
MEDICUSMEDICUS
ISSN 1409-6366 UDC 61 Vol · 31 (1) · 2026

Original scientific paper
7	 ASSOCIATION OF TUMOR NECROTISATION FACTOR ALPHA WITH 

MULTIVESSEL CORONARY DISEASE IN PATIENTS WITH ACUTE 
CORONARY SYNDROME

Marijan Jovev, Ivica Smokovski, Elena Joveva, Aleksandar Serafimov

11	 POST TONSILLECTOMY HEMORRHAGE: POSSIBLE RISK FACTORS
Igor Kamshikoski, Marija Dokoska, Ana Pejkovska, Sait Sylimani, Gabriela Kopacheva 
Barsova 

17	 FUNCTIONAL DISORDERS AFTER CONSERVATIVE TREATMENT 
OF MANDIBULAR FRACTURES

Metodija Chitkushev, Xhelal Uruqi, Arton Dalipi, Bajram Shabani.

26	 IMMUNE MODULATION OF PSA LEVELS IN RELATION TO 
PROSTATE VOLUME AFTER TREATMENT OF PROSTATITIS

Ylber Ademi, Majlinda Ademi 

Profesional paper
31	 CHOANAL POLYPS ACROSS AGE GROUPS: COMPARATIVE 

CLINICAL AND HISTOLOGICAL INSIGHTS FROM A 
RETROSPECTIVE STUDY

Gabriela Kopacheva Barsova, Igor Kamshikoski, Ana Pejkoska, Nikola Nikolovski

36	 ЕФЕКТОТ НА КИНЕЗИТЕРАПЕВТИЧНИ ПРОЦЕДУРИ ВРЗ PROM 
НА КОЛКОТ КАЈ ДЕЦА СО ЦЕРЕБРАЛНА ПАРАЛИЗА

Исан Емини, Олгица Ристовска, Мариела Филипова

41	 POSTOPERATIVE COGNITIVE DYSFUNCTION AFTER SPINAL AND 
GENERAL ANESTHESIA: A COMPREHENSIVE REVIEW

Irena Skenderoska Mitreska,BiljanaTrajanoska

48	 АНТИГЕНСКА СРОДНОСТ И ВАКЦИНАЛНИ ИМПЛИКАЦИИ 
НА INFLUENZA A(H3N2) J.2.4.1 (K SUBCLADE) И INFLUENZA 

A/CROATIA/10136RV/2023 (H3N2): ЕПИДЕМИОЛОШКИ 
ПРОЕКЦИИ ЗА СЕЗОНАТА 2025/26 ВО РЕПУБЛИКА СЕВЕРНА 
МАКЕДОНИЈА И СОСЕДНИТЕ ЗЕМЈИ

Олумчев Сашко, Ѓорѓиева Маријана.

53	 ASSESSMENT OF ERYTHROCYTE CONCENTRATE UTILIZATION 
AND THE NEED FOR PATIENT BLOOD MANAGEMENT 
IMPLEMENTATION 

M.Shorova, B.Eftimova, Ekrem Ismani,E.Petkovik,N.Kostadinov

58	 HISTOPATHOLOGICAL AND ONCOLOGICAL OUTCOMES AFTER 
NEOADJUVANT THERAPY IN RECTAL CANCER: 
A NARRATIVE REVIEW AND COMPARISON WITH SURGERY 
ALONE

Altin Sallahu, Anamarija Jankulovska, Ferat Sallahu

Review
61	 EVALUATION OF VITAMIN A LEVELS IN THE BODY AND ITS 

IMPACT ON PUBLIC HEALTH USING BIOANALYTICAL METHODS
Gjylai Alija, Merita Dauti, Drita Yzeiri- Havziu, Sihana Ahmedi-Lika, Hanife Rustemi-
Ahmedi

67	 НЕВИДЛИВИТЕ РАНИ НА МУЛТИПЛЕКС СКЛЕРОЗАТА: ДЕЛ ОД 
НЕЗАДОВОЛЕНИТЕ ПОТРЕБИ НА ПАЦИЕНТИТЕ

Ivan Barbov, Goce Kalcev, Jovan Bozinovski

71	 ANTERIOR LUMBAR INTERBODY FUSION (ALIF): A NOVEL 
AND ESSENTIAL APPROACH TO THE MYSTERY OF L5-S1 
DEGENERATIVE DISEASE. SURGICAL TECHNIQUE AND EARLY 
EXPERIENCE IN NORTH MACEDONIA

Ilir Hasani,Artan Hajdari, Rron Elezi, Ismail Veliu, Fati Ebibi

80	 ГОНИОСКОПИЈАТА КАКО ЗЛАТЕН СТАНДАРД ВО 
ИСПИТУВАЊЕТО НА ИРИДОКОРНЕАЛНИОТ АГОЛ – ПРЕГЛЕД 
НА ЛИТЕРАТУРА

Ирина Богданова, Емилија Ѓошевска Даштевска, Мухамедин Рушити, Мерима 
Изаири, Диелза Браими Рушити

Case report
84	 ПЛЕОМОРФЕН АДЕНОМ НА МАЛИ ПЛУНКОВНИ ЖЛЕЗДИ-

ЕКСТРАОРАЛНА ЛОКАЛИЗАЦИЈА
А.Бранко, В.Гошиќ-Марковска, Леарта Асани Велиу, Љуљета Бајрами 

89	 ACUTE INTRAPARTUM COMPLETE UTERINE INVERSION 
MANAGED SUCCESSFULLY WITH MANUAL REPOSITIONING

Bekim Dika, Ana Kocevska, Laureta Mena

92	 FETAL MALFORMATIONS - ANENCEPHALY AND SPINA BIFIDA, AS 
AN INDICATION FOR  PREGNANCY TERMINATION IN THE SECOND 
TRIMESTER

Ana Kocevska, Kristina Skeparovska, Iskra Martinovska

96	 COMBINATION OF ECHINOCOCCAL CYSTS IN THE LIVER AND 
SPLEEN: CASE REPORT

Rexhep Selmani, Qemal Rushiti, Shaban Memeti, Fatjona Mislimi Ollomani, Arian 
Selmani

100	​​ EMERGENCY SURGICAL MANAGEMENT OF AN INCARCERATED 
MORGAGNI HERNIA IN AN 85-YEAR-OLD FEMALE: A CASE 
REPORT

Bilali Gent, Rushiti Qemal, Selmani Rexhep, Asani Ajet, Fatjona Mislimi Ollomani

105	 POSTERIOR MYOCARDIAL INFARCTION, EARLY DIAGNOSIS AND 
APPROPRIATE TREATMENT. A CASE REPORT

Blerim Mustafa, Enes Jashari

110	 CLINICAL PRESENTATION AND MANAGEMENT OF AMYOPATHIC 
DERMATOMYOSITIS WITH POLYRADICULONEUROPATHY: A 
RARE CASE REPORT 

Sevxhane Zhaku, Mevlane Arifi, Rufije Zyberi, Vegim Zhaku, Nora Pollozhani 

115	 PROGRESSIVE HEARING LOSS IN PATIENT WITH VESTIBULAR 
SCHWANNOMA: A CASE REPORT

Lidija Ristovska, Irena Mihajlovska Shulevska, Vase Stojcheska

119	 INGUINAL LYMPH NODE PRESENTING AS DELAYED SITE OF 
METASTASIS IN EARLY STAGE OF ENDOMETRIAL CARCINOMA-
INTRANODAL ULTRASOUND GUIDED METHYLENE BLUE 
LYMPHADENECTOMY AS THERAPEUTIC OPTION.

Vladimir Joksimovik, Ndriçim Murati, Andrea Nancheva Bogoevska, Radomir Gelevski, 
Glorija Stojkovska

123	 ПОЛИПЕКТОМИЈА  КАЈ ПАЦИЕНТ СО ПОЗИТИВНА 
ФАМИЛЈАРНА АНАМНЕЗА - КОЛОРЕКТАЛЕН КАРЦИНОМ

Јусуф Шабани, Рихан Саити, Ментор Кахремани, Резеарта 
Елези,Зехра Билали Мустафаи

128	 ASSOCIATION BETWEEN HYPERPARATHYROIDISM 
AND MOBITZ TYPE II ATRIOVENTRICULAR BLOCK

Levent Ismaili, Husni Ismaili, Atilla Rexhepi



Revistë mjekësore - MEDICUS    |    92

FETAL MALFORMATIONS - ANENCEPHALY AND SPINA BIFIDA, AS 
AN INDICATION FOR  PREGNANCY TERMINATION IN THE SECOND 
TRIMESTER
Ana Kocevska1,3, Kristina Skeparovska2,3, Iskra Martinovska1,4

1Specialized Hospital for Gynecology and Obstetrics “Mother Teresa” – Skopje, North Macedonia
2University Clinic for Gynecology and Obstetrics – Skopje, North Macedonia
3Faculty of Medicine, Ss. Cyril and Methodius University, Skopje, North Macedonia
4Faculty of Medical Sciences, Goce Delchev University, Shtip, North Macedonia

ABSTRACT

Introduction: Anencephaly is the most severe malformation of the central nervous system. It is common type of 
neural tube defect and is characterized by the complete or partial absence of the calvaria and brain. It is a fatal 
disease and newborns born with this anomaly usually live less than a day. It’s incidence is 1-5/1000 births. The 
occurrence of neural tube defects is due to a combination of genetic and environmental factors. 

Case report: A 31-year-old patient with a third pregnancy., at 15+4 weeks of gestation. She reported smoking 20 
cigarettes per day and taking folic acid supplements starting at 6 gestational weeks. On ultrasound examination, 
there was a fetus with a positive cardiac action, abdominal circumference and femur length corresponding to 15 
weeks of gestation. Biparietal diameter and head circumference could not be measured due to protrusion of brain 
tissue through a calvarial defect. We performed labor induction with oxytocin and after expulsion of the fetus and 
placenta, an instrumental revision of the uterine cavity was performed under general anesthesia. According to the 
autopsy report, the fetus had low-set auricles, a stocky neck, protrusion of the eyeballs and a frog-like appearance. 
External inspection showed a congenital malformation of the central nervous system represented by the absence 
of the bones of calvaria and absence of brain tissue with the presence of an area cerebrovasculosa measuring 2x1.7 
cm and a cleft of the vertebral arches in the lumbar region measuring 0.5cm covered with skin and soft tissues 
(spina bifida occulta). 

Conclusion: The simplest way to reduce the incidence of neural tube defects is to advise women of reproductive 
age to take folic acid supplements. Fetal ultrasonography is the gold standard for detecting neural tube defects. 
Anencephaly should be detected as early as possible, in order to perform a timely termination of pregnancy.
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INTRODUCTION

Anencephaly is the most severe malformation of the 
central nervous system. It is common type of neural 
tube defect and is characterized by the complete or 
partial absence of the calvaria and absent brain. The 
brainstem, diencephalon and cerebellum are commonly 

present [1]. As the central nervous system develops in 
embrio, the neural plate folds and fuses, forming the 
neural tube. Any disruption of the neural tube closure 
process can result in structural abnormalities that are 
called neural tube defects. Anencephaly results from the 
failure of the neural tube to close at its rostral end during 
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fetal development [2]. It is a fatal disease and newborns 
born with this anomaly usually live less than a day. It’s 
incidence is 1-5 per 1000 births [3]. The other neural 
tube defect is spina bifida caused by failure of closure 
of the caudal (spinal) part of the neural tube in the 4th 
week of gestation [4]. Spina bifida has two forms: occulta 
and aperta. Spina bifida occulta is a closed form where 
the lesion is covered with skin and the spinal cord is not 
exposed [5]. In the cases of spina bifida aperta, the spinal 
cord is exposed to the surrounding environment, without 
skin covering [4,6]. Severity ranges from asymptomatic 
spina bifida occulta to severe forms - spina bifida aperta 
(meningomyelocele), with spinal cord exposure and 
neurological dysfunctions: mobility problems, bowel and 
bladder dysfunction, hydrocephalus [7] 

The occurrence of neural tube defects is due to a 
combination of genetic and environmental factors [8] 
After the birth of one child with this malformation, 
there is a 4% risk that a subsequent child will be affected 
[9]. Insufficient intake of folic acid in the diet (or as a 
supplement) before and during the first trimester of 
pregnancy plays an important role [8]. Other risk factors 
are: some epilepsy medications (valproic acid, phenytoin, 
carbamazepin), obesity and poorly controlled diabetes.
[9]. Some studies suggest that neural tube defects and 
spontaneous abortions are more common in pregnant 
women who experience high temperatures (hot tub, 
sauna, having a fever) during the first 4-6 gestational 
weeks [8,10]. 

CASE REPORT

We present a case of a 31-year-old female patient with 
a third pregnancy, who was referred to our hospital for 
an ultrasound examination at 15+4 weeks of gestation. 
The previous two pregnancies were normal, ending with 
spontaneous delivery. In this pregnancy, she reported 
smoking 20 cigarettes per day and receiving folic acid 
suplementation starting at 6 weeks of gestation. The 
history of past illnesses and allergies was negative. 
PRISCA 1 was not performed, and microbiological tests 
were negative. On ultrasound examination, a fetus with 
a positive cardiac action was detected, with abdominal 
circumference and femur length corresponding to 15 
weeks of gestation, but biparietal diameter and head 
circumference could not be measured due to protrusion 
of brain tissue through a calvarial defect [Figure 1]. The 
patient was hospitalized with suspicion of encephalocele. 
With the patient’s prior consent, we performed labor 

induction with oxytocin and after expulsion of the 
fetus and placenta, an instrumental revision of the 
uterine cavity was performed under general intravenous 
anesthesia. Anesthesia and intervention underwere 
without complications. Uterotonic and antibiotic therapy 
were administered. 

We submited the fetus and placenta to autopsy and 
histopathological analysis, with the following findings: 
a female fetus with a body weight of 51 grams and a 
body length of 11 cm. The fetus had low-set auricles, a 
stocky neck, protrusion of the eyeballs and a frog-like 
appearance. External inspection showed a congenital 
malformation of the central nervous system represented 
by the absence of the bones of the calvaria and the 
absence of brain tissue with the presence of an area 
cerebrovasculosa measuring 2x1.7 cm and a cleft of the 
vertebral arches in the lumbar region measuring 0.5 cm 
covered with skin and soft tissues, which was consistent 
with spina bifida occulta. After opening the chest and 
abdominal cavity, the visceral organs were neatly placed 
in the appropriate anatomical positions, properly formed 
without the presence of developmental malformations. 
A placenta measuring 8x4x3 cm and weighing 70 g had 
a regular structure. The amniotic membranes were 
smooth and shiny. The umbilical cord was paracentrally 
inserted, 12 cm long, and 3 blood vessels were visible on 
the cross-section. Microscopically, the cross-sections of 
the area cerebrovasculosa showed remnants of primitive 
neural tissue surrounded by edematous connective tissue 
with embedded proliferated blood vessels. The lungs had 
fetal atelectasis, and the remaining visceral organs were 
immature, appropriate for gestational age. Placental 
samples showed regular placental tissue and amniotic 
membranes without pathological substrate.

Figure 1. Ultrasonography that shows the apsance of 
brain hemisferes, normal lateral ventricles



 Case report

Revistë mjekësore - MEDICUS    |    94

Figure 2. The aborted fetus with a large cranial defect

DISCUSSION

Anencephaly is one of the most common anomalies 
resulting from a defect in the development of the neural 
tube and there is an absent part of the calvaria or the 
entire calvaria, with an absent brain. The incidence is 
1-5/1000 births and mortality is 100%, intrauterine or in 
the first hours after birth. The cause of this malformation 
is unknown, but there are several risk factors such as 
genetic mutations and polymorphisms of certain genes, 
maternal diabetes, obesity, exposure to certain drugs or 
toxins, as well as a positive family history of neural tube 
defects (for example, a previous pregnancy with a fetus 
with anencephaly or spina bifida). The most important 
nutritional risk factor is folic acid deficiency, due to 
insufficient intake or due to polymorphisms of the gene 
encoding the enzyme involved in folic acid metabolism 
(methyltetrahydrofolate reductase - MTHFR). Some 
polymorphisms of this gene cause thermolability of the 
enzyme and its reduced enzymatic activity and these 
individuals need to have higher levels of folic acid in 
plasma to meet their needs (higher intake through food 
or supplements) [11].

The diagnosis of this condition is made by ultrasonography. 
The presence of anencephaly can be detected even in 
the first trimester. An important factor for an accurate 
ultrasound diagnosis of is gestational age. Calcification of 
the skull is complete by 10 weeks of gestation, and the 
diagnosis may be missed if the ultrasound examination 
is performed at a gestational age of less than 11 weeks. In 
ultrasound imaging, there is an absence of the upper part 
of the cranium and absence of brain tissue in place of 
the cerebral hemispheres [12]. Also, in ~ 90 % of cases of 
anencephaly, serum alpha-fetoprotein levels are increaed 
in maternal blood and also in the amniotic fluid [13].

In the second trimester of pregnancy, the “frog eyes” 
sign is detected by ultrasound due to the absence of the 
brain above the orbits. In 30-50% of cases of anencephaly, 
polyhydramnion is also present, due to intraamniotic 
leakage of cerebrospinal fluid, impaired fetal swallowing 
and increased urine production due to a lack of 
antidiuretic hormone. 

Anencephaly is a lethal anomaly, so ultrasound diagnosis 
is essential to perform timely termination of pregnancy. 
Prevention of neural tube defects is also important, and 
most American, British and Canadian organizations 
recommend taking 0.4-0.8 mg/day of folic acid, and if the 
woman has had a previous pregnancy with this type of 
anomaly, the recommended dose is 4 mg/day [14]. 

According to the recommendations of the World Health 
Organization, it is necessary to take 0.4 mg of folic acid 
daily as a supplement to prevent the occurrence of neural 
tube defects, preferably one month before conception and 
during the first three months of pregnancy. If folic acid 
supplementation is started after the first trimester, it will 
not be effective, because the neural tube has already been 
formed [15]. In our case, the patient suplemented 0.4 mg of 
folic acid daily starting from the sixth week of gestation, 
which was probably late, because the critical period 
for the development of anencephaly and spina bifida is 
earlier, in the fourth week of gestation. Women with 
polymorphisms of genes encoding enzymes involved in 
folate metabolism have higher folic acid needs than other 
women. By enriching food with folic acid, optimal levels 
of folic acid in plasma cannot be achieved. Therefore, 
supplementation in the preconception period and in the 
first trimester of pregnancy is the best way to improve 
folic acid levels [16]. Because of the high prevalence of 
MTHFR genetic polymorphisms in the general population, 
there is a concern about reduced enzymatic activity. 
Newer research has focused on supplementation with 
L-methylfolate, as a biologicaly active form, rather than 
folic acid [18].

The other problem is that ~50% of pregnancies are 
unplanned. If women has unplanned pregnancy and not 
used supplements, this preventive method is inefective. At 
the time of the absence of menstrual cycle and pregnancy 
test, which is ~15 days after conception, the neural tube 
is preparing for closure. Food fortification with folic acid 
is implemented in the United States, but has not yet been 
introduced in European countries [16-18].
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CONCLUSION

Anencephaly is incompatible with life. The most 
important aspect is the prevention of its occurrence. 
The simplest way to reduce the incidence of anencephaly 
and other neural tube defects is to advise women of 
reproductive age to take folic acid supplements. It is 
important to avoid valproic acid in women with epilepsy. 
Fetal ultrasonography is the gold standard for detecting 
neural tube defects. Anencephaly should be detected as 
early as possible, in order to perform a timely termination 
of pregnancy.
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