda yapilan galismalar, preoperatif diflizyon
MRG ile Olgllen ortalama ADC degerlerinin,
normal ve malign doku arasindaki farkliligi ayirt
etmede ylksek oranda basariya sahip oldugunu
gostermektedir  (15). Ancak vyapilan baz
ortalama ADC
myometrial invazyon derinligini tespit etmede

¢alismalar, degerlerinin

yetersiz oldugunu savunmaktadir (16).

Biz calismamizda, endometrium kanserli olgular
ile herhangi bir uterin patolojisi bulunmayan
kadinlardaki ortalama ADC
karsilastirdik. Kanserli olgularda, diflizyon agirhkli

degerlerini

MRG’de yapilan preoperatif evre ongorisi ile
postoperatif  histopatolojik  cerrahi  evre
sonuglarini kiyasladik. Ayrica ADC degerleri ile
timor derecesi arasinda bir iliski olup olmadigini

arastirdik.
GEREC ve YONTEMLER

Calismaya, 2008-2010 tarihleri arasinda,
Bakirkdy Dr Sadi Konuk Egitim ve Arastirma
Hastanesi Radyoloji kliniginde, hastalarin ve etik
kurulun onayr alindiktan sonra basland..
Endometrial 6rnekleme yapilan ve histopatolojik
sonucu endometrium kanseri olarak raporlanan
26 olgu calisma grubuna, herhangi bir uterin
patolojisi bulunmayan 20 olgu kontrol grubuna
alindi. Calisma grubundaki tim olgulara
endometrial 6rnekleme icin dilatasyon kiretaj
islemi yapilmisti. Islem sonrasi 1 hafta icinde
cekilen MRG’de, endometrium dokusu etrafinda
disik sinyal yogunluklu pihti ve kan birikimine
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bagli olarak hatali degerlendirme yapilma riski
oldugu icin, calisma grubundaki bitiin olgulara
MRG ¢ekimi islemden 20 giin sonra yapildi.

Radyolojik Yontem: MRG c¢ekimi igin
kontrendikasyon olusturan durumlar ekarte
edildikten sonra tim hastalar supin pozisyonda
1.5-T (Avanto; Siemens, Erlangen, Almanya) ile
33mT/m maksimum gradyent kapasiteli 8 kanal
fazli  vicut koilleri  kullanilarak  tarandi.
Klinigimizdeki Pelvik MRG protokollerimiz:

1. Aksiyel turbo spin-eko T2-agirlikli sekans [
repetition/echo time (TR/TE):4320/87ms],

2. Aksiyel yag baskili U¢ boyutlu (3D) gradyent
eko T1-agirhkh MR sekans (VIBE)
[TR/TE:5.32/2.53ms],

3. Aksiyel turbo spin-eko T1-agirlikh sekans
[TR/TE:536/11ms],

4. Sagittal turbo spin-eko T2-agirhkli sekans
[TR/TE:5030/101ms],

5. Koronal turbo spin eko turbo inversion
recovery magnitude (TIRM) sekans
[TR/TE:4980/84ms]

6. Aksiyel difiizyon agirhkli single-shot spin eko
eko-planar sekans, kimyasal kaymaya 6zel yag
baskili teknik [TR/TE:4900/93ms] olarak ¢alisildi.

Diflizyon agirhkli gérintiileme icin gadopentat
dimeglumin (Magnevist; Bayer firmasi, Berlin,
Almanya) 0.1 mmol/kg dozunda bolus seklinde
uygulanarak c¢ekim vyapildi. Referans cizgileri,
dilim kahnhg ve difiizyon aralklarinin yerleri
belirlendi. Goriintiler bagimsiz bir is istasyonuna
aktarildi (Leonardo console, software version
2.0; Siemens, Erlangen, Almanya).

En az 5 yilllk MRG deneyimi olan bir radyoloji
uzmani tarafindan tim sekanslar incelenerek
raporlama vyapildi.  Calisma grubunda ADC
Ol¢limleri, timor oldugu dislintlen dokunun Ug
ayri noktasindan dairesel alan cizilerek yapildi.

Kontrol grubunda ise normal endometrium,

myometrium ve servikal (stromayi
kapsamayacak sekilde) dokuya Ug¢ tane dairesel
alan cizildi. Her iki grupta da Ug dairesel alanin
aritmetik ortalamasi alindi (Sekil 1 ve Sekil 2 A, B,
C). Calisma grubundaki hastalara, International

Federation of Gynecology and Obstetrics (FIGO)

2009 cerrahi evreleme sistemi kullanilarak evre
ongorusil yapildi (17).

Sekil 1: Evre 3 Endometrium kanser olgusunda diflizyon
MRG’de ADC 6l¢imu

A

Sekil 2 (A, B, C) : 60 yasinda endometrium kanserli hastanin
MRG’de ADC 6l¢imi
A. Sagittal T2-agirhkh gorintiide endometrial kavite

icerisinde timor gorilmektedir.

B. Axial diffusion weighted index (DWI)(b=1000 s/mm?)
endometrial  kavite icendeki  tlimoér  hiperintens
gorulmektedir. Uterusun iki yaninda goriilen 2 adet
hiperintens yuvarlak yapi reaktif lenf nodlaridir (beyaz
oklarin ucu).

C. Apparent diffusion coefficient (ADC) olgiim yeri
gosterilmistir. Timor izerinde ADC 6lgiimii hipointens alan
ile normal parankimin birlestigi cizgide yapilir. Bu olgunun
ADC degeri 0.86x102 mm?/s olarak hesaplanmistir.

Evreleme cerrahisi icin TAH+BSO+PPLND yapilan
hastalarin dosyalarina ulasilarak ameliyat bilgileri
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ve patoloji raporlari incelendi. Olgulara, 2009
FIGO cerrahi evreleme sistemine gore gercek
cerrahi evreleme yapildi. Bu sistemde, tim
endometrium kanserlerinin invazivlik derecesini
degerlendirmek igin sirasiyla alti grup patolojik
faktor bulunmaktadir:

1. Tmoriin tipi: Saf endometrioid karsinom ve
diger tipler.

2. Timorln histolojik derecesi: Grade 1 (G1),
Grade 2 (G2) veya Grade 3 (G3)

3. Myometrial invazyon derinligi: ylizeysel (<% 50
myometrial invazyon) veya derin (2% 50
myometrial invazyon).

4. Servikal invazyon: pozitif veya negatif (sadece
stromal invazyon varken pozitif).

5. Lenfatik vaskiiler bosluk invazyonu: pozitif
veya negatif.

6. Lenf nodu metastazi: pozitif veya negatif.

Calisma ve kontrol grubu arasindaki ortalama
ADC degerleri istatistiksel olarak karsilastirildi.
Diger yandan, calisma grubundaki olgularda
preoperatif evre 0Ongoriisi ile postoperatif
histopatolojik cerrahi evre sonuglari
karsilastirilarak ADC olgimlerinin basari orani
arastirildi. ilaveten, timor derecesi ile ortalama
ADC degerleri arasinda bir iliski olup olmadig

incelendi.

istatistiksel Yontem: Calisma ve kontrol
grubunun yas ortalamasi standart sapma ile
birlikte hesaplandi ve p degeri 0,05 olarak alindi.
Tim istatistiksel analizler SPSS 15.0 versiyonu
(Chicago, lllionis, USA) ile yapildi. Calisma ve
kontrol grubunun ADC degerleriile tiimor grade’i
arasindaki iliski x kikare testi kullanilarak
karsilastirildi.

BULGULAR

Calismaya dahil edilen tim olgular, 46 ile 74
yaslari arasinda ve ortalama yas 60.42 + 7.68’dir.

Gruplarin ortalama yaslarina gore

degerlendirilmesi Tablo 1'de gorilmektedir.

Tablo 1: Gruplarin ortalama yaslara gore degerlendirilmesi

Grup Ortalama yas Standart p degeri
sapma
alisma
Cals 60.42 7.68
grubu
0.440
Kontrol
58.60 8.11
grubu

*Student t testi kullanildi

Gruplar arasindaki yas dagilimlari anlamh bir
farkhhk gostermemektedir (p=0.440).

Calsma grubundaki endometrium kanserli
olgularin timor histolojilerini analiz ettigimizde,
%81 oraninda endometrioid tip adeno kanser
tespit edilmistir (Tablo 2).

Tablo 2: Calisma grubundaki olgularin timor histolojisine
gore siniflamasi

Tumor histolojisi n(sayi) %(oran)
Endometrioid adeno 21 80.8
kanser
Adenoakantom 2 7.7
Sero6z papiller kanser 1 3.8
Berrak hiicreli kanser 1 3.8
Adenoskuamdz kanser 1 3.8
26 100

Calisma grubundaki 26 hastanin preoperatif evre
ongorisi ile postoperatif histopatolojik evresini
karsilastirdigimizda, sadece 1 hastada vyanlis
ongoride bulunuldugu ortaya ¢ikmistir. Bu, Evre
1a oldugu disindlen ancak histopatolojik olarak
gercek evresi 2a olan olgudur. Bu olguy,
myometrial invazyon derinligi <%50 oldugu
disunulen ancak histerektomi sonrasi >%50
oldugu anlasilan ve servikal stromal tutulumu
olan bir olgudur (Sekil 3). Calisma grubundaki
olgularin MRG’a gobre evre 6ngoriileri ve gercek
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histopatolojik evrelere gore dagilimi Tablo 3'te
verilmistir.

@ MRG evre

%(Oran)
&

35 W Histopatolojik evre

Evrel Evrell Evrelll Evre IV

Timor evresi

Sekil 3: Calisma grubundaki MRG evresi ile histopatolojik
evrenin karsilastirmasi

Tablo 3: Calisma grubundaki olgularin MRG ve
histopatolojik evreye gére dagilhimi

MRG evre Histopatolojik evre
Tiimor evresi n(say1) %(oran) n(sayi) %(oran)
| a 10 38.5 9 34.6
b 6 23.1 6 23.1
c 5 19.2 5 19.2
I a 0 0 1 3.8
b 1 3.8 1 3.8
n a 1 3.8 1 3.8
b 2 7.7 2 7.7
c 1 3.8 1 3.8
\% a 0 0 0 0
b 0 0 0 0

Galisma grubunun ortalama ADC degerleri 0.68
ile 0.81 arasinda degismekte olup, ortalamasi
0.75+0.16x107®* mm?/s’ dir. Kontrol grubunun
ortalama ADC degerleri ise 1.20 ile 1.90 arasinda
degismekte olup, ortalamasi 1.45+0.10x1073
mm?/s’ dir (Tablo 4).

Tablo 4: Hasta ve kontrol grubundaki olgularin ortalama
ADC degerleri

ADC Hasta grubu Kontrol grubu p

(n:26) (n:20) degeri

Ortalama 0.75+0.16x1073 1.45+0.10x1073 0.010
ADC mm?/s mm?/s

degeri

Calismamizda, iki grup arasindaki ortalama ADC
degerleri istatistiksel olarak farklidir (p=0.01)
(Sekil 4).

18 |

16 |

14 -
1,2

9584 B
0,6

04 |
02 |

Ortalama ADC degeri

Calisma grubu Kontrol grubu

Sekil 4: Calisma ve kontrol grubundaki olgularin ortalama
ADC degerleri

Calisma grubundaki hastalarin evreleme cerrahisi

Ayrica calismamizda; MRG ile myometrial
invazyon durumunun tespitindeki basari orani
arastirildi. Myometrial invazyon derinligini <%50
olarak degerlendirdigimiz sadece 1 olgunun
postoperatif histopatoloji sonucu >%50 olarak
geldi. Calismamiza gore, myometrial invazyonun
tespiti ve invazyon derinliginin saptanmasinda
MRG %96 oraninda dogru sonug vermektedir.

yapildiktan  sonraki _ histopatolojik  timor
derecelerine baktigimizda; 12 hasta grade 1
(%46), 7 hasta grade 2 (%27) ve 7 hasta grade 3
(%27) olarak gelmistir. Bu olgularin ortalama ADC
degerleri ve timorlerin histolojik dereceleri Tablo
5'te verilmistir. Grade 1, 2 ve 3 tumorler ile
ortalama ADC degerleri arasinda anlamli bir fark

tespit edilmemistir (p>0.05).

Tablo 5: Hasta grubunda ADC degerleri ile timor grade
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arasindaki iligki

Tumor | n(say1) | %(oran) Ortalama ADC p
grade degeri
| 12 46 0.7740.17x103 0.658
1] 7 27 0.7410.16x10°3 0.542
n 7 27 0.7610.1510°3 0.822
TARTISMA

MRG, endometrium kanserli
preoperatif donemde evrenin 6ngorilmesi ve en

olgularda

uygun cerrahi yontemin belirlenmesinde énemli
katki saglamaktadir. Son yillarda bu amagla daha
cok diflizyon agirhkli MRG teknigi kullaniimis ve
bu konuda o©nemli arastirmalar yapilmaya
baslanmistir.  Diflizyon  agirhkli  goérintiler
fonksiyonel teknik olup, su hareketliligi, doku
canhhgr ve hiicresel membran bitlnlGgi
hakkinda 6énemli bilgiler saglamaktadir (18). Bazi
arastirmacilar bu teknigin ozellikle T2 agirlikh
sekanslarda  uygulandiginda, nitel olarak
myometrial invazyon derinligini daha iyi analiz
etme imkani sagladigini savunmaktadirlar (19).
Bizim calismamizda da T2 sekanslarin rutin olarak
gorintdler

kullanildigr  difizyon  agirlikh

kullanilmistir.  Clnkd,  uterusun  bolgesel
anatomisi en iyi T2 agirlikh gorintilerde
degerlendirilebilmektedir. T2 agirlikh kesitlerde
uterus korpusunda dort ayri boélgeye ait sinyal
yogunlugu izlenmektedir. Bunlar icten disa dogru
sirastyla a) endometrium ile endometrial
kavitedeki sekresyonun olusturdugu endometrial
bant, b) junctional zone (JZ), d) myometrium ve
e) serozadir (20). Bazi ¢alismalarda diflizyon
agirlikli MRG tekniginde kullanilan ADC degerleri,
normal ve benign endometrium lezyonlarini
malign kitlelerden ayirmak icin kullaniimistir.
Ornegin Shen ve Wang, arkadaslari ile beraber
yaptiklarn 2 fakli arastirmada; difizyon MRG ile
benign endometrial hastalilk ve endometrial
kanserli hastalarin ADC degerlerini
karsilastirmislardir. 2 arastirmada da hasta
grubundaki olgularin ADC degerleri kontrol

grubuna gore anlamli sekilde distk bulunmustur
(p<0.05) (12,13). Inada ve arkadaslar ise
calismaya dahil ettikleri tiim olgulari; normal,
benign ve kanserli endometrium olarak ¢ gruba
ayirmiglardir. Kanserli grubun ortalama ADC
degerlerini diger gruplarla kiyasladiklarinda
istatistiksel olarak anlamli derecede disiik olarak
bulmuslardir  (14). Bizim  galismamizda,
endometrium kanserli olgularin ortalama ADC
degerleri kontrol grubuna gére anlaml olarak
dusiik bulunmustur (p=0.01). Lin ve arkadaslari
yaptiklari  bir arastirmada, ortalama ADC
degerlerinin  myometrium invazyon derinligini
belirlemede yetersiz kaldigini 6ne slirmuslerdir
(15). Rechicci ve arkadaslarn preoperatif difizyon
MRG vyaptiklari olgulari derin ve ylzeyel
myometrial invazyon olarak 2 gruba ayirarak
postoperatif histopatolojik sonuglarina gore
karsilastirdiklarinda istatistiksel olarak anlaml
farkhlik oldugunu tespit etmislerdir. Calismada
kantitatif olcim icin kullanilan ortalama ADC
degerleri kullaniimamustir. (16). Baz
arastirmacilar  ADC’'nin  hlicresel dizeyde
brownian hareketlerini tetikleyen bir fiziksel etki
ile hiicresel bosluklar doldurmasi ve yogunluk
artisina neden olmasi nedeniyle invazyon
tespitinde yetersiz kaldigini savunmaktadirlar
(18). Deng ve arkadaslarinin yaptiklari prospektif
bir calismada ise; difizyon MRG’de o&lcllen
ortalama ADC degerlerinin ylzeyel ve derin
myometrial invazyon acisindan anlamli bir
farklilik gbstermedigi sonucuna varilmistir. Ancak
ortalama ADC degerleri, ylizeyel myometrium
invazyonu olan hastalarda derin invazyonu
olanlara gore anlamli bir sekilde disiik olarak
bulunmustur. Bununla birlikte peritiimoral
dokulardaki ADC degerleri, ylizeyel myometrium
invazyonu olan olgularda derin invazyonu
olanlarinkine gore anlamli bir sekilde disik
ctkmistir. (21). Diger yandan Tamai ve arkadaslan
yaptiklar bir calismada, endometrium kanserli
olgularda timorin histolojik derecesi ile
ortalama ADC degerleri arasinda ters oranti
(22).  Bizim

oldugunu  goézlemlemislerdir
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calismamizda timorin histolojik derecesi ile ADC
degerleri arasinda istatistiksel olarak anlamh bir
iliski saptanmamustir.

Kishimoto ve arkadaslarinin yaptigi benzer bir
calismada, ortalama ADC degerlerinin normal ve
timorli dokularda anlamli farkhhk
olusturdugunu ancak timoriin histolojik derecesi
ile  herhangi  bir iligkisinin  olmadigini
saptamislardir (23). Daha farkli bir ¢alismayla
literatlire katkida bulunan Woo ve arkadaslari ise,
ortalama ADC degerlerinin histogram analizi ile
timorlerin  histolojik  derecesinin  tahmin

edilebilecegini savunmugslardir (24).

Gunumuzdeki teknolojiler ile hangi MRG
modalitesi kullanilirsa kullanilsin, preoperatif
evreleme cerrahi evreleme kadar basanl
olmayacaktir. Calismamizda, endometrial dokuya
sinirli tiimorlerin tespitinde, myometrial invazyon
derinliginin dogru hesaplanmasinda ve lenf nodu
metastazi oldugu halde heniiz lenf nodunda
blyiime olmamis olgularin  bulunmasinda
goriintileme yontemlerinin yetersiz kalabilmesi
ortaya c¢ikan sonuglar acisindan kisithliklara
neden olmustur. Gelecekte yapilacak benzer
arastirmalarda, timoral dokularin yani sira
peritimoéral dokularda da ortalama ADC
degerlerinin  olcllmesinin  faydali  olacagini
disiniyoruz.

Endometrium kanserli olgularin preoperatif
difizyon MRG’sinde olclilen ortalama ADC
degerleri, kontrol grubuna gore anlamli oranda
disaktar (p=0,01). Bu sonug, ortalama ADC
degerlerinin benign ve malign timor ayriminda
oldukg¢a yararh oldugunu gostermekle birlikte
preoperatif donemde timor evresini 6ngérmeye
onemli katki saglayacagini gostermektedir. Ancak
tiimorin histolojik derecesi ile ortalama ADC
degerleri arasinda anlaml bir iliski olmadigi tespit
edilmistir. Ancak, difizyon MRG’nin diger
yontemlere gére endometrium kanserli olgularda
daha uygulanabilir ve degerli bir yontem oldugu
kanisindayiz. ilave olarak, daha yiiksek hasta
sayilari ile ADC degerlerinin hesaplanmasi ve

standart bir deger aralig olugturulmasinin uygun
olacagini diislinmekteyiz.

Bilgilendirilmis Onam: Katilimcilardan vyazili
onam alinmistir.

Cikar Catismasi: Yazarlar cikar catismasi beyan
etmemislerdir.

Finansal Destek: Yazarlar finansal destek beyan
etmemislerdir.
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AMAG: intihar, 6nlenebilir bir 6lim nedenidir. intiharin
Oonlenmesi icin vaka verilerinin iyi analizi esastir. Bu
¢alismanin amaci acil servise basvuran intihar olgularinin
klinik ve sosyodemografik 6zelliklerinin incelenmesidir.
GEREC ve YONTEMLER: Bu calisma geriye déniik olarak
gerceklestirilmis tanimlayici bir ¢alismadir. “Bir kamu
hastanesi acil servisine 1 Ocak 2015 - 31 Ekim 2018 tarihleri
arasinda, intihar veya intihar girisimi nedeniyle basvuran
hastalarin dosyalari, intihar formlari ve elektronik kayitlari
analiz edilmistir.

BULGULAR: Uygun kayitlara sahip 168 vakanin 92 si analiz
edildi. intihar vakalarinin % 65.2'sini kadinlar olustururken,
% 69.6'sl 15-29 yas araliginda ve % 40" 6grenci idi. En
yaygin intihar yontemi ilag-toksik madde alimi (% 84.8) ve
en yaygin intihar nedenleri aile sorunlari (% 26.1) ve akil
hastaliklari (% 16.3) idi. Vakalarin% 89.1'inde daha 6nce hig
bir intihar girisimi oykiisi yoktu, % 13'Unde Onceki alti ay
icinde psikiyatrik hastalik nedeniyle ilag kullanim 6ykiisi
vardi.

SONUG: Vakalarin detayl analizi intiharin 6nlenmesinde ilk
adimi olusturmalidir. Bu nedenle, hastanelerin elektronik
veri tabanlarindan ve hasta kayitlarindan elde edilen
verilerin kalitesinin arttirilmasi gerekmektedir.

Anahtar Kelimeler: intihar girisimi, intihar, acil servis

Abstract

OBIJECTIVE: Suicide is a preventable cause of death. Good
analysis of case data is essential for the prevention of
suicide. The aim of this study is to investigatethe clinical and
socio-demographic characteristics of suicide cases admitted
to emergency department.

MATERIALS and METHODS: This is a descriptive study
performed retrospectively. The files, suicide forms and
electronic records of patients who admitted to a public
hospital emergency department between 1 January 2015
and 31 October 2018 due to suicide or attempted suicide
were analyzed.

RESULTS: Ninety-two of the 168 cases with appropriate
records were analyzed. Women represented 65.2% of the
suicide cases, 69.6% were aged 15-29, and 40% were
students. The most common method of suicide was drug-
toxic substance use (84.8%), and the most common reasons
for suicide were family problems (26.1%) and mental
illnesses (16.3%). No previous history of attempted suicide
was present in 89.1% of cases, while 13% had a history of
medication use due to psychiatric disease within the
previous six months.

CONCLUSION: Detailed analysis of cases must constitute the
first step in suicide prevention. The quality of data obtained
from hospitals’ electronic databases and patient records
therefore needs to be increased.

Keywords: Attempted suicide, suicide, emergency
department

INTRODUCTION

Suicide is defined as violence inflicted by
individuals upon themselves for the purpose of
ending their lives actually resulting in death. If
this violence does not result in death, this is
known as attempted suicide (1). Suicide is one of
the important causes of mortality worldwide (2).
According to the World Health Organization

(WHOQO), more than 800,000 suicide-related

deaths occur every year, and there are many
more cases of attempted suicide. The seriousness
of the situation is more apparent when one
considers that a suicide-related death takes place
every 40 second somewhere in the world (3).
According to figures for 2013, 41,149 individuals
lost their lives due to suicide in the USA alone,
494,169
departments (ED) due to self-harm (1). According
to Turkish Statistical Institute (TSI) figures for

while presented to emergency
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2015, the crude domestic suicide rate was 4.11 in
100,000, and 3211 cases ended in death (4).

Although there has been an increase in activities
aimed at suicide prevention and early treatment
in recent years, suicide-related deaths and
disablement, and associated workforce losses
and the burden imposed on national economies
show that suicide is still a major public health
problem. The 66th World Health Assembly held
in May 2013 adopted the first WHO Mental
Health Action Plan for the purpose of suicide
prevention. The aim under this plan was to
reduce the suicide rate by 10% by 2020 (3).

As stated in the Mental Health Action Plan, data
obtained from analyzing the prevalence of cases
of suicide and attempted suicide in a community,
their demographic characteristics and the
methods employed play an important role in the
evaluation of suicide cases and the development
of prevention strategies (3). ED is generally the
first and only place of presentation for cases of
attempted suicide (5). These departments are
therefore of great importance in the
identification, prevention and treatment of
suicide cases. The purpose of this study was to
investigate the clinical characteristics and socio-
demographic characteristics of suicide cases
admitted to ED.

MATERIALS and METHODS
Study Design

This is a descriptive study performed
retrospectively.

Study Setting

This study was conducted in the ED of a public
hospital with an annual census of 78,000
patients. The records of patients presenting due
to suicide and attempted suicide between 1
January 2015, and 31 October 2018, were
subjected to analysis.

Data Collection

Cases with diagnoses of self-harm on the
hospital’s electronic record system were
scanned, and since these patients’ medical data
were not recorded on the system, their archived
patient charts were examined. However, only the
treatments administered to these patients were
written on the charts, and no data obtained were
of sufficient quality. Finally, we examined the
suicide records completed by the emergency
physician and archived by the hospital’s
statistical unit, and inclusion in the study of these
cases was based upon these. The data obtained
were transferred onto previously prepared data
collection form.

Patient selection

Patients aged 18 or over were included in the
study. Patients with missing data were excluded.

Statistical Analysis

The data obtained were analyzed using SPSS for
Windows version 21.0 (SPSS Inc., Chicago, USA)
software.  Frequency distributions  were
employed for categorical variables. Any value of
p below 0.05 was regarded as statistically

significant.
Primary Outcome

The socio-demographic characteristics, reasons
for suicide, methods employed and other factors
potentially associated with suicide in patients
presenting to the ED due to suicide or attempted
suicide.

RESULTS

One hundred sixty-eight patients aged 18 or over
presented to our ED due to suicide or attempted
suicide between 1 January 2015, and 31 October,
2018.

Fifty-one patients scanned with a diagnosis of
self-harm on the electronic record system were
excluded since no suicide reports were available,
and 25 were excluded to missing data on the
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suicide forms, and the study was completed with
92 patients. The mean age of the cases was
28.15+12.54 years (min: 14, max: 71). In terms of
age, 64 (69.6%) of cases were 15-29, 19 (20.7%)
were 30-44, 5 (5.4%) were 45-59, and 4 (4.3%)
were 60 or over. Mean ages were 26.97+13.69
among women and 30.38+9.85 among men. The
socio-demographic data are presented in the
Table 1. Suicide events were most common
between 16:00 and 20:00 (28.3%), followed by
20:00-24:00 (22.8%), and 00:00- 04:00 (19.6%).
Generally, the majority of cases occurred after
sundown, in the hours of darkness. In terms of
methods, 78 (84.8%) of subjects committed
suicide by means of drug-toxic substance
consumption, 5 (5.4%) by stabbing, 3 (3.3%) by
hanging, 2 (2.2%) by using firearms, 2 (2.2%) by
jumping from heights, and 2 (2.2%) by inhaling
propane gas (Figure 1). The analysis of reasons
for suicide was presented in Table 2, and analysis
of reasons for suicide by occupations was
presented in Table 3. No previous history of
attempted suicide was determined in 80 (89.1%)
of cases, while 7 (7.6%) subjects had attempted
suicide at least once before, and 3 (3.3%) had
made at least 2 previous attempts. A family
history of suicide was present in only 2 cases.
Twelve cases (13%) had a history of medication
use due to psychiatric disease within the previous
six months. Suicide attempts were planned
beforehand by 21.7% of cases. Attempts by 3
patients presenting due to attempted suicide
ended in death. These 3 patients were all male.
Two committed suicide by means of firearms,
and one by hanging. Cardiopulmonary
resuscitation was applied to all 3. One of the 3
had a previous history of psychiatric disease and
medication use. In terms of treatment
administered to patients presenting to our ED, 75
(81.5%) received various treatments including
medication, dressings, and splint suture, while 17
(18.5%) received no treatment and were merely
kept under observation.

Figure 1. Percentage of Suicide Methods

Percentage of Suicide Methods

S I = 54 33 22 ZE 27
=l —_—

Drug-toxic Stabbing Hanging Firearms Jumping from Inhaling
substance heights bottled gas
consumption

Figure 1: Form of suicide percentages

Table 1: Distribution of cases in terms of the frequencies of
various socio-demographic characteristics
Number Percentage

(n) (%)
Sex
Female 60 34.8
Male 32 65.2
Marital Status
Single 50 54.3
Married 37 40.2
Separated-Widowed 5 4.4
Education
University Graduate 36 39.1
High School Graduate 28 30.4
Primary School Graduate 19 20.7
Literate after Attending a Course 6 6.5
Illiterate 3 3.3
Employment Status
Student 37 40.2
Working 22 23.9
Housewife 21 22.8
Unemployed 12 13.0
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Table 2: Reasons for Suicide

Reason for Suicide Number Percentage
(n) (%)

Family Problems

24 26.1
Mental lliness

15 16.3
Problem with the Opposite Sex

11 12.0
Interpersonal Conflict

8 8.7
Financial Problems

7 7.6
Loneliness

5 5.4
School-Related Problems

4 43
Chronic Diseases

4 43
Unknown

4 43
Exam Anxiety

3 33
Developmental Disabilities

3 33
Work-Related Problems

2 2.2
Alcohol and Substance Addiction

1 11
Bereavement 1 1.1
Total

92 100.0

Table 3: Reasons for suicide among students and

housewives

Occupation Reason for Suicide Number (n) Percentage(%6)

Students
Family Problems 9 23.7
Problems with the Opposite
Sex a7
Interpersonal Conflict 5 13.2
Mental lliness 5 132
School-Related Problems 4 105
Development Period
Problems 3 79
Exam Anxiety 2 5.3
Loneliness 1 2.6
Total 38 100.0

Housewives
Family Problems 6 28.6
Mental lliness 5 238
Unknown 2 9.5
Chronic Diseases 2 9.5
Alcohol and Substance
Addiction ! 48
Financial Problems 2 9.5
Interpersonal Conflict 1 4.8
Domestic Violence 1 4.8
Bereavement 1 4.8
Total 21 100.0

DISCUSSION

The great majority of cases of suicide, regarded
as a preventable cause of mortality, occur in low-
and moderate-income countries. This has been
attributed to insufficient awareness in these
countries for preventing suicide and treating it in
time, and also to the fact that inadequate
resources are set aside for both the prevention of
suicide and for early and effective intervention
(3). Yet health care systems play an important
role in the prevention of suicides (6). Since
suicide is a sensitive issue, and even an illegal
action in some countries, it is known that very
few cases are recorded, and that since record
systems are inadequate and erratic, particularly
in low and moderate income countries, the
available data do not reflect the true facts (3).
Considering that these individuals will present to
ED, such departments are of critical importance
in terms of preventing and identifying suicide (6).
In addition, since work aimed at preventing
suicide will rely on the data record systems, data
for presentations due to suicide, particularly in
ED, need to be completed with particular care.
According to WHO figures for 2012, Turkey was
classified among those countries with narrow-
ranging and insufficient suicide records (3). This
study reveales that the electronic database
records in our hospital are inadequate, that data
of 76 cases in the electronic records are
inconsistent with the attempted suicide forms,
that 25 of the cases are recorded with different
diagnoses instead of suicide in the electronic
record system, and that 51 of the attempted
suicide cases don’t have any suicide form
recorded.

Suicide is more common among women (2, 7).
Previous studies from Turkey have also shown
greater rates of suicide among women (8, 9, 10).
The WHO reports that the suicide-related death
rate in wealthy countries is three times higher
among women, but that this decreases to 1.5-
fold higher in low and moderate income
countries, and that 50% of violent death among
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men worldwide and 71% of those among women
are due to suicide (3). Women represented the
majority of suicide cases (65.2%) in the present
study, while all the deaths related suicide were
male.

Suicide is one of the most common causes of
death, particularly among young people (1, 2, 7,
11). This has been attributed to young people
being more defenseless in the face of stress-
creating situations (11). The WHO states that
suicide is the second most common cause of
death worldwide in the 15-29 age group (3). TSI
figures for 2015 also show a greater disposition
to suicide among young people (4). In agreement
with the previous literature, 69.6% of the suicide
cases in our study involved individuals aged 15-
29, and 20.7% involved individuals aged 30-44,
while the remainder were aged 45 or over.

Low education levels are a known risk factor for
suicide (12). According to TSI data, suicide rates
decrease as education levels rise (4). In the
present study, and in complete contrast to the
previous literature, the prevalence of suicide
increased in line with education levels,
attempted suicide was most common among
university and high school graduates, and suicide
rates decreased in line with education level. We
think that due to the high level of education of
the population in the provincial center served by
our hospital, and the fact that many people with
low education levels generally living in rural areas
and villages did not present to the hospital in
which the study was conducted, may have
resulted in a higher prevalence of suicide among
educated individuals.

Various factors such as anxiety, functional
insufficiency, family history, and depressive
symptoms can lead to suicide attempts (12).
According to Atli et al., family problems are the
most common cause of attempted suicides (9).
Atay et al. reported that major depressive
disorder and diffuse anxiety disorder increase the
risk of suicide. In addition, panic disorder and

specific phobia are associated with increased
death ideation (13). Family problems (26.1%) and
mental illnesses (16.3%) were the two most
common causes of suicide in the present study.
When reasons for suicide were classified in terms
of occupational groups, the majority of cases
were observed to consist of students (40%)
attempting suicide due to family problems or
problems with the opposite sex, followed by
housewives attempting suicide due to family
problems and mental illnesses.

Studies from Turkey have reported that suicides
generally occur at 16:00-24:00 (9, 14, 15). The
majority of cases in the present study were
concentrated between 16:00 and 04:00. During
the daytime, individuals have factors such as
work and school to keep their minds and bodies
engaged and to keep feelings of loneliness at bay.
The fact that cases of suicide are concentrated
after 16: 00 both in the previous literature and in
the present study may be attributed to
individuals being capable of being alone after the
above factors have been removed in the evening
hours and to their subsequently being able to
concentrate on negative thoughts. .

The most common methods of committing
suicide are intoxication, hanging and firearms (2,
3). Halder and Mahato reported that
intoxications or drug overdoses were the most
common methods used to commit suicide,
followed by hanging and drowning (11). Studies
from Turkey have shown that 91.4% of suicide
cases involve consumption of drugs or toxic
substances, and that individuals who actually die
as a result of suicide either hang themselves or
employ firearms (7, 8). We determined that
84.8% of the cases in this study attempted suicide
by means of consuming drugs or toxic agents,
while the remainder employed methods such as
sharp objects, firearms, jumping from heights,
hanging, and inhaling propane gas. Two of the
cases that actually resulted in death involved
firearms, and the other case involved hanging. In
the light of these results, we think that drug
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misuse is one of the most serious problems, and
that probable factors such as unprescribed
medication sales and lack of family awareness
need to be investigated and preventive measures
adopted.

Previous attempted suicide, depression or other
mental diseases, alcohol or substance use, a
history of violence or suicide in the family,
physical disease, and loneliness are regarded as
risk factors for suicide (1). The most important
risk factor in the general population is a previous
history of attempted suicide (3). Halder and
Mahato reported that the majority of cases of
attempted suicide were not planned beforehand,
and that 83% involved sudden, impulsive
emotions (11). In the present study, 7.6% of cases
had attempted suicide once previously and 3.3%
twice before, while 13% had received a
psychiatric diagnosis and had a history of
medication use within the previous six months,
and 21.7% had planned their attempted suicides
beforehand. It is seen that these results are
consistent with the literature.

Attempted suicide can result in severe injuries,
fractures, brain damage or organ failure (1). In
terms of treatments administered to cases
presenting to the ED, 81.5% received various
forms of treatment, while none was applied in
18.5% of cases. Considering that all these cases of
suicide were preventable, activities aimed at
preventing suicide will not only reduce health
care costs, but will also lower the workload in ED.

Study Limitations

There are a number of limitations to our study.
The first is the low patient number, which is due
to the low population in the province in which the
study was performed and the fact that a large
proportion of patients initially presented to
hospitals in neighboring provinces. The results
may not therefore exactly reflect the cases in the
province. Another limitation is the absence of
data before 2015 in the hospital medical record
system and the inadequacy of the records kept.

The other limitation is the retrospective nature of
this study. We believe prospective studies with
more sample sizes are required.

As a conclusion it is clear that since the most
common method for suicide is medication abuse,
it is important that unnecessary medication use
and unprescribed medicine sale must be
prevented. If suicide is to be prevented, the
causes and prevalence of suicide must be
identified as a priority, risk factors must be
determined, and the relation with psychiatric
diseases and societal problems must be
determined. Data obtained in this manner will
provide answers to questions such as the exact
nature of the problem, the causes, and what
needs to be done to rectify the problem.
Unfortunately, however, the fact that the
requisite importance is not attached to data
recording in hospitals represents a major
obstacle to the development of a new approach
to suicide prevention. Health workers, and
particularly psychiatrists and ED physicians, have
a major responsibility in this context.
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0Oz

AMAG: Romatizmal mitral darligi (RMS) olan hastalarda
Wilkins ekokardiyografik skoru (WS) perkitan mitral balon
valvuloplastiye (PMBV) uygunlugu degerlendirmede yaygin
olarak kullanilmaktadir. WS 11'den yiiksek olanlar PMBYV igin
uygun kabul edilmemektedir. Daha onceki c¢alismalarda
RMS' un ilerlemesinde inflamasyonun roll gosterilmistir. Bu
¢alismada inflamasyonun gostergelerinden olan
nétrofil/lenfosit oraninin (NLR) yiksek WS' nu géstermedeki
rolU arastirildi.

GEREC ve YONTEMLER: Bu retrospektif calismaya orta-ciddi
RMS olan hastalar alindi. Hastalarin transtorasik ve
transozefageal ekokardiyografik goruntuleri incelendi.
Hastalar WS' na gore iki gruba ayrildi; grup 1'de WS< 11
olanlar, grup 2'de WS>11 olanlar. Gruplarin ekokardiyografik
ve hematolojik parametreleri karsilastirildi.

BULGULAR: Calismaya 93'U kadin (%80) 115 hasta alindi.
Grup 1'de 72 hasta (ortalama yas 43.7+12.0) ve grup 2'de 43
hasta (ortalamayas 52.7+11.3) vardi. Grup 1'de ortalama WS
7.412.0 iken grup 2'de 12.4+0.7 idi. NLR degeri grup 2'de
grup 1'den anlamli olarak daha yiiksek saptandi (sirasiyla
3.840.5 ve 2.6%0.9, p<0.001). NLR igin 3.09 sinir degeri
yuksek WS' nu géstermede %100 duyarhlik ve %78 6zgullige
sahip bulundu.

SONUG: RMS' lu hastalarda NLR degeri WS>11 olmasi ile
bagimsiz iliskilidir.

Anahtar Kelimeler: Biyometrik parametreler, Cerrahi siiresi,
Fakoemdiilsifikasyon, Niikleer Skleroz, Ultrason siresi

Abstract

OBIJECTIVE: Wilkins echocardiography score (WS) is
commonly used for patients with rheumatic mitral stenosis
(RMS) to evaluate their eligibility for percutaneous mitral
balloon valvuloplasty (PMBV) treatment. Patients with WS
of higher than 11 are not eligible for PMBV treatment.
Previous studies demonstrated that inflammation might
play a role in RMS progression. The purpose of this study
was to investigate the role of neutrophil/lymphocyte ratio
(N/L ratio), which is an indicator of inflammation in
predicting high WS.

MATERIALS and METHODS: In this retrospective study, we
investigated 115 patients (93 females, 22 males) with
moderate to severe RMS. Transthoracic and
transesophageal echocardiography reports were analysed.
Patients were divided into two groups according to their
Wilkins scores. Patients with a WS < 11 were included in
Group 1 and those with a WS >11 were included in Group 2.
The echocardiographic and haematological parameters of
the groups were compared.

RESULTS: Group 1 consisted of 72 patients (mean age
43,7+12.0) and group 2 consisted of 43 patients (mean age
52.7+11.3). In Group 1, the mean WS was 7.4+2.0 while it
was 12.440.7 in Group 2. The N/L ratio was 3.8+0.5 in Group
2 and it was significantly higher than that of Group 1, which
was 2.620.9 (p<0.001). The N/L ratio cut-off point was 3.09
with a sensitivity of 100% and specificity of 78% in
predicting RMS patients with high WS.

CONCLUSION: The N/L ratio was independently associated
with WS>11 in patients with RMS.

Keywords: Biometric parameters, Nuclear sclerosis,
Phacoemulsification, Surgery time, Ultrasound time

INTRODUCTION

Rheumatic mitral stenosis (RMS) is a late sequela
of acute rheumatic fever [1]. Mitral valve is the
most commonly affected part of the heart in
rheumatic heart disease. It is widely accepted
that molecular mimicry between the antigens of

mitral valve and streptococcus M protein induces
autoimmunity and inflammation, which leads to
deformation [2]. Studies
demonstrate that high-sensitive C-reactive
protein (hsCRP) and interleukin-1pB (IL-1 B) levels
and systemic inflammatory activity markers are

progressive

higher in these patients compared to normal
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population.  Moreover, levels of these

inflammatory markers decrease after
percutaneous mitral balloon valvuloplasty
(PMBV) treatment while the level of hsCRP is

correlated with the severity of disease [3, 4].

Neutrophil to lymphocyte ratio (N/L ratio) is a
marker of subclinic inflammation, various studies
have demonstrated the correlation between N/L
ratio and many diseases such as inflammatory
disease, cardiovascular disease, cancer and type
2 diabetes 5-6)

Percutaneous mitral balloon valvuloplasty is
commonly performed in patients with RMS who
have suitable valvular morphology. Wilkins
echocardiographic score (WS) is a common
method to select the patients eligible for PMBV
treatment (7) Studies have shown that patients
with WS<8 benefit more from PMBYV treatment.
However, higher success rates can be obtained at
an early stage in patients with scores higher than
11, but surgical treatment is recommended for
these patients as the long-term cardiovascular
mortality risk increases gradually [8, 9].

In this study, in addition to clinical and
echocardiographic parameters, we aimed at
investigating the efficacy of N/L ratio, which is a
systemic inflammatory marker in selecting
patients who are not eligible for PMBYV treatment
due to their high WS scores.

MATERIALS and METHODS

In this retrospective study, we investigated 115
patients (93 females (80.9%); 22 males (19.1%))
(with moderate-severe RMS (mitral valve area
<1.5cm2) who underwent PMBV between 2011
and 2016 in our clinic. The study was approved
by the local ethics committee. All experiments
were conducted following the criteria of
Declaration of Helsinki. Clinical features,
laboratory parameters and echocardiograms of
the patients were retrieved from the patient
files. All patients gave their written informed
consent prior to the study. Transthoracic

echocardiography (TTE) and transesophageal
echocardiography (TEE) records were reviewed.

The exclusion criteria were left atrial thrombus
formation, moderate or severe mitral
regurgitation, other moderate or severe valvular
diseases, history of malignancy, renal/liver
failure, previous history of any inflammatory
disease, current therapy with corticosteroids or
anticoagulant agents, connective tissue disease,
thyroid disease, history of coronary artery
disease, other haematological diseases and acute
infectious diseases. The past medical histories of
the patients were recorded from patient
anamnesis form.

The results of the blood tests performed in the
past month were examined. Complete blood
count (CBC) including white blood cell (WBC),
neutrophil and Ilymphocyte counts was
measured using an automated CBC device
(Abbott Cell Dyn, IL, USA). The N/L ratio was
calculated using the data obtained from the CBC
results.

Transthorasic echocardiography and TEE records
of the patients were analysed (EPIQ 7 Cardiac
Ultrasound, Philips, Amsterdam, Netherlands).
All echocardiographic findings were carefully
evaluated by two independent cardiologists. All
measurements were performed according to the
recommendations of the American Society of
Echocardiography [8]. An average of 3 to 7
measurements were performed for each patient
with sinus rhythm and atrial fibrillation,
respectively. Routine echocardiographic findings
were recorded. Left atrial diameter and left
ventricular end-systolic and end-diastolic
diameters were measured in the parasternal long
axis view by M-mode echocardiography. Ejection
fraction was measured by modified Simpson’s
rule. Mitral valve area was calculated by
planimetric method in the parasternal short axis.
The WS was calculated through morphological
evaluation of the mitral valve with TEE. To
estimate the WS, scores from 0 to 4 were given
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according to leaflet mobility, leaflet thickening,
calcification and the severity of subvalvular
thickening [5]. Based on the Wilkins scores, the
patients were divided into two groups: Group 1
consisted of 72 patients (mean age 43.7+£12.0)
with WS< 11 and Group 2 consisted of 43
patients (mean age 52.7+11.3) with WS>11.

Statistical analysis

The data was analysed with the SPSS software
version 15.0 for Windows (SPSS Inc., Chicago, IL,
USA). The continuous variables were expressed
as meanzSD, while the categorical variables were
expressed as percentage. The x2 test and
Fisher’s exact test were used to compare the
categorical variables. The Kolmogorov—Smirnov
test was performed to assess the distribution of
the continuous variables. Student’s t-test was
used for those variables with normal distribution
and the values were presented as mean £ SD. The
continuous variables without normal distribution
were analysed using Mann-Whitney U test and
the resulting values were presented as median
(50th) values and interquartile ranges (25th and
75th). The odds ratios (OR) and 95% confidence
intervals (Cl) were calculated. Receiver—
operating characteristic (ROC) curve analysis was
performed to determine the optimum cut-off
levels of the N/L ratio in association with high
WS. A two-tailed p-value of <0.05 was considered
as statistically significant.

RESULTS

A total of 115 patients with moderate to severe
RMS were included in the study. The baseline
characteristics of the patients are given in Table
1. There was no significant difference between
the two groups in terms of hypertension,
hyperlipidemia and gender. No difference was
found between the groups in terms of permanent
atrial fibrillation (p=0.179).

The CBC parameters are given in Table 2. No
significant difference was found in the white
blood cell count and the haemoglobin levels

between the groups. However, neutrophil levels
(5.0£1.3 vs 6.6+1.4, p<0.001) were significantly
higher in Group 2, and lymphocyte levels (2.1+1.1
vs 1.740.5) were significantly higher in the Group
1 (p=0.02). The N/L ratio (2.6+0.9 vs 3.8+0.5,
p<0.001) and platelet count (220.7+67.0 vs
254.2150.2 p=0.004) were significantly higher in
Group 2. ROC curve analysis revealed an N/L
ratio>3.09, which had a sensitivity of 100% and
specificity of 78% in predicting RMS patients with
high WS (area under the curve 0.923, p<0.001)
(Figures 1 and 2).

Among the echocardiographic parameters; left
ventricular ejection fraction, left ventricular end-
diastolic diameter, left ventricular end-systolic
diameter, planimetric mitral valve area,
transmitral mean and peak gradient and systolic
pulmonary artery pressure were not significantly
different between two groups. The mean WS in
Group 1 was 7.4+2.0 while it was 12.4%0.7 in
Group 2. However, left atrial diameter was
significantly greater in Group 2 (48.0£2.1 vs
45.0+2.4, p<0.001) (Table 3).

Factors leading to a high WS were evaluated with
univariate and multivariate logistic regression
analysis (Table 4). Univariate analysis for high WS
demonstrated significant differences in age, N/L
ratio, left atrial diameter, platelet count and
diabetes mellitus. Multivariate analysis showed
that left atrial diameter was an independent
predictor of WS>11 (OR=1.625; 95% Cl:1.197 —
2.204, p=0.002) and N/L ratio was an
independent predictor of WS>11 (OR=13.545;
95% Cl:4.144-44.272, p<0.001). We found that
WS and N/L ratio were highly and significantly
positively correlated (r=0.866; p<0.001).

DISCUSSION

In this study, we demonstrated that the N/L ratio,
which is a marker of inflammatory status, was
statistically and independently associated with
RMS in patients with WS>11. An N/L ratio>3.09
on admission had a sensitivity of 100% and
specificity of 78% in predicting WS>11 in patients
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with RMS according to the ROC curve analysis.

Rheumatic mitral stenosis is still an important
public health problem in developing countries.
Mitral valve is the most commonly affected valve
in rheumatic heart disease [11]. Although its
pathophysiology is not understood well, it is well
known that inflammation and autoimmunity are
important factors in its pathogenesis. The
antigenic similarity between streptococcal M5
protein and cardiac myosin leads to
inappropriate cross-reaction in patients with
RMS [2, 12]. The main reason of valvular damage
in RMS patients is inflammatory response while
pathological examination of the excised valvular
tissues has revealed infiltration of T cells specific
for streptococcic M protein [13]. Despite the lack
of infectious agents; inflammation persists and
valvular destruction continues during the chronic
phase of the disease [2]. As a result, it leads to
thickening of mitral valve leaflets, commissural
fusion, shortening of chordae and mitral stenosis
[14]. Furthermore, it has been shown that RMS
patients with calcification have lower levels of
fetuin-A, which is an inhibitor of ectopic
calcification, in comparison to the normal
population [15].

Since PMBV is a less invasive method, it is highly
preferred in patients with RMS who have an
appropriate valvular morphology. WS is the most
widely used parameter to evaluate valvular
morphology. In this scoring system; leaflet
mobility, leaflet thickening, valvular calcification
and subvalvular disease are given a value from 1
to 4, resulting in a total maximum WS of 16 [7].
Most of the studies reported in the literature
included TTE measurements for estimating WS
[9]. In this study, however, we evaluated the TEE
records for estimating WS, which enabled more
accurate evaluation of subvalvular structures. In
a similar study conducted by Nunes et al, a newer
classification was reported to be superior to WS
in estimating long-term outcomes after PMBV
treatment. The new classification has been used
to assess the planimetric measurement of the

largest and smallest mitral valve areas,
asymmetry of commissural thickening and
measurement of maximal opening of the leaflets
from anulus during diastole [16]. However,
planimetric measurements may be harder to
perform for RMS patients with prominent
calcification.

The WS is an important predictor of early and
long-term results of PMBV. Several studies
suggest that PMBV treatment provides optimal
results in patients with WS scores of lower than
8. Patients with a score from 9 to 11 are in the
grey zone with moderate success, whereas
surgical treatment is recommended for patients
with a score higher than 12 [8, 9]. The inpatient
and follow-up mortality rates have been found to
be lower in patients with a WS lower than 8 who
underwent PMBV treatment [17]. It has also been
reported that patients with a WS of 9-11 have
better and more favourable outcomes if they are
operated with more experienced surgeons. [18].
Even though it is likely to obtain promising short-
term results after a successful PMBV procedure
in patients with WS>11, long-term cardiovascular
risk is higher and surgery should be
recommended to such cases [9]. Our study
confirmed that N/L ratio could be safely and
effectively used in patients with a WS greater
than 11, who are considered as ineligible for
PMBYV treatment.

Rheumatic mitral stenosis patients were found to
have higher levels of systemic inflammatory
markers, including hsCRP, N/L ratio, and IL-1B
levels compared to the normal population [3, 4,
19, 20]. These findings suggest that there is an
ongoing inflammation in RMS patients [21]. The
N/Lratio as an indicator of systemicinflammation
has been investigated in numerous epidemiologic
studies. It has been reported that the N/L ratio is
higher in various cardiovascular diseases and it is
an adverse prognostic indicator [22-24]. In a
recent similar study, patients with RMS and non-
stenotic rheumatic heart disease and normal
controls were analysed; the NLR value was found
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to be higher in the stenotic group and rheumatic
heart disease group as compared to the healthy
individuals. Similarly, in this study, the N/L
ratio>2.56 had a sensitivity of 75% and specificity
of 75% for severe mitral valve stenosis [17]. These
results showed that the N/L ratio might be an
important parameter to demonstrate the
presence of RMS. In another study, hsCRP level,
which is another inflammatory marker, was
found to be correlated with WS [3]. WS is the
most important parameter to decide if PMBV
should be performed, which is why these
correlations are important. In our study, CRP
levels were not associated with WS, but this
might be attributed to the low level of sensitivity
in our kits. However, WS was found to be
independently associated with NLR. Higher levels
of WS in patients with NLR higher than 3.09 can
be explained by higher level of systemic
inflammatory response.

Study Limitations

This was a retrospective study. Another limitation
was that it was also a single-centre experience,
which included a small number of patients. We
did not evaluate the impact of N/L ratio on
prognosis. We also did not assess inflammatory
markers other than N/L ratio and CRP in this
study.

Consequently, neutrophil to lymphocyte ratio,
which is an inexpensive, readily available marker
of systemic inflammation, it may be useful in
predicting the level of WS in patients with RMS.
Future studies may further consolidate the
importance of N/L ratio in medical treatment and
anti-inflammatory treatment in patients with
RM.
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AMAG: Viicut kompozisyonu KOAH hastalari igin énemli bir
parametredir. Ancak astim ve obezite arasindaki iliski tam
olarak anlagilamamistir. Astim siddetinin viicut yagsiz kitlesi
(VYK) Uzerine etkisi ise arastirlmamistir. Biz bu ¢alismada,
VYK ve astim kontroli arasindaki iliskiyi arastirmayi
amagladik.

GEREC ve YONTEMLER : Poliklinige basvuran stabil astim
hastalari degerlendirildi. Hastalarin demografik bilgileri
kaydedildi ve her hasta astim kontrol testi (AKT) ile
degerlendirildi. AKT'ye gore hastalar AKT>19 (kontrol
altinda) ve AKT <19 (kontrol altinda olmayan) seklinde iki
gruba aynldi.  Viicut kompozisyon degerlendirmesi
(biyoelektrik impedans analizi kullanarak) yapildi.
BULGULAR: Calismaya 172 astim hastasi (K/E: 140/32, yas:
53.7 £12.6 yil, VKi: 29.1 + 5.4 kg/m?2) dahil edildi.VYK, kontrol
altindaki astim grubunda kontrol altinda olmayan gruba gore
anlamli olarak yuksekti (sirasiyla; 49.8%8.2 karsilik 46.7+4.9
p=0.002). Ortalama VKi her iki grupta benzerdi (sirasiyla;
28.6+5.6 karsilik 30.2+4.8 p=0.07). Kontrol altinda olan ve
olmayan astim hastalar arasinda obezite (VKi>30kg/m?2)
sikhgr agisindan farkhlik saptanmadi.

SONUGC: VYK, astim kontroliinii degerlendirmede VKi ve
obezite ile karsilastirildiginda daha degerli bir bulgu olabilir.
Bu nedenle VYK ile astim kontrolii arasindaki iliskiyi arastiran
daha fazla ¢alisma yapilmasina ihtiyag vardir.

AnahtarKelimeler: Astim, Astim Kontrol Testi, Yagsiz Viicut
Kitlesi

Abstract

OBJECTIVE: Body composition is an important parameter
for patients with chronic obstructive pulmonary disease
whereas the association between asthma and obesity is not
fully understood. The impact of disease severity of asthma
on fat free mass (FFM) has not been investigated. We aim
to investigate the relationship between fat free mass and
asthma control

MATERIALA and METHODS: Patients with stable asthma
referred to our outpatient clinic were evaluated.
Demographics were noted. Asthma control test (ACT) was
performed. Patients were divided into two groups
according to ACT; ACT >19 (under control) and ACT <19
(uncontrolled). Body composition assessment (using
bioelectrical impendance analysis) was performed
RESULTS: One hundred- seventy-two patients (F/M:
140/32, age: 53.7+12.6 years, BMI: 29.1+5.4kg/m?) with
asthma were included the study. FMM was significantly
higher in group under control than uncontrolled group
(respectively; 49.8+8.2 vs. 46.7+4.9 p=0.002).Mean BMI
was similiar in two groups (respectively; 28.6%5.6 vs.
30.2+4.8 p=0.07).There was no difference in the frequency
of obesity (BMI>30 kg/m?2) between under control and
uncontroled groups.

CONCLUSION: FMM may be a more valuable finding in
assesing asthma control than BMI and obesity. Further
studies should be performed to beter understand the
relationship between FFM and asthma control.

Keywords: Asthma, Asthma Control Test, Fat Free Mass

GIRIS

Viicut kompozisyonu ve viicut kitle indeksi (VKi)
KOAH ve astim gibi kronik akciger hastaliklarinda
onemli bir morbidite ve mortalite gostergesidir
(1). Dusiik VKi, erkeklerde KOAH gelisimi igin risk
faktorudir(2,3). Malnitrisyon KOAH gelisimi icin
bagimsiz risk faktorldir.Clinkii malnitriyon ve
kilo kaybi,
kitlesinin ve kasilma gicinilin azalmasina sebep

KOAH hastalarinda solunum kas

olur. Azalmis VKI ve yagsiz viicut kitlesinin (YVK)

KOAH hastalarinda mortalite ile iliskili oldugu
cesitli calismalarda gosterilmistir (4,5). Tam
tersine, obezite astim gelisimi icin risk faktorudur.
Yiikselen VKI’ nin eriskin kadinlarda astim icin
predispozan oldugu gosterilmistir (6). Obezitenin,
akciger ekpansasyonunu kisitlamasi,
gastrointestinal sistemde refli riskini artirmasi ve

seks hormonlari lzerinden astimi tetikledigi

(7).

yasamin

dislntlmastir Ayrica obez hastalarda,

sedanter astim  riskini  arttirdig
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tartisiimaktadir (8). Son birka¢ dekadda,
hareketsiz yasam tarzinin astim olusumunda
dnemli bir etken oldugu kanitlanmistir (9). VKi’nin
astim kontroll ile iliskili oldugu bilinmektedir
(10). Artan kilo ve VKi’'nin astim kontroliinii
olumsuz etkiledigi bilinmekle beraber YVK ile
astim arasindaki iliskiyi inceleyen galisma sayisi
sinirhdir. Astim kontroli ile YVK iliskisi ise su ana
kadar arastirlmamistir. Bu calismada, astim
kontroli ile YVK

degerlendirmeyi amagladik.

arasindaki iliskiyi

GEREC ve YONTEMLER

Kesitsel olarak dizayn edilen galismaya Subat
2017-Nisan 2017 tarihleri arasinda astim
polikliniginden takipli 18-75 yas arasinda stabil
astim olgulari alindi. istanbul Universitesi
istanbul Tip Fakiiltesi Etik Kurulu’'ndan onay
alindi. Son (¢ ay icinde atak tedavisi almis ya da
astim tedavisinde degisiklik yapilmis olgular
calismaya dahil edilmedi. Olgularin demografik
ozellikleri, VKi, YVK, solunum fonksiyon
parametreleri, ek hastaliklari ve sigara aliskanhgi
not edildi. Solunum fonksiyon parametreleri
olarak zorlu vital kapasite (FVC), zorlu
ekspiratuvar voliim 1. saniye (FEV1) ve FEV1/FVC
orani ZAN 74N cihazi kullanilarak kaydedildi.
Hastalarin astim kontrol degerlendirmeleri, astim
kontrol testine (AKT) goreyapildi (11). AKT igin;
AKT >19 olanlar kontrol altinda ve AKT <19
kontrol  altinda olmayan astim olarak
bioelektrik
impedans analizi (Tanita Inc, Tokyo, Japan, Model
TBF401 A) ile yapildi.

degerlendirildi.  YVK  o6lgimi;

istatistiksel Analiz

istatistiksel degerlendirme SPSS 21.0 paket
programi (AIMS, istanbul, Tiirkiye) kullanilarak
yapildi. Surekli degiskenler ortalama ve standart
sapma, kategorik degiskenler ise sayl ve yizde
olarak ifade edildi. Gruplar arasindaki istatistiksel
karsilastirmada Student t-testive Mann-Whitney
U kullanildi. Kategorik degiskenler ki-kare testi ile
karsilastirildi. Korelasyon analizi Spearman’s testi
kullanilarak yapildi. Tim istatistiksel veriler icin

p<0,05 anlamli olarak kabul edildi.
BULGULAR

Totalde 172 astim olgusu (Ortalama vyas:
53.7+12.6 yil, kadin/erkek: 141/31, VKi: 29.1+5.4
kg/m?,  ortalama  YVK: 48.8+7.43  kg)
degerlendirildi. Ortalama FVC: %92.7+19.2, FEV;:
%83.8+20.7, ortalama astim siresi 16.618.3 yil
(4-30) idi. Olgularin %58.1’i (n=100) disik doz
inhale kortikosteroid (iKS)+ uzun etkili beta-2
agonist (UEBA) olarak basamak 3 tedavisi almakta
idi, %41.9 (n=72) olgu ise orta-yiiksek doz IKS ve
UEBA seklinde basamak 4 tedavisi aliyordu.
Sigara (>15paket/yil) icme siklig1 %27.9’du. Sigara
icen ve igcmeyen olgular arasinda VKi ve YVK
acisindan fark saptanmadi. Olgularin %29.7’sinde
(n=51) en az bir tane ko-morbid hastalik
[Hipertansiyon %23.8 (n=41), diabetes mellitus
%12.8 (n=22), iskemik kalp hastaligi %3.5 (n=6)]
mevcuttu. Ko-morbiditesi olan olgularda VKi
anlamli olarak daha yiksekti (sirasiyla 31.6x4.4
karsilik 28.1+5.5 p<0.001). Komorbiditesi olan ve
olmayanlarin YVK benzerdi (sirasiyla 47.9+6.4
karsilik 49.2+7.8 p=0.271). Olgularin %68.6’sinda
(n=118) astim kontrol altinda idi. Kontrol altinda
olan olgularin %26.3’inde (n=31/118) en az bir
ko-morbid hastallk (12 hipertansiyon, 11
diabetes
hipertansiyon ve koroner arter hastalig, 2

hipertansiyon  ve mellitus, 3
hipertansiyon ve iskemik serebrovaskuler
hastalik, 2 diabetes mellitus, 1 koroner arter
hastaligl)) saptandi.Kontrol altinda olan ve
olmayan astim olgularin ozellikleri Tablo 1’ de
gosterilmistir. Kontrol altinda olan astimlilarda
YVK’si kontrol altinda olmayanlara gore anlamli
olarak yiksekti (sirasiyla 49.8+8.2 karsilik
46.7+4.9 p=0.002).

TARTISMA

Calismamizda, kontrol altindaki astimhlarda YVK
kontrol altinda olmayanlara gére daha ylksekti.
Bu calisma astim kontroll ile YVK arasindaki
iliskiyi inceleyen ilk arastirmadir. Daha 6nce astim
evreleri ve KOAH hastalari arasinda YVK farkini
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arastiran sadece bir ¢alisma yapilmistir (12).
Ancak astim kontroll ile YVK arasindaki iligki
arastirilmamistir.

Tablo1: Kontrol altinda olan ve olmayan astim olgularinin
ozellikleri

Kontrol altinda Kontrol
Astim altinda L
(n=118) olmayan p degeri
Astim
(n=54)
Yas (yil) 53.3+13.4 54.6+11.1 0.530
VKi (kg/m?) 28.65.6 30.2+4.8 0.070
Cinsiyet (K/E) 92/26 49/5 0.054
YVK (kg) 49.848.2 46.7+4.9 0.002
Obezite sikhgi (%) 41.5 (49/118) 55.5 (30/54) 0.100
FVC (%) 92.8+18.5 92.6+20.5 0.973
FEV1 (%) 84.2+21.9 83.0+18.3 0.757

Sigara igme sikhgi (%) 29.7 (35/118) 24.1 (13/54) 0.471

Ko-morbidite (%) 26.3 (31/118) 37(20/54) 0.156
Basamak 3 tedavisi 88 (%88) 12 (%12) <0.001
(Duigiik doz

iKS+UEBA)(n, %)

Basamak 4 tedavisi 30 (%41,7) 42 (%58,3) <0.001

(Orta-yiiksek doz
iKS+UEBA) (n, %)

Minas ve arkadaslarinin ¢alismasinda agir
refrakter astimda, hafif-orta astima gore YVK
benzerdi, ancak YVK indeksi siddetli rekrakter
astimda hafif-orta astima gore belirgin dislkti
(12). Bu g¢alismada, agir astim olgularinin diger
hafif-orta olgulara gore VKi de belirgin olarak
daha yiliksekti. Bu calismada totalde 72 astim
olgusu degerlendirilmis olup olgular kontrol
dizeyine gore  degerlendiriimemistir.Bizim
calismamizda 172 astim olgusu incelenmis olup
kontrol altindaki astimlilarda kontrol altinda
olmayanlara gére YVK belirgin olarak yiiksekti ve
kontrol altinda olan ve olmayan astim olgularinin
VKi benzerdi.

Obezitenin, metabolik sendrom, insulin direnci ve
CRP dizeyi artisina neden olarak sistemik

inflamasyonu tetikledigi bilinmektedir (13). Bizim
kontrol altinda olmayan olgularimizin %55.5'i
(n=30) obezdi (VKi>30kg/m?). Kontrol altinda
olmayan astim olgularinda ataklarin fazla olmasi
nedeniyle kronik hava yolu inflamasyonu, nétrofil
hicrelerinin aktivasyonu fazladir (14). Kontrol
altinda olmayan astim olgularinda lokal ve
sistemik inflamasyonun artisi YVK kaybina neden
olmus olabilir.

Minas ve arkadaslarinin g¢alismasinda gruplar
arasinda vyas, sigara icimi ko-morbiditeler
agisindan farkliliklar bulunmaktaydi. Ozellikle yas
ve sigara iciminin YVK kaybina neden oldugu
bilinmektedir (15). Bizim ¢alismamizdaise kontrol
altinda olan ve olmayan astim olgulari yas, sigara
icimi ve ko-morbidite agisindan benzerdi.

Calismamizin limitasyonu kontrol altinda olan ve
olmayan astim gruplan arasinda cinsiyet
acisindan sinirda bir farklihk vardi (p=0.054).
Ancak Minas ve arkadaslarinin galismasinda da
gruplar arasinda cinsiyet acisindan farkhlik
mevcuttu, astimhlarda kadin cinsiyet, KOAH
grubuna gore belirgin fazla idi. Bu ¢alismada; agir
astim olgulari ile KOAH hastalari YVK agisindan
karsilastirilmis ve agir astim olgularinda YVK
indeksi, evre I-ll-llll KOAH'a gore disik
saptanmistir. Yine de bundan sonra yapilacak
astim-YVK ile ilgili calismalarda gruplar arasinda
cinsiyet farkinin olmamasina dikkat edilmelidir.

Sonug olarak, kontrol altindaki astim olgularinda
YVK daha ylksekti. Kontrol altinda olan ve
olmayanlarda VKi benzerdi. Bu nedenle astim
kontroliinde YVK, VKI’ den daha duyarli bir
parametre olabilir. Calismamiz YVK ile astim
kontroli  arasindaki iliskiyi inceleyen ilk
arastirmadir.

Bilgilendirilmis Onam: Katiimcilardan vyazili
onam alinmistir.

Cikar Catismasi: Yazarlar cikar ¢atismasi beyan
etmemislerdir.

Finansal Destek: Yazarlar finansal destek beyan
etmemislerdir.
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Ovarian hiperstimiilasyon sendromu (OHSS), ovulasyon
indiksiyonunun veya kontrollli ovarian hiperstimilasyonun
iatrojenik bir komplikasyonudur. Ovarian hiperstimilasyon
sendromu, kontrollli ovarian hiperstimilasyon sikluslarinda
insan koryonik gonadotropin (hCG) uygulamasindan dolayi
sikhkla meydana gelir. Ancak, normal spontan gebelik
vakalarinda OHSS nadir olarak bildirilmistir. Bu yazida, uzun
sureli kombine oral kontraseptif kullaniminin kesilmesinden
sonra spontan gebe kalan, tekil gebeligi olan bir kadinda, 10
hafta 5 glinliik gebelik haftasinda orta siddette OHSS vakasi
bildirilmistir. Uzun sureli oral kontraseptif kullanan hastalar
erken tani icin OHSS semptomlari hakkinda
bilgilendirilmelidir. Erken tani ve uygun destek tedavisi,
OHSS'nin yasami tehdit edici komplikasyonlarindan kaginmak
icin esastir.

Anahtar Kelimeler: ovarian hiperstimilasyon sendromu,
kombine oral kontraseptif, gebelik

INTRODUCTION

Ovarian hyperstimulation syndrome (OHSS) is an
iatrogenic complication of ovulation induction or
controlled ovarian hyperstimulation (COH). Its
clinical manifestations are cystic enlargement of
the ovaries, abdominal pain, nausea, vomiting,
ascites, tense distension, dyspnea, oliguria,
electrolyte imbalance and hemoconcentration
(2). There is a fluid shift from the intravascular to
the third space due to increased capillary
permeability and ovarian neoangiogenesis. The
vasoactive substances secreted by ovaries under
human chorionic gonadotropin (hCG) stimulation

plays a major role in the increasing of capillary

Abstract

Ovarian hyperstimulation syndrome (OHSS) is an iatrogenic
complication of ovulation induction or controlled ovarian
hyperstimulation. The OHSS frequently occurs due to the
administration of human chorionic gonadotropin (hCG) in
controlled ovarian hyperstimulation cycles. However, OHSS
has been reported rarely in normal spontaneous pregnancy
cases. In this paper, a case of mild OHSS at 10 weeks 5 days
of gestation in a woman with singleton gestation, who
conceived naturally after cessation of a long-term combined
oral contraceptive use was reported. Patients using long-
term oral contraceptive should be informed about the
symptoms of OHSS for early diagnosis. Early diagnosis and
appropriate supportive therapy are essential to avoid the
potentially life-threatening complications of OHSS.

Keywords: ovarian hyperstimulation syndrome, combined
oral contraceptive, pregnancy

permeability. The OHSS frequently occurs due to
the the administration of hCG in COH cycles (2,3).
However, OHSS has been reported rarely in
normal spontaneous pregnancy cases (4,5).

In this paper, we reported a case of mild
spontaneous OHSS at 10 weeks 5 days of
gestation in a woman with singleton gestation,
who conceived naturally after cessation of a long-
term combined oral contraceptive (OCP) use.

CASE REPORT

Written informed consent was obtained from the
patient for publication of this case report. A 31-
year-old Turkish woman, gravida 2, para 1,
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visited our hospital initially at the ten weeks of
gestation for an antenatal check. Seven years
ago, the patient delivered a healthy female baby
at full term. She had been on cyclic birth control
pills containing 30 microg ethinylestradiol and 3
mg drospirenone (Yasmin®, Schering AG, Berlin,
Germany) for six years non-stop. She had no
history of ovulation induction or any medication
within the last 6 months except oral
contraceptive. Se had stopped using oral
contraceptives a month ago. She had no
polycystic ovary syndrome and diabetes mellitus.
The general appearance was good, she had mild
abdominal distension and pain. Her blood
pressure was 120/70 mmHg; pulse rate was 75
beats per min and respiration rate was 18/min.
Ultrasonographic examination revealed an
intrauterine pregnancy, with a fetal crown—-rump
length of 38.6 mm, which corresponded to the
10th week 5 days of gestation and normal
heartbeat (Figure 1). Ultrasonography also
showed bilateral multilocular cystic masses
measuring 16.5 cm in size on the left and 16 cm
on the right (Figure 2).

Figure 1: Intrauterine live fetus at 10 weeks 5 days of
gestation

Figure 2: Ovarian enlargement with multiloculated cyst

She had a hemoglobin level of 11.9 g/dL,
hematocrit was 37.1%, the white blood cell count
was 12,700/mm3 and platelet count was
320,000/mm3. Estradiol level was 5,500 pg/mL.
Other laboratory findings, including blood
coagulation, liver function, renal function tests
and blood electrolytes were normal. The
diagnosis of mild spontaneous OHSS was
considered. She was carefully monitored; body
weight and abdominal circumference were
measured every other day. Also, ultrasonography
and laboratory tests including complete blood
count, serum electrolytes and albumin
concentrations were measured every other day.
Ten days after admission, the laboratory findings
remained stable and she was discharged.

During the following 8 weeks, laboratory findings
remained within normal ranges and ultrasound
examination revealed that the right adnexus had
decreased to 4 cm in diameter and the left to 3
cm in diameter. The pregnancy progressed to 39
weeks of gestation. The patient had spontaneous
onset labor and underwent an uncomplicated
vaginal delivery of a healthy normal female baby
of 3600 g was delivered.

DISCUSSION

In this current case, we presented a case of mild
spontaneous OHSS at 10 weeks 5 days of
gestation in a woman after cessation of a long-
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term combined OCP use.

The OHSS is characterized by cystic enlargement
of the ovaries. It usually occurs due to the
administration of human chorionic
gonadotrophin (hCG). Although the
pathophysiologic mechanism underlying OHSS
has not to be known, it is thought that the degree
of ovarian follicular response is responsible for
the severity of this syndrome. Increased capillary
permeability and ovarian neoangiogenesis
induced by vascular endothelial growth factor
and several pro-inflammatory cytokines are
important in the pathophysiology of OHSS. The
increase in capillary permeability leads to the
fluid shift from the intravascular to the third
space. Serum levels of estrogens produced by the
developing follicles is used to detect the degree
of ovarian hyperstimulation. Most of the cases
with  OHSS regresses spontaneously and
pregnancy continues healthy in most cases.
However, OHSS may be life-threatening due to
the hypovolemia, haemorrhage from ovarian
rupture, renal failure, acute respiratory distress
syndrome and thromboembolic  events.
Outpatient management is usually applied for
patients with mild or moderate. Hospitalization is
required in women with critical OHSS and the
multidisciplinary approach is essential for
treatment. The main principles in the
management of OHSS are careful monitoring of
hemodynamic parameters, appropriate
management of fluid balance, intravenous
crystalloid and albumin infusion and prophylaxis

of thrombosis (1-3).

There are two distinct patterns of OHSS: The
early-onset form occurs 3-7 days after hCG
trigger, and the late-onset form occurs 12-17
days after hCG. The occurrence of OHSS in an
early-onset  pattern is associated with
exogenously administered hCG while the late
pattern is related to the endogenous stimulation
of hCG secretion from an implanted pregnancy.
In both types of OHSS, hCG is thought to play a
key role in the development of OHSS (6). The

OHSS is rarely seen in spontaneous cycles (4,5).
Spontaneous OHSS usually develops at 8-14
weeks of gestation, while iatrogenic OHSS
generally reported to develop between 3 and 8
weeks of gestation. Underlying diseases such as
polycystic ovary syndrome, multiple gestation,
molar pregnancy, hypothyroidism,
hyperandrogenism and mutations in the FSH
receptor gene were thought to be the factors
leading to the development of spontaneous
OHSS (1-3). In this present case, the patient
visited our hospital initially at the ten weeks of
gestation for an antenatal check. So, we have got
no information about the patient's findings and
signs at the beginning of pregnancy. On the other
hand, the patient had no underlying disease and
she did not have a history of OHSS in her previous
pregnancy. However, she had been on cyclic birth
control pills containing 30 microg ethinylestradiol
and 3 mg drospirenone for six years non-stop. As
it known, oral contraceptives prevent ovulation
by suppressing hypothalamic and pituitary
secretion of hormones and they lead to thicken
cervical mucus and prevent sperm penetration.
Oral contraceptive pills (OCP) are widely used as
adjunct treatment prior to ovarian stimulation
during in vitro fertilization cycles. Oral
contraceptive pretreatment helps to
downregulate the patient’'s hypothalamic
pituitary axis and improves follicular synchrony
(7). It was shown that OCP pretreatment
increases the number of oocytes for retrieval and
improves pregnancy rates in poor responders (8).
Pan et al. (9) reported that the use of successive
OCP (23 months) improves serum hormone
levels, antral follicle counts and pregnancy rates
in women with polycystic ovary syndrome
undergoing IVF treatment compared with normal
controls. Considering the results of these studies,
it may be speculated that long-term OCP use may
lead to the high follicular estradiol levels
inhibiting follicle depletion.

To the best of our knowledge this is the first case
of ovarian hyperstimulation syndrome in a
spontaneous pregnancy after cessation long-
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term combined oral contraceptive use. It should
be considered that OHSS may ocur in patients
using long-term OCP. So, these patients should
be informed about the symptoms of OHSS for
early diagnosis. Early diagnosis and appropriate
supportive therapy is essential to avoid the
potentially life-threatening complications of
OHSS.

Informed Consent: Written consent was
obtained from the participants.

Conflict of Interest: Authors declared no conflict
of interest.

Financial Disclosure: Authors declared no
financial support
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Ekinokokkoz, larval evredeki Echinococcus’un yol actigl,
diinyada yaygin olarak gorulen kist-formlu zoonitik bir
hastaliktir. Tedavi edilmedigi takdirde, biliyer sistem
fistllleri, anafilaksi ve periton iginde kiz vezikul ekilmesine
neden olan riptlrlere yol agabilir. PAIR (Perkutantz
aspirasyon, irrigasyon ve reaspirasyon) secilmis hastalarda
efektif ve gtivenilir bir tedavidir. Fakat ender de olsa hayati
tehlike yaratan komplikasyonlari olabilir. Bu nedenle PAIR
uygun cerrahi ve medikal kosullari olan merkezlerde
uygulanmalidir. Perkutan6z olarak tedavi edilen, biliyer fistil
ve hepatik iskemi komplikasyonlarina yol agan hidatik kist
vakasini sunduk.

Anahtar Kelimeler: Echinococcosis, biliyer fistl, PAIR

INTRODUCTION

Echinococcosis is a zoonotic, cyst-forming
parasitic disease of worldwide distribution
caused by the larval stage of the Echinococcus. It
is caused by a parasite, Echinococcus granulosus
a cestode that lives in the small intestine of dogs
and other canines. Humans are inadvertent
intermediate hosts in the life cycle of the
tapeworm. Humans become infected Vvia
ingesting eggs shed in dog faeces. The most
common site of occurrence of hydatid cysts in
humans is the liver (50%-93%) (1). Liver Cystic
Echinococcosis (CE) is considered a relatively
benign disease. But when left untreated, grow
and follow one of several courses such as fistulae

with adjacent organ or biliary system, rupture

Abstract

Echinococcosis is a zoonotic, cyst-forming parasitic disease
of worldwide distribution caused by the larval stage of the
Echinococcus. When left untreated, grow and follow one of
several courses such as fistulae with adjacent organ or
biliary system, rupture into the peritoneal cavity caused
anaphylaxis, rupture into peritoneal cavity seeding
daughter cysts. PAIR (percutaneous aspiration, irrigation
with scolicide and respiration) has been utilized safely an
effectively in selected patients. But rarely, a complication of
PAIR can be life-threatening. Therefore, PAIR should only be
performed in centers with appropriate medical and surgical
modalities. We present a case of percutaneous treatment
of hydatid cyst with a serious complication: biliary fistula
and hepatic ischemia.

Keywords: Echinococcosis, bile fistula, PAIR

into peritoneal cavity caused anaphylaxis,
rupture into peritoneal cavity seeding daughter
cysts (2). Moreover, infection of the cyst can
facilitate the development of liver abscesses and
cause mass effect on bile ducts and vessels,
leading to cholestasis, portal hypertension and

the Budd-Chiari syndrome (3).

The treatment options are surgery, percutaneous

treatment and  chemotherapy.  Surgical
procedures range from simple puncture and
aspiration of cyst content to partial resection of
the affected organ. An immediate cure is claimed
for surgical treatment of liver cysts, but even with
this
achieved, with morbidity, mortality and relapse

rates of 32%, 8%, 20%, respectively (4). PAIR has

radical procedures, is far from being
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been utilized safely an effectively in selected
patients. The main complication associated with
PAIR is chemical sclerosing cholangitis and biliary
stricture, bleeding, infection, intraperitoneal
spillage of cyst contents and biliary fistulae.
Allergic reactions and anaphylaxis (<%1) may also
occur (5).

We present a case of percutaneous treatment of
hydatid cyst with a serious complication: biliary
fistula and hepatic ischemia.

CASE PRESENTATION

Fifty-three years old male patient presented to
our surgery department with right upper
qguadrant abdominal pain. He had no history of
chronic disease. On his physical examination, he
had tenderness in right upper quadrant of the
abdomen. Ultrasonographic examination
revealed with maximal diameters of 10x10 cm
hydatid cyst. All routine laboratory tests were
normal. The Echinococcal haemagglutination
test (IHA) was 1/320 positive. The patient was
accepted to the general surgery department. The
cyst was drained percutaneously with
ultrasonographic guidance and irrigated with
hypertonic saline and 95% ethanol solution
intermittently. During the procedure, a fully
equipped anesthesiology team was present in
case of anaphylactic shock. Definitive diagnosis
was confirmed by demonstrating protoscoleces
and hydatid membranes in the liquid obtained by
percutaneous aspiration of the cyst. There was
no complication of PAIR and after the patient
stayed hemodynamically stabled, he was
discharged.

After two days the discharge, the patient
admitted to the emergency unit with a fever. And
computed abdomen tomography scan revealed
suspicious ischemia of liver and cyst compression
to portal vein (figure 1). Blood tests showed
abnormal liver function (aspartate transaminase
(AST) = 75 U/L, alanine transaminase (ALT) = 128
U/L, gamma-glutamyl transpeptidase (GGT) =
1151 U/L, alkaline phosphatase (ALP) = 428 U/L).

Abant Med ] 2020,;9(1):49-51

Percutaneous treatment and catheter placement
into the cyst were performed. After two days,
endoscopic retrograde cholangiopancreato-
graphy (ERPC) and stent placement were
performed on the presence of 3000 cc bile
drainage per day from the catheter (figure 2). But
liver function tests continued to rise for 4 days
and bile drainage was up to 2000 cc per day,
therefore, ERCP and stent placement of right and
left hepatic duct was performed. After procedure
liver function tests tended to decrease. The
patient discharged after one month with healthy.

Figure 1

Figure 2
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DISCUSSION

It was reported that complication and recurrence
rates of PAIR are better than surgery (6). The
complication of PAIR are rare but life-threatening
complications may occur. In our case, the patient
had uncontrolled biliary fistula and liver ischemia
of paranchime due to PAIR treatment. After PAIR
treatment, catheter placement to cyst cavity,
ERCP and twice stenting were performed to
control biliary fistula. Hospitalization period of
PAIR without any complication is one day. But
this period can be between 17-20 days for a
patient in the event of a complication. When any
complications occur, hospital stay prolongs and
cost of the treatment increases (7). Our patient
stayed at the hospital for 45 days following
percutaneous treatment and the catheter was
kept in the cavity until daily drainage ceased.

Cystobiliary communication, which occurs as a
result of cyst rupture into the biliary tree, is the
most complication of liver hydatid disease, with
an incidence of 10% - 37% for occult rupture and
3% - 17% for frank rupture (8). In our patient,
there was a cysto biliary communication and was
to difficult to manage it. This complication was
life-threatening and caused an increase in the
cost of treatment and hospitalization period.
After PAIR treatment, a complication of biliary
fistula is difficult to manage and require a
multidisciplinary approach.

PAIR is a useful and effective method in selected
patients. But rarely, a complication of PAIR can be
life-threatening. Therefore, PAIR should only be
performed in centers with appropriate medical
and surgical modalities.

Informed Consent: Written consent was
obtained from the participants.

Conflict of Interest: Authors declared no conflict
of interest.

Financial Disclosure: Authors declared no
financial support
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Uterusun Endometrioid Adenokarsinomu ile Andiferansiye Uterin Sarkomu Birlikteligi:

Nadir Bir Kollizyon Tiimori

Undifferentiated Uterine Sarcoma with Endometrioid Adenocarcinoma of the Uterus: A Rare

Collision Tumor

Nur Tung!=", Cetin Boran?
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Kollizyon timorleri histolojik olarak farkli iki timoriin birbirinden
bagimsiz olarak ayni organda bir arada bulunmasidir. Ozofagus,
mide, kolon, akciger, deri, tiroid bezi, meme, uterus ve overde
kollizyon tlimorleri bildirilmistir. Burada uterusta endometrioid
adenokarsinom ve andiferansiye uterin sarkomdan olusan bir
kollizyon timori olgusu sunulmaktadir. Bu o6zelliklere sahip
tumorler, malign mikst mallerian tiimor (MMMT) kadar agresif
seyretmemektedir ve MMMT lerden kesin ayriminin yapilmasi
onemlidir.

Anahtar Kelimeler: Uterus, kollizyon tiimérii, andiferansiye
uterin sarkom, endometrioid adenokarsinom

Abstract

Collision tumors consist of two histologically different tumors
in the same organ independently of each other. Collision
tumors of the esophagus, stomach, colon, lung, skin, thyroid
gland, breast, uterus and ovary have been reported. Here, we
report a case of a collision tumor of the uterine endometrioid
adenocarcinoma and undifferentiated uterine sarcoma.
Tumors with these features are not as aggressive as malignant
mixed mullerian tumors (MMMTs) and it is important to
distinguish them from MMMTs.

Keywords: Uterus, collision tumor, undifferentiated
uterine sarcoma, endometrioid adenocarcinoma

GIRIS

Kollizyon timorleri histolojik olarak farkl iki
timorin  birbirinden bagimsiz  olarak ayni
organda yan yana bulunmasidir (1). Ozofagus,
mide, kolon, akciger, deri, tiroid bezi ve memede
kollizyon tlimarleri bildirilmis olsa da bu timorler
kadin genital sisteminde oldukga nadirdir (2).

Burada uterusta endometrioid adenokarsinom ve
andiferansiye uterin sarkomdan olusan bir
kollizyon tlimorinin klinikopatolojik o6zellikleri
bildirilmis ve literatiir gozden gegirilmistir.

OLGU SUNUMU

47 yasinda kadin hasta bir aydir devam eden
vajinal kanama sikayeti ile kadin hastaliklari ve
dogum poliklinigine basvurdu. Yapilan abdominal
ultrasonografide  (USG) endometrium ve
myometriumun heterojen oldugu gorildi. Pelvik
manyetik rezonans goriintilemesinde (MRG)
endometriumda 113 x 101 x 75 mm boyutunda

yer vyer hemorajik alanlar iceren servikal
kanaldan posterior fornikse dogru uzanan kitle
izlendi. Uterus sol posterolateral duvarda 4 cm’
lik bir segmentte kitlenin subserozal alana
uzandigl goraldii. Seroza sinirlari belirsizdi ve
parametriuma dogru invazyon mevcuttu.
Hastanin  endometrial  kiiretaj materyali
villoglandiiler varyant endometrioid karsinom
olarak rapor edildi. Hastaya abdominal
histerektomi uygulandi.

Uterusun makroskobik incelemesinde fundustan
baslayan alt uterin segmente kadar uzanim
gosteren, 6n ve arka duvar yerlesimli 5 x 2,5 x 2
cm boyutlarinda tiiméral olusum izlendi. Ayrica
sol yan duvarda myometrium igerisinde 4,5 cm
¢apinda kesit ylzl yer yer kanamali, heterojen
gortinimde ikinci bir timoéral olusum mevcuttu.

ik tariflenen kitlenin mikroskobik incelemesinde
glandiler ve papiller yapilar olusturmus epitelyal
hicrelerden olusan malign timor izlendi.
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Tumorde hicresel atipi dizeyi distkti. Atipik
mitozlar seyrekti ve nekroz yoktu. Timor
myometriumun yarisindan fazlasina invazeydi.

ikinci tariflenen kitlenin mikroskobik
incelemesinde c¢ogunlukla igsi o6zellikte atipik
hiicre demetleri ile karakterli tiimoéral doku
izlendi. Tumorde nekroz ve kanama yaygindi.
Mitoz 10 buyuk biyitme alaninda (BBA) 20’ nin
Gzerindeydi. Timor bilylk oranda uniform
gorinimde hicrelerden olusmakla birlikte
pleomorfik nikleuslu hicrelerin  bulundugu
alanlar da dikkati ¢ekti (Resim 1). ilk tariflenen
endometrial  karsinom ile bu timorin
myometrium  icerisinde  karsilastiklari  ve
birbirlerinin  igerisine  hafiften  uzandiklar
noktalar goriildi (Resim 2). Timor myometrium

vaskiler invazyon

icerisinde yaygin
gostermekteydi.

Resim 1: Sarkom komponenti icerisinde yiksek gradeli
alanlar ve nekroz (yildiz) (H&E x100)

Resim 2: Endometrial adenokrsinom (yildizlar) ile uterin
sarkomun (kareler) myometrium igerisinde karsilastiklari ve
birbirlerinin igerisine hafiften uzandiklari alanlar (H&E x40)

Resim 3: Vimentin pozitif sarkomatéz komponent
kahverengine boyanmis olarak gorulmektedir.
Karsinomato6z glandlar negatiftir (immunohistokimya x100)

Resim 4: Karsinomat6z glandlar PanCK ile yaygin pozitif iken
etrafindaki sarkomatéz komponent negatif boyanmistir
(Kahverengi  renk  pozitif  reaksiyonu  gosteriyor,
immunohistokimya x100).

ikinci tariflenen kitleye uygulanan
immunohistokimyasal ¢alismada tiimérde CK19,
MSA ve SMA ile fokal pozitiflikler goraldi.
Vimentin ve CD10 gilicli ve yaygin pozitifti.
Desmin, pansitokeratin ve kaldesmon negatif
boyandi. Vimentin, karsinomatdz komponentte
(ilk tariflenen kitle komponenti) negatiftir. PanCK
ise yaygin pozitif boyanmistir (Resim 3-4).
Progesteron resept6ri (PR) tiimor hiicrelerinin
%50’ sinden fazlasinda pozitifti. Ostrojen
reseptori (ER) timor hiicrelerinin %10-20’ sinde
hafif siddette pozitifti. CD31 ve CD34 ile yaygin
damar invazyonlari gosterildi. Ki-67 pozitifligi
%80’ ler civarindaydi (Resim 5).

Olgu iyi diferansiye endometrioid endometrial
adenokarsinom (villoglandiler varyant) ve
andiferansiye uterin sarkom olarak raporlandi.
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Olgudaki kollizyon tlimoérinin (iyi diferansiye
endometrial karsinom + andiferansiye uterin
sarkom) endometrial karsinom komponenti TNM
evreleme sistemine gore evre T2b (FIGO 1IB) idi.
Nikleer grade 1/3, vyapisal grade 1/3 idi.
Andiferansiye uterin sarkoma ait atipik timor

hicreleri batin sivisinda da tespit edildi.

Resim 5: Kollizyon timoriinde Ki-67 immunreaktivitesi
sarkomat6éz komponentte (resim Ust kismi) ¢ok daha
yaygindir. Resim alt kisminda karsinomatéz bir gland
goriliyor (Kahverengi renk pozitif reaksiyonu gosteriyor,
immunohistokimya x100).

TARTISMA

Kollizyon timorleri kadin genital sisteminde
olduk¢a nadirdir ve genellikle olgu sunumu
seklinde rapor edilmistir (3).

Literatlirde 6nceden bildirilen uterusun kollizyon
timorleri gézden gecirildiginde bircogu sarkom
(uterin sarkom veya leiomyosarkom) ile bir
adenokarsinomdan (endometrioid veya papiller
ser6z) olusur (1). Ancak uterin sarkom ve
endometrioid adenokarsinomdan olusan

uterusun kollizyon tiimorlerinin sikhg

bilinmemektedir (3).

Literatlirde 1959 yilinda Danfort ve Evarston (4)
uterusta karsinom ve sarkom birlikteliginden
bahsetmistir. 1969 yilinda Patwardhan ve ark. (5)
55 yasinda bir kadin hastada adenokarsinom ve
yuksek dereceli sarkomdan olusan uterusun
kollizyon timorini bildirmistir. Lifschitz ve ark.
(6) tarafindan 1987 yilinda 69 yasinda bir kadin
hastanin

uterusunda iyi diferansiye

adenokarsinom ve vyiksek dereceli uterin

sarkomdan olusan kollizyon timoérd rapor
edilmistir. En son 1999 yilinda Lam ve ark. (3), 85
ve 45 yaslarindaki iki kadin hastada FIGO grade 1
endometrial adenokarsinom ve yiksek dereceli
uterin sarkom birlikteligi olan kollizyon tliimoru
bildirmistir.

Endometrioid adenokarsinom ve uterin sarkom
birlikteligindeki kollizyon tiimorleri malign mikst
millerian timoér (MMMT) ile kanstirilabilir.
MMMT primer uterus malignitelerinin %5’ inden
azini, malign mezenkimal komponentli uterus
malignitelerinin %50’ sini olusturur. MMMT’ ler
oldukca agresif timorlerdir (7). WHO-2014
siniflamasinda mikst epitelyal ve mezenkimal
timorler bashgl altinda yer almaktadir (8).
Histolojik olarak hem mezenkimal hem de
epitelyal bilesenlerden olusmaktadir (9). Bu
olguda mikroskobik incelemede mezenkimal ve
epitelyal komponentte iki ayri timor tespit
edilmistir ve her iki komponentin birbirinden
bagimsiz oldugu gosterilmistir. Birgok MMMT
olgusunda immunohistokimyasal ¢alismalarla
mezenkimal komponentte epitelyal farklilasma
gosterilmis iken bu olguda malign mezenkimal
hicrelerde  pansitokeratin  ile  boyanma
gorilmemistir. Bu nedenle olgudaki farkh iki
timoridn  patolojik ve immunohistokimyasal
Ozellikleri  degerlendirildiginde  iki  timor
komponentinin birbirinden bagimsiz olarak
uterusta bir kollizyon timori olusturdugu

gorilmastir.

Kollizyon  timorlerinin - nadir  gorilmeleri
sebebiyle ortalama sag kalim sireleri hakkinda
net bir bilgi yoktur. Cogu olguda yiksek dereceli
uterin  sarkom varligi  sagkalim  slresini
mezenkimal komponentin belirledigini
gostermektedir. Ancak yine de kollizyon
timorleri MMMT’ lerden daha az agresiftir. Lam
ve ark. (3) yaptigi calismada her iki komponentte
de Ki-67 proliferasyon indeksinin yiksek
olmasina ragmen kollizyon timoérinin MMMT
den daha az agresif oldugu gorilmustir (3). Bizim
calismamizda da Ki-67 pozitifligi %80" ler

civarinda olmasina ragmen hasta 14 aylk
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sagkalim gostermistir.

Sonug olarak uterusta endometrioid
adenokarsinom ve andiferansiye  uterin
sarkomdan olusan bir kollizyon timoriinin
klinikopatolojik  6zellikleri  bildirilmistir.  Bu
ozelliklere sahip tlimorler MMMT ler kadar
agresif seyretmemektedir ve MMMT lerden
kesin ayriminin yapilmasi énemlidir.

Bilgilendirilmis Onam: Katilimcilardan vyazili
onam alinmistir.

Cikar Catismasi: Yazarlar g¢ikar catismasi beyan
etmemislerdir.

Finansal Destek: Yazarlar finansal destek beyan
etmemislerdir.
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Penoskrostal transpozisyon, dis erkek genitalinin oldukga
nadir gorilen konjenital bir anomalisi olup penisin skrotuma
gore malpozisyonu ile karakterize edilir. Komplet ve
inkomplet olmak (zere iki tir penoskrotal transpozisyon
varyanti vardir. Bu olgu sunumunda, 11 yasinda, komplet
penoskrostal transpozisyonu olan bir erkek ¢ocuk radyolojik
ve fizik muayene bulgulari ile birlikte tarif edilmistir.

Anahtar Kelimeler: Penoskrotal transpozisyon, skrotum,
penis, anomali

Abstract

Penoscrotal transposition is an extremely rare congenital
anomaly of the external male genitalia, characterized by
malposition of the penis in relation to the scrotum. There are
two types of penoscrotal transposition variants, complete
and incomplete. In this case report, an 11-year-old boy with
complete penoscrotal transposition is described with
radiological and physical examination findings.

Keywords: Penoscrotal transposition, scrotum, penis,
anomaly

INTRODUCTION

Penoscrotal transposition (PST) is an extremely
rare congenital anomaly of the external male
genitalia, characterized by malposition of the
penis in relation to the scrotum. There are two
variants of penoscrotal transposition. In
complete transposition, the scrotum covers the
penis which extending from the perineum. In
incomplete transposition the penis lies in the
middle of the scrotum (1, 2, 3). In both variants,
additional anomalies of various systems,
particularly the urinary system, may be present.
In this case report, we describe an 11-year-old
boy with complete penoscrotal transposition and
other anomalies.

CASE REPORT

An 11-year-old male patient was admitted to our
hospital with the complaint of abnormal
appearance in his external genital organs. The
parents stated that they had never been to the
hospital for this complaint before, but the
patient began to feel uncomfortable with this

abnormal appearance. Physical examination
revealed a bifid scrotum and cephalic localization
to the penis (figure 1). The right testis was
palpated in the scrotum, but the left was not
palpated. He had a small penis and subcoronal
hypospadias with severe chordee (figure 2). The
other physical examination was normal. Scrotal
ultrasonography showed right testis in scrotum
and left testis in inguinal canal (figure 3 and 4).
Both testes were found to be of age-matched size
and normal echogenicity. Hydrocele and inguinal
hernia were not observed. Abdominal
ultrasonography showed no pathology in both
kidneys and other abdominal organs. Pelvic MRI
was performed, and internal genital organs were
compatible with male (figure 5). With these
findings, the patient was diagnosed with
complete penoscrotal transposition. The parents
gave consent for publication of the case report.
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Figure 1: Complete penoscrotal transposition with the
scrotum positioned cephalic to the penis

Figure 4: Ultrasonographic image shows left testis in the
inguinal canal

Figure 2: Complete penoscrotal transposition with bifid
scrotum

Figure 5: T 2-weighted sagittal pelvic MR image shows that
the genital organs are compatible with male gender

DISCUSSION

PST results from abnormal genital tubercle
development around the 6th week of gestation.

Abnormal location of the genital tubercle or

)

Figure 3: The ultrasonographic image shows that the right delay in the midline fusion of labioscrotal folds
testis is in the scrotum but not on the left

may be the origin of penoscrotal transposition (4,
5). Although some family history or X-linked
0000000000000 |
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recessive inheritance are reported in some of the
PST cases, most PST cases are known to be
sporadic (6). There was no family history and
hereditary trait in this patient. Penoscrotal
transposition may occur without additional
internal or external genitourinary anomalies. But
generally multiple organ anomalies were
observed in a significant proportion of patients
with penoscrotal transposition (7,8). Because of
that a complete physical examination must be
performed to detect abnormalities especially of
the urinary system, gastrointestinal tract, upper
limbs, craniofacial region and central nervous
system. On physical examination of this patient,
there were only distal hypospadias with
penoscrotal transposition and penile chordee
anomalies. We also believe that abdominal
ultrasonography is especially necessary for the
evaluation of the upper urinary system and pelvic
organs. Scrotal ultrasonography is also usefull to
evaluate ectopic testes. As a result of
ultrasonographic examinations, left
undescended testicle was detected. However, no
evidence of renal or other anomalies reported in
the literature was observed. Differential
diagnosis must be included especially
pseudohermaphroditism. Therefore, we think
that additional pelvic MRl may be helpful. The
pelvic MRI of the patient was compatible with the
male internal genital organs and no finding
suggesting pseudohermaphroditism was found.
Surgery is the gold standard of complete PST
management which is required for the patient's
psychosocial development, cosmetic reasons and
normal sexual function (1, 6, 8). Surgery is usually
preferred to be performed between 12-18
months. However, patients who were operated
later, even in adulthood, were reported (3).
Surgery was recommended to the parents, but
they refused.

As a conclusion complete PST is a rare genital
malformation that is usually requires surgery,
associated with other genitourinary
abnormalities such as undescended testes,

chordee and hypospadias. These patients should

be evaluated with abdominal and scrotal
ultrasonography and even pelvic MRI for
differential diagnosis and additional anomaly.

Informed Consent: Written consent was
obtained from the participants.
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Kordomalar, primitif notokord hiicre artiklarindan kéken alan
nadir gorilen primer kemik timorleridir. Tum malign kemik
tlimorleri icinde gorilme insidanslart %1-4’tir. Kordomalar
40-70 yas arasinda daha sik goriilse de her yas ve cinsiyette
olusabilir. Erkeklerde nispeten daha sik gorilir. Aksial aks
boyunca en sik sakrokoksigeal (%50) bolgede yerlesim
gosterirler. Burada 50 yas erkek hastada sakral bolge
lokalizasyonlu kordoma olgusu sunulmaktadir. Kordomalar
nadir gorilmeleri, siklikla lokal niiks gostermeleri ve hem
radyolojik hem de morfolojik agidan diger benign ve malign

neoplazmlar ile karismalari nedeniyle 6nemli bir yere
sahiptir.

Anahtar Kelimeler: Kordoma, sakrum, histopatoloji,
immunohistokimya

GiRiS

Kordomalar, primitif notokord hicre

artiklarindan koken alan nadir goérilen primer

(1).

timorleri icinde gorilme insidanslan %1-4'tur

kemik tumorleridir Tim malign kemik
(2). Kordomalar 40-70 yas arasinda daha sik
Aksial aks

(%50)
gosterirler (4). Cocuklarda oldukga nadirdir (5,6).

goralar (3). boyunca c¢ogunlukla

sakrokoksigeal bolgede  yerlesim

Histopatolojik olarak klasik (konvansiyonel),
kondroid ve dediferansiye tip olarak Ug tipi vardir.
En sik gorilen tipler klasik ve kondroid alt
tiplerdir. Nadiren dediferansiye tip kordomalar
bildirilmistir (7,8). Yavas seyir gosteren ve lokal
invazyon yapan bu tlimoérlerin tedavisi cerrahidir.
Timorin yerlesim yeri ve boyutu nedeniyle
uygun cerrahi yapilamayan olgularda tedaviye
radyoterapi eklenir (9).

Burada sakral bolge lokalizasyonlu kordoma

Abstract

Chordomas are rare primary bone tumors originating from
primitive notochord cell residues. The incidence of all
malignant bone tumors is 1-4%. Although chordomas are
more common between 40 and 70 years of age, they may
occur at any age and sex. It is relatively common in men.
The most common location along the axial axis is
sacrococcygeal (50%). We report a case of chordoma with
sacral localization in a 50-year-old male patient. Chordomas
have an important place because of their rare occurrence,
frequent local recurrence and their involvement with other
benign and malignant neoplasms both radiologically and
morphologically.

Keywords: Chordoma, sacrum, histopathology,
immunohistochemistry

olgusu sunulmaktadir.
OLGU SUNUMU

50 vyasinda erkek hasta yaklasik 3 ay once
baslayan oturmakla ve yatmakla artan kalca
agrisi sikayetiyle dis merkezde pilonidal sinlis 6n
tanisi ile opere edildi.

Operasyon sonrasi

sikayetleri devam eden hasta tarafimiza
basvurdu. Hastanin fizik muayenesinde rektal
tusede posteriorda yumusak yizeyli kitle tespit
edildi. tomografide (BT)
sakrum 3-4 hizasinda kemik yapiyr destriikte
kitle Manyetik
gorintilemesinde (MRG)

vertebrayr tamamen, 3. vertebranin yaklasik

Yapilan bilgisayarli

eden izlendi. rezonans

sakral 4. ve 5.
1/3’lik kismini destrikte etmis septal yapilar
iceren 87 x 61 x 52 mm boyutunda presakral
mesafeye ve posteriorda sag paravertebral kas
icine uzanan kitle gorildi. Metastaz goriilmedi.
Hasta operasyona alinarak timor rezeksiyonu
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yapild.

Makroskopik olarak 10 x 6,5 x 3 cm boyutunda
kemik dokusu Uuzerinde 7,5 x 6,5 x 4 cm
boyutunda noddiler goriinimde kesit ylzeyi kirli
beyaz renkte lezyon gorildi. Mikroskopik
incelemede fibroz septalarla birbirinden ayrilmis
lobillerden olusan tiimoral olusum izlendi
(Resim 1). Lobillerde miksoid stromada
kordonlar, solid adalar ve psddoasiner yapilar
halinde gorilen genis vakuolli sitoplazmali,
vezikllo-pleomorfik niikleuslu, belirgin niikleolli
timor hiicreleri dikkati ¢ekti (Resim 2). TUumoriin
kemige ve cizgili kasa invaze oldugu gorildi
(Resim 3). Uygulanan immunohistokimyasal
¢alismada timor hicre sitoplazmalarinda
epitelyal membran antijen (EMA), pansitokeratin
ve vimentin ile diffiz; S-100 ile fokal pozitiflikler
saptandi (Resim 4-6). Vaka sakrum yerlesimli
klasik tip kordoma olarak rapor edildi.

Resim 2: Gevsek miksoid matriks icinde oval genis
sitoplazmali fisalifer6z hiicre gruplan (H&E x200)

Resim 3: Kemik trabekilleri (*) arasina infiltre olan timor
hucreleri (H&E x100)

Resim 1: Miksoid matriks icinde ince fibroz septalarla (ok
ucu) lobullere ayrilmis genis vakuoleri olan tipik “fisalifer6z”
hiicrelerin yani sira spindle sekilli hiicrelerden olusan timor
(H&E x40)

TARTISMA

Kordomalar, primitif notokord hiicre
artiklarindan koken alan nadir gorilen primer
kemik tlmorleridir (1). Kordomalar oldukga

yavas blylr ve malignite potansiyeli oldukc¢a
disuktir (5).

Resim 4: immunohistokimyasal incelemede timor
hucrelerinde EMA ile pozitif boyanma (EMA x100)

Abant Med J 2020,9(1):59-62 60
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Resim 5: Iimmunohistokimyasal incelemede timér
hiicrelerinde pansitokeratin ile pozitif boyanma (PanCK
x100)

S AFEGEA AN
Al

Resim 6: immunohistokimyasal incelemede timor
hicrelerinde vimentin ile pozitif boyanma (Vimentin x100)

Genellikle 40-70 yas arasinda daha sik gorilse de
her yas ve cinsiyette olusabilir. Erkeklerde
nispeten daha sik gorilir. Tani 6ncesinde
semptomlarin siresi genellikle 5 yildir (3).

Dislik dereceli timorler olarak kabul edilmekle
birlikte nadiren uzak organ metastazi yaparlar ve
genellikle lokal niks gosterirler (1). Kordomalarin
lokal niiksleri siktir ve niksler ilk 10 yil icerisinde
gorilmektedir. Metastazlar en sik akciger, kemik,
yumusak doku ve karacigeredir (5).

Aksial aks boyunca c¢ogunlukla sakrokoksigeal
(%50), sfeno-oksipital bolge (%35) ve daha nadir

olmak Uzere serviko-torako-lomber

vertebralarda (%15) vyerlesim  gosterirler.
Semptomlar timorin yerlesim yerine gore
degismektedir. Timorin sakral lokalizasyonda
goriuldtugl vakalarda sakral agri, inkontinans,
konstipasyon; vertebral lokalizasyonlu vakalarda
idrar  disfonksiyonu, alt ekstremitelerde
glgslizlik; kranial sinir tutulumlarinda diplopi,
bas agrisi, korlik ve pitozis gibi semptomlar
gorulmektedir (4). Bu olguda 50 yasinda erkek
hasta 3 aydir varolan kalga agrisi sikayetiyle saglik
merkezine basvurmustur. Yapilan fizik muayene
ve radyolojik gorintilemelerde lokal invazyon
gostermis sakral kitle izlenmistir.

Kordomalar makroskopik olarak jelatindzdiir ve
elastik kivamdadir. Gri beyaz renkli olup yer yer
nekroz ve kanama alanlari igerir (3,5).

Kordomalar mikroskobik olarak farkh gelisme
asamalarindaki normal notokord dokusuna
benzemektedir. Klasik tipte hiicre kordonlari ve
lobilleri seklinde fibréz septalar ile ayrilan
fisalifer6z tumor hdcreleri gorilir. Fisaliferoz
timor hicreleri genis vakuolli sitoplazmali ve
belirgin vezikiiler niikleusludur. Mitotik figlirler
genellikle azdir (3).

Kordomalar hem epitelyal hem de mezenkimal
diferansiyasyon gosterirler. immiinhistokimyasal
olarak tlimor hiicre sitoplazmalari pansitokeratin,
EMA, S-100 ve vimentin ile pozitif boyanir (1). Bu
olguda EMA, pansitokeratin ve vimentin ile diffiiz;
S-100 ile fokal pozitiflikler saptanmistir.

Kondrosarkom, liposarkom, metastatik karsinom,

m{sinoz adenokarsinom, mikropapiller
epandimom ve kondroid meningiom ayirici
tanida disindlmelidir (3,10). Ozellikle disiik
kondroid

kordomalardan ayirmak glctir. Kordomalarin

dereceli kondrosarkomlari

hem epitelyal hem de mezenkimal
diferansiyasyon gostermesi ayirici tani agisindan
yardimcidir.  EMA, pansitokeratin ve S-100
kordomalarda pozitif boyanirken,
kondrosarkomlarda EMA ve pansitokeratin

negatiftir.
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Kordomalarin tedavi segenekleri cerrahi eksizyon
ve radyoterapidir. Cerrahi eksizyon sirasinda
timoriin tam olarak c¢ikartilmasi niks ihtimalini
disirmektedir. Bu nedenle tiimoérin genis

cerrahi sinirlarla cikartilmasi tavsiye
edilmektedir. Ancak timoriin anatomik yerlesimi
onemli olup genis bir rezeksiyon uygulanmasi
idrar ve gayta inkontinansi gibi norolojik
defisitlere yol acabilmektedir. Cerrahi eksizyonun
tam vyapilamadigl olgularda lokal nuksler sik
goralir. TUumorin yerlesim vyeri ve boyutu
nedeniyle uygun cerrahi yapilamayan olgularda

tedaviye radyoterapi eklenir (9).

Kordomalar nadir goriilmeleri, siklikla lokal niiks

gostermeleri ve hem radyolojik hem de

morfolojik agidan diger benign ve malign
neoplazmlar ile karismalari nedeniyle 6nemli bir

yere sahiptirler.

Bilgilendirilmis Onam:
onam alinmistir.
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0Oz

Akciger kanseri, tim diinyada en fazla gorilen ve en fazla
6lime neden olan kanserdir. Cogunlukla ileri evrede tani
konulan kiigiik hucreli disi akciger kanserinde (KHDAK)
standart kemoterapilere ve hedefe yonelik tedavilere
ragmen sagkalim siresi oldukga kisadir. Bu ylizden yeni
tedavi arayislari devam etmektedir. Aktive T lenfositlerden
ekspresse edilen programlanmis 6lim-1 (PD-1) reseptoérleri
timor hicreleri tarafindan ekspresse edilen PD-ligand 1 (L1)
ve PD-L2 ile baglandiginda T lenfosit aktivasyonu
downregiile edilerek timor hiicreleri kendilerini korumakta
ve yasamaya devam etmektedirler. KHDAK’de immun
kontrol nokta inhibitorlerinden nivolumab ve
pembrolizumab PD-1 reseptorlerini, atezolizumab ve
durvalumab ise PD-L1 reseptorlerini inhibe ederek etki
gosterir. Bu derlemenin amaci bu tedavilerin hangi KHDAK
hiicre grubunda, hangi evrede kullaniimasinin en fazla yarar
saglayacagini ve yan etki profilini degerlendirmektir.

Anahtar Kelimeler: Kiguk hticreli disi akciger kanseri, immun
kontrol nokta inhibitorleri, nivolumab, pembrolizumab,
atezolizumab, durvalumab

Abstract

Lung cancer is the most common and deadliest cancer in
the world. Non-small cell lung cancer (NSCLC), which is
mostly diagnosed in advanced stages, has a short overall
survival despite standard chemotherapy and targeted
therapies. Therefore, the quest to find new treatment
continues. When programmed death-1 (PD-1) receptors
expressed from activated T lymphocytes bind with PD-
ligand 1 (L1) and PD-L2 expressed by tumor cells, T
lymphocyte activation is downregulated and tumor cells
protect themselves and survive. In NSCLC, immune check
point inhibitors nivolumab and pembrolizumab act by
inhibiting PD-1 receptors, while atezolizumab and
durvalumab by inhibiting PD-L1 receptors. The aim of this
review is to evaluate which NSCLC cell groups and which
stage these treatments will be most effective and also the
side effect profile.

Keywords: Non-small cell lung cancer, immune check-point
inhibitors, nivolumab, pembrolizumab, atezolizumab,
durvalumab

GIRIS

Dinya Kanser istatistik (GLOBOCAN) 2018
verilerine gbre her iki cinsiyet icin, maligne
melanom disi deri kanserleri harig tutuldugunda,
akciger kanseri en sik tani konulan (%11.6) ve en
fazla 6lime (%18.4) neden olan kanserdir (1).
Cogunlukla ileri evrede tani konulan bu kanserde
standart platin bazli kemoterapiler ve hedefe
yonelik tedavilere ragmen hastalarin sadece
%19’u 5 yil ve daha uzun sagkalim slresine

erisebilmektedir (2).

Diinya saglik 6rguti biyolojik yapiyi, tedaviyi ve
prognozu gbéz oOnline alarak akciger kanserini;

kiicUk hicreli ve kiglik hiicreli disi olmak Gizere 2
biyik gruba ayirmistir (3). Hastalarin % 80’den
fazlasi kugtik hticreli disi akciger kanseri (KHDAK)
grubundadir. KHDAK'de vyassi hiicreli olmayan
(adenokarsinom, buyik hicreli ve digerleri) ve
yassi hicreli akciger kanseri olmak {zere iki
blyiik gruba ayrilmaktadir. Adenokarsinom en sik
gorilen histolojik alt tip olmakla birlikte, sigara
icmeyenlerde de en sik gorilen histolojik alt tiptir

(4).

Son yillarda tarama programlari, minimal invaziv
tekniklerle tani konulmasi, ileri radyoterapi
teknikleri (stereotaktik ablatif radyoterapi gibi),
hedefe yonelik ajanlar ve immunoterapiler ile bu
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kanserin sagkalim sonuglarinda da olumlu
sonuglar elde edilmeye baslanmistir (5-7).

Bu derlemenin amaci immun konrol nokta
inhibitérlerinin - KHDAK’I  tedavisinde hangi
histolojik alt grupta, hangi evrede, hangi sirada,
monoterapi mi yoksa sitotoksik kemoterapi ile
birlikte kullanilmasinin sagkalima etkisinin olup
olmadigini incelemek ve yan etkilerini giincel

veriler 1s18inda degerlendirmektir.
immun Kontrol Nokta inhibitérleri

Aktive T lenfositlerden ekspresse edilen
programlanmis 6lim-1 (PD-1) reseptorleri tiimor
hiicreleri tarafindan ekspresse edilen PD-ligand 1
(L1) ve PD-L2 ile baglandiginda T Ilenfosit
aktivasyonu downregiile edilerek tiimor hiicreleri
immun cevaptan kagmaktadir (8).

immun kontrol nokta inhibitér antikorlari PD-1
reseptdér ve PD-L1 inhibe ederek antitimor
immuniteyi iyilestirerek etki gosteririr (9, 10).
immun kontrol nokta  inhibitorlerinden
nivolumab ve pembrolizumab PD-1
reseptorlerini, atezolizumab ve durvalumab ise
PD-L1 reseptorlerini inhibe ederek etki gosterir
(11). PACIFIC calismasiyla kemoradyoterapi
sonrasl, evre |l KHDAK tedavisinde anti-PD-L1
antikoru durvalumab, etkinligi kanitlanmis ilk

imm{in kontrol nokta inhibitorl olmustur (12).
Nivolumab

Nivolumab tamamen insan IgG4 antikorudur. PD-
1 araciligi ile olan sinyallemeyi bozar ve
antitmor imminiteyi geri  getirebilir (13).
Amerikan Gida ve ilag Dairesi (FDA) tarafindan
kemoterapi (standart platinum bazl rejimler)
sonrasi hem yassi hiicreli, hem de yassi hiicreli
olmayan KHDAK PD-L1 protein ekspresyonun
diizeyinden bagimsiz olarak onaylanmistir.

Randomize, faz 3 bir calisma olan CheckMate 017
calismasinda, evre IlIB-IV yassi hiicreli KHDAK
tanisi olan, 1.sira kemoterapi (sisplatin bazh)
sonrasl progresyon gorilen hastalar ikinci sira
tedavi olarak, 272 hasta 135’i nivolumab 3 mg/kg

15 giinde bir ve 137’si dosetaksel 75 mg/m? 21
glinde bir olmak (izere randomize edilmistir.
Primer sonlanim noktasi genel sagkalim olarak
alinmistir.  Galisma  sonucunda nivolumabin
dosetaksele karsi genel sagkalimda 9.2 aya (95%
Cl, 7.3—-13.3) karsi 6 ay (%95 Cl, 5.1-7.3) iyilesme
sagladigi bulunmustur. Cevap orani nivolumab
grubunda %20 iken, dosetaksel grubunda %9
(p=0.008). PD-L1
ekspresyonunun hastalarin %53’Gnde %1’den

olarak bulunmustur

daha fazla eksprese edildiginin bulundugu bu
calismada tedavi etkinligi ile PD-L1 ekspresyonu
arasinda iliskili bulunmamistir. PD-L1 ekspresyon
oraninin ne prognostik ne de prediktif faydasi
olmadigl sonucuna ulasiimistir. Tedavi iligkili
grade 3-4 yan etkiler nivolumab grubunda %7
iken, dosetaksel grubunda %55 olarak
bulunmustur. Herhangi bir derecede pnémonit
gorilme orani nivolumab ile %5 iken (grad 4 %1)
dosetakselde bu yan etkiye rastlanmamistir. Bir
hasta interstisyel pndmoni nedeni ile nivolumab
kolunda exitus olmustur (14).

Bu konu ile yapilan diger bir faz 3 ¢alisma olan
CheckMate 057 calismasina, evre IlIB-1V, yassi
hicreli olmayan KHDAK'li, cerrahi veya
radyoterapi sonrasi niiks etmis platinum bazli ikili
tedavi sonrasi progrese olmus hastalar alinmistir.
Calismaya EGFR mutant veya ALK flizyonu
gosteren hastalarin daha 6nce EGFR veya ALK
tirozin kinaz inhibitora kullanmis olanlari da dahil
edilmistir. Hastalar ikinci sira tedavi olarak
nivolumab (287 hasta) ve dosetaksel (268 hasta)
koluna randomize edilmistir. Yassi hucreli
olmayan KHDAK’de, nivolumab, daha 6nceden
timorde tanimlanmis 21%, 25%, ve 210% PD-L1
ekspresyon dizeylerinin hepsinde yanit orani
dosetaksel kolunda %12 iken nivolumab kolunda
%19 (p=0.02), genel sagkalim nivolumab kolunda
12.2 aya karsin (%95 Cl, 9.7 -15.0) dosetaksel
kolunda 9.4 ay (%95 CI, 81- 10.7) olarak
bulunmustur. Tedavi iliskili olaylar nivolumab
grubunda %10’ken, dosetaksel grubunda %54
oraninda gorilmastir (15).

Bu iki calismada yassi hiicreli (CheckMate 017) ve
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yassl hicreli olmayan (CheckMate 057) KHDAK’li
hastalarin minimum 40.3 ay takip slresinden
sonra bile nivolumab kolunda sagkalim yararinin
devam ettigi, 3 yillik sagkalim orani nivolumab
kolunda %17 [% 95Cl, 14% -21%] karsi dosetaksel
kolunda %8 (%95 CI, % 6- %11) olarak
bulunmustur.Hatta karaciger metastazi olan
hastalarda da sagkalim faydasinin slirdigu
gorulmastiir(16).

Daha 6nce metastatik hastalik igin sistemik tedavi
almayan, yassi veya yassi hiicreli olmayan, evre IV
veya rekurrent (adjuvan veya neoadjuvan
kemoterapi almissa 6 ay Once tamamlayan)
KHDAK hastalar CheckMate 026 c¢alismasinda
degerlendirilmistir. PD-L1 ekspresyon diizeyi %1
veya daha fazla olan 271 hasta nivolumab, 270
hasta kemoterapi koluna randomize edilmistir.
Birinci sonlanim noktasi olan progresyonsuz
sagkalimda PD-L1 dizeyi >%5 olan hasta
grubunda nivolumab ile standart kemoterapi
koluna goére anlamli fark bulunamamustir (4.2 aya
karsi 5.9 ay), yine genel sagkalimda da PD-L1
diizeyi >%5 olan hasta grubunda nivolumab ile
standart kemoterapi kolu arasinda anlamli fark
bulunamamistir (14.4 aya karsi 13.2 ay). PD-L1
diizeyi >%5 olan hasta grubunda nivolumab ile
dosetaksel karsilastirmasinda objektif cevap
oraninda %26’ya karsi %34 bulunmus, cevap
siresi ortanca 12.1 aya karsin 5.7 ay
bulunmustur. Grad 3 ve daha yiksek yan etkiler
nivolumab grubunda dosetaksel grubuna goére
daha az bulunmustur (%18 karsi %51). Herhangi
bir derecede pnémonit goértilme orani nivolumab
ile %5 iken (siddetli %2.2) kemoterapi grubunda
%0.04 olarak bulunmustur (17).

Nivolumab ile ipilimumabin kombinasyon
etkinliginin degerlendirildigi calismalardan biri
olan CheckMate 227 calismasinda evre IV veya
nlks, daha 6nce tedavi edilmemis EGFR ve ALK
mutasyonu bilinmeyen yassi veya yassi hiicreli
olmayan KHDAK hastalar nivolumab kolu,
nivolumab ve ipilumumab kombinasyon kolu ve
kemoterapi kollarina randomize edilmistir. PD-L1
en az % 1 olan 1189 hasta 1: 1: 1 nivolumab

monoterapi (240 mg 15 glinde bir), nivolumab (3
mg/kg) ve ipilimumab (1 mg/kg 6 haftada bir),
veya kemoterapi (platin ve pemetrexed veya
platin ve gemsitabin) ve PD-L1 % 1'den daha
disiik olan 550 hasta 1:1:1 olmak {Uzere
nivolumab monoterapi (360 mg her 3 haftada
bir), nivolumab ve ipilimumab kombinasyon
seklinde ve kemoterapi kollarina randomize
edilmistir. Tumor mutasyon yuki yiksek olan
hastalarda nivolumab ve ipilimumab grubunda,
kemoterapi grubuna gore ortanca progresyonsuz
sagkalim 7.2 aya (%95 Cl, 5.5 - 13.2) karsi 5.5 ay
(%95 Cl, 4.4 -5.8) (p<0.001),1 yillik progresyonsuz
sagkalim % 42.6 karsi % 13.2, objektif cevap orani
nivolumab ve ipilimumab grubunda % 45.3 ve
kemoterapi grubunda % 26.9 bulunmustur.
Tedaviye bagh grad 3 veya 4 yan etkiler
nivolumab ve ipilimumab grubunda % 31.2 ve
kemoterapi grubunda %36.1 olarak bulunmustur.
Birinci sira tedavide nivolumab ve ipilumumab
kombinasyonunun kemoterapiye goére PD-L1
diizeyinden bagimsiz olarak hastalarin genel
sagkalim sdresini uzattigl sonucuna varilmistir
(18).

Pembrolizumab

Pembrolizumab Cin hamster over hiicrelerinde
rekombinant DNA teknolojisiyle (retilen,
insanlastirilmis, monoklonal bir anti-programli
hiicre 6lumu-1 (PD-1) antikorudur.

Pembrolizumabin etkinliginin degerlendirildigi
KEYNOTE 010 faz 2/3 calismasina 202 merkez ve
24 Glke katilmistir. Daha 6nceden tedavi edilmis
KHDAK hastalar calismaya alinmistir. PD-L1
ekspresyonu en az %1 olan hastalar
pembrolizumab 2 mg/kg (345 hasta),
pembrolizumab 10 mg/kg (346 hasta,) dosetaksel
75 mg/m? (343 hasta), tim tedaviler 3 haftada bir
verilmek Uzere randomize edilmistir. Tiimoérde
PD-L1 diizeyi %50 ve Uzerinde ekspresyon olan
hastalarda pembrolizumab 2 mg/kg kolunda
dosetaksel kolundan (median 14-9 ay karsi 8-2
ay; HR 0-54, %95 CI, 0-38-0-77; p=0-0002) ve
pembrolizumab 10 mg/kg kolunda dosetaksel
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kolundan (17-3 ay karsi 8:2 ay; 0-50, 0-36—0-70;
p<0-:0001) genel sagkalimda onemli iyilesme
oldugu goritlmustir. En fazla gorilen yan etki
pembrolizumab kolunda hipo ve hipertiroidizm,
pnoémonitis, grad 3-5 yan etki %1 oraninda
pnoémonitis ve ciddi deri reaksiyonu olarak
raporlanmistir (19).

Birinci sira tedavide pembrolizumab ve
kemoterapi  kombinasyonunun  etkinliginin
degerlendirildigi KEYNOTE 021 ¢alismasinda,
daha 6nce tedavi edilmemis evre IlIB ve 1V,yassI
hicreli olmayan KHDAK 123 hasta, 4 siklus
kemoterapiye (karboplatin ve pemetrexed) ek
olarak pembrolizumab(200 mg her 3 haftada bir)
veya plasebo (63 hasta) kollarina randomize
kolunda %41
hastada,kemoterapi kolunda %27 hastada grad 3-

edilmistir.Kombinasyon

5 tedavi ile iliskili yan etkiler gorllmus,
kemoterapiye pembrolizumab eklenmesinin
hastaliksiz sagkalim ve genel yanit oranlarinda
iyilesmeye neden oldugu bulunmustur(20).

Bu calismanin 24 aylik takip sonuglarinda da
progresyonsuz sagkallm ve genel vyanit
oranlarinda sisplatin pemetrexed tedavisine
pembrolizumab eklenmesinin dnemli iyilesmeye
neden oldugu gosterilmistir (21).

Birinci sira tedavide monoterapi olarak
pembrolizumab (yassi hicreli ve yassi hicreli
olmayan KHDAK) etkinliginin degerlendirildigi,
213 merkez ve 32 tlkenin katildigi faz 3 KEYNOTE
042 calismasinda 1274 hasta (902 erkek, 372
kadin) degerlendirilmistir. Pembrolizumab 200
mg, 3 haftada bir, 35 siklusa kadar (n = 637) ve
kemoterapi 4-6 kiir (n = 637) kollarina randomize
edilmistir. Primer sonlanim noktasi PDL-1 %50
veya ylksek olanlar, %20 veya yiiksek olanlar ve
%1 veya ylksek olan hastalar olmak (izere
pembrolizumab ve kemoterapi grubunda genel
sagkaliminin  degerlendirilmesi  planlanmistir.
Genel sagkalim siresi; pembrolizumab grubunda
kemoterapi grubuna goére lic TPS grubunda da
oldukga uzun bulunmustur (20 aya karsi 12.2 ay,
17.7 aya karsin 13 ay ve 16.7 aya karsin 12.1 ay).

Tedavi iliskili grade 3 ve Uzeri yan etkiler
pembrolizumab  grubunda  113(%18) ve
kemoterapi grubunda  252(%41) hastada
gorilmistir. Pembrolizumabin kemoterapiye
gore daha iyi guvenlik profiline sahip oldugu
sonucuna ulasiimistir (22).

Birinci sira tedavide yassi hicreli KHDAK
hastalarda pembrolizumab ve kemoterapi
kombinasyonunun etkinliginin degerlendirildigi
faz 3, KEYNOTE 407 galismasina, 559 yassi hiicreli
KHDAK hasta randomize edilmistir. Tim hastalar
4 siklus karboplatine ek olarak paklitaksel veya
nab  paklitaksel tedavisi aldiktan sonra
kemoterapiye ek olarak pembrolizumab (35
siklus) veya plasebo gruplarina ayrilmistir. Primer
sonlanim nokrasi hastaliksiz sagkalim ve genel
sagkalim olarak belirlenmistir. Median genel
sagkalm  kemoterapi ve pembrolizumab
grubunda 15.9 ay (%95 Cl, 13.2 ay - erisilmedi) ve
kemoterapi ve plasebo grubunda 11.3 ay
bulunmustur. Genel sagkalim vyararinin PD-L1
ekspresyonundan bagimsiz olarak mevcut oldugu
goralmastir. Grad 3 veya yiliksek yan etkiler
kemoterapi ve pembrolizumab kombinasyon
kolunda %69.8, kemoterapi ve plasebo kolunda
%68.2 olarak bulunmustur. Daha once tedavi
edilmemis vyassi htcreli KHDAK hastalarda
karboplatine paklitaksel veya nab paklitaksel
eklenen kombinasyon kemoterapisine
pembrolizumab eklenmesinin  progresyonsuz
sagkalim ve genel sagkalimda 6nemli iyilesmeye
neden oldugu sonucuna ulasiimistir (23).

Atezolizumab

Atezolizumab, rekombinant DNA teknolojisiyle
Cin hamsteri yumurtalik hiicrelerinde Uretilen bir
Fc bolgesi degistirilmis, himanize 1gG1 anti- PD-
L1 monoklonal antikorudur.

Evre Ill B veya IV, yassi hiicreli veya yassi hiicreli
olmayan KHDAK hastalarda ikinci sira tedavide
atezolizumabin  etkinliginin  degerlendirildigi
randomize, faz 3, acik etiketli OAK calismasina
194 merkez, 31 lke katilmistir. Hastalar
atezolizumab 1200 mg (425 hasta) veya
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dosetaksel 75 mg/m? (425 hasta) her 3 haftada
bir randomize edilmistir. Median genel sagkalim
atezolizumab grubunda 13.8 aya (%95 Cl, 11.8-
15.7) karsin dosetaksel grubunda 9.6 ay (8.6—
11.2) (p=0.0003) bulunmustur. Grade 3 veya
yiksek yan etkiler atezolizumab grubunda %15 ve
dosetaksel grubunda %43 olarak bulunmustur.
Akciger enfeksiyonu ile iligskili 6lim 1 hastada
dosetaksel grubunda gorilmustar (24).

Durvalumab

Durvalumab PD-L1'in PD-1 ve CD80 ile
etkilesimini bloke eden bir insan immiinoglobulin
G1 kappa (IgG1p) monoklonal antikorudur. PD-L1
/ PD-1 ve PD-L1 / CD80 etkilesimlerinin bloke
edilmesi, antikora  bagl hiicre  aracili
bagisiklik

yanitlarinin inhibisyonunu ortadan kaldirir.

sitotoksisiteyi indiklemeden

Kemoradyoterapi sonrasi konsolidasyon tedavisi
durvalumabin etkinliginin degerlendirildigi faz 3,
PACIFIC calismasinda hastalar durvalumab (10
mg/kg 15 glinde bir) (473 hasta) ve plasebo (236
hasta) kollari olmak Uzere 2:1 randomize
edilmistir. Median progresyonsuz sagkalim
durvalumab kolunda 16.8 aya (13-18.1ay) karsl
plasebo kolunda 5.6 ay (4.6-7.8 ay) (p<0.001)
bulunmustur. Median o6lim zamani veya
metastaz zamanli durvalumab kolunda
plasebodan daha uzun oldugu goérilmustir (23.2
aya karsi 14.6 ay; p<0.001). Grad 3 veya 4 yan etki
durvalumab kolunda % 29.9, plasebo kolunda
%26.1 gorilmistiir. En sik gorilen grad 3 veya 4
yan etki pnomoni (%4.4 ve %3.8) olmustur.
Durvalumab kolunda % 15.4 plasebo grubunda %
9.8 yan etkiden dolayi tedavi kesilmek zorunda
kalinmis, glivenlik profili durvalumab ile plasebo

benzer bulunmustur (12).

immiin control nokta inhibitérleri PD-1 ya da PD-
L1 reseptorlerini bloke ederek timor hiicrelerinin
T lenfositler tarafindan oldirilmesine neden
olurlar. Kemoterapi sonrasi ikinci basamakta anti-
PD1/PDL-1 inhibitorlerinin FDA onayi almasindan
sonra hangi hastanin daha iyi yanit verecegi
sorusu giindeme gelmistir. PD-1 reseptor dizeyi

ve tlimor yiki tedaviye yanit gostermede
glvenilir parametreler degildir. Driver
mutasyonu pozitif olanlarda imminoterapi ile
genelde iyi yanitlar elde edilememektedir.
Hiperprogresyon ikinci bir sorundur cogunluk
sigara igicilerde ve imminojenik yanitin yiiksek
oldugu bireylerde daha ¢ok gozlendigi
dislnilmekle beraber bu sorunun nasil
¢Ozilecegi su anda bilinmemektedir. Tedaviye
diren¢ de yaygin bir sorundur driver mutasyon
varligi  disinda  gelisen  direnglerde  ne
yapilabilecegi belli olmamakla beraber anti-PD-
1/PDL-1 ile anti-CTLA-4 kombinasyon tedavileri
ile yapilan ¢alismalarin sonuglarina gore, tedaviye
direng halinde combine tedavilerinin
kullanilabilecegi disunilmektedir. Bu tedaviler
ile elde edilen genel sagkalim sireleri standart
kemoterapiler ile elde edilen genel sagkalim
siirelerinden oldukga uzundur. ileri dénemlerde
KHDAK  hastalarda  bu

vadetmektedirler.

tedaviler Umit

Bilgilendirilmis Onam: Katilimcilardan vyazili
onam alinmistir.

Cikar Catismasi: Yazarlar ¢ikar catismasi beyan
etmemislerdir.

Finansal Destek: Yazarlar finansal destek beyan
etmemislerdir.
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