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Abstract 
 
Heart failure can be defined as an abnormality of car-
diac structure or function leading to failure of the heart 
to deliver oxygen at a rate commensurate with the re-
quirements of the metabolizing tissue. Left ventricular 
adverse remodeling after myocardial injury (myocar-
dial infarction, left ventricular dilatation from other re-
ason, idiopathic cardiomyopathy) has been shown to be 
a chronic progressive process that continues for years 
after the initial phase. Adverse remodeling and gradual 
dilatation leading to increased LV volumes are major 
predictors of poor outcomes among heart failure pati-
ents. Several therapies were found to slow the process 
of adverse LV remodeling, including beta-blockers and 
blockers of the renin-angiotensin-aldosteron system. 
But, despite optimal therapy, left ventricular dyssynch-
rony is commonly present in heart failure patients, par-
ticularly in those with prolonged QRS complex duration. 
Cardiac resynchronization therapy with or without defib-
rillators in several study showed reversal remodeling and 
significant improvements in LV volumes, reduction of 
the risk of heart failure progression and death in mildly 
symptomatic and symptomatic patients with ischemic 
and non-ischemic cardiomyopathy. 
Echocardiography plays an important role in the care 
of heart failure patients treated with cardiac resynchro-
nization therapy (CRT). Echocardiography can assess ab-
normalities of the mechanical activation, known as dy-
ssynchrony, to determine the type of dyssynchrony, to 
improve patient selection for CRT. Echocardiography 
and Doppler imaging techniques play a significant role 
in selection of patients (responders) for CRT therapy. 
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Abstract 
 
Introduction. Public Health (PH) in the countries of 
South Eastern Europe (SEE) and in R. Macedonia has 
had an intensive development and prosperity in the last 
than ten-plus years. The aim of the paper is to present 
the main activities of the Stability Pact Project for PH 
Cooperation in SEE (PH-SEE) and other projects, fun-
ded by DAAD and other sponsors, and their contribu-
tion to the development of the "New Public Health" in 
SEE and in R. Macedonia during the period of 2000-2011.  
Methods. Critical analysis of the project activities and 
outcomes based on the relevant documents, Internet so-
urces and published literature, as well as personal ex-
perience and observations of the author being active 
contributor to the PH-SEE Network activities. 
Results. Within the last ten-plus years SEE countries 
and R. Macedonia have been experiencing a kind of re-
naissance or revolution of the PH. Raising of aware-
ness about the importance and need for capacity buil-
ding in PH was followed by creating MPH curricula and 
programs and establishing centres/schools of PH in al-
most all countries in the SEE Region. A strong network 
for long-term cooperation was established among PH 
institutions and professionals in the SEE region. Six vo-
lumes of handbooks for teachers and PH professionals 
were published so far, with total of over 4000 pages. 
Conclusions. The PH-SEE projects for cooperation in 
the field of PH in SEE countries have been a real suc-
cess, not only in terms of achieving its professional 
goals related to PH development in the region by raising 
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training and research capacities, but also in terms of inter-
country cooperation, getting in line with the Stability 
Pact for SEE main goal of strengthening the peace, de-
mocracy, respect for human rights and economic pros-
perity. 
 
Keywords: public health, education, Master in public 
health, public health, research, public health capacity 
building, Forum for Public Health Cooperation in South 
Eastern Europe, networking 
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Abstract  
 
Introduction. Adipocytokines concentration, their mutual 
relationship, correlations with anthropometric parame-
ters and dynamic patterns in early neonatal period could 
be indicators of fetal and neonatal growth maturity level. 
The aim of the study was to investigate dynamic 
changes of leptin levels in healthy neonates during early 
neonatal life, and their association with anthropometric 
parameters.   
Methods. A group of 39 neonates of both sexes, born at 
term (AT), classified as AGA (n=26), SGA (n=7), LGA 
(n=6), were included in the study. Leptin levels were 
determined in cord blood at delivery and in infants’serum 
on the 3rd day after delivery. Birth Weight-BW, Birth 
Length-BL, Body Weight/Body Length ratio-BW/BL, 
Body Mass Index-BMI, Ponderal Index-PI, were recor-
ded after birth.  
Results. Mean serum leptin levels of different groups 
at delivery and on the 3rd day after delivery were not 
influenced by the gender of the newborns. Performing 
LSD test, a significant difference was found in leptin 
levels at delivery (7.31±8.18; vs 22.07±20.98ng/mL) in 
SGA compared to LGA newborns.  
Significant decline in leptin levels at delivery from 
13.40±13.27ng/mL to 2.12±0.76ng/mL on the 3rd day 
after delivery was observed.  
Leptin levels at delivery were positively correlated 
with BW (r=0.411), BW/BL (r=0.449), BMI (r=0.454), 
and PI (r=0.487), (p<0.01). Small, negative and non-
significant correlation between leptin levels at delivery 
and on the 3rd day after delivery was found (r=-0.058).  
Conclusions. These results indicate that the stage of bo-
dy growth maturity is positively correlated or interre- 
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lated to leptin levels indicating that leptin is involved in 
regulating fetal growth. 
 
Keywords: leptin, term newborn, anthropometric 
parameters  
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Abbreviations: AT-Term delivery; AGA-Appropriate 
for gestational age; SGA-small for gestational age; LGA-
Large for Gestational Age; MBMI- Mother Body Mass 
Index; BW-Birth Weight; BL-Birth Length; BW/BL-
Body Weight/Body Length ratio; BMI-Body Mass Index; 
PI-Ponderal Index  
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 (7,31±8,18;  22,07±20,98ng/mL) 
 SGA 

 LGA no
 

13.40±13.27ng/mL  do 2.12±0.76ng/mL 

 TT (r=0,411), TT/TD 
(r=0,449), BMI (r=0,454),  PI (r=0,487), (p<0,01). 

___________________________________________ 
 
Introduction  
 
Adipokines is a group of various bioactive peptides that 
are secreted by adipose tissue [1].  
They represent important signals that act locally and on 
distance using autocrine, paracrine and endocrine mecha-
nisms. Most of them are responsible for energy homeo-
stasis in men, including food intake and energy expen-
diture. Data show that leptin and adiponectin interact 
with other hormonal homeostasis expressing their effect 
on body mass and satiety, such as suppressing insulin 
secretion [2], modifying insulin uptake in hepatocytes 
[3], inhibiting cortisol levels [4], influencing circadian 
rhythm by regulating TSH secretion [5], etc.  
Although the mechanisms of adipokine secretion are not 
fully understood yet, it is known that their concentra-
tions are in correlation with adipose fat mass in new-
borns [6]. Leptin has been documented in cord blood in 
the 18th week of gestation, indicating that ob gene is 
active before birth and that it raises leptin concentra-
tion during gestation. Not only white adipose tissue is 
responsible for producing leptin levels, but also pla-
centa in fetuses and mammary gland in neonates contri-
bute to the leptin level [7].  
Adipokines' fetal maturation takes place predominan-
tly in the second trimester of pregnancy, and it plays a 
role in lipid and glucose metabolism. Since leptin is sec-
reted by adypocites in late stages of differentiation, it 
can be used as a marker for adipose tissue development. 
Leptin is an adipostatic hormone with an important role 
in feeding behavior, appetite, thermoregulation, body 
lipid metabolism regulation and energy balance carried 
out trough multiple hypothalamic pathways [8,9].     

Leptin increases during pregnancy and returns to nor-
mal after delivery. Leptin levels in umbilical cord blood 
correlate with newborn`s birth weight. High levels of 
both leptin and leptin receptors in the placenta and fe-
tus suggest that leptin plays a key role in fetal develop-
ment [2,4]. Macrosomic babies have shown to have hig-
her leptin concentrations [3]. Full-term babies have a 
significant association of leptin and insulin, indicating 
that adipoinsular pathway is active in neonates [10,11].  
Studies have shown a positive correlation between cord 
blood leptin levels and birth weight [12-14].  
Neonates born appropriate or large for gestational age 
(AGA and LGA) have higher levels of leptin than new-
borns with small birth weight and less adipose tissue. 
Leptin levels have been shown to decrease during the first 
few days after birth, faster in AGA and LGA neonates [15].  
More studies need to be done to explain the hormonal 
changes regarding leptin levels in preterm babies and 
early postnatal life [16-18].   
The study was designed to evaluate leptin levels in term 
delivered neonatal population at delivery and on the 
3rd day after delivery, and to determine their associa-
tion with anthropometric parameters of newborns. 
 
Material and methods  
 
A cohort of 39 (22 female and 17 male) neonates, born 
from uncomplicated pregnancies at term between 37 
and 42 gestational weeks has been evaluated in the stu-
dy. Neonates with risk factors (maternal diabetes, stress-
ful delivery, infection, etc.) were excluded.  
Anthropometric measurements were made at birth, in-
cluding length, weight and head circumference, body 
weight/body length. Since single standard anthropometric 
factors (BW; BL) cannot assess the nutritional status 
of newborns properly, we also used combinations of two 
anthropometric factors: Ponderal index (PI) and Body 
Mass Index (BMI). PI and BMI are expressed by the fo-
llowing formulas: PI = body weight (g) / body length (cm)3 x 
100 and BMI = body weight(kg) / birth length2(m).  
Neonates were divided in three groups according the 
Lubchenco’s curves: appropriate for gestational age 
(AGA-birth weight between the 10th and 90th percentti-
les), large for gestational age (LGA-birth weight grea-
ter than the 90th percentile) and small for gestational 
age (SGA-birth weight lower than the 10th percentile) 
defining AGA, LGA, and SGA groups (Table 1). Gesta-
tional age at birth was calculated from the last menstru-
al period, supported by ultrasound measurements and con-
firmed by Dubowitz scoring  
Samples of cord blood were obtained from umbilical 
cord at delivery. Neonatal blood samples were collec-
ted at the 3rd day of life in conjunction with a routine 
morning blood draw in order to follow the dynamics of 
leptin level and avoid any bias of hormones deriving 
from maternal tissues. The blood samples were imme-
diately centrifuged and stored at -20oC until assay. 
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Table 1. Group distribution of the studied population  
 Gestational 

Age 
Gender 

Female/Male 
Studied cohort (n=39) 39.73±1.20 22/17 
Appropriate for 
gestational age (AGA) 
(n=26) 

39.75±1.09 13/13 

Large for gestational 
age (LGA) (n=6) 40.33±1.10 5/1 

Small for gestational 
age (SGA) (n=7) 39.14±1.21 4/3 

 
Serum leptin levels were measured by the ELISA met-
hod (Human DRG Instruments GmbH, Germany). The 
sensitivity of the DRG Leptin ELISA was 1.0 ng/mL, 
and the intra- and inter assay CV% ranged from 5.9 5-
6.91 and 8.66-11.55, respectively. Between group com-

parison and correlation of the anthropometric parameters 
with leptin were statistically analyzed using STATISTICA 
program, one-way ANOVA, LSD test, Kruskal-Wallis 
ANOVA median test and Spearman's rank order corre-
lations. 
The study was reviewed and approved by the Institu-
tional Review Board of the Pediatric Clinic. Informed 
consent was obtained from all mothers before blood sam-
ples were taken and before inclusion of their infants in 
the study.  
 
Results 
 
Leptin levels in infants at delivery and on the 3rd day after 
delivery and their anthropometric data expressed as 
mean values of different groups are presented in Table 2. 

 
Table 2.  Leptin concentration at delivery (cord blood) and 3rd day after delivery in newborns’ serum 
together with their clinical characteristics   

 AGA LGA SGA Total 
Birth Weight (g) 3492.31±266 4680.00±705 2658.57±176 3525.38±683 
Birth Length (cm) 50.92±1.29 53.00±1.10 48.71±1.11 50.85±1.74 
Birth Weight/Birth 
Length ratio (gr/cm) 

68.55±4.49 88.36±13.79 54.57±.3.39 69.09±.11.74 

Ponderal (Rohrer) Index  2.65±0.19 3.15±0.55 2.30±0.17 2.66±0.36 
Body Mass Index 13.46±0.86 16.69±2.74 11.21±0.73 13.55±2.03 
Leptin concentration at 
delivery (ng/ml) 13.03±11.62 22.07±20.98 a 7.31±8.18 a 13.40±13.27 

Leptin concentration 3rd 
day fter delivery (ng/ml) 2.01±0.70 2.65±1.11 2.04±0.51 2.12±0.76 
a Values with same superscript in the row were significantly different (LSD test) (p<0.05) 

 
Mean birth weight of the newborns classified as AGA was 
3492.31±266g. Birth weight of LGA group was 4680.00 
±705g and it was significantly higher than the birth weight 
of SGA group (2658.57±176g). Mean birth length and 
birth weight/birth length ratio were 50.92±1.29 cm, (68.55 
±4.49g/cm) for AGA, 53.00±1.10cm (88.36±13.79g/cm) for 
LGA and 48.71±1.11cm (54.57±3.39g/cm) for SGA 
group, respectively. No significant differences were 
observed in anthropometric data and mean serum lep-
tin levels between sexes. There was a significant diffe-
rence between leptin levels at delivery (7.31±8.18; vs 
22.07±20.98ng/mL) in SGA compared to LGA newborns, 
respectively (p<0.05; p<0.05). No significant differen-
ces were observed between groups in leptin levels at 
delivery and on the 3rd day after delivery when non-
parametric Kruskal-Wallis test was performed (Figure 
1a,1b,1c). 
No additional gender adjustment was needed during the 
analysis since no significant differences were observed 
in leptin levels between male and female newborns. 
This indicates that most probably other factors influen-
ce leptin serum concentration in this starting growth 
period of the newborn.
The levels of leptin at delivery (cord blood)  and  on the 
3rd  day after delivery presented in Table 3, were stron-
gly correlated with all anthropometric variables (p< 
0.001), except for Birth Length (BL). 
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Fig. 1c. 
Fig. 1a, 1b, 1c. Wisker Plots for leptin concentrations in 
different groups at delivery and 3rd day after delivery 
 

Leptin levels at delivery were positively correlated with 
BW (r=0.411), BW/BL (r=0.449), BMI (r=0.454), and 
PI (r=0.487), (p<0.01). 
On the contrary, leptin levels on the 3rd day after deli-
very expressed no significant correlations with any of the 
anthropometric data.  
MBMI was positively but not significantly correlated 
with leptin level at delivery (r=0.191).    
Small, negative and non-significant correlations were found 
between Body Mass Index of the mother (MBMI) and 
leptin levels on the 3rd day after delivery (r=-0.099).  
Also, small, negative and non-significant correlation bet-
ween leptin levels at delivery and on the 3rd day after 
delivery was observed (r=-0.058). 
 
 

Table 3. Correlations between anthropometric data and leptin concentrations at 
delivery (cord blood) and 3rd  day after delivery  

 BMI PI BW BW/BL BL 
Leptin at delivery r=0.454* r=0.487* r=0.411* r=0.449* r=0.183 
Leptin  3rd day r=0.239 r=0.195 r=0.330 r=0.299 r=0.292 
All correlation coefficients with *superscript were highly significant 

 
Gestational age expressed as co-variable showed a sig-
nificant correlation with leptin levels on the 3rd day af-
ter delivery (r=0.447), but not with leptin levels at de-
livery (r=0.053) (data not shown). 
 
Discussion 
 
Adipose tissue development in fetal life depends on 
genetic factors and fetal nutrition, highly depending on 
gestational age since adipocytes develop (in number 
and volume) mainly in the last trimester of pregnancy. 
Adipose tissue peptides play an important role in weight 
and metabolic control afterwards in life. This is a pro-
cess termed "programming", first described by Lucas. 
Several studies pointed out that nutritional status in fe-
tuses and newborns, as well as diet regimen in the first 
months have a great impact on metabolic status in the 
entire life of an individual [19,20].  
Our study confirms the presence and the changes in the 
interrelation of adipokines in the early postnatal life. Our 
results indicate that the cord blood leptin levels were 
significantly higher than serum leptin levels on the third 
day of life, unlike adiponectin level that remains the sa-
me. There was a positive correlation between birth weight, 
BMI and PI and leptin concentration. This occurs as a 
result of exponential elevation of leptin production from 
the growing adipose tissue during the last trimester of 
pregnancy [6,14].  
Studies have published declining in leptin values wit-
hin the first days after birth, probably due to reduction 
of the amount of adipose tissue and difference in nutri-
tional pattern (placental-oral) during this period [15, 21].  
Other body parameters, such as head and chest circumfe-
rence do not show correlation with adipokine levels, unlike 

the study of Lakho, where positive correlation between 
head circumference and leptin levels were found [23,26].  
Similarly to studies previously reported, our findings indi-
cate that although leptin levels decrease postnatally they are 
still higher than those found in adolescents and adults [24,25].  
Comparing leptin levels in boys and girls at birth and 
after birth, we found no gender dependent correlation. Our 
results obtained in fetal circulation showed a positive co-
rrelation with anthropometric measures, which was consis-
tent with the results of some studies [22,26-28], and 
opposite with others [29-31].  
Adipokines' blood levels change after birth. Unlike adi-
pokines' level in adults, during fetal life a positive corre-
lation between leptin and adiponetin has been reported [32].  
In the first few days after birth, when leptin levels de-
crease, the positive correlation between leptin and adi-
ponectin is lost. This data suggest that different mecha-
nisms are incorporated in production or regulation of 
adipokines in fetal and adult life.  
In conclusion, we report leptin levels to have positive co-
rrelation with anthropometric parameters either at birth 
or on the 3rd day after delivery, which is in agreement with 
literature data. This confirms that leptin is involved in 
body weight regulation and body fat quantity.  
Additional studies are necessary to fully understand the 
interactions and mechanisms of adipokines action and 
their role in growth regulation and development during 
fetal and early postnatal life.   
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Abstract 
 
Introduction. Urinary infections are a common prob-
lem in pediatric practice. They are more frequent in fe-
male children, except for young infants, where male sex 
is prevailing. Contributing factors for frequent urinary 
infections are: congenital anomalies of the urinary tract, 
VUR, and kidney calculi. More than 90% of the infec-
tions are caused by Gram-negative bacteria. Urinary in-
fections present with nonspecific symptoms: high tem-
perature, vomiting, diarrhea and agitation. After the third 
year of life symptoms become more specific: urinating 
disorders, frequent urine elimination, painful urinating 
and abdominal pain. Because of nonspecific symptoms 
in every unclear case with high temperature urinary infec-
tion should be considered. The aim of the study is to 
analysis of the clinical presentation, etiology and 
therapeutic outcome in children with urinary infections 
in one single center. 
Methods. Data obtained for 1450 children at the age 
of 0-18 years presenting with fiver or symptoms sugges-
ting urinary infection during a period of 5 years (2006-
2010) were analyzed. Data were analyzed with analy-
tic and descriptive methods.  
Results. Out of 780 children with performed urine cul-
ture 254 children had a positive finding (32.56%); 172 
(67.7%) were female, and 82 (32.3%) were male. Esche-
richia coli was found in 207 children (81.5%), Proteus 
sp. in 19 children (7.48%). Pseudomonas aeruginosa in 
15 children (5.91%), Klebsiella in 6 (2.36%) and other 
bacteria in 7 children (2.75%). The most frequent labora-
tory finding was leucocytosis. In 5 children VUR was 
diagnosed, in one child ectopic kidney was confirmed, 
and right kidney agenesis in one child. Depending on the 
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antibiogram the following therapy was applied: Amoxi-
cillin plus clavulanic acid, Trimetoprim plus sulfonami-
de, Nitrofurantoin, Cefuroxim and Cefixime. Control uri-
ne cultures were normal in 95% of children, and the 
children with congenital malformations are examined and 
monitored regularly by pediatric nephrologists. Findings 
were similar to other reports in the literature.  
Conclusions. Examination of the urine in febrile chil-
dren with no obvious reason should be a routine. Urinary 
culture is necessary for diagnosis and specific treatment. 
Early diagnosis and therapy leads to healing and favo-
urable prognosis. 
 
Key words: urinary infections, causes, children 
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Abstract
 
Introduction. Subclinical hypothyroidism (SCH) often re-
mains undetected because of the absence of clinical sym-
ptoms or unspecific symptomatology. The aim of the stu-
dy was to discover whether SCH is associated with rele-
vant clinical symptomatology  
Methods. The study included consecutive patients
in whom SCH was detected for the first time level of se-
rum thyrotropin (TSH) between mU l with the re-
ference values of free thyroxine (fT pmol l
and a control group of healthy subjects without goi-
ter and with reference values of fT and TSH (0.2-4.2 
U/l) All participants completed a previously prepared
anamnestic questionnaire and blood was taken for eva-
luation of TSH and fT  
Results. Patients with SCH unlike the control group pre-
sented significantly more often with fatigue dry skin
insomnia and menorrhagia in all cases p There
was a positive correlation between serum concentratio-
ns of TSH and percentage of symptoms of hypothyro-
idism r= p= Value of TSH over mU l was
associated with a significantly larger number of symptoms  
Conclusions. SCH is associated with fatigue dry skin
insomnia and menorrhagia  that justifies initiating thyroid 
replacement therapy at low values of TSH Instead of 
the current recommendations for beginning thyroid rep-
lacement therapy when TSH >10mU/l, the cut-off value 
should be moved to TSH >7,1mU l.  
 
Keywords: subclinical hypothyroidism, thyrotropin, sym-
ptoms of hypothyroidism 
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THE MOST COMMON VIRAL EXANTHEMATIC DISEASES IN THE PATHOLOGY OF 
INFECTIOUS DISEASES - A RETROSPECTIVE ANALYSIS 
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Abstract 
 
Introduction. Viral rash-causing illnesses are still co-
mmon phenomena in the pathology of infectious disea-
ses. The aim of the study was to retrospectively analy-
ze the most frequent viral exanthematic diseases in pa-
tients who had been treated at the Department of Infec-
tious Diseases in Veles during the period of 2006-2011, 
with special accent on clinical and epidemiological cha-
racteristics. 
Methods. A total of 583 patients, who met the clinical 
criteria to be included in the group of the most common 
viral infections, were analyzed by: age, gender, etiologi-
cal agent of the disease, seasonal distribution, complica-
tions and immunization in some of them. Results from 
the history of the disease, laboratory biochemical and se-
rological investigations were used in the study. 
Results. Of the total number of patients, 451 were with 
milder clinical symptoms, whereas the remaining 132 were 
hospitalized due to a severe clinical form of the disea-
se and complications. Of the patients with viral exan-
thematic disease 208 were with varicella,165 with mo-
nonucleosis infectiosa, 161 with herpes zoster, 28 exan-
thema subitum, and 21 with morbilli. The age group from 
0-6 years was predominant (38.25%). Seasonal distribu-
tion of these diseases showed that they were present in 
every month of the year. The most common complica-
tions were bacterial respiratory infections and there was 
one case with varicella cerebellitis. Immunization analy-
ses confirmed presence of some of these infections in 
the patients who were not completely immunized and in 
children younger than one year. 
Conclusions. Viral exanthematic diseases are still present 
in everyday pathology. Regular immunization can play a 
key role. Good communication between preventive health 
sector and clinical doctors resulted in establishing timely 
diagnosis, adequate treatment and isolation of patients, 
in order to prevent appearance of epidemic forms.  
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Abstract 
 
Introduction. The recurrence of the disease after sur-
gery in patients with superficial bladder cancer was found 
significantly decreased if treated by single dose of va-
rious chemotherapeutical agents compared to controls. 
There are various strategies for local instillation imme-
diately or a couple of days after surgery. In addition, data 
on longer follow-up are still not available. The aim of 
our study was to: 1) evaluate the association of single 
immediate Mitomycin C intravesical instillation with the 
bladder tumor recurrence; and 2) present the results of 
the 2 years follow-up after the treatment.  
Methods. In a prospective study, we analyzed records 
from 133 patients who underwent transurethral resec-
tion of the primary bladder tumor (TURBT) between 
January 2005 and December 2006. All patients were with 
one or multiple primary bladder tumors with sum of 3 
cm or less in size. Patients with bladder tumor larger 
than 3cm in size, G3 tumor, and pathological findings 
of carcinoma in situ were excluded from the study. We 
also excluded patients with a significant bleeding at the 
end of the procedure, bladder perforation as well as with 
only partial resection of tumors. The cohort was random-
ly distributed in two groups: 1) patients treated imme-
diately (within 6 hours) with Mitomycin C intravesi-
caly 30 mg/50 ml saline and 2) patients with performed 
TURBT without additional therapy. 
Results. After 12-month follow-up only 2 (4.3%) patients 
in Mitomycin group had recurrence of the disease, while 
in the control group 10 (20%) cases had recurrence (p< 
0.05). Between 12 and 24 months of follow-up we found 
a similar number of recurrences in both groups (8 in 
Mitomycin vs. 9 in the control group). There was no sig-
nificant difference between 12 and 24 months’ recurren- 
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ces in the control group, whereas it was significant in 
the Mitomycin C group (p<0.05).  
Conclusions. Immediate instillation of Mitomycin C 
after TURBT seems to be effective in the recurrence re-
duction and increase of the recurrence-free interval, at 
least in short term period. Moreover, cell implantation as 
a mechanism of an early recurrence can be controlled 
by a single Mitomycin C instillation. There is a trend 
towards long-term recurrence reduction of the disease, 
which should be confirmed in studies with a longer fo-
llow-up and a larger number of patients.  
 
Key words: bladder cancer, TURBT, mitomycin C 
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Introduction 

 
Bladder cancer is the fifth most common malignancy, 
and second malignancy of the urinary tract in the world 
[1]. In the developed countries of European Union the 
incidence rate is 34.4, until 5 in China and the highest 
is found in Egypt, with 37 cases per 100,000 [2]. Accor-
ding to the Registry for Cancer Diseases in R. Macedonia 
in 2006 the incidence rate was 6.5 (9.5 in male and 3.4 
in the female population) [3]. The high recurrence ra-
tes make bladder cancer probably the most prevalent ma-
lignancy and certainly the most expensive per patient 
treated [4]. More than 90% of bladder cancers are uro-
thelial cell carcinoma (UCC), and on average 70% of 
bladder UCCs present as non-muscle-invasive bladder 
cancer (NMIBC). The initial treatment of NMIBC is tran-
surethral resection of the bladder tumor (TURBT). The 
recurrence after a complete resection has ranged from 
41 to 44% in the low risk group with observation only, 
which represents an uncomfortable, economical and psy-
chological problem for patients as well as a dilemma 
for urologists [5,6]. Intravesical chemotherapy has been 

demonstrated to be effective in preventing recurrence 
in patients with superficial bladder cancer [7,8]. With 
regards to the development of recurrences the follo-
wing mechanisms may play a role: 1) Implantation of 
tumor cells floating free within the bladder [9-11]; 2) 
Growth of tumor cells at other sites of the bladder mu-
cosa [12]; 3) Residual tumor after incomplete TUR; and 
4) Genuine new tumor. 
At present, the recurrence of the disease after surgery in 
patients with superficial bladder cancer has been found 
significantly decreased if treated by single dose of va-
rious chemotherapeutical agents compared to controls 
[5]. However, there are various strategies for local che-
motherapeutical instillation immediately or couple of days 
after the surgery. Data on longer follow-up are still not 
available.  
The aim of our study was to: 1) evaluate the associa-
tion of immediate Mitomycin C intravesical instillation 
with the bladder tumor recurrence, and 2) present the 
results of 2 year-follow-up after the treatment.  
 
Material and methods 
 
In a prospective study, we reviewed the medical records 
from 133 patients who underwent TURBT for bladder 
cancer in the period from January 2005 to the end of 
2006, performed at the Department of Urology, Skopje. 
All patients were diagnosed with one or multiple pri-
mary bladder tumors with sum of 3cm or less in size. 
All patients had the upper urinary tract visualised as 
normal on the excretory urography, and urinoculture ne-
gative.  In cases with obscure diagnosis, we performed a 
computed tomography with intravenous contrast, selec-
tive urine cytology from the ureters or ureterorenosco-
py. Hence, 36 patients were excluded from the study: 
24 with suspected or invasive tumor (19 males), 1 with 
a significant bleeding at the end procedure, 2 with sus-
pected bladder perforation, 4 taken as re-TURBT, 5 
without compliance for further medical control.  
A total of 97 patients were included in the study with 
mean age of 62.9+6.9 (range 42 to 77) years. The male 
gender was highly predominated-87 (89.7%). The patients 
were randomly assigned into two groups after the sur-
gery; 47 patients in group 1 treated by immediate insti-
llation of Mitomycin C after TURBT, and 50 patients 
in group 2 with TURBT as a single surgical treatment. 
Mitomycin C 30 mg was diluted in 50 ml saline and in-
stilled within 6 hours after transurethral resection. The 
instilled solution was retained for 1 hour with catheter 
clamping (performed personally by the surgeon him-
self). Patients were evaluated with urinary cytology and 
cystoscopy at 3, 6, 9, 12, 18 and 24 months, and then once 
a year in the following period.  
The end-points of the study were: recurrence defined as 
percentage of patients with recurrence during the fo-
llow-up period; recurrence per year as a number of po-
sitive cystoscopies divided by the total years of follow-
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up; development of tumors per year as a total number 
of tumors observed during all positive cystoscopies di-
vided by the total years of follow-up; and recurrence-
free interval as the period between initial transurethral 
resection and the first recurrence. 
In the data-processing, we used the descriptive statisti-
cal methods, including frequency, proportion, percent-
age and cross tabulation. Data were expressed as mean± 
SD and range when appropriate. For null hypothesis 
testing we used the Chi-square and Student’s t-tests. 
The levels of probability for null hypothesis in compa-
tibility with the international biostatistical standards were 
0.05 and 0.01. The statistical program SPSS for win-
dows, release 10 (SPSS, Chicago, IL, USA) was used. 
 
Results 
 
In Figure 1 and we present the distribution of patients 
in the respective groups according to age stratification. 
Both groups (47 patients in the Mitomycin C and 50 in 

the control group) were comparable with regards to the 
clinical and pathological characteristics as shown in Tab-
le 1. A significantly lower early recurrence rate was obser-
ved in the Mitomycin C group compared to the control 
group (Figure 2 and Table 2). Indeed, after 12 months 
of follow-up only 2 (4.3%) patients in Mitomycin group 
had recurrence against 10 (20%) patients in the control 
group (p<0.036). Between 12 and 24 months of follow-
up the number of recurrent cases was similar in both 
groups (8 in Mitomycin vs. 9 in the control group). After 
3 years of follow-up, there was again a slightly smaller 
number of recurrent cases in Mitomycin group compa-
red to the control group [9 (19.2%) vs. 17 (34%), res-
pectively]. While no significant difference in recurrent 
cases was found within the control group when 12 and 24 
months results were compared, the difference was sig-
nificantly increased in the Mitomycin C group (p<0.05). 
In addition, there was no difference between the groups 
in term of progression of tumor grade. 

 

 
Fig. 1. Distribution of patients in groups according to age and gender 

 
 

Table 1. Clinical and pathologic characteristics of patients and tumours in both groups, respectively 
Group 1 

Mitomycin C 
Group 2 

Only TURBT Characteristics 
Male Female Male Female 

Total 

Ta 25 3 33 1 62 
T1 15 4 14 2 35 

97 

G1 22 3 21 0 46 
Pathologic stage 

G2 18 4 26 3 51 
97 

1 29 4 32 2 67 
2-4 10 3 15 1 29 No. of tumors 
>5 1 0 0 0 1 

97 
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      Fig. 2. Distribution of patients in both groups according to time of recurrence  
 

Table 2. Statistical significance for recurrence according to time 
within and between groups 
 Number of recurrences 
Time First year Second year St. sign. 
Mitomycin C group 2 8 p<0,05 
Control group 8 9 p>0,05 
St. sign. p<0,05 p>0,05  

 
Importantly, a significantly longer recurrence-free inter-
val was observed in the Mitomycin C group compared to 
the control group at early evaluation (p<0.05). The first 
cases with recurrence in the control group appeared at 3 
months, while in the Mitomycin C group after 9 months 
of follow-up. 
 
Discussion 
 
Although TUR could eradicate a TaT1 tumor comple-
tely, there is a high probability of tumor recurrence and 
eventual progression to muscle invasive bladder carci-
noma in a limited number of cases. The high variabili-
ty in the 3-month recurrences in our cohort indicates that 
TUR was incomplete or provoked recurrences in a con-
siderable percentage of patients, in line with the previous 
report [13]. Several studies have demonstrated that tumor 
size, multifocality, morphology, disease-free interval, gra-
de, stage and bladder carcinoma in situ are reliable prog-
nostic factors for recurrence and progression in patients 
with superficial bladder cancer [14,15]. Reasonably, the 
aim of the immediate instillation of Mitomycin C after 
TURBT is to suppress the recurrence rate and progre-
ssion, thus, reducing the tumor mortality.  
Our study distribution of patients related to the age and 
gender was similar to other studies with primary bladder 
tumor [16]. The recurrence in the control group was ob-
served after 3 months, while in the treatment group it 
occurred after 9 months. Thus, a significantly longer 

recurrence-free interval was observed in the Mitomy-
cin C group compared to the control group at early eva-
luation (p<0.05). Repeatedly, after 12 months of follow-
up, the immediate intravesical instillation of Mitomy-
cin C seems to reduce the recurrence rate to approxi-
mately 16% (4.3 vs. 20%) in the first year, while in the 
second year the recurrence rate was similar between 
the groups (17 and 18% in the Mitomycin vs. control 
group, respectively). After 24 months of follow-up, the 
group treated with Mitomycin C had a significantly sma-
ller total number of patients with recurrence of the di-
sease compared to the TURBT treated group (21 vs. 
38%, p<0.05). Our results can be compared with those 
obtained in controlled trials of a single immediate insti-
llation of Mitomycin C in short-term follow-up [17]. Mo-
reover, there was also a trend of recurrence reduction 
after the third year of follow-up in our cohort. On the other 
hand, the advantageous single immediate instillations 
of local chemotherapeutic was shown to be comparab-
le with the results of recurrence obtained by multiple 
instillations at 7-14 days after treatment and being accom-
panied with a higher number of local and systemic side 
effects of the therapy [18]. 
A shortcoming of our study might be the relatively low 
number of evaluated patients, but still, this might also 
be taken as an advantage of analyzing a selected geog-
raphical and genetic population. Certainly, additional 
follow-up studies are warranted in order to get results 
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on long-term follow-up concerning the immediate local 
chemotherapeutical treatment advantages. 
 
Conclusion 

 
Immediate instillation of Mitomycin C after TURBT 
seems to be effective in the recurrence reduction and 
increase of recurrence-free interval at least in a short-
term period. Our study also suggests that cell implant-
tation as a mechanism of early recurrence can be con-
trolled with a single Mitomycin C instillation. There is 
a trend towards a long-term recurrence reduction of the 
disease, which should be confirmed in a longer follow-
up studies and greater number of patients. 
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Abstract 
 
Introduction. Untimely surgical treatment of conge- 
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nital spinal dysraphic anomalies and tethered spinal 
cord can lead to progressive neurologic deficit and irre-
versible damages to the neurological tissues.  
Methods. In our study we analyzed the results of 41 
patients, with different spinal dysraphic anomalies and 
tethered spinal cord. They were all treated at the Cli-
nic for Neurosurgery in the period between 2002 and 2011. 
The mean follow-up period was from 6 months to 9 years. 
Results. Thirty-three patients were with lypomyelome-
ningocelle, 4 with lympoma of philum terminale, 2 with 
intradural lympoma and 2 with diastematomyelia. Twen-
ty-four (58.6%) patients were clinically intact preope-
ratively and stayed intact postoperatively; 17(41.4%) 
patients had symptoms preoperatively. Mean age of 
the patients was 3 weeks to 12 years. Postoperative im-
provement in motor function was achieved in 59% of 
the patients, and improvement of sphincter function in 
29%. Early postoperative complications had 10% of 
the patients.  
Conclusion. Occult spinal dysraphism and tethered 
spinal cord should be treated surgically as an effect-
tive prophylaxis, regardless of age and neurological 
condition of the patient.  

 
 
Keywords: tethered spinal cord, occult spinal dysrap-
hism, surgical treatment 
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Abstract 
 
Introduction. High pressure injection injuries of the 
hand are rare and occur in an average of 1 in 600 cases 
of hand trauma. Under the benign appearance of the in-
jury at first sight, a future disability might be hidden. 
Morbidity is dependent mostly on the material inject-
ted, followed by the amount of the injected fluid. The ti-
mely diagnosis and treatment are equally important fac-
tors since the risk for amputation increases as time in-
creases with treatment delay. High pressure injection in-
juries of the hand are considered surgical emergency. 
Case report. A 46-year-old, right-hand dominant man, 
accidentally injured himself with a paint gun. He was 
admitted to the hospital more than 24 hours after the in-
jury. At the moment of the clinical evaluation the finger 
was with compromised circulation. Under potentiated in-
travenous anesthesia with Tourniquet on 250mm/Hg de-
compressive incisions were performed and part of the 
nonviable tissue was removed. Despite all the effort 
the pathophysiology of the injury and the time passed 
between the injury and the treatment had played their 
roles. After few weeks of treatment the finger was in a 
condition in which the only solution of the problem was 
its amputation. After the amputation the patient mana-
ged to accomplish a very good rehabilitation of the hand.  
Conclusion. High pressure injection injuries of the hand 
despite all the measures taken have a high amputation 
rate. Thus, we can conclude that the most important 
issues are prevention, including protective equipment 
and a high level of precaution during work. 

Key words: injury, hand, high pressure 
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Abstract 
 
Introduction. The main purpose of the treatment in 
asthma during pregnancy is getting an optimal control 
of the disease, which will allow preventing complica-
tions in the mother and her baby, and of course the birth 
of a healthy newborn. 
Case report.  The Patient B.K. has a 6-year history of mild 
persistent asthma that is controlled at the Clinic of Pul-
monology and Allergology, receiving regular preventi-
ve inhaled therapy. At the age of 27, she becomes preg-
nant for the first time and opposite of the recommend-
dations of her pulmonologist, she discontinued regular 
preventive inhaled therapy, which led to destabilizetion 
of the disease with frequent asthma attacks. During her 
27th week of pregnancy, she encountered asthma exacer-
bation and was hospitalized at the Clinic of Pulmono-
logy. After 14 days of intensive treatment, she was sta-
bilized and discharged from the Clinic. Inappropriate 
treatment of asthma, during pregnancy, might have led to 
spontaneous preterm delivery at the 36th week of ges-
tation and birth of a baby girl with lower birth weight of 
2360 grams. 
Conclusions. Inappropriately treated mild persistent asth-
ma during pregnancy can lead to serious disorders, which 
may endanger the mother’s life as well as the baby’s life. 
It is necessary to plan pregnancy, to inform the pulmo-
nologist, to prepare an appropriate asthma pregnancy 
treatment plan and regular controls at the pulmonolo-
gist and the gynecologist at least once a month. 
 
Keywords: asthma, pregnancy 
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Abstract 
 
Introduction. Colonic ischemia, the most prevalent 
gastrointestinal ischemia, first reported in 1882, can be 
classified into gangrenous and non-gangrenous form. 
The colon possesses inherent risk factors predisposing 
ischemia: smaller microvasculature, reliance on colla-
teral arterial flow, higher bacterial content and increa-
sed responsiveness to angiotensin II. Inferior 
mesenteric artery  (IMA) rarely trap emboli due to lo-
cation, size and oblique take off, and is prone to 
chronic thrombosis. Rectal sparing is typical for 
colonic ischemia. Many patients do not receive accu-
rate preoperative diagnosis and are operated on for "an 
acute abdomen". Mucosal layer is most susceptible to 
damage, because of high metabolic demands and 
anatomic configuration of its blood supply, but it also 
possesses great restorative capacity. Muscular layer 
damage leads to fibrosis and formation of strictures. 
Case report. We report a case of a 36-year-old female 
patient admitted with clinical signs of acute abdomen, 
with abdominal pain, hypotension, nausea and vomi-
ting. The examination demonstrated diffuse abdominal 
tenderness, leukocytosis and several aero-liquid levels 
on the plain X-ray of abdomen. After urgent midline 
laparotomy we encountered gangrenous and thinned wall 
of the entire colon to the level of lower rectum. Total 
proctocolectomy was performed and terminal ileostomy 
was created. Pathohistological analysis showed a coagu-
lative type of necrosis invading all layers of the colon 
and fresh thrombemboli in the lumen of the microvas-
culature. Two months later ileal (J) pouch anal 
anastmosis I(J)PAA was created with protective loop 
ileostomy, occluded 2.5 months later. Six years after 
surgery the patient reports 1-2 bowel movements per 
24 hours, negates seepage and use of pads, urgency 
and need for use of antidiarrheal medications. 
____________ 
 
Correspondence to: Gjorgji Jota, "Kozara" 19, 1000 Skopje, R. Make-
donia; Phone: 072 612-400; E-mail: jotamak@hotmail.com 

Conclusion. Non-occlusive mesenteric ichemia-NOMI 
is a life-threatening condition with unknown etiology, 
indicating early surgery, sometimes even proctocolec-
tomy, and its diagnosis is established pathohistolo-
gically after the surgery. Restorative proctocolectomy 
with IPAA is a safe procedure with low morbidity rate. 
Functional results are generally good and patient 
satisfaction is high. 
 
Keywords: colonic ischemia, NOMI, I(J)PAA, quality 
of life 
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II



NOMI indicating proctocolectomy with I(J)PAA
124

lo-
op

___________________________________________ 
 
Introduction 
 
Colonic ischemia is the most prevalent form of gastro-
intestinal ischemia, accounting for 50-60% of all cases 
of gastrointestinal ischemia, and yet it remains largely 
undiagnosed [1]. Several classifications of colonic isc-
hemia are available but the most useful is the division 
into gangrenous and non-gangrenous form. Colonic ische-
mia was first reported by Lauenstein in 1882, who pre-
sented a case of infarction of transverse colon, but this 
ischemia remained largely unrecognized until the 1950s 
[2]. The development of aortic surgery as well as high 
ligation of inferior mesenteric artery (IMA) in treat-
ment of rectal and sigmoid tumors shed new light on 
colonic ischemia. Most of the reports focused on ful-
minant gangrenous form of the disease. Boley et al. in 
1963 recognized and identified self-limiting, benign 
form of colonic ischemia, descrybing the development 
of submucosal hemorrhage with resultant pseudotumors 
or thumbprinting on barium enema examinations lea-
ding to diminution of thumbprintting and subsequent 
development of ulcerations and eventual healing with or 
without luminal narrowing [3]. 
The term "ischemic colitis" was introduced by Mars-
ton et al. in 1966 [4]. Most cases of ischemic colitis 
represent a unique form of non-occlusive mesenteric 

ischemia-NOMI [5]. The colon possesses numerous in-
herent risk factors that predispose it to ischemia: sma-
ller microvasculature than the small intestine [6]; freq-
uent reliance on collateral arterial flow; high bacterial 
content [7] and an increased responsiveness to angio-
tensin II [5].  
Although occlusion of IMA can cause colonic ische-
mia, it occurs rarely because IMA by location, size and 
oblique take off from the aorta is not prone to trap em-
boli. Most emboli in the descending aorta that progress 
beyond the superior mesenteric artery (SMA) end up 
in the iliac system bypassing the IMA. On the other 
hand, IMA is particularly prone to chronic thrombosis 
as a result of the anatomic factors, with slow progressi-
on of the process allowing adequate collateralization 
from SMA. 
The increased intraluminal pressure contributes to deve-
lopment of colonic ischemia. Rectal sparing, typical for 
colonic ischemia, is attributable to the alternate blood 
supply and collateralization of the rectal segment, and 
it represents a substantial piece of evidence in the dis-
crimination of the ischemic colitis from other forms of 
colitis. Although rectal involvement (ischemic procti-
tis) does occur, it is a rare event and implies a signi-
ficant internal iliac vessel disease. 
A small subset of patients present with gangrenous form 
of colonic ischemia. These cases of segmental or even 
total colonic infarction constitute 12% to 29% of all pa-
tients [2,8]. Not infrequently, patients do not receive an 
accurate preoperative diagnosis and are rather operated 
on clinical diagnosis of "acute abdomen" or peritonitis 
with free air on radiographs [8]. 
It is likely that many cases of inflammatory bowel di-
sease reported in elderly population in the past actually 
were persistent forms of colonic ischemia. Bernstein in 
1963 coined the term "ischemic ulcerative colitis" [9]. 
Differentiation from true ulcerative colitis is usually 
not difficult on the account of rectal sparing. 
 
Case report 
 
A 36-year-old female patient was admitted at our Cli-
nic with clinical signs of acute abdomen. The onset of 
the abdominal pain was 24 hours prior to admission with 
gradual deterioration of the condition, hypotension, nau-
sea and vomiting. Upon meticulous examination, the 
patient negated use and abuse of medications and oral 
contraceptives, as well as previous history of similar in-
cidents. Clinical examination of the abdomen demon-
strated diffuse tenderness of the abdomen. The labora-
tory investigations showed leukocytosis (32.8 109/l) and 
the plain X-ray of the abdomen revealed several aero-
liquid levels and no radiological signs of perforation. 
Ultrasound examination of the abdomen showed dis-
tended small bowel loops, with small amount of liquid 
in the subhepatic and interintestinal space as well as in 
the cul de sac. Indication for urgent laparotomy was es-
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tablished and a midline incision was performed. Upon 
exploration we encountered a gangrenous and thinned wall 
of the entire colon to the level of lower rectum inclu-

ding the last centimeters of the rectum. Total procto-
colectomy was performed and terminal Brooke ileos-
tomy was created. The rectal stump was closed 1-2 cm

ding the last centimeters of the rectum. Total procto-
colectomy was performed and terminal Brooke ileo-
stomy was created. The rectal stump was closed 1-2 
cm above the dentate line with a pursestring suture. 
The postoperative period was uneventful and the patient 
was discharged on the 11th postoperative day. Endo-
scopic evaluation of the rectal stump (1-2 cm) was 
performed and diffuse irregular necrosis, hematomas 
and edematous hyperemic mucosa were described. Pat-
hohistological analysis of the operative material 
revealed neutronphilic invasion in all of the layers of 
the colon, coagulative type of necrosis and fresh 
thrombemboli in the lumen of the vascular structures. 
Two months later the patient was admitted and the 
second elective laparotomy was performed with 
creation of ileal J-pouch anal anastomosis I(J)PAA (ileal 
J pouch: hand-made of distal segment of ileum, and 
double stapled pouch anal anastomosis) and protective 
loop-ileostomy, which was occluded 2.5 months later, 
after pouch endoscopy had been performed 
(Illustration 1). In the period of 6 years after the initial 
operation no complications were noted and concerning 
the functional results and quality of life, she reported 1-
2 bowel movements per 24 hours, negated seepage and 
use of pads, urgency and need for use of antidiarrheal 
medications. No limitation of sexual function was reported 
and quality of life was described as excellent. Maximal 
squeeze pressure and anal resting pressure are normal. 
Annual pouch endoscopies are performed and all fin-
dings are normal. 

  
Illustration 1. Configuration of J-pouch and Loop ileostomy 
Source: http://www.colorectal-surgeon.com/ulcerative-
colitis.htm 
 
Discussion 
 
Although the stomach is relatively protected from ische-
mia, due to extensive communication and collateraliza-
tion between the splenic, hepatic and left gastric artery 
ischemia can occur, but very rarely [10]. On the other 
hand, colonic ischemia, accounting for 50-60% of all ca-

ses, is the most prevalent form of gastrointestinal ische-
mia [1], despite the fact that it remains largely under-
diagnosed [11] because the majority of the patients ha-
ve acute, sublimited episodes that rapidly resolve and 
often do not recur [12]. Despite the extensive list of po-
tential etiologic factors, no specific cause has been dis-
covered. Most cases of this disease represent a unique 
form of NOMI [5]. A typical presentation for a case of 
spontaneous ischemic colitis is an elderly patient who 
experiences a sudden attack of a left-sided abdominal 
pain. We present a case of a 36-year-old female patient 
who by far does not belong to a typical age-group for 
spontaneous colonic ischemia. With detailed history we 
could not disclose any of the etiological risk factors to con-
firm the specific etiological form of ischemic colitis. 
Rectal sparing, typical for colonic ischemia, useful in dis-
crimination of ischemic colitis from other forms of co-
litis, is absent in rare events of significant internal iliac 
vessel disease, manifesting with ischemic proctitis [13]. 
In our case gangrenous and thinned wall of the entire 
colon to the level of lower rectum, including the last 
centimeters was present and upon follow-up proctoscopy 
of the rectal stump a diffuse irregular necrosis, hema-
tomas and edematous hyperemic mucosa were found. 
There is no homogenous distribution of damage through 
the layers of the gut, but progressive from the lumen 
outward. High metabolic demands and anatomic confi-
guration of the blood supply of the mucosal layer result 
in the highest susceptibility to damage. When comple-
te loss of blood flow occurs, cellular damage is evident 
within 10 minutes [14], by 30 minutes distinct morpho-
logic changes are apparent, including extracellular fluid 
accumulation and mucosal sloughing. The mucosal and 
submucosal layers possess great restorative capability. If 
ischemic event is limited to these layers, a total or ne-
ar-total restoration of form and function are possible. 
The muscular layer has much less regenerative capaci-
ty; as a result, extensive damage often results in fibro-
sis and even structuring if the involvement is circum-
ferential. If ischemia is extensive or prolonged, or re-
perfusion is not established, necrosis becomes transmu-
ral, leading to bowel wall death and frank perforation. 
In our case neutrophilic invasion in all of the layers of 
the colon, coagulative type of necrosis and fresh trom-
bemboli in the lumen of the vascular structures were 
found. The intestinal wall was thinned and vitality of the 
intestine was suspicious. External examination of the bo-
wel can be unreliable, as the serosal blood flow is pre-
served until late in the course of ischemia, especially in 
the face of NOMI [2,8,15]. Due to the fact that chan-
ges in the colonic mucosa and submucosa are not always 
visible and do not always correspond to appearance of 
the serosa we decided to perform total proctocolecto-
my. We confirmed necrotic changes in the lowest part 
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of the rectum and we created the rectal stump 1-2 cm 
above the dentate line with a little hope so that restitu-
tion process will be sufficient enough to create pouch 
anal anastomosis in the following months. The endosco-
pic evaluation of the rectal stump showed that rectal 
mucosa had been affected, which was restored during 
the follow-up period. 
The main issue that we had to address at this point was 
whether the rectal stump was restored enough to create 
I(J)PAA and to assess the level of fibrosis, as well as to 
predict the functional outcome of such operation 
(Illustration 2). Determination of the adequate period 
for restorative operation was not an easy task to perform 
considering the age of the patient, development of fibrosis 
and ischemic changes of the mucosa during the first ope-
ration. During the whole period the maximal squeeze pre-
ssure and anal resting pressure were normal. We con-
cluded that the period of 2 months was long enough to 
perform restorative operation on elective basis. 
 

 
Illustration 2. Stapled Ileal J-pouch anal anastomosis 
Source: Sheikh S, Uno J, Matsuoka K, et al. Abnormal muco-
sal immune response to altered bacterial flora following restora-
tive proctocolectomy in patients with ulcerative colitis: Serolo-
gic measures, immunogenetics, and clinical correlation. Clinical 
Immunology.2008; 7(3):270-279 
 
Determination of the adequate period for restorative ope-
ration was not an easy task to perform considering the 
age of the patient, development of fibrosis and ische-
mic changes of the mucosa during the first operation. 
During the whole period the maximal squeeze pressure 
and anal resting pressure were normal. We concluded 
that the period of 2 months was long enough to per-
form restorative operation on elective basis. 
There is a strong evidence indicating that complications, 
in particular septic complications and pouchitis, may 
develop several years after the operation and that the 
probability of a complication occurrence increases as 
the follow-up time progresses [16]. According to a me-

ta-analysis of 4.183 patients conducted by Lovegrove 
et al., anastomotic leak occurred in 6.9% and 8.8% in 
the hand-sewn group like our pouch, pelvic sepsis occu-
rred in 7.2% of patients, pouch-related fistulae occu-
rred in 4.7% of patients and 5.9% in the hand-sewn group. 
16.8% of patients developed pouchitis following clo-
sure of the ileostomy, while stricture of the pouch-anal 
anastomosis occurred in 12.5% of stapled anastomosis 
like ours. Pouch failure occurred in 5.3% [17]. During 
the 6 years of follow-up we did not record anastomotic 
leak, pelvic sepsis, fistula, pouchitis, stricture or pouch 
failure. We were especially alert for development of stric-
ture, but the last pouch endoscopy demonstrated absence 
of stricture. 
Regarding the functional outcomes, the Lovegrove et 
al. meta-analysis showed incontinence to liquid stool 
in 29.4% of patients. Seepage during daytime was re-
ported in 25.6% and during night in 29.4% of cases. A 
daytime pad usage was reported in 15.5% of patients 
and a night-time usage in 26.7% correlating to the hig-
her incidence of nocturnal seepage. We report no day-
time and no night-time seepage. 
The initial functional results are marred by a high eva-
cuation frequency with gross imperfection of anal con-
tinence and the overall functional results improve gra-
dually during the first 3-6 months with further impro-
vement over the next couple of years. The frequency de-
creases and stabilizes to 4-5 evacuations per day [17]. 
A few patients may need to evacuate during the night, 
others may suffer minor incontinence problems, parti-
cularly at night, and most of the patients need to use 
constipating drugs. In our case the patient reports that she 
has1-2 bowel movements per 24 hours, negates seepa-
ge and use of pads, urgency and need for use of anti-
diarrheal medications. 
 
Conclusion 
 
NOMI is a life-threatening condition with unknown etio-
logy, indicating early surgery, sometimes even procto-
colectomy, and whose diagnosis is established patho-
histologically after the surgery. Restorative proctocolec-
tomy with IPAA is a safe procedure with low morbid-
dity rate. Functional results generally are good and pa-
tient satisfaction is high. 
 
Conflict of interest statement. None declared. 
 
References 
 
1. Brandt LJ, Boley SJ. Colonic Ischemia. Surg Clin North 

Am 1992; 72: 203-29. 
2. Boley SJ. Colonic ischemia-25 years after. Am J Gastro-

enterol 1990; 85: 931-4. 
3. Boley SJ, Schwartz S, Lash J, et al. Reversible vascular occ-

lusion of the colon. Surg Gynecol Obstet 1963; 116: 53-60. 
4. Marston A, Pheils MT, Thomas L, et al. Ischemic colitis Gut 

1966; 7: 1-15. 



Jota Gj. et al.
129

5. Bailey RW, Bulkley GB, Hamilton SR, et al. Pathogenesis of 
nonocclusive ischemic colitis. Ann Surg 1986; 203: 590-9. 

6. Spjut HJ, Margulis AR, McAlister WH. Microangiograp-
hic study of gastrointestinal lesions. Gastrointest Lesions 
1964; 92: 1173-87. 

7. Bubrick MP, Guttormson N. Ischemic colitis. Minn Med 
1988; 71: 603-7. 

8. Guttormson NL, BubrickMP. Mortality from ischemic co-
litis. Dis Colon Rectum 1989; 32: 469-72. 

9. Berstein WC, BersteinEF. Ischemic ulcerative colitis fo-
llowing inferior mesenteric artery ligation. Dis Colon Rec-
tum 1963; 6: 54-61. 

10. Casey KM, Quigley TM, Kozarek RA, Raket EJ. Lethal na-
ture of ischemic gastropathy. Am J Surg 1993; 165: 646-9. 

11. Price AB. Ischemiccolitis. Curr Top Pathol 1990; 81: 229-46. 

12. Schoetz DJ. Ischemic colitis. Probl Gen Surg 1992; 9: 710-15. 
13. Marston A, Marcuson RW, Chapman M, et al. Experimental 

study of devascularization of colon. Gut 1969; 10: 121-30. 
14. Brown RA, Chui CJ, Scott HJ, Gurd FN. Ultrastructural 

changes in canine ileal mucosal cell after mesenteric artery 
occlusion. Arch Surg 1970; 101: 290-7. 

15. Brandt LJ, Boley SJ. Colonic ischemia and ischemic coli-
tis. Pract Gastroenterol 1989; 13: 55-9. 

16. Delaini GG, Scaglia M, Colucci G, Hulten L. The ileoanal 
pouch procedure in the long-term perspective: a critical 
review. Tech Coloproctol 2005; 9: 187-92. 

17. Lovegrove RE, Constantinides VA, Heriot AG, et al. A com-
parison of hand sewn versus stapled ileal pouch anal anas-
tomosis (IPAA) following proctocolectomy: A meta ana-
lysis of 4183 patients. Ann Surg 2006; 244: 18-26. 

 
 



 

 
 
 
 
 
 

 

Mac C Tajms Times New 
Roman

MeSH (Medical Sibject Headings) Index Medicus



 

 

 

[3-6]

Index Medicus
a) 

Neglia JP Meadows AT, Robison LL et al. Second neoplasms after acute 
lymphoblastic leukemia in childhood. N Engl J Med 1991; 325:1330-6. 

 
GIVIO (Interdisciplinary group for cancer care evaluation). Reducing diagnostic delay in breast cancer. Possible therapeutic 
implications. Cancer 1986; 58: 1756-61. 

Breast screening: new evidence. (Editoriall Lancet 1984; i :1217-8). 

Weinstein L, Swartz MN. Pathogenic properties of invading microorganisms. Vo: Sodeman WA Jr, Sodeman WA, Ed. Pathogenic 
physiology: mechanisms of disease. Philadelphia; W B Saunders, 1974: 457-72.  

MLD Unet <mld@unet.com.mk> 



 

 
 
 

 
                 

0.4         .         
   – 3162 557. 

 
 
 
 
 



 

INSTRUCTIONS FOR AUTHORS 
 
 

Macedonian Medical Review (MMR) is a professional journal of the Macedonian Medical Association (MMA) aimed for 
the general practitioners, specialists in different medical disciplines and researchers in the field of basic medical and related sciences. 
 

The journal has the following categories of manuscripts: 
1. Original papers 
2. Short communications on clinical and laboratory experiences 
3. Case reports 
4. From practice to practice 
5. Educational papers/Reviews 
6. Variae (Letters to the Editors, Social Chronicle, Book Reviews, Reports from congresses, symposia and other scientific 

gatherings, In memoriam, etc.). 
 

Original papers have characteristics of scientific manuscripts while the remaining papers (categorized from 2 through 5) are 
classified as professional manuscripts. 

MMR publishes papers written by the members of the MMA or members of other professional associations. All authors have to 
abide by the ethical principles for medical investigations and the presented attitudes derived from the analysis of the authors’ results 
are not necessarily those of the Editorial Board of MMR. 

The manuscripts are sent for peer review and both the reviewers and the Editorial Board of MMR decide on the final 
categorization of the manuscripts that have been accepted for publication. The Editorial Board has the right to publish the 
manuscripts in line with the review priority. 

The Guidelines for manuscripts submitted to MMR adhere to the Vancouver style (Uniform Requirements for Manuscripts 
Submitted to Biomedical Journals). 
 

1. TEXT OF THE MANUSCRIPT 
MMR publishes manuscripts written in the spirit of the Macedonian standard language, with adequate Macedonian 

nomenclature for the medical terminology, but a manuscript written in English language can also be submitted for publication. If it is 
necessary to use abbreviations and acronyms, then they have to be precisely defined on its first use in the text. 

All manuscripts are sent in an electronic form by e-mail to the MMA-MMR. They should be typed double-spaced, of 
maximum 28 lines per page, in Cyrillic font Mac C Times for the Macedonian version and in Times New Roman for the English 
version of the manuscript, with a font size of 12 pt. Left, top and bottom margins should be set to at least 3 cm and the right margin 
to 2.5 cm. Number pages should be written consecutively in the upper right-hand corner. 

A cover letter by the first author should be attached to the manuscript, containing a statement that it has not been previously 
published or submitted/accepted for publication elsewhere (in other journals or professional publications). It should also include a 
final approval by each author of the submitted manuscript and disclosure of any potential conflicts of interest. 

Original scientific manuscripts and communications have to be organized into sections identified with the following 
headings: First or Title Page, Abstract in Macedonian language with key words, Abstract in English language with key words, 
Introduction, Material and Methods, Results, Discussion and Conclusions, References, Supplementary Materials (Tables, Graphs and 
Figures) and Legends for the Supplementary Materials in one file. 

Case Reports should contain: Introduction, Detailed presentation of the case, Discussion and Conclusion, References and 
Supplementary Material.  

First or Title Page should contain: title in Macedonian and English; names and surnames of all authors; institutions to which 
they are affiliated (at the time the study was conducted); the names of the authors and affiliations are connected with Arabic 
numerals; corresponding author with all contact information (including tel. number, e-mail); category of the paper; running head (up 
to 65 characters with spaces); information on the contribution of each author to the manuscript (idea, design, collection of data, 
statistical analysis, writing of the paper). 

The Title should concisely describe the content of the manuscript. It is recommended to avoid abbreviations in the title. 
Abstract in Macedonian should not exceed 250 words and should include all important sections of the manuscript: introduction 

together with the aim of the manuscript, methods, results (with numerical data) and conclusions. Below the abstract, the authors 
should provide up to 5 key words for indexing purposes. 

Abstract in English should have the identical content with that of the Abstract in Macedonian. The key words should be given 
according to MeSH (Medical Subject Heading) thesaurus. 

The Introduction Section should give a concise and clear presentation of the examined problem and aims of the investigation, 
declaring the Ethical Committee, that is, the institution that has approved the investigation (clinical study done in line with the 
Declaration of Helsinki involving patients and their rights). 

The Methods should be accurately given to allow others to replicate the study. It is particularly important to clearly state the 
criteria for selection of the observed cases, modifications of the already known methods, as well as identification of the used drugs 
by their generic name, dose and route of administration. 

The Results Section should include detailed findings presented in a logical sequence. Conventional units of measure should 
conform to the International System of Units - SI; decimal places are separated with a full-stop and not with a comma. The authors 
should suggest the optimal place where tables and illustrations have to be inserted in the text in order to avoid unnecessary repetition 
of the presented data. The significance of the results should be statistically analyzed with a detailed description of the used statistical 
methods in the end of the Methods Section. 

The Discussion Section should point out the implications from the results obtained in comparison with the current knowledge 
about the examined problem. 



 

The Conclusions Section should not exceed 150 words and should present the significance of the results. 
 

2. SUPPLEMENTARY MATERIALS 
Manuscripts submitted for publication may contain supplementary information, including not more than 5 supplements (tables, 

figures, illustrations). 
Tables are attached at the end of the main manuscript file. Each table should have a brief title and number associated with the 

text. Internal horizontal and vertical lines should not be used; notes in the table columns are written abbreviated or with a symbol and 
the explanatory matter is given in a footnote of the table as a legend. 

Illustrations should be marked with Arabic numerals as black-and-white prints, and each image should be assigned a legend 
(description). 

Microphotographs may contain special notes, such as arrows or symbols. In addition to the description of the image, 
enlargement and the method of staining have to be given (if it has not been done in the Section Material and Methods). 

All notes in the images/pictures should be large enough to remain clearly legible when they are reduced for publication.  
 

3. REFERENCES 
Cited literature is given in the end of the manuscript after the conclusions, numbered sequentially in the order in which citations 

appear in the text; references are listed by Arabic numerals in square brackets with no space between them (if they are consequent, 
they should be connected with a hyphen, for e.g. [3-6]). 

References are cited in line with the following recommendations (journal title abbreviations should be taken from the List of 
Journals Indexed for Medline): 

c) Citing article in a journal (all authors should be included if they are up to 4 or less; if there are more than 4, then only 
the first 3 authors are given followed by “et al”. For example: Neglia JP Meadows AT, Robison LL et al. Second 
neoplasms after acute lymphoblastic leukemia in childhood. N Engl J Med 1991; 325:1330-6. 

d) Common author 
GIVIO (Interdisciplinary group for cancer care evaluation). Reducing diagnostic delay in breast cancer. Possible 
therapeutic implications. Cancer 1986; 58: 1756-61. 

e) Without author – anonymous. Breast screening: new evidence. (Editorial Lancet 1984; and:1217-8). 
f) Chapter in a Book or Monograph 

Weinstein L, Swartz MN. Pathogenic properties of invading microorganisms. In: Sodeman WA Jr, Sodeman WA, Ed. 
Pathogenic physiology: mechanisms of disease. Philadelphia: W B Saunders; 1974. pp. 457-72.  

After the manuscripts have been accepted for publication, they are sent to the authors for final revision or additional 
corrections. The authors are obliged to return the corrected manuscript to the Editorial Board of the MMR within 2 days. 

The address of the Editorial Board is: Dame Gruev no.3, Gradski zid blok II, 1000 Skopje, tel. ++389 02 3162 577; e-mail: 
MLD Unet <mld@unet.com.mk> 

 



protiv ALERGISKI REAKCII NA KO@A  i 
 KASNUVAWE OD INSEKTI.

so SMIRUVA^KO i BRZO DEJSTVO 
(5-10 minuti po primenata).

Pred upotreba vnimatelno da se pro~ita upatstvoto! Za indikaciite, rizikot od upotreba i nesakanite dejstva, konsultirajte se so Va{iot lekar ili farmacevt.

SINOPEN




