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Betimi i Hipokratit

Né castin kur po hy né radhét e anétaréve té profesionit mjekésor
premtoj solemnisht se jetén time do ta vé né shérbim té humanitetit.
Ndaj mésuesve do ta ruaj mirénjohjen dhe respektin e duhur.
Profesionin tim do ta ushtroj me ndérgjegje e me dinjitet. Shéndeti i
pacientit tim do té jeté brenga ime mé e madhe. Do t'i respektoj e do
t'i ruaj fshehtésité e atij qé do té mé rréfehet. Do ta ruaj me té gjitha
forcat e mia nderin e tradités fisnike té profesionit té mjekésisé.

-’-:. Kolegét e mi do t'i konsideroj si véllezér té mi.

Né ushtrimin e profesionit ndaj té sémurit tek uné nuk do té ndikojé
2 pérkatésia e besimit, e nacionalitetit, e racés, e politikés, apo pérkatésia
klasore. Qé nga fillimi do ta ruaj jetén e njeriut né ményré apsolute. As
né kushtet e kércénimit nuk do té lejoj té keqpérdoren njohurité e mia
; mjekésore qé do té ishin né kundérshtim me ligjet e humanitetit. Kété
premtim po e jap né ményré solemne e té liré, duke u mbéshtetur né
i : nderin tim personal.

X The Oath of Hippocrates

! Upon having conferred on me the high calling of physician and

" entering medical practice, I do solemnly pledge myself to consecrate

7 my life to the service of humanity. I will give my teachers the respect
E. and gratitude which is their due. I will practice my profession with

' conscience and dignity. The health of my patient will be my first

* consideration. I will respect the secrets which are confided in me, even
& after the patient has died. I will maintain by all the means in my
power, the honor and the noble traditions of the medical profession.

My colleagues will be my brothers.

A R T
F

[ will not permit considerations of religion, nationality,
race, party politics or social standing to intervene
between my duty and my patient. I will maintain the
utmost respect for human life from its beginning even
under threat and I will not use my medical knowledge . fa"&
contrapy to the laws of humanity. I make these :
pron;-i;s,és solemnly, freely and upon my honor
e

......
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VALUES OF ACTIVATED PARTIAL THROMBOPLASTIN TIME IN
PATIENTS HOSPITALIZED FOR SUSPICION OF ACUTE ISCHEMIC
STROKE - RESULTS FROM RETROSPECTIVE SINGLE CENTER STUDY

Taravari, Arben, MD, PhD, Cibrev, Dragan, MD, MSc, Petrovska-Cvetkovska, Dragana, MD, PhD, Georgiev,
Vancho, MD, Trpeski, Katerina, MD,,

University Clinic of Neurology - Skopje

Medicus 2020, Vol. 25 (3): 313-318
ABSTRACT

Introduction - Although the diagnosis of acute ischemic stroke (AIS) remains one of the most prevalent causes of
mortality and morbidity, so far there are no routine laboratory parameters that can confirm the diagnosis in the
acute setting. The actual study revisits the value of activated partial thromboplastin time (aPTT) with the aim to
investigate if there are differences in levels of aPTT measured in first 12 hours in patients experiencing stroke and in
patients were stroke was latter excluded.

Methods - We conduct retrospective analysis of data from all hospitalized patients in single centrein the time-frame
from 01-01-2017 to 12-12-2018. Patients with confirmed AIS on discharge were intended as cases, while patients with
ruled-out stroke were intended as controls. Measurement of the value for aPTT was done as part of routine hemostasis
investigation at hospitalization. Case validation was done by serial clinical examinations, CT-imaging of the head and
follow-up in settings of hospital care.

Results -Data was available from 620 patients, where 493 patients were with confirmed stroke and 127 patients were
with excluded acute ischemic stroke. The mean age in the stroke/control groups was 67.26 years (SD = 6.36) and 63.94
years (SD = 8.42)respectivelly. The overall mean value for aPTT from whole sample was 27.41 seconds (SD = 2.52), with
mean value for the stroke/control group of 27.11 sec (SD = 2.24) and 28.40 sec (SD = 2.20). Comparison of the both
groups for the mean value of aPTT yielded statistically significant difference (p < 0.001).

Conclusion - The timely investigation of aPTTcould provide additional information in the setting of hyper-acute
monitoring of brain stroke. The value of the parameter lies in its accessibility, price and short time to obtain result.
Literature so far provides mixed findings, while the authors suggest few scenarios where this parameter could be
properly tested.

INTRODUCTION associated with traditional cardiovascular risk factors,
such as tobacco use, arterial hypertension, metabolic
syndrome and the presence of atrial fibrillation(2). The
actual approach to treatment is dependent on promptness
of presentation and underlying etiology. The mainstay
of treatment for patients with acute occlusion in the
medial cerebral artery with thrombolytic in the first 4.5
hours produced success in patients affected with AIS, but

Acute ischemic brain stroke (AIS) represents one of the
sources for worldwide mortality and morbidity. According
to a global burden of disease study, there were 11.6 million
people in 2017 experiencing AIS worldwide, with age-
standardized stroke rate on the rise in middle-income
countries in comparison with 1990(1). The occurrence of
AlSis mainly prevalent in older age groups and it is mainly
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studies also report that ~10% of the patients admitted
for thrombolytic treatment for stroke and turned out
to be stroke-mimic, do not show increased frequency of
unwanted side effects when comparing to patients with
AIS that received thrombolytic therapy(3). This finding
points out that in real time work-up for stroke, where time
is limited, there is substantial portion of patients that are
falsely diagnosed with stroke on admission. Furthermore,
recent analysis in the setting of hyper-acute treatment
for stroke points out that in-hospital delay for treatment
is partially affected by physician assessment, which is
aided with imaging of the brain(4). The occurrence of
ischemic stroke actually remains a diagnosis of exclusion
in the hyper-acute work-up, when magnetic resonance
imaging is unavailable or deemed time-consumptive. As
laboratory markers that might suggest the occurrence
of stroke, few have been investigated, but none has been
demonstrated to reliably point out to the diagnosis of
acute ischemic stroke.

Reports on the value of activated partial thromboplastin
time (aPTT) in cases with thromboembolism are not
without conflicting findings. aPTT represents a stable
marker for the intrinsic pathway of coagulation and it is
dependent on the concentrations of coagulation factors
I, II, V, VIIL, X, XI and XII. Furthermore, aPTT represents
standard marker of efficacy of therapy with heparin,
where prolongation of the time is the expected finding.
Our revisit to this parameter was motivated by few
studies that report altered values for aPTT in patients
experiencing stroke(5-8). Namely, the prolongation of
the aPTT is associated with bleeding in patients using
drug that alter blood clothing(9), use of heparin(10),
consumption of the fore-mentioned factors of coagulation
(or their deficit) or presence of antiphosphilipid bodies.
On the other hand, short time for aPTT has been
associated with thromboembolic events, which are the
culprit behind substantial portion of acute ischemic
stroke. For instance, in a recent prospective study, short
aPTT was associated with worse neurological outcome of
stroke(8). Another study reveals that shortened aPTT was
associated with F1+2 levels (prothrombin fragments that
are proxy for generation of thrombin) (6). The association
is not full-proof, as previously it has been found out that
patients experiencing AIS after carotid stenting have
on average same values for aPTT as patients that did
not experience stroke(11). In other study, the finding of
shortened aPTT in patients experiencing acute myocardial
infarction (AMI) was associated with rise in 3-methoxy-
4-hydroxyphenylglycol, a metabolite of norepinephrine
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production, entertaining the link between autonomic
adrenergic activity during suffering of ischemia (12). These
findings can be corroborated with later study that reports
shortening of aPTT in healthy subjects after inhalation
of b2-adrenoreceptor agonists(13). Other study performed
on patients suffering from AMI, found out somewhat
shorter aPTT time on average in the portion of patients
that complicated with acute ischemic stroke, although
this was not statistically tested (14). Another study
performed on young patients that suffered from stroke
reveals that patients with antiphospholipid antibodies
(as presumed etiological factor) have characteristically
finding of aPTT prolongation(15,16). On the other hand,
older study measured different markers of hemostasis
in patients admitted for stroke (17), but the study did
reveal that aPTT dynamics in the first days after stroke
is not correlated with neurological worsening. Latest,
in the wake of the SARS-COV-2 pandemic, many studies
point out the deranged hemostatic function in patients
with viral pneumonia due to SARS-COV-2, with noted
shortening of the APTT in patients with severe clinical
picture (18).

The evaluation of this factor could be problematic, since
AIS can occur from wide array of possible etiologies.
Given the actual findings, the aim of our study is to
retrospectively compare the values of aPTT between
patients with findings for anacute ischemic stroke and
hospitalized patients where acute ischemic stroke was
ruled out by the end of their hospital stay. The null
hypothesis that there is no difference in aPTT times in
the first hours between patients hospitalized for acute
ischemic stroke and patients hospitalized for other
neurological conditions or where acute ischemic stroke
is ruled out.

METHODS
Study design and population

The actual study is retrospective analysis of hospital
record data from single center. For the aims of the study,
we analyzedhospital record data from the University
Clinic of Neurology - Skopje from patients hospitalized
for suspicion of acute ischemic stroke in the period of
from 01-01-2017 to 31-12-2018. Per hospital protocol, all
patients that are hospitalized for suspicion of stroke
undergo native computed tomography of the brain,
electrocardiography and laboratory work-up with
complete blood count, metabolic panel and markers of
hemostasis in the first 12 hours of admission.The patient
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records were checked for confirmation of diagnosis of
stroke, defined as diagnosis of acuteischemic stroke
on discharge (ICD 163.3, 163.9). The patient samplewas
divided in two groups, patients with confirmed AIS and
patientshospitalized for other diagnosis on admission
and discharge where measurements of aPTT were
made. The differentiation between transient ischemic
attack and stroke mimics on the basis of the provided
data was deemed unreliable, since the follow-up of the
patients is not necessarily conducted our institution,
and it represents an essential step in the diagnosis of
stroke-related conditions without findings on computed
tomography of the brain.

Blood sampling was done by drawing venous blood into
tubes with sodium citrate, which was centrifuged (1500
g, 10 min), with determining the values for aPTTwith
the SIEMENS BFT II Analyzer. The reference values for
this parameter were previously determined on a healthy
sample, resulting in reference range of 22 to 32 seconds.
The case ascertainment for acute ischemic stroke is done
by neurological follow up in conjunction with repeated
CT scan of the head per hospital protocol. The cases
where AIS was ruled out were cases where the diagnosis
on discharge is changed to other diagnosis/finding.
Patients that were with diagnosis for acute ischemic
stroke (I63.n) on discharge, with confirmatory finding on
CT on the head were included as cases. As this study is
retrospective in design, and doesn’t require additional
sampling of blood (as these analyses are in the hospital
protocol), informed consent was not required.

Statistical analyses

Statistical evaluation was conducted using IBM SPSS
version 21.0 software (IBM Corp., Armonk, NY, USA). All
gathered data was described in terms of appropriate
descriptors (mean, median, proportion, standard
deviation) on age, gender and mean time in seconds for
aPTT of the participants. Differences between groups
were checked by testing for presence of significant
difference in age and gender between the two groups.
Next, data was analyzed for significant values for aPTT,
defined as values that deviate for 2.5 SD from the group
mean; all outliers are planned to be reported and removed
from final comparison. The null hypothesis assuming no
difference for the value of aPTT between the two groups
is tested by using the independent samples t-test. As
acceptable type I error rate in this study is considered a
=0.05.
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Results

The search of the hospital record system for the
specified period yielded 954 hospitalized unique patients
with initially investigated for stroke with CT scan and
available measurements on hemostasis. 675 patients
were with confirmed ischemic stroke at discharge while
279 patients were without CT finding for new stroke.
From 675 patients in the stroke group, there were 493
(75%) patients with sufficient records, without finding for
previous heparin use and with stroke onset in the first
12 hours to be included in the study, while 127 (45.5%)
patients were included in the second group.

The analysis included 620 patients, with mean age of
66.58 years (SD = 6.95). Overall, 286 (46.1%) patients were
male, and 493 (79.5%) patients were with confirmed stroke,
while 127 (20.5%) patients belonged to the control group.
The descriptive statistics of the sample is represented in
table 1. As follows, the group of patients with confirmed
stroke was somewhat older (6726 years vs 63.94 years),
although both groups had similar proportion of male and
female patients.

Table 1. Descriptive statistics of the sample
Patients

All . Patients
. with .
patients without new
confmed | Sl

Number of 493 0
patients count, %) 620 (79.5%) 127{20.5%)
Age (average, SD) | 203% 6726, 636 | 63.94,8.42
Gender (male, %) (24%61%) 207(46%) | 59 (46.4%)
aPTT in seconds
oo ) 2741,252 | 2708,2.24 | 2869, 3.08

The mean value for aPTT in our sample was 27.41 seconds,
with 95%CI of 2248 - 32.34 seconds, which roughly
corresponded to the reference range for aPTT given by our
laboratory. The mean value for aPTT in the stroke group
was 2708 seconds, while in the other group was 28.69
seconds. More descriptive values are present in table 2.
As outliers, we defined values that deviate 2.5 standard
deviations from the overall mean statistic for aPTT (21.11
; 33.71 seconds). Our sample contained 7 patients with
values that were out of this range; namely two patients
measurement of below 21.11 seconds and 5 patients had
measurements above 33.71 seconds. The patients with
these values were excluded from further analysis. Upon
removal, the mean values (SD) for aPTT for the stroke and
the other group were 2711 (SD = 22.02) and 27.91 (SD = 2.67)
respectively. The comparison between the two groups via
the independent t-test yielded t-statistics of 5.5 (df = 611)
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and statistically significantp-value of 5.3608-8.

Table 2. Patients with extreme values for aPTT

All Patients with | Patients
n =620 atients confirmed without
P stroke new stroke
aPTT< 22 sec (below 7 6 1
T e
aPTT> 32 sec (above
ref. range) 17 4 13
Patients with values
for aPTT outside lab. | 24 10 14
reference range
Outliers (<21.11 sec) 2 2 0
Outliers (>32.48 sec) | 5 0 5
Total number of
outliers / 2 >

Frngennny
e

A e ey

P = e g

Figure 1. Distribution of aPTT values for the patients
with ruled out stroke (histogram above) and patients with
confirmed stroke (histogram below).

DISCUSSION

The results of the present study are in line with the
previous studies that measured shorter aPTT for patients
experiencing stroke. Our first hand impression is that the
majority of patients that are admitted for suspected stroke
are screened with hemostasis tests for overt hemostasis
abnormalities. Although this counts for the majority
of the patients that experience AIS, 25 % of all found
cases were not included because of late presentation at
hospital, previous use of heparin or agents that affect
blood hemostasis or measurement for hemostasis later.

The results of the present study point out shorter times
for aPTT measured in the first twelve hours in patients
with confirmed stroke and patients with excluded acute
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ischemic stroke. This is in line with the seminal study
on this topic from McKenna (7), the prospective study
thromboembolic events (6), the statistically insignificant
but same-directed finding from (5) and the findings
from Lin (8). The last study correlates the severity of
presentation of stroke with shorter aPTT, while previous
made coexistent correlation with bad glycemic control
and hypertensive diseases. Shorter aPTT times were
also found in incident stroke patients that underwent
percutaneous coronary intervention (19). Prospective
serial measurements in the first hours of stroke for aPTT
were found to be initially stable around any worsening
(17). Of note is that patients included in these studies had
coincident worse glycemic control (19), more prevalent
arterial hypertension and smoking (8). An prospective
observational study measured statistically insignificant
difference between incident stroke patients and controls
(5), with direction consistent with the abovementioned
findings. Still, previous findings put different look on this
parameter in patients with anti-phospholipid syndrome,
where it was that they have on average prolonged aPTT
and propensity for embolic events (15). This finding has
been understood as result of the influence of anti-bodies
which can disable certain coagulation factors and lead to
prolongation of aptt in these patients(16). Furthermore,
our study revealed substantial number of outliers below
ref. range in the stroke group in comparison with the
other, which were rendered not suitable for testing due
to the small number of members in two cells for analysis
via chi-square test for independence.

In light with previous findings, the value of aPTT was
not associated with incident strokes after carotid artery
stenting procedures in a prospective study where MRI
was employed (11), but it differs in methodology by
collecting the samples longer than <24 hours before the
intervention and < 24 + n hours before the occurrence of
new ischemic lesion on MRI, in both symptomatic and
asymptomatic patients. The issue of time of measurement
of this parameter is multilayered. In health patients,
it has been confirmed as stable during the circadian
cycle (20). It is persistently prolonged in patients with
anti-phospholipid syndrome (15), it is prolonged for
1-2 days after withdrawal of heparin use. Other study
reported that aPTT values were stable +-3 days around
the neurological worsening in patients suffering from
stroke(17) with reported rise of the value for AT-III 2 days
before the occurrence of the worsening. An animal study
with stroke induction and subsequent thrombolysis (21)
reports that the value of aPTT remained stable after both
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steps in the time frame of 5 hours via use of homologous
fibrin rich blood clots. The association of beta-agonistic
release and shortening of aPTT has been confirmed with
the use of short-acting K2-agonists (13) and significant
rise of prothrombin activation fragments one hour after
administration. It seems that aPTT is quickly responsive
to certain adrenergic stimuli and heparin use, its baseline
value reflects the activity of the factors of coagulation (I,
I1, V, VIII, X, XI and XII) and it should be taken into account
in certain scenarios of stroke depending on the etiology.

Although the conducted comparison vielded statistically
significant result, the study has few sources of bias. First,
the present study is retrospective study. Second, the
present study assumes an analogue to “intention-to-treat
analysis”, which means that there isno other confirmation
that blood samples were withdrawn before administering
therapy with heparin products that could influence
the results, besides the hospital protocol. The hospital
conduct maintains that these measurements should be
mandatory before admission of therapy, especially in
the context of thrombolysis. The next sources of bias
come from missing data due to unavailability of aPTT
measurement result (or erroneous readings) and the
validation of cases done on basis of clinical observation
and CT of the brain, both of which can suffer from low
agreement and lower sensitivity when compared with
advanced MR techniques. Among the advantages of the
study is its big sample size and consistency of findings
with previous studies, such as the direction of association
between age and values for aPTT and differences between
male and female patients for values of aPTT.

The authors of the study find the present association with
conjunction of previous findings an option that could be
tested further. First, shortened aPTT and its association
with thromboembolic stroke has plausible biological
explanation. The association of aPTT with worsening of
stroke could be owned to a general adrenergic response
in patients experiencing moderate or worse stroke. The
value of this parameter can be investigated in subgroup
analysis according to stroke etiology, for instance groups
with undetermined cause of stroke, patients with small
vessel disease or in patients already burdened with risk
factors such as poorly regulated diabetes mellitus and
worsening arterial disease. Due to above-stated reasons,
we could not make comparisons between patients with
stroke and patients experiencing transient ischemic
attack, which could further evaluate this association.
Another possible role could be its value as predictor of
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neurological worsening and success/failure of therapy
in the hyper acute stroke. The worth of this parameter
lies in its availability in routine settings and low price,
short time for measurement and responsive dynamics to
factors that can influence it.
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3TOJIEMEHU KOHIIEHTPAITMH HA TNF-o BO AMHOHCKA TEYHOCT
KAKO 3HAK 3A PU3MK 3A TIPEJJBPEMEHO IIOPOJTYBAILE

Karepuna Hukonocka, iBa ManaxoBa FopeCKa, I1Bo Kaes, Jocud FopeCKI/I, Enena IIukoBa,

YHuBep3uTeTCKa KJIMHKMKA 3a TMHEKO/IOTHja U akyliepcTBo- Ckomje, YHuBep3uteT ,,CB. Kupun u Metomuj*,
MepuiuHcku akynret, Ckomje, Peryonuika CeBepHa MakefjoHumja.

Medicus 2020, Vol. 25 (3): 319-324
AIICTPAKT

PesumMe: Bo JeHelHo BpeMe rojieM MNpPeAu3BUK BO aKYyIIEPCTBOTO IPeTCTaBYBa IPeBPEMEHOTO TMOpPOAyBamke U
MpoHaorame Ha HAaUKH OJIHOCHO MeTOla 3a HaMaJlyBakhe Ha PM3MKOT 3a HEroBO HacTaHyBame. Toa e cekoe ropoayBarmbe
KOe HacTaHyBa romery 24 u 37 recraijucka Hepiena. Bo HaliaTa 3eMja nmpeJIBpeMeHOTO MOPoAyBake MMa MpeBajieHa
on 12 %. MomeHTa/NIHUTE AWjarHOCTUUKM MPOLEyPH [OCTAIIHU 3a OfipejlyBarbe Ha PU3MK Ha OBOj MOIIHe 3HauaeH
nmpobsieM BO HalllaTa ApskaBa ce JocTa ocKymHU. OfpenyBaibe Ha KOHLIEHTpalMjaTa Ha ofipelleHu OMOMapKepu U
HMBHAaTa KOHLIeHTpallija BO aMHUOHCKATa TeYHOCT MMa MOIIIHe IojleMO 3Hayajie BO MpefIBUlyBate U AWjarHOCTUKA
Ha 0BOj NpobJIeM a Cco Toa M HaBPEeMeHO IoCTaryBambe. LIMTOKUHUTE ce Of UCKIYUWTEIHO 3Hauerme BO OpeMeHOoCTa
a ce Mpou3Be/yBaaT O CTpaHa Ha IOCTeJIkaTa BO aMHMOHCKATA TEeYHOCT a MMOCTOM MOXKHOCT THe Jla Ce 3rojieMaT
IIOKOJIKY IIOCTOM HEKOj TpUrep Ha MHTpaaMHUOHCKa uHbIaManuja uin nHdeKuuja Koj o1 Bvjaen U OONpUHeN 3a
HUBHO 3rOJIEMYBAamE.

[en Ha cTynujara: e fa ce fnokaxke BavjaHueto Ha TNF-o u HeroBaTa KOHIIEHTpallMja BO @MHUOHCKATa TeYHOCT I1pU
MOCTOEHETO HA MHTpayTepuHa uHbIaMalja win nHgekiuja.

Marepujan 1 Metonu: Bo oBaa IIpoCIeKTHMBHA, JIOHIMTYIMHAJIHA CTyauja Oea BKJIyUeHU 74 MallMeHTKU Kaj Kou belle
M3BpIIeHa MeAULIMHCKY WHAMIMPaHa aMHUOLIeHTe3a BO PaHOTO BTOPO TpuMecedje. OBaa CTy[Mja ce U3BeyBalle Ha
KnuHukatra 3a riHEKO/IOTHja U aKylepcTBO U Ha VTHCTUTYTOT 3a UMYHOJIOrWja 1 xyMaHa reHetuka, Ckorije, P.CeBepHa
Maxenonuja. [Tpu Biie3 Bo cTyzidjaTa v MOTHMIIYBalkhe COIIACHOCT 38 y4eCTBO BO Hea ce BpIlellle yATpa3BydeH Mpersie,
IO 1ITO CJleflyBalle aMHUOLIeHTe3aTa [MpH LITO ce 3eMaa JIOTOJIUTE/THU 5 MJI aMHMOHCKA TEYHOCT BO Koja IaK IMoToa ce
oapenyBaa KoHLeHTpauuuTe Ha, TNF-a. CuTe maliMeHTKu ce cjiefiea J10 JaTyMOT Ha HUBHOTO MOPO/yBambe .

Pesynratu: Cute 74 nauyeHTKU 6ea Bo TiepuoioT off 18 r.H. 1o 23 r.H. Kaj 12 ox BKyIHO 74 mauneHTK 6ellle HOTUPaHO
MpeJIBpeMeHO MOPOAYBamwe, 3a pasjiMKa ol OCTaHaTUTe 62 ce Mopofuja BO TEKOH Ha HUBHUOT TepMUH. [lallueHTKHTe
NpezIBpeMe MOPOIeHN UMaa CUTHU(UKAHTHO Pa3IMuHU KoHLeHTpauun Ha TNF-a Bo amHHMOHCKaTa TeuHocT (p=0.0013).
Bo rpynata nopogeHnu mpeq 37-Ma T.H. 6ea usMepenu 3HauajHo moBucoku TNF-a BpemHoctu. OBOj nH(amaTopeH
MapKep BO aMHMOHCKATA TeUHOCT MMallle IIpoceyHa BpefHocT of 12.04 + 26.6 pg/ml Kaj naiueHTKUTe MIpeBpemMe
nopozienn, a 4.04 + 2.1 pg/ml Kaj narueHTKIUTE TIOPOJIEHN BO TEPMUH; cpefHuTe KoHlleHTpaluy Ha TNF-a Bo siBeTe
I'PYIN alMeHTKU u3HecyBaa 6.67 u 3.96 pg/ml KoHCeKBEHTHO.

3akydyok: TNF-a 6romMapKepoT MepeH BO aMHUOHCKATa TeUHOCT BO BTOPUOT TPUMECTAp Ce MOoKaXKaa KaKo OfIMYHU
MPeIMKTOPY Ha PU3UK 3a MpeiBpeMeHO TTOPOyBathe Kaj TPYIHULIN.

Knyunu 360poBu: buomapkepu, TNF- a, mpeiBpeMeHo MopojlyBame, aMHUOHCKA TEYHOCT, AMHUOLIeHTe3a.
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PE3VME

[IpesiBpeMeHOTO TOpOJyBakbe TIpefiCTaByBa efieH off
HajrojieMuTe Mpelu3BUIM BO JieHeIlHWIlaTa, U CeyliTe
e TIpo0JieM Koj He e BO Ie/IOCT JIOMCTPakeH U JOKasKaH
MeXaHM3MOT ¥ MpUYMHATA 3a HEroBO HACTaHYBambe
(1). Toa mpercTaByBa CeKoe MOpOAyBame IoMery 24
u 37 recraiycKka Hemenma Koj ru acdextupa 11 % op
OpemeHocTuTe BO IenmuoT cBeT (2). IlpemBpemeHoTO
TIOPO/TyBatbe e aCOIUPAHO CO HeoHaTaleH MOPOUIUTET 1
MopTanuTet. [locTanHuTe anaTky 3a AUjarHOCTUIMPabe
Ha PU3MKOT 3a MpeJBpeMeHO TIOpoflyBame Cce off
roieMa Ba)KHOCT KaKO 3a TMal[MeHTKaTa Taka M 3a
IJI0[I0T. AMHMOHCKAaTa TEYHOCT MpeTCTaByBa CTEpUIIHA
cpeavHa Kaj HopMajiHa OpeMeHOCT. Taa e KOMITIEKCHa
Te/llecHa TEYHOCT Koja MMa MHOTY 3HauajHa yjiora BO
cekoja OpemeHocT (3). Mepemwe Ha KOHIL[EHTpaljaTa Ha
ofipefleHN OWMOMapKepy BO AMHMOHCKaTa TEUHOCT Kaj
TPYHULIM BO TIOC/IEJTHO BpeMe e off rojieM MHTepec Kako
ToTeHIWjajieH M3BOP 3a [MjarHOCTMKA M Tepamuja Ha
oBaa npobOiemaruka. Ce cMeTa JieKa IIMTOKUHUTE UIpaaT
Ba)KHA y/iora BO BOCIIOCTABYBAHWETO M OJIPKYBamkeTO Ha
opemeHocTa. Pa3BueH mosnyajoreH (eTyc e oTeHIMjaTHa
11e/1 32 MMYHOJIONIKMOT CUCTEM Ha MajKara Kajie TI0CTOM
aHTHMH(IAMATOPHA MPUCTPACHOCT HA  IIUTOKMHOT
Kaj (eromarepHanHaTa noBpumHa (2,4). LuToKuHMUTE
cripeuyBaaT oT(piame off TOTeHIUjaleH BoCTauTeeH
onropop. Ce auaT off cTpaHa Ha TIOCTeKaTa BO
aMHHUOHCKaTa TeuHocT. Ce 3rojeMyBaaT —[IOKOJKY
TOCTOM  OffpefieHa MHTpayTepuHa uH(pIamaiuja (5).
[IpeiBpeMeHOTO TOpO/yBale € CUIHO TMOBP3aHO CO
nHpIaMaluja 1 UHGEKIMja 1 3aToa TojieMo BHUMaHKe
e TOCOYEHO Ha [leTePMUHMPame Ha ajTepHaTHMBHU
OMOMapKepu KoM MOJKAT Jia TO MeHTU(UKYBAaT PaHHOT
nH(IaMaIcKu mpoijec Koj ce jaByBa Kaj aCUMITTOMATCKH
nanyeHTku  (2,6). 3romeMeHM BpeJJHOCTH Ha OBHe
OMoMapkepu BO KpBTa M BO aMHMOHCKaTa TEYHOCT ce
TeTeKTUpPaHK BO BTOPOTO TpUMeceyje Kaj aCUMITTOMATCKK
TaI[eHTKM Koj Ke pa3BujaT MH(IaMaToOpeH CHHJPOM, a
TI0CTOU 3rojieMeH PU3KK 3a Jla ce MOpoJiaT MpeiBpeMeHo.
Bo nociefiHuTe HEKOJKY TO/IMHU Ce IOTOIeMH Ce JIOKA3uTe
3a CIOCOOHOCTA Ha OBMe OMOMapKepy BO aMHMOHCKaTa
TEUHOCT 3a MpeJiBUIyBarbe Ha MpeJiBpeMeHO MopojyBambe
(7, 8). Enen op mosHauajHute Ouomapkrepu e TNF-o, a
HeroBa TpUMapHa y/iora e BO peryiupame Ha MUMYHUTe
kinetkd. TNF-a Kako eHfioreH muporeH e BO COCTOjba
7la Tpelu3BUKa TPecka, aroNTOTUYHA CMPT HA KIIETKH,
KaxeKcHja, BocTiajieHue 1 Jja ja MHXMOKMpa TyMOp reHe3aTa
U peIUIMKaljaTa Ha BUPYCOT KaKO M 7la OArOBOPU Ha
cerica IpeKy KieTku mTo mpoussenysaart IL1- u IL6 (8,9,10).
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HeperymipaHoTo IpOM3BOJICTBOTO Ha OBOj (hakTop e
BMeIllaH BO Hajpas/MuHM YoBeuku 3abomyBama (9). Bo
opemenocta TNF-a e mpoBocnasutenen Thl-1UTOKKMH Koj
urpa rojieMa ysaora Bo BOCIa/IMTETHAOT MeXaHU3aM Koj ja
perynvMpa UMIUIaHTallMjaTa, IlaleHTalyjaTa 1 Ha KpajoT
yJyecTBYBa Bo HcXofloT ofi OpemeHocta (8). TNF-o ce
13/1auyBa He CaMo €O BPOfieHW UMYHOJIONIKU KJIeTKH, HO
MCTO TaKa, ¥ of IlalleHTaTa. ToyHO paMHOTeka momery
Thl turtokunu, rmaBHo TNF-a, Th17 u Th2 uurokunu,
ocob6eno IL-10 e off CYLITHHCKO 3HAaUeHbe 3a J1a Ce OCTUTHE
mobap arymiepcku ucxof. Opf apyra cTpaHa, HEKONKY
aKVIIePCKM HapyllyBakbha O0CO0EHO IIOBTOP/IMBU 3aryou
Ha OPeMeHOCT, paHH U TEIIKU MPeeKTaMIICHi ¥ CHH/POM
Ha pPeKypeHTeH HeyclleX Ha MMIUTAHTalMja MOKe Jia ce
JODKY Ha 3rojieMyBambe Ha IIMTOKUHHUTe 3aBKcHE off Thl
ocobeno TNF-a (11).

IIEJT HA CTY[IUJATA

E pga ce pokaxe BnujaHuero Ha TNF-o M HeroBaTa
KOHIIeHTpallfija BO aMHMOHCKATa TEYHOCT TP TOCTOEHETO
Ha UHTpayTepuHa MH(IaMalyja Wi nHeKLyja.

MATEPHJAJI U METOIU

Bo oBaa mpocheKkTHBHA, JIOHTUTYJMHATHA CTyIUja
Oea BKIyueHH 74 MAIMEHTKW Kaj Kou Oellle W3BpIIeHa
MeUIIMHCKA WHIMI[MPaHa aMHUOIlEHTe3a BO PaHOTO
BTOpo TpHMecedje. OBaa cTyauja ce WH3BefdyBalle
Ha K/IMHMKaTa 3a TMHEKONOTHja M aKyIIepcTBO M Ha
MHCTUTYTOT 3a WMYHONOTMja M XYMaHa TeHeTHKa,
Cxomje, P.CeBepna Makegonuja. [Ipu Bre3 Bo cTyaujaTa
CUTe TMALMEHTKM TMOTIMIIAA MHUCMEHAa COIIAaCHOT 3a
yuecTBO BO Hea. [Ipesi 3amouyBame Ha CTyfujaTa MCTaTa
Oeme ofo0OpeHa Off MeIMKO- €THYKaTa KOMHUCHja IIpH
MepuumnckuoT dakynrer Bo Cromje. CuTe maleHTKH
Oea perpyTdpaHd Bo amOy/laHTaTa 3a aMHHUOIEHTe3N
Ha YHMBep3uTeTCKaTa KIMHUKA 3a THHEKOJIOrHja
u akymepcrBo, Ckomje, P.C. Makenmonuja. Kaj cure
TMalMeHTKM Oellle HArpaBeH VITPa3BYyUeH Mperes W
PYTHHCKA OMOMeTpHja Ha TIOI0T, 3a JleTepMUHUPae Ha
recraickara crapoct. Cite IalieHTKy 6ea co e[iHeYHa
OpemeHocCT, 6e3 3HaI[M 3a PeIBpeMeHO Mopo/yBame. Kaj
CUTe TAIMeHTKM aMHMOIIeHTe3aTa Oellle MHAMIMPAHa Of
MeMIIMHCKY MPUYMHU KaKo HITO ce : MajudHa BO3pacT
HaJ, 35 TOj, BUCOK PU3MK Ha KOMOMHHpAH CepyMCKH
TeCT, TO3UTUBEH HeMHBA3UBEeH TMpeHaTajieH TecT,
JeTeKlMja Ha CYCIeKTM aHOMAMuM TPU YATpasyuyeH
nperniesl. [loToa cuTe MalueHTKH 6ea XOCIUTATU3UPAHH
Ha OfI/IeIOT 3a BUCOKOpU3MYHA OpemeHocT. Ilo 3eMarbe
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Ha JieTa/lHa aHaMHe3a, Kaj MalldeHTKUTe Oellle BpIleHa
aMHHOLIeHTe3aTa M0 CHTe IPOTOKONM MpH IITO Ce
3eMaa [OMOIUTETHA 5 M aMHHOHCKA TEYHOCT BO
Koja TaK I0Toa ce ofjpeflyBaa KOHLEHTpalUWTe Ha
TNF-o. CuTe naiueHTKd ce ciiefiea 10 AaTyMOT Ha
HMBHOTO IIOpofyBame. IIpuMepoKOT off aMHMOHCKa
TEYHOCT Ce TpPaHCIOPTUpalle, BO JlabopaTopujaTa Ha
VHCTUTYTOT 3a MMYHOJIOTMja M XyMaHa TeHeTHKa IIpU
MemuiHckuoT hakynTeT Bo CKomje Kajie 1ITO 110 TpHeM
ce nenrpudyrupamie co Bprexku og 1500 g. Bo pok of 10
MMH., a [T0TOA ce 3aMp3HyBaa Ha Temmeparypa of - 20 °C
ce 10 HMBHa o0paboTKa. PesynratuTe ce uWraa CIope
pedbepeHTHUTE BPEHOCTH Ha CAMUOT ITPOM3BOJIUTEI.

CTATUCTNYKA OBPABOTKA

[logatouure op crygujata Oea 00paboTeHHM BO
cratuctuukata mporpama SPSS 3a Windows 23.0.
Hymepnuka, T.e. KBAHTHTATUBHMUTE MapameTpu Oea
NPUKa)KaHO €O TPOCEUHO, CTaHJAPAHO OTCTAIyBambe.
KBajutaTMBHM, OJHOCHO AaTpPUOYTHBHM IapaMeTpu
ce TpUKaKaHM CO JMCTpUOyIMja Ha (pekBeHIMU. 3a
cIiopeflyBame Ha ¥KeHU KOU ce TOpofiusie MpelBpeMeHo
¥ KOU pofiuyie BO TepMuH Oemie Kopucted Mann-Whitney
TeCTOT. 3a CTaTHCTMUKU 3HAuajHa CUTHU(UKaHTa Oelile
3eMeHa BpefHocTa of, p < 0.05.

PE3YJITATU!

Cute 74 maiyeHTKH Oea Bo mepuopot of 18 r.H. 1o 23
r.H. Kaj 12 op BKymHO 74 malieHTKH Oelle HOTMPaHO
NpeIBpeMeH0 MOpO/yBambe, 3a pa3iuKa ofi OCTaHATHTe
62 Kou ce mopoAuMja BO TEKOH HAa HUBHUOT TEPMMUH.
[laliueHTKUTE MpefiBpeMe U TEPMUHCKU MOPOfIeH MMaa
CUrHU(MKAHTHO pa3/MuHy KoHueHnTpanuu Ha TNF-a Bo
aMHHOHcKaTa TeuHocT (p=0.0013). Bo rpymata nopopesu
npey 37-ma r.H. 6ea u3MepeHt 3HauajHo moBucoku TNF-a
BPEJHOCTH.

Tabena 1 Bpegroct Ha TNF-0. BO aMHHOHCKa TEUHOCT Kaj
THAIUEeHTKY TIOPOJIeH! TIpefIBpeMe U BO TEPMUH
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OBoj uH(1aMaTopeH MapKep BO aMHHOHCKATa TEYHOCT
MMalie npoceyda BpegHocT of 12.04 + 26.6 pg/ml Kaj
MaleHTKuTe mpeaBpeMe mopogenn, a 4.04 + 2.1 pg/
ml Kaj marueHTKUTe TOPOJIeHH BO TEPMUH; CpPeIHUTE
KoHueHTpauu Ha TNF-o Bo fiBeTe rpynu mnanueHTKU
m3HecyBaa 6.67 u 3.96 pg/ml KoHcekBeHTHO (Tabena 1,
cmka 1).
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Cmuka 1 TI'paduuru mpuKas Ha CpelHM BPeTHOCTH Ha
TNFo. Bo aMHHOHCKa TEYHOCT - MAllMeHTKH IOpPOfieHH
npeiBpeMe 1 BO TEPMUH

Pesynratute on ROC aHanmm3aTta 3a MpeuKiuja Ha
npenspeMeHo nopopyBawme co TNF-a BpemHOCTHTE,
NOKa)kaa JeKa romeMuHaTa Ha moBpuimHarta mog ROC
KpuBara uMa BpegHoct of 0.724 (95% CI 0.585-0.864) co
CeH3UTHBHOCT 0ff 65% u creuduuHoct of, 70.5% (cmuKa
2, Tabena 2). OBa cyrepupa Ha 3aKknydok jieka TNF-a Bo
AMHMOHCKATa TEYHOCT MMa JI00pa [JMCKPUMMHATOPCKa
CIIOCOOHOCT BO Ofijie/lyBabe Ha OpeMeHUTe JKeHH CO
TpefiBpeMeHo 1 TEPMUHCKO TTOPOJIyBatbe.

MO Curww
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Cmika 2. ROC kpuBa 3a IpefuKIdja Ha IpeiBpeMeHO
nopopnyBawe co TNF-o
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Tabena 2. Bpegroctu Ha ROC kpuBara 3a TNF- a

/ésyriril tOtiC195% |
; onfidence Interva
Area | Std. Errora /S\_syglptotlc

18- Lower Upper

Bound Bound

0.724 1 0.071 0.001 0.585 0.864
JUCKYCHJA
Hpentudukanyjata Ha creruuieH MMYHOTONIKH

Me[IijaTop ¥ HMBHATA KOHIIEHTpaIldja BO aMHMOHCKaTa
TEYHOCT MMa IPUBIEYEHO MOILIHE TOJIEMO BHHMMAaHME
KaKko TIOoTeHIWjajieH M3BOP 3a JMjarHOCTUKA W Teparuja
Ha oBaa mpobnmematuka. OBa Mole ceyiuTe OCTaHYBa
HeJIONCTPaKeHO OU/ejKK MOCTOjaT MHOTY Pas3IMYHOCTH
BO HcOuTyBamaTa Bo pasHu cryguu (12). CocraBoT
Ha AMHMOHCKaTa TEeYHOCT Ce MeHyBa 3a BpeMe Ha
OpeMeHOCTa, IITO W € JIOKa)KaHO BO MHOTYOPOjHU
cryauu (13). CoopBetHo Ha Toa, AT ro MeHyBa MUJIjETO
3a BpeMe Ha OpeMeHOCTa ¥ e T0JI B/IMjaHie Ha Pa3/InuyHu
(hakTOpH, KaKo IITO Ce: recTallicKaTa Hejiea, yTepuHaTa
nepdysuja 1 MHory ipyru. OcobeHo Bo Bropara I0/I0BHHA
Ha OpemeHocTa cocTaBoT Ha AT ce uMHM JieKa ce MeHyBa
(14,15). dakrropuTe KOM BIMjaaT Bp3 BpEJHOCTa Ha
[IUTOKUHUTE OUJIe MCITUTYBAH! BO MMHATOTO 1 Ce OMUIIAHK
OpojHM Bapujab/M, KaKo LITO Ce: eTHUYKA MPUIaHOCT,
3abonyBama Ha (PeTycoT, Majau 3a recralicka BO3pacT
1 uHgekc Ha TenecHa maca (16). TNF-o e Bocmanurenex
LIUTOKMH IITO Ce MPOM3BeyBa BO aMHMOHCKATa TEYHOCT
M KOj Wrpa yjiora BO MHHIMpale Ha IPeIBPeMEHOTO
nopopyBame. HeroBaTa KoHIleHTpalja BO aMHAOHCKATa
TEYHOCT, MCTO TaKa, 3HAUUTEJTHO Ce 3rojieMyBa 3a Bpeme
Ha opopyBameTo (17, 18). [IpucycTBOTO Ha UHTpayTepKHHa
uH(eKja, UCTO TaKa, T'0 MOTTHKHYBA IPOU3BOJCTBO
Ha TNF-o Bo amHHOHcKaTta TeuHocT W 3aToa TNF-o e
THIOBp3aHa BO TaTojiorujata Ha MH(QeKIja MmoBp3aHa CoO
npenBpemeHoto mopoayBawe (19). TNF-a ro perymupa
JielyBawmeTo Ha pellentopuTe Ha IL-1 Bo aMHMOHCKMTe
KneTkd. McTo Taka, [OKakaHO e JleKa To CTUMY/IMpa
npousBocTBoTo Ha IL-6 u IL-8. TNF-o e BKiyueH Bo
TPaHCKPUITTUBHO aKTUBHPatbe Ha TPOCTaraH/IuH CUHTa3a
Koja JIoBefyBa 70 3rojemMeHO Ipou3BozcTBo Ha PGE2
BO aMHHMOHCKATa TEYHOCT 3a BpeMe Ha MpeIBPeMeHOTO
nopojyBame Kajie moctod uH(pekuuja. [lejcTBata Ha
TNF-a. ce mocpeqyBaaT mpeKky MeMOpaHCKH periernrtopu 1
(TNFR1) u 2 (TNFR2). AxtuBupatme Ha TNFR1 ro aktuBupa
npousBozicTBoTO Ha MMP ( MaTpuKc MeTano mporeasu )
nopeka TNFR2 uHuipa npouHgiaMaTopeH HMYHOJIOIIKI
ogroop.  CTymuure  mHOKaKame  CcUrHM()MKAHTHa
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TMOBpP3aHOCT Bo KoHueHTpanuute Ha TNF-o (1 IL-6) co
[IPOM ( mpenBpeMeHO IMpCKame Ha OKOMY IUIOJOBUTE
00BMBKM) M TIOCTOEHe Ha XxopuoaMHHOHHUT (20,21).
Bo crynujata Kaje mWTO Cce MepeHW KOHI|eHTpalluuTe
Ha TNF-o Bo aMHHMOHCKaTa TEYHOCT 3a BpeMe Ha
MeUIIMHCKY MHAWIMPaHa aMHUOIIeHTe3a BO BTOPOTO
TpUMecedje, TOKa)kaje CUTHA(UKAHTHO 3rojieMeHH
BPEJJHOCTM Ha OBOj IIMTOKWH Kaj TUe TAlMeHTKU KOU
T0TOA Ce TOpofiuJie MpeJiBpeMeH0 OfHOCHO Tipef] 37 T.H.
CTIope/TyBaHoO CO THe KOU ce Mopojiusie Bo TepMuH. Mcrata
OBaa CTylWja 3aKJyuyuia JleKa KOHI[eHTpalluuTe Ha
TNF-a (u/unu IL-6) Bo aMHHOHCKaTa TEYHOCT BO BTOPOTO
TpUMecedje MOKe Jia TH UIeHTU(PUKYBA TPYIHUIUTE KOU
ce Ha PU3MK 3a HACTaHyBame Ha XOPHOAMHUOHUT KOj OU
MOKeNl 7la JIoBefie JI0 TpefiBpeMeHO TopoayBame (22).
Bo Hamata crtymuja pesyiaraTuTe 0Oea cocema CIMUHU
Ha THe J0OWeHW BO [pyrute CTyAuM. IlaifueHTKUTE
npefiBpeMeH0 U TePMUHCKM  TOPOfIeHM  MMaa
curHu(MKaHTHO pas3muunu KoHteHTpaiuu Ha TNF - o Bo
aMHHOHCKaTa TeuHocT (p=0.0013). Bo rpymara mopozeHu
Tpeq 37-Ma recTalicka Hefiefia 0ea U3MepeHH 3HauajHo
noBucokd TNF-o BpemHocTu. OBHe pe3yaTaTH jacHO ja
TIOKa)KyBaaT BaKHOCTA HA 0BOj MapKep BO OJIpelyBambeTo
W TIPOIIeHYBAHeTO Ha PU3UKOT 3a HACTaHyBame Ha
npeaBpeMeHo mopopayBame. Pesynaratute opm  ROC
aHa/M3aTa 3a MpeJuKIuja Ha pejBpeMeHo MOpOo/yBabe
co TNF BpegHocTuTe, cyrepupa Ha 3aKnydok jeka TNF
BO aMHMOHCKAaTa TEYHOCT MMa J100pa JUCKPUMMHATOPCKA
CIIOCOOHOCT BO  OfjieNlyBalke HA TPYAHWUIUTE CO
TipefIBpeMeHo ¥ TEPMUHCKO TTOPOJIyBakbe.

3aknyJok: briomapkepuTe MepeHU BO aMHMHCKaTa TEHOCT
notouHo TNF-a BpefiHOCTHTEe BO BTOPUOT TpUMeECTap
ce TMOKaKaa KAaKO OfIMYHM IMPEeJUKTOPYM Ha PU3MK 3a
IpeJBpeMeHO MOPOAyBabe Kaj TPYAHUIM, ofHocHO TNF
BO aMHMOHCKAaTa TEYHOCT MMa J100pa JUCKPUMUHATOPCKa
CIIOCOOHOCT BO  OfifieNlyBale HA TPYAHUIUTE CO
TpefiIBpeMeHo ¥ TEPMUHCKO TTOPOJIyBakbe.
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OETAJIEH HEOHATAJIEH W ITEPHHATAJIEH MOPTAJTUTET
HUBHOTO JBHKEILE HA K/THHUKATA 3A THHEROJIOTH]A 1
ARYHIEPCTBO BO CKOIIJE

['abpuerna bymumnocka BaHoBa!, JacHa bymmnocka?, Ppe3seapra Enesu?, Hukona OpoBuanerrp’

1J3Y YuuBepsuretcka KnuHuka 3a ['iHekonoruja u akynepctBo- Ckormje
2 J3Y Yuuepsurercka Knmuauka KAPUJI- Cxomje

3 UncrutyT 3a Enupgemuonoruja u 0xoctatuctka- CKorje

4 [IpaBeH YHuBep3uTteT- TeToBO
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ABCTPAKT

BoBepn: ®erasiHaTa, HeoHATajHaTa M IepPUHATAJIHA CMPTHOCT (MOpPTa/MTeT), Kaj HOBOPOLEHUTE € OIJleflajio Ha
37IpAaBCTBEHMOT CUCTEM M 3[PaBCTBEHUTE TIOTUTUKY Ha eflHa 3eMja. Pa3BUeHUTe U MTPOrPecBHU 3eMju MMaaT HUCKU
CTaIKM Ha (eTasieH, HeoHaTaJIeH U epuHaTajieH MOpTaJIMTeT. HajrojleMu cTanky Ha MOPTAJIMTET Kaj HOBOPOZEHUTE
BO CBETCKU PaMKH, ce 3a0ejie;KaHu BO Hepa3BUEeHUTEe 3eMjU 1 BO 3eMjUTe BO Pa3Boj, Ofl KaJle IIOTEKHYBAa 1 HajroJIeMUOoT
IIPOLIEHT Ha CMPTHOCTA Kaj HoBopopeHuTe. OpraHu3upaHara IepuHaTajHa I'PbKa 3a TPYOHULIUMTE, COOLBETHATA
37IpABCTBEHA 3ALITHUTA M Hera BO TEKOT Ha IOPOAYBAEeTO U I10 MOPOAYBAETO 3a MAajKUTe 1M HOBOPOLEHUTE, BOmaT
10 MUHUMAJIHM CTarlkKM Ha CMPTHOCT Kaj HOBOpopeHuTe. [lepyMHATa/HUOT Mepuof TM oridaka HOBOPOIIEHUTE
MOPOMIeHN TI0 22 T.C. off OpeMeHoCTa K O TTOpOoAMIHA TeKuHa rorosiema ofi 500 rp., Ha uijaga HoBopomeHU. bpojoT
Ha MPTBOPOMEHUTe U TTIOUNHATUTE KUBOPOAEHU BO TIPBUTE CeMIyM MIeHa TI0 TIOPO/yBaeTo, ja JaBaaT epruHaTaTHaTa
cMpTHOCT. DeTasHaTa CMPTHOCT e OpojoT Ha MPTBOPOIEHN HOBOPOAEHH! BO UCTUOT IIEPHUO]I, & HEOHATATHATA CMPTHOCT
ja orichaka CMPTHOCTA Ha >KMBOPOJIEHUTE BO IIPBUTE UETHPK HEJIEIM 10 ITOPOIyBakeTo Ha Miljaia JKUBOPOLEHH.

[len Ha Tpymot: Llenta Ha TPYAOT e fa ce MpUKa)ke cTarkara Ha (eTaqTHUOT, HEOHATAJTHUOT U MepPUHATATHUOT
MOPTaJIUTeT Kaj HoBopoaeHuTe, pofleHU Ha Y [AK-CKorje M TpeHOBUTE Ha HETOBO JIBUKEHE BO MEPUONOT Ofl
2011-2017 roguna. Y T'AK- Ckorije e HajroneMMOT M pejieBaHTEH MepuHaTajieH W HeoHaTaJleH 1ieHTap BO ApyKaBarta,
Kajle ce TPeTUpaaT KOMIUIMMPaHUTe OPEMEHOCTH 1 HOBOPOZEeHUMba CO KOMITTMKauy Ha OJiie/ioT 3a MHTeH31BHA
HeoHaTasIHa Hera, ropajii HeJIOHOCEHOCT, He3PeJIoCT, NHMEKIINY, aHOMAINN U IP.MTPUIUHA, KOM MOYKe J1a IOBEIAT 0
3rojieMeHa CMPTHOCT Kaj HOBOPOZeHUTE.

Marepujan u metogu: OBaa aHajM3a € PeTPOCIEeKTUBHA, I[IpeceuyHa aHain3a BO Koja ce obpaboTyBa CMPTHOCTA
Kaj HOBOpOJleHUMbaTa: beTajHATa, HeoHaTa/iHaTa U MepuHaTa/IHATA CMPTHOCT HA HOBOPOMAEHUTe TIOpOfieHu Ha Y
['AK-Cxkorje, Bo niepuoy ofi 7 ronunau (o 2011-2017 roguHa), BO 0JJHOC Ha BKYITHMOT Opoj Ha parara BO TOj TIePUOIL.
[TomaroruTe ce cobpanu of [laTa 6a3ara Ha Y [AK- Ckrormje u HeoHaTanHaTa MHTeH3MBHA Hera M ICTOPUUTE Ha OOIeCTr
Ha MIOPOJIeHUTE >KeHU 1 HOBOPOJEHUTE BO 0BOj Nepuop. DeTayHIOT, HeOHATaIHUOT U [IePUHATATHUOT MOPTAIUTET U
HEroBOTO [BWKEHe BO TEKOT Ha OBUe 7 TOOUHU, € 00paboTeH 3a ceKoja rofuHa MoceOHO U BKYITHO 3a LIeJINOT [IePUo]]
on oBue 7 roguHu. OOpaboTeHa e OpojKaTa Ha MTOYMHATH HOBOPOMIEHU U TOA IOMe/IEHU BO TPY KaTeTOPUM:

- deTajyieH MOPTAJIMTET- MPTBOPOIEHM BO BKyIIHaTa Opojka Ha popeHu, Ha 1000 HoBopoaeHwu;
- HeonarasienH MopTaiMTeT- ModynHaT »KUuBoposeHu of 0-28 meHa o nopopysatbe, Ha 1000 K1BOpOJIeH U,

- [lepuHaTaneH MopTaJauTET- BKyITHATa OpojKa Ha MPTBOPOAEHU U KUBOPOJIEHM TOUMHATA BO PAHUOT HeoHaTasieH
Mepuoj o CeAMUOT AeH ITo TopojiyBameTo, Ha 1000 HoBOpoOIeH .

Pesynratu : Bo oBoj nepuop op 7 roauHu umMano 37381 HoBopomeHue popeHu Ha Y ['AK- Ckomje, on xou 36706
SKUBOPOJIEHN HOBOpOoJieHUnba. OcTaHatuTe 675 HOBOPOZIEHW ce PojieHn KaKo MpTBopofaeHu. CTarmKkaTa Ha QeTasieH
MOPTa/IUTET UJIM MPTBOPOZIEHUTE HOBOPOAEHHN BO OBOj Mepuo]l, n3HecyBa cperHo 18,06 %o nnm 675 MpTBOpOAeH! BO
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repyof, of CellyM TOAWHMU, Off BKyITHATa OPojKa Ha pofieHr HoBopoaeHuMmba. Of BKyITHATa OpojKa Ha >KUBOPOJIEHH,
rnounHajie 912 HOBOPOAEHUMHA BO HEOHATAJIHUOT Tepuoj] I0 roponyBameTo, o 0-28 [eH 10 MopoayBaibe.
BkynHuot HeonaTasieH MopranureT Ha Y TAK-Ckorije, BO 0BOj 7 rofiviieH Inepuoji usHecyBa cpeliHo 24,85%o, 1Uin
24,8 mounHaTX HOBOPOJEHUMIbA BO HEOHATAJIHUOT Iepuop 1o rnopoayBameTo (0-28 meH), Ha wijama >KUBOPOAEHU
6ebuma.On mobueHUTe pes3yaTaTu ce Ilefla AeKa Opojkara Ha paHO HeOHAaTa/IHO ITOYMHATKH HOBOPOIEHUNHA, O
0-7 meH 110 MOPOJlyBamkeToO e rorojieMa U usHecyBa 19,25 %o, a BO KACHUOT HeoHaTaJleH repuor; of 8-28 feHa 110
MopoJlyBarbe, crarikara u3HecyBa 5,56 %.. [lepuHarajHaTta CMPTHOCT WKW TepUHATATHUOT MOPTAJIUTET, KOU TU
oricbaka MPTBOPOJIEHNUTE U TIOUMHATHTE KUBOPOJIEHN HOBOPOMEHU M0 7 JieHa T10 TIOpoAyBame, U3HeCcyBa CpefiHo 37
%o WK 1383 MoumHAaTH HOBOPOAEHHU BO BKyITHaTa OpojKa Ha PojieHM, BO OBOj CelyM TOAuIIeH Teprof. DeTamHnoT,
HeOHaTaIHUOT U MepruHaTaHUOT MopTanuTeT Ha Y ['AK- CKorije, BO 0BOj BpeMeHCKI MHTePBaJI e TIOrojieM OfIKOJIKY BO
EBporicKUTE 3eMju U CHUTe TpH IapaMeTpu MMaarT TeHJleHlIja Ha TTOpacT 3a OBOj CellyM IrofiuilieH Tepuojl.

Baknydok: Crarkara Ha heTasHUOT, HEOHATAJTHMOT 1 epuHaTtaaHuoT MopranureT Ha Y TAK-Ckortje 1 Bo MakesioHuja
e JIocTa BUCOKA, TIOBUCOKA OTKOJIKY BO 3€MjUTe BO HAIIETO OMKPYKyBarbe, baskaHCKUTe 3eMju U EBporicKuTe 3eMju.
[ToTpebHO e TIpeB3eMare Ha YPreHTHU MePKU 3a HerOBO HaMaJlyBabe.

Bomeukn 360poBu: heTasnieH MOpPTaIUTeT, HEOHATAJIEH MOPTa/IUTET, TlepruHaTtasieH MopTanuTet, Y ['AK- Ckorje.
BOBE]I Kaj JloeHUMbaTa BO TMpBaTa TOAMHA Off KUBOTOT.
MOpTaJ'II/ITeTOT noj 1neT roguHu € MopTajauTeT Kaj JenaTa

Pa3B0joT 1 ONMCTaHOKOT HAa CEKOE OIILITEeCTBO 3aBUCH O]
J0 HaBplleHa TeTTa rofguHa of xkuBotoT (4) (5). Cute

TIPUPOJTHUOT TPUPACT U OPOjOT Ha 3[[paBK MOPOJYBamba,

IITO € CIMKa Ha CeKOj OPraHu3MpaH 3[PaBCTBEH CHUCTEM
U eKOHOMCKM pa3BueHa [pxkaBa. OpraHusupaHaTa
rpika 3a MajKMTe M JiellaTa, Kako MoceOHO paH/IMBU
KaTeropuu of] HaceJIeHWeTo, ce Haora Mery HajroleMuTte
MPUOPUTETH Ha COL[MjaIHATa ¥ 37IpaBCTBEHA MOUTHKA
Ha MHOTY JIp;KaBH Bo coBpemeHHoT cBeT (1). OBaa rpmka
e IOTKpeleHa M CO MHOTY METYHapOJHM KOHBEHIUH
U JOKYMEHTH, Kako 1To ce KoHBeHIMjaTa 3a mpaBaTa
Ha sieteto (OOH,1989) (2) u MuneHuyMCKUTE pa3BOjHU
e (3) , unj MOTIHCHUK e ¥ MakeJoHHja, Kako 3eMja
yneHka Ha OOH. IlepuHaTtamHuoT mepuop ro omndaka
THIePHOJIOT Ha (heTajieH PacT ¥ pa3Boj, off HaBpiieHa 22 T.C.
of1 OpeMeHOCTa 10 HaBpIIeHH 6 JieHa Mo MOPOJIyBamkeTo.
IlepuHaTaTHAOT MOPTAIMTET € MOPTAIUTETOT WK
CMPTHOCT,K0j TM om)aka CUTe MPTBOPOIEHH WU
JKUBOPOJIEH! KO II0UMHAJIE TI0 TOpofyBameTo off 0-7 ieHa,
CO poAuiHa Te;kuHa noroaema of 500 rp.umm pogeHu 1o
HaBpiieHa 22 r.c. off OpemeHocTa, Ha 1000 HoBopojeHH
(4) (5). HeonartanHHOT MOPTAIUTET I'M OTIhpaKa IMOUMHATUTE
JKUBOPOZIEHH HOBOPOJIEHH, KOM IIOUMHAje BO IIPBUTE
4eTHPU Hepenmu off KuBoTOT (4). HeoHaTa/mHHOT mepuof,
e TMepHhoj CO HajrojieMa OMAcHOCT TI0 MPEKUBYBAILETO
BO UOBEKOBMOT ;KMBOT ¥ CMPTHOCTA € HajrojieMa BO OBOj
nepuof, of KuBOTOT, of, 0-28 feH Mo IOpPOAYBamkETO.
bpojor Ha MpTBOpOJEeHM BO MEepUONOT Hap 22 Tr.c. Of
OpeMeHoCTa M €O pogwiHa TexkuHa moBeke o 500 rp.
Ha 1000 HoBopojenu, ce paeduHHpa Kako (eTaneH
MOpTamuTeT. 30MpOT Ha (heTajHO IOUMHATH M PAHO
HEeOHATa/HO IIOYMHATH TO JlaBa IepUHATaTHHOT
MopTanureT. [[0eHEUKUOT MOPTAIMTET € MOPTAIUTETOT
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THe WMaaT CBOM CIelu(UKM U 3HauYeHe BO BKYIHUOT
MOPTa/UTeT Kaj fellaTa. MajuMHMOT MOPTANUTET IO
NPeTCTaByBa MOPTAIUTETOT HAa TPYJHUIIUTE, KOj €
pe3yaTar Ha KOTUTMKAL[MUTe BO OpeMeHOCTa U BO TEKOT
Ha TOpPOJyBalkeTo W Ce TpecMeTyBa KaKO0 CMPTHOCT
Kaj majkute Ha 100.000 KeHM BO TeKOBHATa TOfIMHA.
[lepuHaTamHUOT MOpPTAIUTET € CMPTHOCT Koja THU
oraka CcuUTe MPTBOPOJEHM U KUBOPOJEHU KOU
HouKHase 1o mopofyBaweTo of 0-7 meHa, co pofuIHa
Te;krHa 1morofema of 500 rp.umyM pojeHu Mo HaBplleHa
22 r.c. on Opemenocra, Ha 1000 HoBopomenu (6).
Cekoja roguHa BO CBETOT YMHpaaT OKONy 6 MUIMOHH
HOBODPOJIEHW, BO TEPUHATAJIHUOT TEPUOJ, Off KUBOTOT
HajMHOTY BO Hepa3BUeHUTe 3eMji 1 3eMjuTe BO pa3Boj. Of
HMB OKOJIY 3 MWIMOHM Ce paraaT Kako MPTBOPOJIeHH, O]
KOM e[JHa TPeTUHA YMUPAAT Of KOMIUTUKAI[X BO TEKOT Ha
nopopyBameto (6). HeoHaTaHO mouMHATH Off BKYITHaTa
Opojka Ha KUBOPOJIEHH, OJHOCHO TIOUMHATH HOBOPOJIEHH
BO MpBUTe 4 HefleM 10 TOPOJYBAHETO, BO CBETCKU
PaMKH ceKoja ToJiiHa UMa OKony 4 MIIHOHU Oe0Ouiba, off
KoM 3 MWIMOHHM YMMpaaT BO PaHUOT HeOHaTaJieH Mepuof
op 0-7 fgeHa o mopofyBameTo. 98 % of cMpTHOCTa Kaj
HOBOPOJIEHUTe Ce CJIy4yBa BO Hepa3BUEHUTE 3eMju U
3eMjute Bo pa3Boj (6),(8). HeoHaTaTHHHOT MOPTAIUTET, €
TPOLIEHTOT Ha HeoHaTaJlHa (HOBOPOJEeHeuKa) CMPTHOCT
Ha >KUBOpOJEHWTe, BO HeoHaTaJIHMOT mepuop of 0-28
JieHa 1o TIOpOJIyBameTo, WK MOpPOofieH: Tmocie 22 T.C.
of; OpeMeHOCTa M CO TOPOJMIIHA TeKMUHA TIOroJieMa Off
500 rp., Ha unjaga xkuBopofenu (5) (6). HeoHnaTamHuor
MOpPTAIUTET Cce Jle/Id Ha paHa HeoHaTaJHa CMPTHOCT,



At

Koja ro ordaka nepuofoT of 0-7 ieHa 10 HOPOJYBABETO
(168 h.),He3aBuCHO off roneMuHaTa Ha OpemeHOCTa U
KacHa HeoHaTalHa CMPTHOCT Koja ja ordaka cMpPTHOCTa
Ha JKUBHUTe HOBOPOJeHu of 8-28 meH 1o MOPOAyBameTo
(7. CwmprHocta 1m0 28 #meH of MOPOAYBameTO cCIara
BO T.H. TOCTHaTajHA WIM [OeHeuKa cMpTHocT (8).
Bo cBeTckM pamKu, paHaTa HeOHaTajHA CMPTHOCT e
TI0ro7IeMa 1 MOpajii Toa € MHOTY BayKHO MPEKUBYBAbETO
Ha HOBOPOJIEHOTO BO MpBUTe 7 JieHa Off TIOPO/[YBambeTO
(7). TIpery 130 mumuoHu OeOumba ce paraaT BO CBETOT
cexoja roguua (5), a 4,4 MMIMOHM yMHpaJie BO IPBUTE
4 Heplenu oft, KUBOTOT, WK 32 HEOHATAJTHO MOYMHATH Ha
1000 ;xuBopozenn Bo 1990 roguna (6),(7) . HeonaTamHaTa
CMPTHOCT ¥MMa TpeHJ Ha omarate Bo ciemuute 20
rofuHu, Bo cBeTcku paMku. Bo 2010 rommna OpojoT
Ha HEOHATATHO TIOUMHATH W3HECyBa 3 MWJIMOHU WIH
23 nHa 1000 xuBopogenu rnobanHo (7) . Bo 2013 roguna
HeoHaTaJlHaTa CMPTHOCT BO CBETOT e 2,8 MUJIMOHU WU
18,4 Ha 1000 xuBopogeHu HeoHatycH (8),(9). Bo cBeTcku
PaMKM HEOHATaJIHUOT MOpPTaIUTeT yuectBYBa co 40% Bo
TOTAJIHUOT MOPTAIUTET Kaj Jerjata o 5 TOJUHH, IITO
300pyBa 3a HETOBOTO 3HAUEHHE ¥ TOJIeM Vel BO BKYITHATa
CMPTHOCT Kaj feriata. HeoHaTaqHMOT MopTanuTeT e
Hajpicok Bo Cyb6-Caxapcka Adpuka Kajie M3HecyBa
34 na 1000 xuBopomenu Bo 2011 romuHa, a cIuMyHA
e U OpojkaTa BO HEKOM 3eMju Off jyroMcTouHa Asuja
(10),(11),(12). Bo oBHe peroHM Ha CBETOT MCTO TaKa e
HajBUCOK M (DETATHUOT U TepPUHATATHUOT MOPTAJIUTET.
Hu3ok eTanen, nepuHaTtaaeH ¥ HeOHaTaeH MOPTaJIUTET
UMaaT pasBueHuTe EBpONCKM 3eMju U 3emjure Ha
CeBepHa Amepuka (5) . Bo mepmomor op 2011-2017
romuHa OpojkuTe Ha (DeTajHUOT, IEPUHATATHUOT M
HeoHaTasHUOT MopTanuTteT Ha Y TAK- Ckorje 1 Boommito
Bo Make/joHMja MOKa)KyBaaT TpeH; | Ha OPAcCT, 3a pas3/inKa
OfT TPEHJIOBHTE 3a HUBHO HAMaJTyBakhe BO CBETCKH PAMKH
(13). 3a Taa men of moceOHO 3Hauewe e 00e30e/yBambe
Ha e(uKacHa aHTeHATalHa 3allTHTa, MPeBeHUpame Ha
TaTo/IorjaTa BO OpeMeHOCTa, TEXHOJIONIKO MO00pyBambe
BO MepuHATajHaTa 3allTMTa M HEOHATaJHaTa Hera M
Tepanuja, Kako M Moji00pyBame Ha COIMjaTHUTE YCIIOBH
W 3[paBCTBEHOTO TPOCBETYBame Ha WIHUTE MajKu
(14). Tloromemara rpuska 3a OpeMeHHTe KEHH 3a BpeMe
Ha OpeMeHOCTa W BO TEKOT Ha TMOPOJIyBambeTo,Kako M
HalpeJjHaTaTa IPUKa 3a HOBOPOJIEHWTEe, CEKAaKo BOU
70 HamajleHa ceTajHa, TepMHATaHA ¥ HeOHATalHa
cmprHoct  (15),(16). Ilenta Ha cTygujaTa e pga ce
TIOKaKe JIBUKEIheTO Ha (PeTasHUOT, MepUHATaTHUOT U
HeoHaTanHUOT MopTanuTeT Ha Y TAK-Ckomje, Bo nepuop
ofi cenyMm ropunu of, 2011- 2017 roguHa, Kako Hajronem
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TneprHaTajeH ¥ HeoHaTasleH IieHTap BO Jip/kaBara, Kajie
ce TpeTHpaaT PU3MYHM ¥ KOMIUIMIIMPAHU OpeMeHOCTH,
TI0POJIyBarba 1 Ce CITPOBe/IyBa IPUiKa 3a HOBOPOJIEHUTE CO
KOMIDTMKAIMY O] IleJIaTa Jip;KaBa.

MATEPHJAJIN 1 METOZJIOJIOTHJA

Anamm3ata  3a  (eTaHMOT,  HEOHATaJIHUOT U
nepuHaTaHuoT MopTanuTeT Ha Y TAK-Ckomje Bo
nepuof, of, 7 rogunu, ofi 2011-2017 roguHa, e mpeceyHa
PeTpOCTeKTHBHA aHa/lIu3a, 3a Koja IMOJATOLUTe Ce
o0e30emenn op Jlara 6asata Ha YIAK- Ckomje u of
MCTOPUUTE Ha TOPOJIeHUTe MajKu ¥ HOBOPOJEHUTE KOU
ce Tpetupanu Ha OpjienoT 3a IHTeH3MBHA HeoHaTasHa
Hera. llenTa e fja ce nmpuKae 3acTaneHocTa U pa3BojHaTa
TeHJIeHIMja (TpeH/)) Ha MPTBOPOJIEHUTEe HOBOPOJIEHH,
NlepuHaTaIHUOT MOPTAJMTET U HeOHaTajHaTa CMPTHOCT
Kaj HoBopopenuTe Bo mepuomot 2011 - 2017 ropuma.
ObpaboTeHr ce HOBOPOJIEHUTe, MpTBOPOJEHH U
xuBopofieHu Ha YIAK- Ckomje, uiu mopofieHu mocie 22
I.C. o7 OpeMeHOCTa U CO TIOPOAIMTHA TeKMHA TTOro/ieMa off
500 rp., Ha unjaga HoBopofeHH. IIpecMeTaHa e cTamKaTa
Ha (heTaTHUOT, PAHUOT ¥ KaceH HeoHaTaIeH MOPTATUTET,
KaKo U NIepUHATaJTHUOT MOPTAJIUTET U HUBHOTO JIBUKEHHE
BO Mepuoj Off CceiyM TOAMHHU, TOeJMHEYHO 3a CeKoja
rojjMHa II0Ce0HO 1 30MPHO 3a CUTE FOIMHU 3aeJIHO.

WHKIy3M0HU KpUTepUyMH Oea:

-(beTaqHO, HEOHATAJJHO W TEPUHATATHO IIOUMHATH
HoBoposienn Ha YIAK- Ckomje, co popuiHa TeKWHa
Hag 500 rp. u HaBpmeHa 22 T.c. off OpeMeHOCTa IIpu
TIOPOJIYBAbETO;

EKCK/Ty3HOHH KPUTEPUYMH:

-HoBopozeHn pofeHu BoH Y TAK-Ckormje u Bo JoMaliHu
YCJIOBH;

-HOBOPOJI€eHH! IMOCTHEOHATa/IHO ITOYMHATHU I10CIe 28 JeHa
O[] IIopoJiyBame,

Pesynrarute ce TabeapHo U rpadUUKy MpHKayKaHM.

PE3YJITATH

Bo mepuopot ox 2011- 2017 roguna Ha Y TAK- Ckomje,
pojeHu ce BKymHO 37381 HoBopopenue. On HuB 36706
Ce JKMBOPOJiEHW HOBOPOJieHUMIba a OCTaHaTuTe 675
HOBODOJIEHUMIba Ce TIOPOJIeHM KaKko MpPTBOPOJIEHU.
BkymHaTa cranmkata Ha (eTaTHAOT MOPTATUTET WIH
MPTBOPOZleHM 3a OBHMe / roauHu usHecyBa 18,06 %o
Wi 675 MpPTBOPOfIeHM HOBOPOJeHUMEba, Off BKYITHaTa
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Opojka Ha HoBopojeHu. Hajuucka cramka Ha (eranen TabGemna 2. Heonatanen mopramuret / YITAK - Ckomje / 2011

MopTanuTeT e 3abenexaH Bo 2012 rouna of 12,62 %0 umu - - 2017 rouHa
63 MpTBOpOHEHI/I HOBOpO,I[EH‘JI/IH,a. Ha]BI/ICOKH CTH];[KH Ha T'opuma 2011 2012 2013 2014 2015 2016 2017 BxymHo
(etaned mopranuteT ¥Ma Bo 2016 roguua of 20,86 %o wim P— o | o0 1 oon 1 o2 1 oo 1 omm 1 o0 | sor0c
116 MpTBOpOJEHH, Of BKYIHATa OpOjKa Ha HOBOPOJIEHM, | moponein
HOpOﬂEHI/I Ha Y [‘AK_ CKOHie (Ta6eﬂa 1) Tounuatu fio 90 n 94 105 5 143 130 708
7 neHa 18,42%0 | 14,4% 16,75%0 | 18,64%0 | 13,29% | 26,26%. | 28,53%. | 19,29%o
Ta6ena 1. BkyrmHo HoBoposenu u MptBopopenu [ Y TAK - [ mouunaru | 25 38 2 30 2 3 5 | 2w
. 8-28 5,12%0 7,7%0 5,17%o 5,33%o 3,9%o 6,43%o0 5,49%o 5,56%0
Cromje / 2011 - 2017 roguua A
Heonaranen 115 109 123 135 97 178 155 912
Touma 2011 2012 2013 2014 2015 2016 2017 | Brymo MOpTAJIUTET 2354%0 | 2211% | 21,91%. 24%0 17,2%, 32,7%0 34%o 24,85%0

BrymHo
HOBOPOJIeHU

4984 4993 5714 5731 5740 5561 4652 37381

HajronemMa e cMpTHOCTa Kaj HOBOPOJiEHUTE /10 CEeIMUOT
IeH TI0 TOpOflyBaweTo, WM BO PAaHUOT HeOHATaJleH
Tepuol, Koja COUMHYBa 3/4 off BKYIHHOT HeoHaTajeH
MmopTanuTeT. Taa usHecyBa 19,29 %. wm 708 mouynHaTu

Geramio 99 6 101 105 9 116 95 675
TIoYuHaATU

Deranen
MOpTaJIUTeT

19,86%0 | 12,62% | 17,67% | 18,30%. | 16,72% | 20,86% | 20,4%. | 18,06%

Tpenpor Ha (heTaHUOT MOpPTAUTET BO OBHE CEIYM
ronuau Ha Y TAK- Crormje, mokaxkyBa TeHjeHIMja Ha
MopacT ¥ 3rojieMyBame Ha OpojoT Ha MpPTBOPOJEHH
HoBopopeHH (I"'paduroH 1).

HOBOPOZIeHUNHa BO TEKOT Ha 0BMe celiyM rofuHu of, 2011-
2017 ronuHa. KacHara cTanka Ha HeoHaTajieH MOPTaIMTeT
of 8-28 meH mo TopofyBameTo, U3HecyBa 5,56 Yo, WK
204 nourHaTH HOBOPOJeHUMIba BO KACHUOT HeoHaTasleH

Neprof, MO MOpPOAYBaweTo. TPeH/IOT WM JIBUKEHETO
Ha CTafKaTa Ha HeoHaTIaHUOT MopTanuteT ofi 0-28 meH
o nopopyBameTo Ha Y I'AK- Ckorje, Bo 0Boj nepuog of
Mpreopoaenn na ¥ FTAK-Cronje cenym rogunu 2011- 2017 rozuHa, NOKaKyBa TeHeHIuja
2001-2017 Ha I0PacT, Koja e mpuKakaHa Bo Tabena 2 u Bo I'papuroH
” ™ 2.
s

o [21]]

I'papuron 1. Tpeny Ha eranen mopramuter Ha Y TAK-
Cromje oz 2011 - 2017 1.

I'pachuikon 2. TpeH | Ha CTallKa HAa HEOHATA/IeH MOPTa/IUTeT
0-28 men/Y T'AK- Cxkomje/2011 - 2017

,-. Cranka ga HeoHATAIEH MOPTAINTET
- _ _ YTAK 2011 - 2017 roanna

T N 1 - 1 | M X D& N
. (TR
Bo nepuogot o 2011-2017 ropuHa Ha YHUBep3UTETCKaTa '_‘ —
KIMHAKA 33 THHEKOJOrWja ¥ akyuepcTrBo- CRomje, | = oo TT &
Oile perducTpUpaHd BKYMHO 36706 sKMBOpojeHH | = S K“x\f/

HOBOPOJIeHUMba. Bo MCTHOT mepuop, o ceIyM TOAMHH,
Ha ofifiefIoT 3a MIHTeH3MBHa Hera Ha HOBOPOJeHuTe Ha Y |
T'AK-Cxormje mounHasie 912 HoBOpojieH! BO HEOHATATHUOT
nepuof of 0-28 meHa 1o MOPOAYBambeTo, INTO ja JaBa
opojkara of 24,85%, wm 24,8 mMounHATH HOBOPOJEHH
Ha Wijaja JKUBOpofleHM OeOmma. HajHucka cramka
HA CMPTHOCT Ha HOBOPOJEHUMIbA IITO IOYMHAIe BO
HeoHaTa/HMOT Tepuop (0-28 feHa), e perucrpupaHa
Bo 2015 ropuna of 17,2 %., mofeKa HajBUCOKA CTalKa
Ha CMpPTHOCT HAa HOBOPOJEHUHMIba KOM IIOUMHAje BO
HeoHaTayHUOT nepuof of (0-28 eHa), e perucTpupaHa Bo
2017 ropuna of, 34 %o, unn 34 MoYMHATH HOBOPOJEHU BO
HeoHaTajHUOT nepuof o 0-28 meHa 1Mo IOPOAYBAmETO (
Tabena 2).

200 32 I0RF 24 DNF MbE 27

[lepuHaramHaTa CMPTHOCT BO HEepPUHATATHHOT II€PHUO],
KOj T0 omndaka MOPTaJMTETOT MM CMPTHOCTA Ha CHTe
MpTBOpoZeHH (eTycu ¥ TOYMHATHUTE FKUBOPOIEHU
HOBOPOJIEHUMIbA JI0 7 OT JIeH 0 TIOPOJIyBamkeTo, BO OBOj
HIepuoyi, ofi cefiyM TONMHU W3HecyBa 37 %o, wmu 1383
HOYMHATH HOBOPOJEHH BO IePUHATAIHMOT Hepuop Ha Y
T'AK- Ckomje. HajHucKa cTanka Ha meprHaTagHa CMPTHOCT
011,26,8 %o vnu 134 HOBOpoieHUHMba, e 3abenekaHa Bo 2012
roguHa. HajBucoka cramka Ha mepuHaTajgHa CMPTHOCT
on 48,4 %o unu 225 mounHaTH HOBOPOZIEHM Of] BKYIIHATa
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Opojka Ha HoBopojeHH, e 3abenexaHa Bo 2017 roguHa
(Tabena 3).

Tabena 2. Ilepunaranen mopramurer /| YTAK - Ckomje /
2011 - 2017 roguHa

Topuna 2011 2012 2013 2014 2015 2016 2017 Bkynro

Bkymto 4984 4993 5714 5737 5740 5561 4652 37381

HOBODOJIEHH

Deranen 99 63 101 105 96 116 95 675
MOpTaUTeT

Pan HHM 90 71 94 105 75 143 130 708
0-7 pena

[lepunaranen | 189 134 195 210 171 259 225 1383

MopTajuTeT 3792% | 26,8%0 | 34,13% | 36,6%0 | 29,8% | 46,57% | 48,4% | 37 %

TpeHpmoT vy IBIKEHETO HA CTAIKaTa Ha epUHATaTHHOT
MOPTaIUTET BO OBHe cemyM rogunu of 2011- 2017 roguHa,
TIOKaJKyBa TeH/IeHIIMja Ha OPAacT, MCTO KaKo 1 (heTaTHUOT
1 HeoHaTanHUOT MopTanuteT Ha Y TAK- Ckomje (I'padukon
3).

I'padukon 3. TpeHp Ha cTamkaTa Ha IepUHATaleH
moptamuteT /Y TAK- Ckomje/2011 - 2017

Cranka na nepulaTaing cMpTiocT
YIAK 2011 - 2007 rommma

T T Ty =
7

JINCKYCHJA

CrankuTe Ha XOCIUTATHUOT (eTaleH, HeOHaTaeH U
nepuHarajeH moptaauTeT Ha Y TAK- Ckomje Bo mepuof of
cegym roguuu off 2011-2017 r., u3HecyBaat 18,06 %o, 24,85
%0 M 37 %o TIOCTIeioBaTeNiHo. Tue ce BUCOKH, MOBUCOKU
OJIKOJIKY BO 3eMjuTe of] ONKPY:KyBameTo, balkaHCKuTe
3eMju 1 Bo EBporickute 3emju. Bo cTyauu of cocecTBOTO
ce W3HecyBaaT MHOIY IOHMCKM CTanKkd Ha (eTajeH
MmopTanureT 4- 5 %., HeoHaTaeH 3-5 %o W MepuHaTaieH
5-10 %o (17-20). McTo Taka TpeHJOBUTE Ha JBIKEHE Ha
(heTaJIHNOT, HEOHATATHUOT ¥ IEPUHATA/THUOT MOPTAJIUTET
Bo EBpoma u cBeTOT, MNOKa)KyBaaT TeHeHIMja Ha
HaMaJyBame Bo mepuopoT of 2011-2017 roguHa, mogeka
Ha Y TAK- Ckomje TpeH/OT Ha (heTaTHUOT, HEOHATATHUOT
U TIepUHATaTHAOT MOPTANUTET TOKaKyBaaT TeHJeHIIuja
Ha MopacT Bo oBue cemyMm rogunu, of 2011-2017 roguna

Original scientific paper

(17-20).
3aKIy4oK

CrankaraHa peTaJIHUOT, HEOHATATHUOT ¥ [IEPUHATATHAOT
mopTanuTeT Ha Y TAK-Ckomje u Bo MakefoHuja e iocTa
BHMCOKQ, TIOBUCOKA OTKOJIKY BO 3eMjUTe BO HalleTo
OTKpYKYBame, bankaHckute 3emju U EBporckuTe 3emju.
3a HEroBO HaManyBamwe U I00MMKYBatbe JI0 3eMjUTe KO
MIMaaT HUCKA CTAlKa Ha MOPTAJIMUTET Kaj HOBOPOJIEHUTe,
TIOTPeOHO e VHampeJyBame Ha TpryKaTa 3a OpeMeHHUTe
JKeHH, 3rojieMyBame Ha KBAJIUTETOT HA aHTeHaTajHaTa
3aIlITHTA, TOJ00PYBakbe Ha YCIIOBHTE 3a JKUBOT U CTaHIap]]
Ha HacejleHMeTo, e(UMKacHa W COOJBETHa TpIKa 3a
HOBOPOJIEHUTe BO TepUHATAJIHUTE LEHTPHU, 3TPUKYBabe
Ha HOBOPOJEHWTe U 3/IPaBCTBEHO BOCIUTYBake U
NpocBeTyBae Ha HaceneHueto. [lopagu Toa TOXeTHO
e Jla ce ofipefiaT HEKOM MPeUKTOPU M COCTOjOU, KOU ce
BaKHM M MOJKe [Ia B/IAjaaT Ha CTalKaTa Ha MOPTA/IUTETOT
Kaj HOBOPOJIEHUTE W HETOBOTO HaMajyBamwe, KaKo IITO
0M MosKese Jia OM7aT: MPUMYMHU Off CTPaHa HA MajKara;
NIPUYMHY Off CTPaHa Ha HOBOPOJZIEHOTO; PEMPOYKTUBHHY;
COL[IOEKOHOMCKH ¥ CUCTEeMCKHU IIPUUMHU KO TOTeKHYBaaT
071 aHTeHaTa/HaTa ¥ epuHaTaIHa 3/[paBCTBEHA 3allTUTA.
CviTe oBMe MPUUMHY 33€[JHO WM OfIfIe/THO, ja OKayyBaaT
CTarKara Ha MOPTAJIUTET Kaj HOBOPOJIEHUTe.
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PEJTYRIMJA HA KAPTTUJATHU HACTAHN ITPU IIEPKYTAHU
MHTEPBEHITUN HA TOJITY JIE3WH CO YIIOTPEBA HA UBY3

Hukona bakpaueckul, Buonera Mojcosckal, Ppeseapra Ene3u2, Hukona Oposuanei3

1 CrieryjanHa OOMHUIIA 3a IPeBeHIIja, JIeKYBabe M pexadMInTalyja Ha KapuoBacKy/IapHu 3a00/yBamba -
Oxpup,

2 JIpkaBeH YHUBep3UTeT - TeToBO

3 VIHCTUTYT 3a enuIeMUOTIOrMja ¥ OrocTaTiCTHKa - CKomje

Medicus 2020, Vol. 25 (3): 331-336
ABCTPAKT

Bopepn: TloBeKke KIMHWUKM CTYIUM TIOKaykaa JeKa Ilepkyranute Koponapuu WHTepBenuuu (ITKM) BomeHu co
HTpaBacKynapeH YnTpassyK (MBY3) BogaT KOH MofiobpyBake Ha KpaTKOPOUHUTE U [NOJIFOPOUYHUTE UCXOAW BO OJIHOC
Ha aHruorpadcku Bogenure [TKN.

L[eHI/II Ila ce TIOKayKe 3aBMCHOCTa Ha KJIMHUYKUTE MCXOOM O]l YHOTp€6a Ha VBY3 [Ipn TpeTMaH Ha OOJII'M JIe3UHU,
CIIopeJjeHo co aHFI/IOFpa(bCKI/I-BO,HeHI/ITe VHTepPBEeHIINH,.

Matepujan u metoqu: 60 manyeHTy co aHTMorpadCKA oKaykKaHa Jlofira KopoHapHa Jiesuja (>20 mm), co aujaMeTrap
creHosa Hapy 70% 1 co KIIMHUYKA eKcIipecuja, Ke OWJIaT MofieJieHn BO JIBe I'PYIU: I'pyria co aHruorpadcKko-BojieHO
crentupame (n=30), 1 rpyna co MBY3-BomeHo creHTUpame (n=30). 1 Bo gBeTe TPyl Ke ce yroTpebyBaaT CTEHTOBU
obrnokeHu co 3otaponumyc (ZES). Kaj mauueHTUTe co aHrHorpadCKU-BOOEHO CTEHTUpame IIpoledypaieH ycIex
Ke buze neduHupaH Kako <30% AujaMeTrap CTEeHO3a CIopefieHa CO AUCTATHUOT pedepeHTeH JIYMEH U OTCYCTBO Ha
anrnorpadcki eBuaeHTHa Avcekuuja. Kaj MBY3-BomeHara rpyrma Ke ce MpUcTarniy KOH CTEHT ONTUMM3aliija criopeq
AVID kputepuymmTe. [IpuMapHu MciefyBaHM UCXOAU Ke OujiaT MajopHUTe HecakaHW CplieBM 30MIHyBama (Major
Adverse Cardiac Events - MACE): cMpT, MuoKapyieH nHbapKT U UCXeMHja-BojieHa peBacKylapr3alija Ha IiejiHaTa
ne3uja(TLR). KnuHnukoTo crieierbe Ha IaleHTUTe Ke COIPyKU: UHTEPB]Y, (br3MKaIeH IIperie, eJIeKTpoKapauorpaduja
(EKT) Ha 30 meHa, 6 Mecen 1 12 Mecel 110 MHTepBeHILIMjaTa. AHa/IM3aTa Ha [IOJATOLUTe U3BeeHa € BO CTaTUCTUUKU
nporpamu Statistica 7.1 for Windows u SPSS Statistics 23.0

Pesynraru: Crieperwe Ha IalMeHTUTe Of ABeTe I'pynu Oelle KOMIUIETUPAHO Ha efleH, LIECT U [BaHaeceT Mecelu
Kaj cute 60 nanuentu (o 30 on aBete rpynu). IlocebHO Oea creneHu MoeAyMHUYeHM U 30MPHU MajopHU HecaKaHU
Kapaujaiau HactaHu (MACE). Ha KoHTpora o efileH U LIeCT Mecely npuMmapHuTe ucinenyBanu ucxomu (MACE) He
MoKaykaa 3HaUaHW CTATUCTUUKU PA3/IMKU MTOBMETy ABeTe I'pymu. PesynraTuTte 1o 12 Mecelu off MHTePBEHIIUjaTa BO
rpyrara Ha aHrmorpadcku BozeHo creHtuparbe 3(10,00%) maiyeHTy mMasie akyTHa CTeHT Tpombo3a, 1(3,30%) maryeHT
MMaJI CMpPTeH UCXof, Kaj 2(6,70%) malimeHTy U3BeieHa e pecTeHo3a, a 2(6,70%) malueHT uMase akyTeH MUOKapaeH
nHGapKT, fojeKa Bo rpymnara Ha VIBY3-BojieHo cTeHTHpame, camo Kaj 1(3,30%) maiMeHT perucTpupaH € CMpPTeH UCXO,.
CraTUCTUUKY 3HauajHa pasirika JoOMBMe U BO Pe3y/ITaTUTe o[ 30MPHU MajopHU HeCaKaHU Kapauja/iHi HAaCTaHU Kaze
BO I'pyraTa Ha aHruorpadcky BoJIEHO CTEHTHPabe ce eBuaeHTHpaHu 8(26,70%) maLuueHT Kou nMasie 30MpHY MajopHU
HecaKaHu cpLeBu 36unHyBama (MACE), mogeka Bo rpyrara Ha VIBY3-BogeHo creHTUupame camo 1(3,30%) marpeHT co
eBUZIeHTHPaHN 30MPHY MajopHU HecakaH! cpLeBu 36unnysama (MACE).

3axiyuok: O gobueHure pesyraTu yriorpebara Ha VIBY3 Bo ortuMu3alivja Ha pe3yaTaTi [PU CTeHTUPAE Ha [OJIT1
Jle3ny [oBefie 0 HaMajyBake Ha JIOJITOPOYHUTE MAjopHU HecakaHU Kapaujanau Hactanu (MACE), criopenbero co
aHrnorpadCKU-BOJIEHOTO CTEHTUPabe. Pelpe3eHTaTUBHUOT MMPUMEPOK KOj Oellle UCieflyBaH e Masl. 3a Jla Ce U3B/ieuaT
TNeVHUTUBHU 3aK/Ty4OLIM 1O OJHOC HA TTPETIIOCTABeHUTE 11e7T1 TTOTpebeH e MoroeM perpe3eHTaThBeH MPUMEPOK.

Knyanm 36oposu: UBY3, gonru nesun, ontTuMu3aiiija
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MBY3 mnpercraByBa 3-mIuMMeH3MOHajeH MOJAJUTeT 3a
NPUKaKYBale Ha CJIMKA Koj 00e30elyBa KOMIUIETHa
eBa/lyalluja Ha SHUIOT HAa KOPOHAPHMOT KpBeH Cajl.
OBaa TexHMKa Oemie co3fajieHa 3a Ja I'M HaJIMUHe
orpaHMuyBamara Ha aHruorpadckata JIymuHOrpaduja.
IIBY3 e moceOHO KopuMCeH BO eBaiyalija Ha JIe3HH
JIOIMPAHU HA OCTUYM, OM(DYPKAL[K M TOPTYO3HU CETMEHTH,
Kajle co aHruorpacduja o0MBaMe UecTo TPEKIIONyBatbe
Ha KpBHUTE CaJIOBH, CKpaTyBakbe W HEJOCTAaTOK Ha
ONTHUMAJTHA CJIMKA, KAKO U BO CJyyaj HA aHeBPU3MaTCKU
TPOIIMPYBatba, MHTPATYMUHATHU Ie(heKTH BO MOJTHEHE,
TPOMOM, eKCIIeHTPUYHH ITaKK UTH. OBaa TeXHUKa OfIurpa
KJIy4Ha y/ora BO TOJIETO HA TEPKYTaHUTe KOPOHApPHU
MHTePBeHIIH, TPUKAKYBajKu HU TH HeJ0CTaTOIUTe Off
aluIMIMPameTo Ha CTeHTOBUTE, ITO CJIeICTBEHO Bojielle
KOH Tofio0pyBame Ha TEeXHWKHTe Ha CTEHTHpame. 3a
HCTaKHYBame e ONTUMH3AIMjaTa Ha alyIMIMpameTo Ha
CTEHTOBH 00JI0}KEHH €O JIeK Koja HH ja oBo3MoxkyBa IBY3.
HemoBonHaTa eKciaH3uja Ha CTEHTOBUTE OOJIOKEHM CO
JIeK, TpaHWYHaTa pecTeHo3a, pe3uflyaiHuTe JUCEKIUH,
HPOJNANCOT Ha IUTakuTe, (DpaKkTypaTa Ha CTEHTOT,
MHKOMIUIETHATA aro3ulldja Ha CTEHTOT W aHeBPU3MUTe
TIOBP3aHK CO CTEHTOBHUTE 00JIOKEHH CO JIeK MOKAT [Ia ce
nporieHat co MBY3. Ynorpebara Ha MBY3 3a cripaByBame
CO HecaKaHWTe MCXO[M KOW TOTEeKHYBaaT Off MPOIYCTU
TIPY aIuTUIMPAbeTO Ha OBKE CTEHTOBHU, 0COOEHO MHCTEHT
pecreHo3ara u DES Tpombo3ara, ipaMaTHUHO I HAMAJHA
MIepUITPOIie/ypaIHUTE KOMIUTAKAI[WK.

OcobeHo 3HauajHa npuMeHa MBY3 Haora Bo eBanyarmja
Y TPeTMaH Ha JIoNTH jie3uu. Bo 3aBUCHOCT off JIO/KUHATA,
JIe3UKTe MOKAT JIa ce MojieNiaT Ha Tpu rpymu (1):

Kparku, okannu nesuu: mop 10 Mm
Cpennu, Tyoynaphu ne3uu: 10-20 Mm
Jlonru, nucy3uu nesun: Hag 20 MM

Bo epara Ha mepKyTaHi KOPOHAPHU MHTEPBEHLIH, JONITUTE
(mmcby3HM) Me3umM mpeTcTaByBaaT MOroieM IPeu3BUK Of
(hoKanHUTE TOpaju MOBMCOKMOT CTeNEeH Ha HecaKaHH
UCXOU (MH-CTEHT PECTeHO3M W WH-CTEHT TPOMOO3H).
Hekonky chakropu ro 3rojemyBaaT IPOLeYPATHUOT U
THOCT-TIPOIIEIYPaTHUOT PU3MK Kaj IONTUTE JIe3UH:

[Ipu ymoTpeba Ha mONrM MeTalHM cTeHTOBH (BMS),
elIHOCTAaBHO  MOrojieMaTa KOMMUMHA Ha  MeTaJlHa
KOHCTPYKIIMja Ha CTEHTOT JIOBe/yBa [0 IOrojieM PU3UK
ol MH-CTeHT pecTeHo3a. OBOj mpobeM e HaJMMHAT CO
CTeHTOBHTe 00/103keHH co Jiek (DES) u bropecopnTuBHUTE
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BacKynapHu ckacdonu (BVS).

Kaj ponrute ne3sum MMa TorosieMa BepPOjaTHOCT O
pelliaBarbe Co MPeKIonyBauku (overlapping) creHTOBH.

lma moronemMa BepojaTHOCT TPU UHTEpPBEHIUjaTa Jia ce
TIPeBU/IY HEKOj CETMEHT Off Jie3ujaTa.

[lororeMa MOMKHOCT 3a
(maldeployment) Ha cTeHTOT.

IIorpemHo  IOCTaBYBambe

Jlonrute ne3uM VMHAMIMPAAT MOTOEM aTepPOCKIEPOTCKH
TOBAD HA OPraHM3MOT U TOBeKe HEeCaKaHW CpIIeBH
30U/IHYBakba.

Cemak, BO IIOHOBO BpeMe, CO II0jaBaTa Ha HOBUTE
reHepaii Ha DES, kako u ymorpebara Ha IBY3,
Pe3yATaToT of IePKyTaHUTe KOPOHAPHU MHTEPBEHIINM Ha
TOJTUTE JIe3UH 3HAUMTENTHO ce TTOfI00pH, 3a IIITO CBe0YaT
OpojHM CTYOMM M MeTa-aHa/IM3¥M KOM MOKaKyBaaT
3HAUMTE/THO HaMaJTyBarbe Ha MajOPHKUTE HecaKaH! CPLIEBH
soupHyBama (Major Adverse Cardiac Events: MACE).(2,3)
IBY3 Mo3Ke a ce KOPUCTH IPEUHTEPBEHTHO 3a MPOIeHKa
Ha JO/DKMHATa Ha Jie3rjaTa, Kako ¥ BO MleHTH(HUKaI1ja
Ha MPOKCUMAaJIeH U JucTaeH ped)epeHTeH CerMeHT KaKo
30Ha Ha nocraByBame (landing 3o0Ha) 3a crenToT. Cemak,
HeropaTa Haj3HauajHa yjora € BO IIOCTUHTePBEHTHaTa
yIoTpeba, Mpy ONTHMHU3ALMja Ha CTEHTHPAbETO.

Yrorpeba Ha MBY3 onTuMmu3aiyja mpu CTEHTHPABETO
OBO3MOJKYBa:

[IporieHKa Ha MOKPUEHOCT Ha Jie3ujata - IPUCYTeH
pesujyajieH IUIAK, [MCEKIMja, XeMaTOM WIM 3HavyaeH
TPOJIAIC Ha IJIaKoT;

[IporieHKa Ha eKcllaH3Kja Ha CTEHTOT — MOCTUTHYBabe Ha
ontumanHa MCA cropeq roneMuHaTa Ha KPBHHOT caj U
MCA Bo ofiHOC Ha JUCTaTHMOT IyMeH Ha KPBHUOT Caji;

HamasnyBare Ha MajopHUTe HecaKaH! CpIieBU 30U THYBaba
(MACE) - YmoTpebarta Ha MBY3 ro namanyBa 0pojoT Ha
nanyenTu co MACE: cMpTeH ucxofi, MEOKap/ieH HH(AapKT,
TLR.(4,5)

ITEJIN HA UCTPAJKYBAIBE

[IpuMapHa Iie/1 Ha MCTPAKYBABETO € Ja ce KOMIapHpa
YecToTaTa BO 10jaBa Ha 30MPHUTE MAjOpPHUTE HECAKaHH
cpueBn 30upnyBama (MACE) momefy MBY3-BogeHOTO
M aHruorpa)ckKu BOJIEHOTO CTEHTHpame Ha JIOITH
KOPOHAPHM JIe3ud CO yImoTpeba Ha  30TapolMMyC
- 00MIOKeHM CTEHTOBHM, BO TeK Ha €HOMECEUHO,
IIECTMECEYHO U eJHOTOIMIIHO CTIEMIeHhe Ha alHeHTHTE;
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MaTepujanu u MeTomU

3BemeHa e mpocnekTuBHa cTyauja Bo CrelujamHa
OoNHMIIA 3a TpeBeHIMja, TPeTMAaH W pexaOMIMTaIdja
Ha 3a KapfuoBacKyIapHu 3abonyBama “CB.Crepan” -
Oxpwup Bo Tpaeme off eHa rofauHa.Bo cTyaujaTa Ke ouat
BKIyuyeHH 60 maiueHTH co aHruorpad)CKu JIOKaykaHa
KOpPOHapHa apTepucka 0OoyecT 3a TepKyTaHa KOpOHApHa
UHTepBeHIja: CTEHTHpame Ha Jo/lra KOpOHAapHa
ne3uja. [lanmentute Ke OWJAT BKJIYUEHU JIOKOMKY
MMaaT HeoCTHjaJlHA CTeHO3a Ha KOpOHAapHaTa apTepuja,
norojieMa WiM efHakBa Ha 20 mm BO JIO/KMHA, CO
pedepeHTeH aMjamMeTap Koj Ke J03BOMM MMIUIAHTalluja
Ha CTEHTOBHM €O irjameTap >2.0 mm, Oe3 UHBOIBUPAHOCT
Ha curHU(MKaHTHA OOYHA rpaHKa (mujamerap >2.0 mm).
McKyuyBauKy KpUTEPUYMHU Ke OMIaT: aKyTeH MUOKap/ieH
uHbpapKT, KapauoreH mok, JIBED®<25%, HampenHaTa
TelllKa BaJIByJlapHA MaHa, HaIlpe[[HaTa/TelKa XPOHHYHA
OyOpeskHa Oonect, KpBaBeuku yikyc Ha [T, mocroeme
Ha ToTanHa okaysuja, TIMI <3 1o cTeHTHpameTo,
NOCTOeHe Ha KOHTPAaWHJMKAIMja 3a KOPUCTeHhe Ha
IIBOjHAa aHTHMarperamyoHa Tepamnuja (aleTUI-CaTUIIHA
KucenuHa+knomuporpen).  Ilanmenture Ke — Oupar
riofiesieH Bo 7iBe rpymu: | rpyma: anruorpadcku-BojieHo
crentupawe u Il rpyma: BY3-BogeHo crenTrpame. Off
HuB 30 malyeHTH Ke OMpaT co aHruorpadCcKu-BofieHO
creHTupame 1 30 co UBY3-BofieHO cTeHTUpambe.

WcnemyBann Oea eeKTUBHU TIAL[MEHTH CO CTaOMITHA
aHTMHA ¥ MAIMEeHTH CO aKyTeH KOPOHAapeH CHUHpOM 0e3
CT eneBanuja, Kaj Kou aHruorpadcku e foxakana KAb
(mujamMeTap cTeHo3a Ha I7IaBHaTa KOPOHApHA rpaHKa Haj
70%), Ha OMypKaLiy KoM He ro BKITyUyBaaT JIEBOTO ITTABHO
KOPOHApHO CTe0JI0, a ce O K/IMHUYKA eKCIpecHja Win
jacHO TO3UTHMBEH TeCT Ha oNTepeTyBatbe. [lanuenTure dea
TI0fIeJIeHH BO JIBe TPYIH: TPyTia O aHrHorpad)cKo-BojieHo
crentupame (n=30), u rpyna co UBY3-BojieHo cTeHTHpambe
(n=30). W kaj mBeTe rpymu mpej MHTepBeHIMjaTa Oeme
NpUMeHYBaHa KBAHTUTAaTMBHA KOPOHApPHA aHaiu3a
(QCA) 3a Mepeme Ha IO/KMHATA Ha JIe3UjaTa Ha IJlaBHaTa
rpaHKa, TPOKCMMATHUOT W [MCTAJHUOT pecdepeHTeH
JIyMeH Ha WCTaTa IpaHKa, Kako M JIyMeHOT Ha OouyHaTa
rpaHka. I Bo zBere rpymu ce ymorpeOyBaa CTEHTOBU
obnoxkenun co 3otaponumyc (ZES). Kaj marmenture co
aHruorpadCKu-BOJIEHO  CTEHTHpamwe,  IpoleypaneH
yerex Oemre feuHUpaH Kako <30% aujaMerap CTeHO3a
criopefieHa €O [UCTAJIHUOT pedepeHTeH JIyMeH WU
OTCYCTBO Ha aHTMOrpad)cKM eBHUJIEeHTHA Aucekiuja. Kaj
BY3-BofieHaTa Tpymara ce MpUCTalyBalle KOH CTeHT
ontumusaiuja cropen AVID kputepuymute. J[BojHa
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aHTHMarperaiyoHa Tepamuja Oellle MperopayaHa Kaj
CHTe MAIMeHTH BKIIYUEHH BO CTYAMjaTa BO Tpaeme off 12
mecer. [IpuMapHy KcTeyBaHA UCXOMK Oea MajopHUTe
HecakaHu Kapaujanau Hacranu (MACE): cmpt, MuokappeH
MHpApKT M MCXeMHja-BOfleHa peBacKyIapusalijja Ha
nenHaTa nesuja (TLR).

CTATUCTKA

Anani3ara Ha MOJATOLMTE M3BEfleHa € BO CTAaTHCTHYKM
nporpamu Statistica 7.1 for Windows u SPSS Statistics 23.0

PE3YJITATH

[lomaTonuTe Kou ce offHecyBaaT Ha 1-MeceuHo ciefierbe
Ha MACE Kaj crentupanuTe naiuenTtd Op 30 nauueHTH
Kaj KOU e U3BeJIeHO aHrHorpad)CKu-BOJIEHO CTeHTUPakbe,
Kaj 28(93,30%) He ce perucTpMpaHM MajopHM HecaKaHH
KapauoBackynapuu Hacranu (MACE), a 2(6,70%) umane
aKyTHa CTeHT Tpom003a, jjofieKa Bo rpymara Ha MBY3-
BOJIeHO cTeHTHpambe, Kaj 30(100,00%) He ce perucTpupaHu
MajopHM HecakaHM KappuoBacKynapHu Hactanu (MACE).
Bo mpukajkaHaTa KpocraOy/iaiyja BO pefalyjaTa rpyrma
* 1-meceuno cnemerse Ha MACE 3a Fisher’s Exact Test
p>0,05(p=0,49) / Monte Carlo Exact Sig. (2-sided) Hema
3HauajHa pa3/iKa MOMery JiBeTe TPYIU Ha CTEeHTHPaHU
nalyeHTH Bo ofHoc Ha 1-Meceuno ciefewe Ha MACE.
Pesynratute off 1-MeceuHo crefiethe HAa 30MpHUTE
MajopHMTe HecakaHW cpieBd 30upHyBama (MACE) 3a
Fisher’s Exact Test p>0,05(p=0,49) / Monte Carlo Exact
Sig. (2-sided) ce 6e3 3HauajHa pa3/iMKa MOMeTy IBETe rPYIIN
Ha CTEHTUPAHM TAIleHTH, OTHOCHO off 30 MaIueHTH Kaj
KOU e M3BeJIeHO aHrHorpa)CKU-BOJIEHO CTeHTUPAmE, Kaj
28(93,30%) He ce perucTprpaHy 30MPHK MajoOpPHU HeCaKaHH
cpueu 30uaHyBamba (MACE), a 2(6,70%) namueHTy umane
30MpHU MajopHU HecakaHu cpiieBu 30upgHyBama (MACE),
mofeka Bo rpymata Ha VBY3-BofeHO cTeHTHpame, Kaj
30(100,00%) marueHTH He ce perucTpUpaHd 30MpPHU
MajopHM HecakaHu cpueBu 30ugHyBama (MACE). Ha
HarpaBeHa IIeCT MeceyHa KOHTpona of 30 maijueHTH
Kaj KOU e U3BeJleHO aHrHorpad)CKU-BOJIeHO CTEeHTHpPakbe,
Kaj 25(83,30%) He ce perMcTpUpaHM MajopHM HecaKaHU
KapauoBackynapuu Hacranm (MACE), 2(6,70%) wumarne
aKyTHa CTEHT TpoM0o3a, 1(3,30%) maiueHT uMana CMpPTeH
ncxof, Kaj 1(3,30%) manueHT HajieHa e pecteHo3a a 1(3,30%)
TalyeHT UMa aKyTeH MUOKapfieH MH(apKT, fofieKa Bo
rpynata Ha VIBY3-BojeHo cTeHTHpame, Kaj 29(96,70%) He
Ce PeruCTpUpaHu MajopHU HecaKaHW KapuOBaCKyIapHU
Hactanu (MACE), a 1(3,30%) maijueHT UMaj1 CMpPTeH MCXOI.
Bo mpukajkaHaTa KpocTaOy/aigja BO penaijdjaTa rpyrma
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* 6-Meceutno cmegerse Ha MACE 3a Fisher’s Exact Test=
4,031 u p>0,05(p=0,357) / Monte Carlo Sig. (2-sided) / 0,344-
0,369 / HemMa 3HauajHa pas3nMKa MOMery JIBeTe IPYIM Ha
CTEeHTHPaHH MaIleHTH BO OJJHOC Ha 6-MEeCeuHo cliefierme
Ha MACE. Bo eBujieHIIjaTa Ha 30MpHH MajOPH HeCaKaHU
soupnyBama (MACE) Ha mrect MeceuHa KOHTpONa BO
rpymaTa Ha aHTMOrpad)CKU-BOIEHO CTEHTHpame, Kaj
25(83,30%) He ce perucTpupaHu 30MPHY MajOpHU HeCaKaHH
cpuesu 30uanyBama (MACE), a 5(16,70%) manueHTn nmarne
30MpHY MajoOpHU HecakaHU cpiieBu 30uaHyBama (MACE) u
BO rpynarta Ha IBY3-BoieHo cTeHTHpame, Kaj 29(96,70%)
He Cce PerMCTPUPaHy 30MPHU MajOPHU HECAKaHU CpPIIeBU
sougnyBama (MACE), a 1(3,30%) mamueHT uMan 30UpHA
MajopHH1 HecaKaHu cpiieBy 30uaHyBarma (MACE). 11 Bo oBaa
Kpocra0ynaiuja 3a Fisher’s Exact Test p>0,05(p=0,20) /
Monte Carlo Exact Sig. (2-sided) Hema 3HauajHa pasnuka
TIOMETy JIBeTe TPYIY Ha CTEHTUPAHU MAIl[MeHTH BO OJTHOC

Tabena 1. 12-meceuno cieneme Ha MACE

000000000000

Ha 30MPHHUTE MajoOpHMTe HecaKaHW CPLEBU 30MIHYBaiba
MACE. Bo noparoriuTe 3a cnefere Ha MACE o 12 meceru
o] MHTepBeHI[|jaTa BO Ipynara Ha aHruorpa)CKu-BofieHO
CTeHTHpame, Kaj 22(73,30%) He ce perucTpUpaHu MajopPHU
HecakaHu KapauoBackynapuu Hactanu (MACE), 3(10,00%)
MMajie aKyTHa CTeHT TpomOo3a, 1(3,30%) mamueHt
MMal CMpTeH ucxof, Kaj 2(6,70%) mainueHTH W3BeleHa
e pecteHo3a, a 2(6,/0%) manuMeHTH uMaje aKyTeH
MHUOKapieH MH(papKT, fofeka Bo rpymara Ha MBY3-
BOJIEHO CTeHTHpame, Kaj 29(96,70%) He ce perucTpupaHu
MajopHM HecakaHM KappguoBacKynaphu Hactanu (MACE),
a Kaj 1(3,30%) mamyeHT perucTpupaH € CMpPTeH MCXO.
Bo mpukakaHaTa KpocTaOynalyja Bo pefainyjaTa rpyma
* 12-meceuro cieneme Ha MACE 3a Fisher’s Exact Test=
7,052 1 p<0,05(p=0,045) / Monte Carlo Sig.(2-sided) / 0,040-
0,051 / mocTou 3HayuajHa pa3/MKa IOMELY JJBeTe TPyIH Ha
CTeHTHPaHM MAIMeHTH BO OIHOC Ha 12-MeceuHo crefiere
Ha MACE.

12-meceyHo
cineneme Ha MACE | Total
AKkyTHa AkyTeH
He CTeHT Cmpr Pecrenosa MHOKap[ieH
TpoMO03a uHpapKT
Asrnorpadcko-
I'pymna BOJIEHO Count 22 3 1 2 2 30
CTEHTHpAbe
% 73,3% 10,0% 3,3% 6,7% 6,7% 100,0%
NBY3-Bogeno
CTeHTHpAIE Count 29 0 1 0 0 30
% 96,7% 0,0% 3,3% 0,0% 0,0% 100,0%
Total Count 51 3 2 2 2 60
% 85,0% 5,0% 3,3% 3,3% 3,3% 100,0%

I'pacpuroH 1: 12-meceuno cnenere Ha MACE

=
|
ln [E]1
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Bo opHoc Ha 12-MeceyHO crefiere Ha 30MPHM MajopHU
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HecaKaHHU CpiieBH 30uHyBamba off 30 marueHTH Kaj Kou
e W3BeJieH0 aHrHorpa)CKU-BOLIEHO CTEHTHpPAmbe, Kaj
22(73,30%) He ce perucTpupaHu 30MPHU MajoOpPHU HeCaKaHH
cpuesH 30uaHyBama (MACE), a 8(26,70%) marjueHTI nMare
30MpPHU MajopHU HecakaHu cpiieBu 30upHyBama (MACE),
Jofieka Bo rpymaTa Ha MBY3-BojeHO cTeHTHpambe, Kaj
29(96,70%) He ce perucTpUpaHU 30MPHY MajOpPHU HeCaKaHH
cpueBu 36upHyBama (MACE), a 1(3,30%) mauueHT uman
30MpHU MajopHM HecakaHM cpieBy 30ugHyBama (MACE)
IITO pe3yATHpa CO 3HauajHa pa3/ikKa IIOMEry JIBeTe
TPYIIM Ha CTEHTHPaHM MALMeHTH BO KpocTabymariuja
BO penaiyjata rpyma * 12-MeceuHo ciefiere Ha 30MpHU
MajopHH HecakaHM cpieBu 30upHyBama (MACE) 3a
Fisher’s Exact Test p<0,05(p=0,03) / Monte Carlo Exact
Sig. (2-sided).



At

Tabena 2: 12-MeceuHo ciiefiere Ha 30MPHUTE MajoOpHUTE
HecaKaHH cpiieBr 30uaHyBamba (MACE)

12-meceuto

crefietbe Ha

30MpHUTE

MajopHUTE Total

HecaKaHH CPLeBH

30M/HYBaba

(MACE

He Ja

Anrunorpadcru

I'pyna | BopeHo Count |22 8 30

CTEHTUPAIbE
% 73,3% | 26,7% | 100,0%

UBYC BomeHo

CTeHTHDaTse Count |29 1 30
% 96,7% | 3,3% | 100,0%

Total Count |51 9 60
% 85,0% | 15,0% | 100,0%

I'pachuron 2: 12-MeceuHo criefierbe Ha 30MPHUTE MajOpPHUTE
HecaKaHH cpiieBr 30uaHyBama (MACE)

N e err———

JINCKYCHJA

Criopemoata Ha pesynaratute momery rpymata Ha WBYC
BOJieHa MHTEPBEeHIMja Kaj JIONTU Jie3ud, BO Cropesoa
CO TpymaTa Ha MalWeHTH cO aHTHorpadcku BOJEHO
CTEHTHpPIe, pe3ylITHpaile €O 3HAYUTeTHO TIOHMCKA
CTamnKa Ha 30MpHM MajoOpHM HecaKaHW CpIleBU HacTaHU
1 roguHa mo uHTepBeHLujaTa. Hammrte pesynTaté ja
noTBpaMja mpepHocta Ha WBY3-BopieHOTO cTeHTHpame
Ha JIOJITY JIe3UM CO YIOTpeda Ha 30TapoTMMyC-00JI0KeHH
CTEHTOBM BO OJIHOC HA aHrHOrpa)cKd BOJEHOTO
CTeHTHpame, TOTeHIMpPajKu ja 3aBUCHOCTA Ha paHUTe
U JIOLHKUTe KIMHUYKU UCXOM of yroTpebara Ha UBY3,
criopefieHo co KopoHapHa aHruorpacwuja. [loOmeHuor
CTATUCTUYKY 3HAUajHO IIoMaJ1 Opoj Ha MajopHU HecaKaHH
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cpieBU 30W/IHYBamba, BKIUYYBajKM T'M CTEHT TPoOMOO3a
(6), pecrenosa (7), peBacKynapu3aliyja Ha LieJiHa Jie3uja,
peBacKynapu3alidja Ha IieHA apTepHja MOeJUHEYHO,
MHUOKapfieH uH(papKT 1 cMpT (8) BorpynaTa Ha IBY3 Bojena
aHrvorpacduja Kopenupa co pesyrrarute of IVUS-XPL
crynujaTa (9), Koja JoKaka JeKa KopucrermeTo Ha FIBY3 Bo
CTEHTHPAETO Ha JIOJITH JIe3UH 3a J[Ba MaTH ja HaMajyBa
1mojaBaTa Ha HecaKaHM MajopHM KapAMjaJlHM HacTaHHU
(MACE). Bo rpynara Ha UBY3-BofieHo cTeHTHpatbe ce J00u
10/100p0 BpeMe Ha MPe;KUBYBatbe 0e3 HecakaH HaCTaHM,
BO cropefiba CO rpymaTa Ha aHTHOrPaCKM BOJIEHOTO
CTeHTHpale M ce 00e30equja KOpUCHM MH(opMaLuu
IITO JIOBEYBAT JI0 ONTHMAJHO IIMPEee Ha CTEHTOT 3a
HaJ]MUHYBame Ha IOTEeHI[Mja/HUTe HecaKaHH HaCTaHH
KoM OM I'M 0ueKyBaJie Py UMIUIaHTaluja Ha nogonr JIEC
(10).

3AK/IYYOK

Opn pesynraTute 100KMeHY BO HAIIIETO UC/IETyBakbe MOKe fla
ce 3aK/yun fieka yrorpebara Ha UBY3 Bo ontumu3ariujata
Ha Pe3y/ITaTH IIPU CTEHTHpPambe Ha 0M(YPKAIMOHU JIe3HH
e c/iefleHa Co HaMajTyBare Ha eJHO-TOfIMIIHITe MajopHH
HecakaHu Kapaujanau Hacranu (MACE) crnopenoeno
co aHruorpapcKu-BofieHoTo creHTUpame. Ho cekaxo,
TIOTPeOeH e TIoro/ieM perpe3eHTaTHBeH MPUMEPOK U Kaj
IBeTe MCTIeTyBaHU IPYITH 3a /a ce M3B/ievaT ie(DUHUTUBHU
3aKJTy4OIIH 10 Of[HOC Ha TIPETIIOCTaBeHUTe TIeJIH.
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NDIKIMI I KONTROLLIT TE DIABETIT NE CILESINE E JETES SI DHE NE
PARANDALIMIN E SHFAQJES SE KOMPLIKIMEVE NGA DIABETIS
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Fakulteti i shkencave mjekésore, Universiteti i Tetovés

Medicus 2020, Vol. 25 (3): 337-342

ABSTRAKT

Diabeti paraget njé sfidé sistemet shéndetésore né botén perendimore dhe shtetet né zhvillim, kryesisht pér shkak
até rritjes sé obesitetit, popullatés sé moshuar dhe ményrés sedentare té jetesés. Ndryshimet e stilit té jetesés
pérfshijné kujdes né dieté, pérdorim té terapisé dhe monitorim té niveleve té glikemisé né kushte shtépiake.

Qéllimi: Ky punim ka pér géllim té studioj faktorét gé ndikojné né cilésiné e jetesés sé personave diabetik dhe
komplikimeve té tij.

Materiali dhe metodat: Pér géllimin e studimit toné kemi zgjedhur pyetésor pér vlerésimin e kualitetit té jetés
tek personat diabetik.. Pyetésori éshté aplikuar né mostér prej 79 pacientéve diabetik nga qyteti i Tetovés dhe
fshatrave pér rreth.

Rezultatet: Pasi qé shkaktar kryesor i morbiditetit dhe mortalitetit té sémundjes jané komplikimet e diabetit,
Mesatarisht shumé ka ndikuar zhvillimi i komplikimeve té diabetit né kualitetin e jetés sé kétyre pacientéve.

Pérfundimi: Rezultatet e studimit toné jané né pérputhje me rezultatet e punimeve té méparshme né kété sferé.
Sikurse edhe tek studimet tjera edhe tek studimi yné diabeti melitus dhe né vecanti komplikimet e tij kané ndikim
té madh né kualitetin e jetesés sé pacientéve diabetik.

Ky ndikim nuk ka dallim statistikor né mes popullacioneve té ndryshme demografike.

Fjalét kyce: diabeti mellitus, faktorét e rrezikut, komplikime,

té sémundjes. Rreziku i komplikimeve éshté i ndérlidhur

poashtu me faktorin gjenetik. Komplikimet e ndérlidhura
HYRJE me diabetin jané shkak kryesor morbiditetit, mortalitetit
dhe kostos sé kujdesit shéndetésor. Ato mund té ndahen
né dy kategori: komplikime mikrovaskulare gé pérfshijné
neuropati, retinopati dhe nefropati si dhe komplikime
makrovaskulare si insulti cerebrovaskular, sémundjet
kardiovaskulare dhe sémundjet vaskulare periferike. Pér
shembull, retinopatia diabetike rezulton né humbjen e
té pamurit. Vemendje kané edhe efektet makrovaskulare
qé rrisin rrezikun kardiak dhe cerebrovaskular.
Shogata Amerikane e Diabetit ka pérllogaritur se
péraférsisht 75-80% té pacientéve diabetik do té vdesin
si rezultat i komplikimeve makrovaskulare té sémundjes
kryesore. Komplikimet e lartépérmendura jo vetém qé
shkaktojné paaftési fizike dhe shpenzime plotésuese,
poashtu kompromitojné kualitetin e jetés. Incidenca
e komplikimeve diabetike éshté vértetuar se luan

Diabeti paraget njé sfidé sistemet shéndetésore né botén
perendimore dhe shtetet né zhvillim, kryesisht pér
shkak até rritjes sé obesitetit, popullatés sé moshuar dhe
ményrés sedentare té jetesés. Paraget njé gjendje kronike
qé vendos kufizime serioze né aktivitetet e pérditshme
té pacientit. Duhet njé edukim i zgjeruar dhe ndryshim
sjelliesh pér té menaxhuar kété gjendje. Ndryshimet
e stilit té jetesés pérfshijné kujdes né dieté, pérdorim
té terapisé dhe monitorim té niveleve té glikemisé né
kushte shtépiake. Pothuajse gjysma e pacientéve té
diagnostikuar nuk arrijné té mbajné nivele té kénagshme
té glikemisé edhe pérkundér ekzistimit té trajtimit efektiv
té késaj sémundje. Si pasojé miliona njeréz me diabet jané
me rrezik té rritur té zhvillimit té komplikimeve serioze
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rol signifikant né kualitetin e jetés bazuar né shumé
studime. Kontrolli i glikemisé né kualitetin e jetés né
afat té shkurt kohor ende mbetet kontravers. Pasi gé
shumica e pacientéve mbeten té padiagnostifikuar pér
disa vite para se simptomet té paragiten, disa prej tyre do
té kené tani mé komplikime nga diabeti né momentin e
diagnostifikimit té diabetit.

QELLIMI

Diabeti si sémundje padyshim qé ndikon né stilin e jetesés.
Ashtu sic kalojné vitet me diabet ashtu edhe kualiteti i
jetés sé pacientéve éshté mé i ulur. Poashtu prezenca e mé
tepér komorbiditeteve véshtiréson kryerjen e obligimeve
té pérditsshme té pacientéve diabetik.

Ky punim ka pér qéllim té studioj faktorét qé ndikojné né
cilésiné e jetesés sé personave diabetik dhe komplikimeve
t6 tij.

MATERIALI DHE METODAT

Pér vlerésimin e kualitetit jetesés éshté shfaqur nevoja
pér zhvillimin e veglave psikometrike pér té vlerésuar
kualitetin e jetés. Késhtu, jané zhvilluar pyetésor té
ndryshém pér té béré matje té tilla. Sipas Snock dhe
té tjeré. “nuk kemi standard té arté pér vlerésimin e
pérgjithshém té kualitetit té jetés, por duhen té béhen
tentime pér zhvillim té testeve valide dhe té pérshtatshme
pér popullacione té vecanta”.

Pér qéllimin e studimit toné kemi zgjedhur pyetésor pér
vlerésimin e kualitetit té jetés tek personat diabetik..

Pyetjet kané gené té formuluara né formén “Gjaté muajit
té kaluar, sa shumé éshté ndikuar jeta juaj nga..?

Pyetésori éshté aplikuar né mostér prej 79 pacientéve
diabetik nga qyteti i Tetovés dhe fshatrave pér rreth.
Plotésimi i tij ka gené anonim dhe pacientét e kané
plotésuar né kushte shtépiake. Zgjedhja e pacientéve ka
gené térésisht e réndomté.

Té dhénat jané pérpunuar né programin statistikor IBM
SPSS verzioni 25.

REZULTATET

Pacientét diabetik té mostrés kané gené péraférsisht
me numra té pérafért té té dy gjinive tek mostra prej 79
pacientéve, meshkuj kané gené 32 (40,5%) ndérkaq femra
47 (59.5%).
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Gjinia e pacientit
Valid Cumulative
Frequency | Percent | Percent | Percent
Valid | Mashkull | 32 40.5 40.5 40.5
Femér 47 59.5 59.5 100.0
Total 79 100.0 100.0
Gpred # paCient
Wi p
B oas

Pacientét e anketuar varésisht vendbanimit jané ndaré né
pacient gé jetojné né vendbaim urban dhe rural. Késhtu
né vendbanim urban kané gené 36 (45.6%) ndérkaq rural
43 (54.4%).

Nga 79 té anketuarit, madje 64 (81%) kané gené té
nacionalitetit shqiptar ndérkaq 15 (19%) kané qené
magedon.

Pérdorues té alkoolit kané gené vetém 2 (2.5%), ndérkaq 77
(97.5%) nuk kané pérdorur alkool.

Vendbanimi i pérhershém i pacientit
Valid Cumulative
Frequency | Percent | Percent | Percent
Valid | Urban | 36 45.6 45.6 45.6
Rural |43 54.4 544 100.0
Total |79 100.0 100.0
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Pacientét kané gené té moshave té ndryshme edhe | Ngadetyrimiimoskonsumit té disa ushgimeve pér té kontrolluar diabetin

até prej 31 vjec deri né 84 vjec. Mesatarja prej 62.8 vjec Valid Cumulative
ndérkaq moda e moshés ishte 68 Vie(}- Frequency | Percent | Percent Percent
Valid | Aspak 2 25 25 25
Shumé pak 3 3.8 3.8 6.3
= [reser
o Pak 10 127 12.7 19.0
ey Mesatarisht 26 329 329 519
Mesatarisht | 5 380|380 899
shumé
Shumé 7 89 89 98.7
Tepér 1 13 13 100.0
Total 79 100.0 100.0
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3
o
£
Né py'et.!er} sa shumé eshEe nt_ilkugr jeta juaj nga ndjekjae I = Binn
terapisé sé pérshkruar pér diabetin. LS
Shumica e pacientéve jané ndikuar mesatarisht. . M —
rl il
Nga ndjekja e terapisé sé pérshkruar nga mjeku pér diabetin l i 43 AT
Valid Cumulative PEE T T TEmeoTRET Tem e
Frequency | Percent | Percent Percent R dengrisd | Mo te das bt 1 e dlaann
Valid | Aspak 5 6.3 6.3 6.3
Shumé pak |6 76 76 139
Pak 18 28 |28 367
Mesatarisht | 23 29.1 29.1 65.8
Mesatarisht
chame 15 19.0 19.0 848
Shumé 4 5.1 5.1 899
Tepér 8 10.1 10.1 100.0
Total 79 1000 | 100.0

339 | Medical Journal - MEDICUS

AN



000000000000

Original scientific paper

Nga fakti qé duhet té mas sheqgerin ¢do dité Daprwaion] 6l pascis v diabats
Valid Cumulative
Frequency | Percent | Percent Percent T
Valid | Aspak 10 127 127 127
Shumé pak | 13 165 165 291 . S
Pak 26 329 329 62.0 I
Mesatarisht | 16 203|203 823 i
. - i [ .-
Mesat?rlsht 10 127 127 949 P i [Eiicy .
shumé l I b
TR
Tepér 4 51 5.1 100.0 ol
Total 79 1000 | 100.0 1 S Ny
] L i
’ -.I- TR [P s I—:I._.l |:- [
Dlepreriond 0 pinioe « dlabeti
igE it oph duihies Th e sheepers g dnE
] Nga komplikimet e diabetit
Valid Cumulative
Frequency [ Percent | Percent | Percent
x Valid | Aspak 7 89 89 89
¥ Shumé pak |11 139 139 2238
B Pak 14 177 177 405
=
Mesatarisht | 17 215 21.5 62.0
| : Mesatarisht ] 7 U2 342|962
_'_J: : hiah T shumé
] | T iy ro Shumé 3 3.8 38 100.0
LA
| P [ B Total 79 100.0 100.0
Hipen - .~ e
Piga P gd ghubeed B mae 1hegerin gda 4E6
g b pep s e w dlabeet
Depresioni si pasoje e diabetit
Valid Cumulative I
Frequency | Percent | Percent | Percent
Valid | Aspak 8 10.1 10.1 10.1 e
Shumé pak | 13 16.5 16.5 26.6
Pak 18 228 2238 494 ? T
Mesatarisht | 18 28 |28 722 - i i
Mesatarisht [ | ==
shumé 15 19.0 19.0 911 4 1. L wa
P | [ =
Shumé 2 25 25 937 A5AR -
Tepér 5 6.3 6.3 100.0 & —_:—': T e T ’:':“_-
Total 79 100.0 | 100.0 e et b
REZULTATET

Ky studim ka pérfshiré pacient té té dy gjinive, té
grupmoshave té ndryshme, etnive té ndryshme si dhe té
vendmanimeve té ndryshme. Kryesisht nuk ekzistojné
dallime demografike né ndikimin e stilit té jetés nga
diabeti mellitus.

Shumica e pjesémarrésve né studim nuk jané konsumues
té alkoolit dhe pér kété shkak pérdorimi i alkoolit nuk
pati ndonjé réndési statistikore.
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Mé shumé se gjysma e té anketuarve (57%) jané deklaruar
se kané limitime né konsumimin e émbélsirave né muajin
e fundit.

Ndjekija e terapisé sé diabetit ka pasur ndikim mesatarisht
shumé tek pacientét diabetik. Vecanarisht éshté i
theksuar tek pacientét qé jané me terapi me insuliné.

Detyrimi i moskonsumit té ushgimeve mesatarisht
shumé ndikon né stilin e jetesés sé kétyre pacientéve.
Véshtirésia pér té mbajtur njé dieté té miré, ndikon né
aspektin ekonomik té kétyre pacientéve.

Fakti qé duhet matur sheqerin cdo dité ka ndikuar shumé
pak. Kjo mund té jeté nga shkaku se shumé pak pacienté
nga té anketuarit toné mund té kené mundési qé té béjné
matjen e diabetit né kushte shtépiake dhe se shumica
e tyre béjné matjen e nivelit té glikemisé vetém gjaté
kontrolleve rutine mjekésore.

Pasi qé shkaktar kryesor i morbiditetit dhe mortalitetit
té sémundjes jané komplikimet e diabetit, mesatarisht
shumé ka ndikuar zhvillimi i komplikimeve té diabetit né
kualitetin e jetés sé kétyre pacientéve.

PERFUNDIMI

Rezultatet e studimit toné jané né pérputhje me rezultatet
e punimeve té méparshme né kété sferé. Sikurse edhe tek
studimet tjera edhe tek studimi yné diabeti melitus dhe
né vecanti komplikimet e tij kané ndikim té madh né
kualitetin e jetesés sé pacientéve diabetik.

Ky ndikim nuk ka dallim statistikor né mes popullacioneve
té ndryshme demografike.

Eshté shumé me réndési pérfshirja e nivele t& ndryshme
té sistemit shéndetésor dhe edukim i vazhdueshém i
pacientéve pér mbajtje té niveleve normale té glikemisé,
me ané té dietave té ndryshme si dhe té gjithé terapiné
aktuale qé ekziston pér té parandaluar zhvillimin e
komplikimeve té sémundjes.
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ABSTRACT

INTRODUCTION: Glaucoma, one of the leading causes of irreversible blindness in the elderly population worldwide,
is a progressive optic neuropathy. Risk factors for glaucoma have been explored and published in many studies.
Elevated intraocular pressure (IOP) is, as is well known, the highest risk for glaucoma. Studies show that reducing
[OP reduces the risk of developing the disease or slows the progression of glaucoma. There is growing evidence that
other risk factors such as age, sex, race, refraction, heredity, and systemic diseases play a role in the pathogenesis
of glaucoma.

The risk factors for glaucoma can be divided into systemic and local. Systemic risk factors are blood pressure:
hypotension or hypertension, vasospasm, diabetes, chronic heart disease, hypercholesterolemia, thyroid disease,
etc. Local risk factors are parapapillary atrophy, intraocular pressure, papillary excavation, certain diseases of the
anterior or posterior segment of the eye, central corneal thickness, fluctuations in IOP, etc.

RESOURCES AND METHODS: A case-control study was performed, which included patients aged 25 to 70.The study

was conducted at the Clinic for Eye Diseases, in Skopje, in the Glaucoma Cabinet, in the period from 2015-2019.The
study included 100 patients, who were divided into two groups. About the patients in the study, a comprehensive
medical history was made, as well as a history of the condition, age, sex, family history, hereditary factor, and
whether the patient was using anti glaucoma therapy.

RESULTS: In determining the significance of the contribution to the prediction of glaucoma, it was found that the
age of the patients had the greatest influence (Wald = 5.05 / p <0.05 (p = 0.025), followed by the family history (Wald
=0.04 /p> 0,05 (p =0.84) and the weakest is the influence of the sex of the patients (Wald = 0.01 / p> 0.05 (p = 0.94)

KEY WORDS:glaucoma,gender,age,inheritance factor

According to the American Academy of Ophthalmology,
glaucoma is a group of conditions characterized by
INTRODUCTION damage to the optic nerve and loss of nerve axons,
through atrophy of ganglion cells and preservation of the

Glaucoma, one of the leading causes of irreversible neurofibrillary layer of the retina,

blindness in the elderly population worldwide, is a
progressive optic neuropathy (1). Because glaucoma ranks second on the list of ophthalmic

diseases with the highest morbidity, there are many
definitions that characterize its importance in the
scientific world and in seeking opportunities for its
treatment, and thus reducing the percentage of blindness
that glaucoma can cause ( 2).

According to the European Glaucoma Association,
glaucoma is a group of chronic progressive neuropathies
most commonly characterized by morphological changes
in the papillae of the optic nerve and retinal nerve fibers,

without the presence of other eye diseases or congenital
anomalies. The global prevalence of glaucoma worldwide is expected

to reach 80 million by 2020 (3).
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According to Burr (4), population screening for glaucoma
is not expensive, screening for risk factors is more
expensive already, but it is especially important for the
prognosis and choice of therapy. In the population with
diabetes, heart disease, and heredity, screening has great
effects on saving finances for the country up to over 40%.

The pathogenesis of glaucoma is still poorly understood.
Increased intraocular pressure may be caused by
increased ocular water production or decreased ocular
leakage. There are several major theories about the initial
mechanisms of POAG: “mechanical theory”, “vascular

theory”, “excitotoxic theory” and “genetic theory”.

The mechanical theory explains that increased IOP
compresses the structures around the PNO, and disrupts
axoplasmic nerve fiber transport. This leads to the death
of retinal ganglion cells and their axons, resulting in
thinning of the neuroretinal sheath and excavation of
PNO (5). Based on this theory, lowering IOP would be an
effective treatment to prevent further damage to the
optic nerve (6).

Experience to date has shown that pharmacological or
surgical interventions to reduce IOP slow the progression
of visual field loss.

According to the vascular theory, glaucomatous optic
neuropathy is the result of a reduced blood supply as
a result of elevated IOP or certain systemic diseases
such as increased blood pressure or vasospasm (7).
Numerous scientific studies have found a correlation
between arterial hypotension and increased IOP. Low
blood pressure and increased IOP are thought to affect
papillary vascularization and thus cause ischemia (8).

According to the excitotoxic theory, which is the most
advanced, the etiopathogenesis of glaucoma is elaborated
through elevated glutamate levels, which have been
shown to be intravitreal and intraretinal. Numerous
studies have confirmed the toxic effects of glutamate on
ganglion cells. Glutamate binds to a specific receptor,
through which ion channel calcium ions enter. If a certain
level is exceeded, the uptake of calcium ions initiates a
cascade of processes that result in cell death.

During the last decade, intensive work has been
done on the study of the process of apoptosis and its
increasingly reliable role as a mechanism for cell death
in glaucomatous eyes. A number of authors and studies
have identified various processes that speak in favor of
apoptosis and are trigger mechanisms for the induction
of programmed cell death, deficiency of trophic factors,
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ischemia, increased concentrations of glutamate, and
disturbed nitric oxide metabolism (8).

The genetic theory is based on the hypothesis that
mutations in certain gene loci may be responsible for
some pathogenic mechanisms in glaucoma. In this
context, family and racial predisposition could be due
to genetic aberrations. The genetic theory supports the
potential autoimmune pathogenesis of glaucoma (9,10,11).

The disease has, if left untreated or resistant to therapy,
usually a bad ending with the loss of ganglion cells,
gradual loss of vision and blindness.

Risk factors for glaucoma have been explored and
published in many studies. Elevated intraocular pressure
(IOP) is, as is well known, the highest risk for glaucoma
(12). Studies show that reducing IOP reduces the risk
of developing the disease or slows the progression of
glaucoma (13). There is growing evidence that other
risk factors such as age, sex, race, refraction, heredity,
and systemic diseases play a role in the pathogenesis of
glaucoma.

The risk factors for glaucoma can be divided into systemic
and local. Systemic risk factors are blood pressure:
hypotension or hypertension, vasospasm, diabetes,
chronic heart disease, hypercholesterolemia, thyroid
disease, etc. Local risk factors are parapapillary atrophy,
intraocular pressure, papillary excavation, certain
diseases of the anterior or posterior segment of the eye,
central corneal thickness, fluctuations in IOP, etc.

The aim of the study is to determine the influence
of hereditary factor and age on the occurrence and
progression of glaucoma.

MATERILAS AND METHODS

A retrospective case-control study was performed, which
included patients aged 25 to 70 years.

Thestudywasconductedatthe Clinicfor Ophthalmological
(linic in Skopje, in the Glaucoma Cabinet, in the period
from 2015-2019.

The study included 100 patients, who were divided into
two groups:

The first group of respondents (group 1/ Patients with
primary open-angle glaucoma) included: 60 patients
diagnosed with glaucoma. Entry criteria for this group
were the following:

m increased intraocular pressure (IOP) -over 24mmHg
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without therapy;
m changes of the optic nerve papilla (PNO);
m vision field defect;
m anti glaucoma therapy.

The second group of respondents (group 2 / Control
group) included: 40 patients without glaucoma. Entry
criteria for this group were the following:

m patients without glaucoma;

m normal IOP;

m normal vision field;

m orderly finding of PNO (eyeball).

About the patients in the study, a comprehensive medical
history was made, as well as a history of the condition,
age, sex, family history, hereditary factor, and whether
the patient was using anti glaucoma therapy.

The following statistical methods are used:

In the series with attributive features (systemic diseases)
percentages of structure (%) are determined. Association
& Differences - in attribute value series are tested
with PearsonChi-Square / (p) and Fisher’sExactTest /
MonteCarloSig primers. (2-sided) / (p). The predictive
values of the analyzed risk factors for glaucoma prediction
were analyzed using Univariate (Enter) and Multivariate
Binary Logistic Regression Analysis (Wald, (Exp (B), 95%
C.L, p) (Forward: Conditional).

Significance is determined by p <0.05.

The data are presented in tabular and graphical form.

RESULTS
Prediction for glaucoma
1. Patient’s age

Table 1 and Chart 1 show descriptive statistics of the age
of patients.

The age of the patients varies in the interval 55.72 +11.71
years, +95.00% CI: 53.40-58.04; the minimum age is 28
years and the maximum age is 86 years.

Table 1. Age of patients

Original scientific paper

years

90

Age of patients

80

1

60

50
O Mean = 55,72
[] Mean+SD
= (44,0079, 67.4321)

T Mean+196*SD

30 =(32,7643, 78,6757)

Age

) Valid Confidence | Confidence . . Std.
Variable N Mean | 95,00% 495,00 Minimum | Maximum Dev.
Bospacr 100 5572 | 53,40 58,04 28 86 11,71

Chart 1
2. Gender of the respondents

Out of a total of 100 patients included in the study, 68
(68.00%) are women and 32 (32.00%) are men (Table 2 and
Chart 2).

Table 2. Gender of the respondents

Category | Count gg{ﬁ&laﬁve Percent glellflclgrlft‘tive
Female 68 68 68,00 68,00
Male 32 100 32,00 100,00
Missing 0 100 0,00 100,00
g e— Crde 1

K

- |

(=]
Chart 2

3. Family history

Out of a total of 100 patients included in the study,
glaucoma was present in the family history in 25 (25.00%)
patients and glaucoma was not present in the family
history in 75 (75.00%) patients (Table 3 and Chart 3).
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Table 3. Family history

Category Count gglrﬁllilative Percent gggggrl&ltive
Inherited 75 75 75,00 75,00

Not Inherited | 25 100 25,00 100,00
Missing 0 100 0,00 100,00

Histogram: Family history
90

80

No. of obs.

Inherited

Not Inherited

Category

Chart 3

4. Glaucoma Prediction / Patient Age & Gender & Family
History

In determining the predictive values of age of patients &
gender & family history of glaucoma, the enter method
was used. The global accuracy of this model for predicting
glaucoma is 60.00%. The sensitivity is 83.30% and the
specificity is 25.00%. (Table 4.).

Table 4. Predictive Values of Patient Age & Gender &
Family History of Glaucoma / Discrimination Model

Predicted
Observed Glaucoma Percentage
No Yes Correct
Step1 | Glaucoma | no 10 30 25.0
yes 10 50 83.3
Overall Percentage 60.0
a. The cut value is .500

In determining the significance of the contribution to the
prediction of glaucoma, it was found that the age of the
patients had the greatest influence (Wald = 5.05 / p <0.05
(p = 0.025), followed by the family history (Wald = 0.04 / p>
0, 05 (p = 0.84) and the weakest is the influence of the sex
of the patients (Wald = 0.01/ p> 0.05 (p = 0.94) (Table 47.1).

Increasing the age of the patients by one year increases
the risk of glaucoma by 4.30% (Exp (B) = 1,043), the effect
of the age of patients is significant / 95% CI: 1.01-1.08 / p
<0.05.
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Patients who have a family history of hereditary glaucoma
(1) by 1,109 times (Exp (B) = 1,109) have a slightly higher
risk of glaucoma than patients who do not have a family
history of hereditary glaucoma, the effect of family
history (1) is not significant / 95% Cl: 0.41-2.99 / p> 0.05.

Male / gender (1) by 1,036 times (Exp (B) = 1,036) have a
slightly higher risk of glaucoma than female, the influence

of the gender of the patients is not significant / 95% CI:
0.41-2.60 / p > 0.05.

Table 4.1 Binary Logistic Regression Analysis Glaucoma
Prediction / Patient Age & Gender & Family History

Bl | 0% CLior EXPB
B S.E. Wald df | Sig. | Lower Upper
Step  Age o2 o [sess |1 |02 |04 1005 | 1082
la Genderft) | 035 |40 o006 |1 | os0 |10s6 |42 | 260
Family 103 507 [om |1 |83 | 1100 | .4u 2993
history(1)
Constant | 1956 | 1063 | 3383 |1 | .066 | 141

Variable(s) entered on step 1: Age, Gender, Family history.

The ROC area is 0.643 which means that in 64.30% / 95%
CI: 0.533-0.753 / p <0.05 (p = 0.016) / of all possible pairs
of which one patient is with glaucoma and the other is
with no glaucoma, this model will determine a higher
probability of glaucoma (Chart 4).

BOC Curew

Baralvity

Chart 4

DISCUSSION

Glaucoma, one of the leading causes of irreversible
blindness in the adult population worldwide, is
progressive optic neuropathy. Primary open-angle
glaucoma (POAG) is the most commonly reported type of
glaucoma in prevalence studies based on the worldwide
population. Increased intraocular pressure is a well-
known major risk factor for POAG. In addition, there is
evidence that other risk factors such as age, sex, race,
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refractive error, heredity, and systemic factors may play
arole in the pathogenesis of glaucoma.

The age of the patients is mentioned in many studies
as a risk factor for the occurrence and progression of
glaucoma (14,15).

The age of the patients in our study varies in the range
55.72 = 11.71 years. It was found that by increasing the
age by one year, the risk of glaucoma increases by 4.30%,
significantly by p = 0.025.

Supporting the above are the results of SommerA,
TielschJM, Katz], etal. where it is noted that primary
open-angle glaucoma is an adult disease and increases
with age (16).

Similar results have been obtained in several other
studies (17,18,16). In the Barbados Eye Study (62), it has
been found that with increasing age the chance of
glaucoma increases (RR.1.04: 95% CI, 1.02-1.05 per year). In
the Kandy Eye Study (64), the risk of glaucoma increases
with age (p = 0.001), and patients over the age of 70 are six
times more likely to develop glaucoma than those in the
fourth decade (p = 0.003).

A study conducted in San Francisco, California (19) found
that age was a major risk factor for glaucoma (p <0.001).

Another study was conducted at Yale University in the
United States (20) to highlight the link between age and
glaucoma. This study shows that age is a major risk
factor for glaucoma. This leading cause of blindness has
a higher prevalence in the elderly population. Tissue
changes as a result of aging are thought to lead to faster
disease development.

Usually there is no significant association of gender
with glaucoma (18). In our study, of the total number of
respondents, 32 (32.00%) are men and 68 (68.00%) are
women. From the obtained results, men have 1.04 times
slightly (p = 0.930) higher risk of glaucoma than women.

Hereditary factors play a major role in the onset and
development of glaucoma (20,21,22). In our study, from
the obtained results, it was determined that patients who
have a family history of glaucoma have a slightly (p = 0.839)
higher risk of glaucoma by 1.11 times than patients who
do not have hereditary glaucoma in the family history.

Some studies have shown that there is a strong correlation
between the hereditary factor and the occurrence of
glaucoma (20) through certain dominant or recessive
genes that are inherited. Performing these genetic
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inheritance screening tests can detect the disease early,
even before the onset of glaucomatous lesions.

Other studies (22) suggest that there are three types of
genes involved in the inheritance of the disease: primary
open-angle glaucoma, primary closed-angle glaucoma,
and pseudoexfoliative syndrome.

The results from the Barbados Eye Study (17) support our
results, where a family history of glaucoma increases the
risk of glaucoma (RR, 2.4; 95% CI, 1.30-4.6).

CONCLUSION

Based on the results of our study, the following
conclusions were made:

1. There is no significant difference (p> 0.05) between the
examined (group with glaucoma) and the control group
(group without glaucoma) in relation to:

-distribution of gender,
-family history (glaucoma).

2. There is a significant difference between the examined
and the control group in terms of the age of the patients;

3. In the Univariate Logistic Regression Analysis for
glaucoma prediction, the age of the patients was
significantly associated with glaucoma.
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ABSTRAKTI

Artriti urik, ose i njohur si “gout”, éshté njé tip i artritit qé shkakton dhimbje intensive, énjtje dhe ngurtésim té
nyjeve. Zakonisht prek nyjen e gishtit té madhé té kémbés. Diabeti éshté faktor kryesues né barrén e sémundjeve
globale. Eshté vlerésuar se 387 milioné njeréz kané pasur diabet né vitin 2014, kurse deri né vitin 2035 kjo shifér
mund té shkojé né 592 milioné raste. Nivelet e ngritura té acidit urik né gjak, parashikojné shfagjen e diabetit
té tipit 2. Qéllimi i punimit ka té béjé me pérshkrimin e lidhjes né mes artritit urik dhe diabetit, pérmes gjetjes
sé rasteve me diabet né mes pacientéve té prekur me artrit urik, si dhe krahasimit ndérmjet grupmoshave dhe
gjinisé sé rasteve gout diabetike - gout jodiabetike. Punimi éshté i tipit deskriptiv, retrospektiv. Materiali éshté
marré nga Klinika e Reumatologjisé té& QKUK-sé. Té dhénat jané nxjerré nga historité e pacientéve té shtriré né
periudhén gjashté vjecare, respektivisht nga viti 2014 deri né 2019. Gjithsej jané 108 pacienté, me moshé nga 32
deri né 75 vjec. Té dhénat jané paragitur me ané té tabelave dhe grafikoneve. Pér pérpunimin e té dhénave jané
pérdorur madhésité mesatare. Nga 108 pacienté gjithsej, 29 prej tyre ishin diabetik apo 26.85%, kurse 79 jodiabetik
apo 73.15%. Nga 44 femra té prekura me gout, 13 prej tyre kishin diabet apo 44.83%, kurse 31 ishin jodiabetike
apo 55.17%. Grupmosha mé e prekur ishte ajo nga 50-59 vijet, me 15 raste diabetike gjithsej, apo 51.72% té krejt
rasteve diabetike. Artriti urik bashkéshogérohet me sémundjen e diabetit. Té dy gjinité kané mundési aférsisht té
barabarté pér té gené gout té shogéruar me diabet, mirépo gjasa dicka mé e larté paragqitet te femrat. Grupmosha
me artrit urik mé e prekura nga diabeti éshté ajo 50-59 vjet. Grupmoshat femérore me artrit urik té prekura nga
diabeti jané ato +50 vjet, kurse ato mashkullore jané 50-70 vjet. Me rritjen e moshés, gjasa pér té gené me artrit
urik té bashkéshogéruar me diabet, rritet.

Fjalét kyce: Artriti Urik, Gout, Diabeti Melitus, Acidi Urik

HYRJA

Artriti urik, ose i njohur si “gout”, éshté njé tip i artritit
qé shkakton dhimbje intensive, énjtje dhe ngurtésim té
nyjeve. Zakonisht prek nyjen e gishtit té madh té kémbés.

inflamacioni poashtu ka rol né shfagjen e diabetit. Né
anén tjetér, njerézit me diabet té tipit 2 shpesh kané vlera
té larta té acidit urik né gjak, e cila mund té vie si pasojé
e yndyrés sé tepért. Nése ka mbipeshé, atéheré trupi

1]

Diabeti éshté faktor kryesues né barrén e sémundjeve
globale. Eshté vlerésuar se 387 milioné njeréz kané pasur
diabet né vitin 2014, kurse deri né vitin 2035 kjo shifér
mund té shkojé né 592 milioné raste. [2]

Shkenctarét nuk jané té sigurt saktésisht se pse ekziston
lidhja né mes artritit urik dhe diabetit. Gout shkakton
inflamacion né trup, andaj disa eksperté besojné se

prodhon mé shumé insuliné. Kjo e bén mé té véshtiré
pér veshkét gé té ekskretojné acidin urik nga gjaku, gjé
e cila mund té rezultojé me manifestimin e artritit urik.
Nga njé studim i cili njihet si Framingham Heart Study,
projekt kérkimor rreth sémundjeve té zemrés gé filloi nga
viti 1948, thuhet se personat me vlera té larta té acidit
urik kané gjasa mé té médha pér tu prekur me diabet té
tipit 2, krahasuar me ata qé nuk kané vlera té larta té
acidit urik. Mé detajisht, pér cdo 1 miligram pér decilitér
rritje né vlerat e acidit urik, rritet shanca pér tu prekur
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me diabet pér 20%. [3]

Nivelet e ngritura té acidit urik né gjak, parashikojné
shfagjen e diabetit té tipit 2. [4]

Gout éshté shkaktari mé i shpeshté i artriteve urike te
meshkujt mbi moshén 40 vjecare. Hiperurikemia éshté
njé nga simptomat e hiperinsulinizmit dhe sindromés
metabolike. Nivelet e urikemisé jané né pérpjestim té
drejté me shkallén e rezistencés sé insulinés. [5]

Nga njé studim i béré te meshkujt me rrezik té larté nga
sémundjet kardiovaskulare vie né pérfundim se meshkuijt
me gout jané mé té rrezikuar né shfagjen e diabetit té tipit
2, sesa ata pa gout, té pavarur nga shkaktarét tjeré. [6]

Nga njé studim i tipi case-control i béré né Britani té
Madhe (UK), vie né njé pérfundim se individét me diabet
kané rrezik mé té vogél té shfagjes sé gout, sesa ata pa
diabet, té pavarur nga faktorét tjeré. [7]

Diabeti melitus lidhet me ¢rregullime té eshtrave dhe té
nyjeve, pérfshiré neuroatropati, lévizshmeéri té limituar
té nyjeve dhe hiperestezi. [8]

Aférsisht 90% e njérézve me diabet té tipit 2 jané mbipeshé
ose obezé. Personat obezé kané katér heré mé shumé
shancé pér té marré gout, krahasuar me ata qé jané né
peshé normale. Pesha e tepért e ngadaléson aftésiné e
veshkave pér té ekskretuar acidin urik. [9]

Njé studim tjetér na sugjeron se gout i pavarur mund té
jeté i lidhur me rritjen e rrezikut té shfagjes sé diabetit
dhe até me mundési mé té madhe té shfagjes te femrat
sesa te meshkujt. [10]

Lidhja né mes artritit urik dhe gout éshté shumé
komplekse. Pacientét me gout kané prevalencé té larté
té diabetit té tipit 2. Gout poashtu éshté faktor rreziku
pér shfagjen e diabetit té tipit 2. Pérderisa, pacientét me
diabet kané rrezik mé té vogél té shfagjes sé gout. [11]

Né UK, gout prek 1né 100 njeréz dhe éshté rreth 4 heré mé
i shpeshté te meshkuit sesa te femrat. Studimet tregojné
se njerézit me gout jané mé té rrezikuar né shfagjen e
diabetit té tipit 2 sesa ata qé nuk kané gout. Njé studim
i béré né shkollén mjekésore té Harvardit tregon se gout
rrit rrezikun pér 70% né shfagjen e diabetit. [12]

Njé studim i béré né njé grup veteranésh né Shtetet e
Bashkuara (US), vie né pérfundim se aférsisht 1 nga 11
raste té diabetit i atribohet pranisé sé hiperurikemisé.
[13]

Femrat me gout jané mé té rrezikuara né shfagjen e
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diabetit sesa meshkujt e prekur me gout. [14]

QELLIMI

Qéllimi i punimit ka té béjé me pérshkrimin e lidhjes
né mes artritit urik dhe diabetit melit, pérmes gjetjes
sé rasteve me diabet né mes pacientéve té prekur me
artrit urik, si dhe krahasimit ndérmjet grupmoshave dhe
gjinisé sé rasteve gout diabetike - gout jodiabetike.

MATERIALI DHE METODAT

Punimi éshté i tipit deskriptiv, retrospektiv. Materiali
éshté marré nga Klinika e Reumatologjisé té QKUK-sé. Té
dhénat jané nxjerré nga historité e pacientéve té shtriré
né periudhén gjashté vjecare, respektivisht nga viti 2014
deri né 2019. Gjithsej jané 108 pacienté, me moshé nga
32 deri né 75 vjet. Té dhénat jané paragitur me ané té
tabelave dhe grafikoneve. Pér pérpunimin e té dhénave
jané pérdorur madhésité mesatare.

REZULTATET
Nga té dhénat e pérpunuara, mbérritém te kéto rezultate:

Fillimisht, té dokumentuar ishin 108 raste me artrit urik,
ku prej tyre 64 ishin meshkuj apo 59.26%

dhe 44 femra apo 40.74%. Mosha mesatare e té gjithé
pacientéve ishte 57.68 vjet.

Tabela 1. Pacientét gout-diabetik dhe ata gout-jodiabetik

Prania e diabtetit Numri total %

Jo 79 73.15
Po 29 26.85
Gjithsej 108 100

Nga tabela 1 shihet se nga 108 pacienté té prekur me gout,
sa ishin gjithsej, 79 prej tyre apo 73.15% nuk kishin diabet,
kurse 29 nga ta apo 26.85% kishin té pranishém diabetin.
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Grafiku 1. Pacientét gout-diabetik dhe ata gout-jodiabetik

Tabela 2. Pacintét me gout té shpérndaré sipas gjinisé, me
dhe pa diabet

Gjinia Jodiabetik | % Diabetik | % Githsej | %

F 31 39.24 |13 4483 | 44 40.74
M 48 60.76 | 16 55.17 | 64 59.26
Gjithsej | 79 7315 |29 2685 | 108 100

F - femra; M - meshkuj

Tabela 2 tregon se nga 79 jodiabetik gjithsej, 31 prej tyre
ishin femra apo 39.24% dhe pjesa tjetér, 48, ishin meshkuj
apo 60.76%. Sa i pérket pacientéve té prekur me gout,
té cilét ishin diabetik, nga 29 gjithsej, 13 prej tyre ishin
femra apo 44.83%, kurse 16 ishin meshkuj apo 55.17%.
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Grafiku 2. Pacintét me gout té shpérndaré sipas gjinisé,
me dhe pa diabet

Tabela 3. Pacienté me gout té shpérndaré sipas
grupmoshave, me dhe pa diabet

Grupmoshat | Jodiabetik | % Diabetik | % Gjithsej | %
30-39 6 759 | .. 6 5.56
40-49 19 2405 | ... 19 1759
50-59 15 1899 | 15 5172 | 30 2778
60-69 26 3291 |11 3793 | 37 34.26
70-79 13 1646 | 3 10.34 | 16 14.81
Gjithsej 79 7315 |29 26.85 | 108 100

Nga tabela 3 shihet se grupmosha mé e prekur nga diabeti
ishte ajo nga 50-59 vjet me gjithsej 15 raste apo 51.72% té
krejt rasteve diabetike. Grupmosha 30-39 vjet dhe ajo 40-
49 vjet, nuk kishin asnjé rast diabetik.
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Grafiku 3. Pacienté me gout té shpérndaré sipas
grupmoshave, me dhe pa diabet

Tabela 4. Pacientét meshkuj té prekur me gout, té
shpérndaré sipas grupmoshave, me dhe pa diabet

Meshkuj

Grupmoshat | Jodiabetik | % Diabetik | % Gjithsej | %
30-39 6 12.5 6 9.37
40-49 13 2708 | ... 13 2031
50-59 1 2292 110 625 |21 32.81
60-69 13 2708 |6 375 |19

70-79 5 1042 | ... 5 781
Gjithsej 48 75 16 25 |64 100

Nga 64 meshkuj gjithsej, 48 prej tyre ishin jodiabetik
apo 75%, kurse 16 nga ta kishin edhe diabet apo 25%.
Grupmosha mashkullore mé e prekur nga diabeti ishte
ajo nga 50-59 vjet, me gjithsej 10 raste apo 62.5% té krejt
rasteve mashkullore diabetike. Grupmosha 30-39 vjet,
40-49 vjet dhe ajo nga 70-79 vjet, nuk kishin asnjé rast
diabetik.

Tabela 5. Pacientét femra té prekur me gout, té shpérndaré
sipas grupmoshave, me dhe pa diabet

Femra

Grupmoshat | Jodiabetik | % Diabetik | % Gjithsej | %
30-39

40-49 6 1935 | .. 6 13.6
50-59 4 129 |5 3846 |9 205
60-69 13 4194 |5 3846 (18 409
70-79 8 2581 |3 2308 | 11 25
Gjithsej 31 7045 |13 2955 | 44 100

Nga 44 femra gjithsej, 31 prej tyre ishin jodiabetike apo
70.45%, kurse 13 kishin diabet apo 29.55%. Grupmosha mé
e prekur femérore ishte ajo nga 50-59 vjet dhe nga 60-69
vjet, té dyja me nga 5 raste apo 38.46% té rasteve femérore
diabetike. Grupmosha 30-39 vjet dhe ajo 40-49 vjet, nuk
kishin asnjé rast diabeti.
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DISKUTIMI

Né njé studim té béré né USA, pjesémarrés ishin 35339
pacienté té prekur me gout, 72.4% e tyre meshkuj , mosha
mesatare 62.7 vjet. Incidenca e rasteve diabetike te femrat
dhe meshkuijt ishte 10.1 dhe 9.5 raste pér 1000 té prekur
né vit. [10]

Nése béjmé krahasim me studimin toné, ku pjesémarrés
jané 108 persona té prekur me gout, 59.26% meshkuj,
mosha mesatare 577 vjet, vérehet njé dallim i
konsiderueshém né parametra. Né studimin toné, nga
108 pacientét gout pozitiv, 29 nga ta apo 26.85% kané
edhe diabet. Né pamundési té matjes sé incidencés, nuk
mund té béjmé njé krahasim mé té detajuar me punimin
mé larté, mirépo né punimin e mésipérm vérehet se
incidenca te femrat éshté mé e larté sesa te meshkuijt,
kurse né punimin toné shpérndarja sipas gjinisé e té
prekurve me diabet éshté 13 femra (44.83%) dhe pjesa
tietér meshkuj, 16 (55.17%). Vérehet njé numér mé i
madhé i rasteve mashkullore, mirépo gjé e cila nuk éshté
signifikante.

Hulumtimet e béra thoné se 26% e pacientéve té prekur
me gout, poashtu vuajné edhe nga sémundja e diabetit.
[15]

Né studimin toné, nga 108 pacienté me gout, 29 prej tyre
kané edhe diabetin apo 26.85%. Vérehet njé pérputhje
e larté me vlerat e studimin, gjé e cila e mbéshtet
vlefshmériné e studimin toné.

Nga njé studim i tipit case-control i béré né Taiwan, Kiné,
gjaté periudhés né mes viteve 1998-2010, 29765 pacienté
u dokumentuan si té sémuré me gout, pérderisa 59530
persona tjeré ishin grup kontrolli. Nga 29765 té prekur me
gout, 3940 prej tyre apo 13.24% ishin té prekur me diabet
té tipit 2, kurse sa i pérket grupit kontroll, 6334 prej tyre
apo 10.64% e kishin té zhvilluar edhe diabetin e tipit 2. [14]

Né punimin toné, i cili éshté i tipit deskriptiv, grupet
kontrolle nuk na interesojné. Sa i pérket personave
té prekur me gout, né punimin e mésipérm, gjithsej
29765, 3940 prej tyre apo 13.24% e kishin té zhvilluar
edhe diabetin. Nése béjmé krahasim me punimin toné,
ku nga 108 persona té prekur me gout, 29 prej tyre jané
diabetik apo 26.85%, vérehet njé dallim né pjesémarrje,
gjé e cila mund té vie si pasojé e mungesés sé rasteve né
vendit toné, apo edhe pjesémarrja e vogél né vite (punimi
joné ka kohézgjatje 6 vjecare, pérderisa i mésipérmi ka
periudhé 13 vjecare).

Né njé punim kohort, me 54075 raste té gout gjithsej,
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2000 prej tyre ishin incidencé e rasteve me diabet, apo
3.7%. Nga 54075 raste me gout, 45851 ishin meshkuj apo
84.8%, kurse pjesa tjetér femra, 8224 apo 15.2%. Nga
gjithé femrat e prekura me gout, 305 prej tyre apo 3.71%
ishin raste diabetike. Sa i pérket meshkujve nga gjithé té
prekurit me gout, 1695 prej tyre ishin raste diabetike apo
3.7%. [16]

Né krahasim me punimin toné, ku nga 108 raste gjithsej,
29 prej tyre jané raste diabetike, apo 26.85%, punimi i
mésipérm e ka shumé mé té ulét prevalencén e rasteve,
nése e marrim si té tillé, me 3.7%. Né punimin e mésipérm
84.8% nga pjesémarrésit ishin meshkuj, kurse né punimin
toné, 59.26% prej tyre jané té gjinisé mashkullore.
Incidenca e rasteve te femrat nga punimi i mésipérm
ishte 3.71%, kurse te meshkuit 3.7%, pothuajse e njéjté né
mes dy gjinive dhe komplet rasteve diabetike né kuadér té
rasteve me gout. Né punimin toné, prevalenca e rasteve
diabetike né mes té prekurve me gout te femrat éshté
29.55%, kurse te meshkuijt 25%. Dallimi né mes punimeve
mund té vie pér shkage té ndryshme, duke marré
parasysh edhe dallimin né tip té punimit dhe pérfshierjes
sé rasteve.

Njé punim i tipit meta-analizé, i pérbéré nga 23 studime
té ndryshme, me gjithsej 575284 pacienté té prekur me
gout, arrin né pérfundim se prevalenca e diabetit né téré
pacientét me gout éshté 16%. Me rritjen e moshés, rritet
incidenca e rasteve diabetike né kuadér té rasteve té
artritit urik. [17]

Né punimin toné, prevalenca e rasteve diabetike né
kuadér té pacientéve té prekur me gout éshté 26.85%. Sa
i pérket moshés, grupmosha mé e prekur éshté ajo 50-59
vjet me 15 raste nga 29 raste diabetike gjithsej, apo 51.72%.
Dallimi né pjesémarrje té rasteve éshté i konsiderueshém,
mirépo né té ndikojné shumé faktor dhe signifikancén e
tij nuk mund ta pércaktojmé. Mund ta mbéshtesim faktin
se me rritjen e moshés, rritet edhe mundésia e rasteve
me artrit urik pér tu prekur me diabet, megenése edhe
né punimin toné mosha mé e shtyré ka pjesémarrje té
rasteve mé té larté.

PERFUNDIMI

Pas analizés sé rezultateve dhe krahasimit me punime
tjera, kemi mbérritur né kéto pérfundime:

m Artriti urik bashkéshogérohet me sémundjen e
diabetit, ku 26.85% e rasteve tona me gout jané edhe
diabetik.
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Té dy gjinité kané mundési aférsisht té barabarta pér 11. Qiliang Liu, Greg Gamble, Karen Pickering, Sara Mor-

té gené gout té shogéruar me diabet, mirépo gjasa
dicka mé e larté paragitet te femrat.

Grupmosha me artrit urik mé e prekur nga diabeti
éshté ajo 50-59 vjet, ku né punimin toné gjysma prej
tyre jané diabetik.

Grupmoshat femérore me artrit urik té prekura nga
diabetiti jané ato +50 vjet, kurse ato mashkullore
jané 50-70 vjet.

Me rritjen e moshés, gjasa pér té gené me artrit urik
té bashkéshoqéruar me diabet, rritet.
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ABSTRACT

The incidence of prostate cancer is continually increasing due to the life span prolongation and the introduction
of new diagnostic methods. Apart from the PSA, as the most widely used tumor marker, there are others, such
as TMPRSS2-ERG fusion transcript which results of the predictive and prognostic value are still conflicting. Aim
- The aim of this research was to analyze the presence of TMPRSS2-ERG fusion transcript in prostate cancer
patients, and its predictive value for biochemical recurrence of the disease. Material and Methods - The research
was a prospective clinical study that focused on random sample of 90patients with prostate carcinoma - study
group. Real time PCR analysis for detection of the TMPRSS2-ERG fusion transcript was performed. Also data
from the histopathology results of tissues, and of the level of PSA (prostate-specific antigen) in blood were used.
Results - TMPRSS2-ERG fused transcript was detected in 33 (37,08 %) of the samples. There was no significant
differences between patients with/without detected TMPRSS2-ERG fusion related to Gleason score and PSA level.
TMPRSS2:ERG fussed transcript was significantly associated with recurrence of the disease Patients in the group
with expression of TMPRSS2:ERG had 6.050 times more likely recurrence of the disease than ones without the
expression of the TMPRSS2:ERG. Conclusion - The results from this research are in accordance with the values
and results from analyses done in several research centres and ontological institutes. The findings in small scale
studies encourage additional studies with more powerful clinical cohorts that will define the positive diagnostic
and prognostic meaning of TMPRSS2-ERG fusion transcript.

Key words: TMPRSS2-ERG fusion ; prostate cancer ; recurrence

INTRODUCTION PSA, known as the most widely used tumor marker for
the detection of prostate carcinoma, can be used for
screening before the development of clinical disease, but
its baseline values do not allow prognostic prediction of
disease behavior. [5]

It is tempting to judge the public health significance of a
disease by its incidence or mortality, but when it comes
to prostate cancer this dogma is confounded by the very
high prevalence of occult disease. [1]

Apart from using the PSA, on its own or combined with
its derivates, there are other markers which are used
in diagnostic purposes at a greater or minor success
rate. TMPRSS2-ERG fusion transcript leads to the
androgen induction of ERG proto-oncogenes expression
representing a high presence of oncogenes alteration
among prostate tumour cells.This transcript has an

The incidence of prostate cancer cancer is continually
increasing due to the life span prolongation and the
introduction of new diagnostic methods, such as the
PSA test (prostate - specific antigen test), transrectal
ultrasonography and magnetic resonance [2-9].0Only
about half of patients diagnosed will develop significant
symptoms, and <20% will die from their disease.
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significant incidence in the human prostate cancer
and can be detected in blood and tissue and also non-
invasively in urine.[10]

Conflicting results about the prognostic and predictive
value of TMPRSS2-ERG fusions have arisen, with
some reports claiming a positive association with
clinicopathologic features such as disease stage and
metastases as well as disease recurrence [11], whereas
others have found no association with these variables.
(12, 13] The aim of this research was to analyze the
presence of TMPRSS2-ERG fusion transcript in prostate
cancer patients, and its predictive vallue for biochemical
recurrence of the disease.

MATERIAL AND METHOD

The research was a prospective clinical study which was
realized in the period of two years, 2018/2019, at the
University Clinic of Urology - Skopje in cooperation with
the Institute for Pathological Anatomy - Skopje and the
Clinical Biochemistry at the Faculty of Medicine- Skopje;
Institute for Radiotherapy and Oncology and the Research
centre for genetic engineering and biotechnology “Georgi
D. Efremov” at the MASA (Macedonian Academy of
Sciences and Arts).

The research study employed random sample of 90
patients with prostate carcinoma. The inclusive criteria
involved: men with prostate cancer belong to the age
of > 40 and < 85, the socio- demographic features being
irrelevant; PSA>4ng/ml and/or positive rectal toucher
(suspect digito-rectal examination). Patients with
other types of malignant diseases, severe general and
locoregional disease, incurable condition, dementia,
rational judgment disorder, more serious cardiovascular
diseases and coagulopathy were excluded from this study.

For molecular analyses we used a prostate hiopsy tissue
or the operation material tissue. Histopathology results
of tissues - Gleason score data, as well as data for the
level of prostate specific antigen (PSA) in blood were
analyzed for correlation with the fussed transcript, and
also for biochemical recurrence (6 or 12 months after the
operation or radiotherapy).

METHOD IMPLEMENTED

The samples of the prostate tissue were taken by a biopsy
in accordance with the routine methods and procedures,
i.e. at least 10-12“core” hiopsies (+ 1 - 2 cylinders) 10 -

Original scientific paper

20 mm in length: 2 from the prostate apex, 2 from the
base and 6-8 from the middle of the peripheral zone of
the prostate (5-6 from both sides of the prostate). One
additional cylinder from the suspect area was taken
for molecular analysis. This cylinder was placed and
submerged in 1,5 ml Eppendorf tube full of liquid nitrogen
and it was snap-frozen and kept on a temperature of -80
degrees Celsius until the start of further analysis at the
laboratory in MASA (Macedonian Academy of Sciences
and Arts). If a certain sample of the bioptic material was
inadequate (insufficiently long) the biopsy procedure in
that region was routinely repeated. Immediately upon
the biopsy procedure, the prostate tissue was placed in a
10% formalin container so as to prevent tissue autolysis.
In addition, the material was processed in four different
reagents, upon which it was moulded with paraffin, cut
and finally processed in Hematoxylin and Eosin colors for
histopathology and a “Gleason” assessment. The sample
from the operative material was taken immediately
after the prostatectomy, tissue was taken from the most
suspected zone for the cancer presence and the procedure
for its preparation and analyses was the same as for the
biopsy specimen.

During the molecular analysis for TMPRSS2-ERG fusion,
approximately 10mg of each tissue sample was used
for total RNA extraction which was performed on an
automated platform (MagCore®, RBC Bioscience, Taiwan)
and a commercial kit (MagCoretriXact RNA Kit) which
included DNase treatment for DNA elimination. For
detection of the mutant and the wild-type alleles, a real
time PCR analysis was performed using KiCqStart One-
Step Probe RT-qPCR Kit (Sigma-Aldrich, Missouri, USA),
TagMan® fusion assay and a TagMan® gene expression
assay (Applied Biosystems™, Massachusetts, USA),
following manufacturer’s protocol. The fluorescent RT-
PCR reaction was performed on 7500 Fast Real-Time PCR
Systems using FAM dye for the detection of the fusion
and VIC dye for the detection of the control transcript.
The cycling conditions and threshold levels were set as
recommended by the manufacturer. The fusion resulted
in 106bp fragment containing TMPRSS2 exon 1 and ERG
exon 4, while the control gene expression assay resulted
in 79bp fragment containing exons 7-8 of the TMPRSS2
gene. This duplex assay has a declared detection limit of
0.05% for the detection of TMPRSS2-ERG exonl-exon4
isoform, however, this assay would also detect fusion
transcripts involving other TMPRSS2 exons linked to the
exons located 5’ of the exon 4 from the ERG gene.
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The implementation of this study was approved by the
Ethics Commission of the Medical Faculty at “Ss. Cyril
and Methodius” University - Skopje.

STATISTICS ANALYSIS

Data was statistically analyzed in SPSS software package,
version 22.0 for Windows (SPSS, Chicago, IL, USA). The
qualitative series were processed by determining the
coefficient of relations, proportions, and rates, and were
shown as absolute and relative numbers. Quantitative
series were present as mean, median and standard
deviation. To determine the association between
qualitative variables Pearson Chi square test was used.
Quantitative series were analyzed with measures of
central tendency (average, median), as well as with
dispersion measures (standard deviation, standard
error). Normality of distribution was tested by Shapiro-
Wilk W test. Mann-Whitney U Test was used for analysis
of differences between the two independent numerical
variables. Spearman coefficient was used to determine
the correlation between recurrence of the disease and
TMPRSS?2. A two-sided analysis with a significance level of
p<0,05 was used to determine the statistical significance.

RESULTS

TMPRSS2-ERG fused transcript was detected in 33 (37,08
%) of the patients(samples) in the study group (N=90)

000000000000

with prostate carcinoma (Table 1). There was one patient
where the analysis was invalid. The PSA level in the study
group (CaP) was 29,33+33,93ng/ml with min/max 4,3/152
ng/ml, and Median IQR=14 (9,15-38).Among patients
were TMPRSS2-ERG transcript was not detected (N=56),
average PSA level was 29,95+37,92ng/ml with min/max
4,5/ 152ng/ml and Median IQR=12,35 (8,39-28).For patients
with detected TMPRSS2-ERG fused transcript, average
PSA level was 27,43+37,92ng/ml with min/max4,33/116ng/
ml and Median IQR=12 (7,71-23). We didn’t find significant
difference between patients with prostate cancer
who were with/without detected TMPRSS2-ERG fused
transcript related to PSA level(Mann-Whitney U Test: Z=-
0,6158; p=0,5380).

Average Gleason Major, Gleason Minor and Gleason
Score for patients with/without detected TMPRSS2-ERG
fused transcript was 3,39+0,56 vs. 3,43+0,57; 3,48+0,57 vs.
3,52+0,66 and 6,88+0,78 vs.6,95+0,92 respectively. With
nonparametric correlation we analyzed the association
between TMPRSS2: ERG fusion transcript and Gleason
Major, Gleason Minor and Gleason Score and found a non-
significant linear negative weak correlation for Spearman
Rank order correlations: R(89)=-0,029; p=0,7813 vs R(89)=-
0,001; p=-0,9885 vs R(89)=-0,015; p=0,8891). For p> 0,05,
TMPRSS2: ERG fusion transcript did not correlate with
the height of Gleason Major, Gleason Minor and Gleason
Score.

Table 1.Qualitative TMPRSS2:ERG RT-PCR in prostate cancer

CaP PSA | GMal | GMin2 | Gs3 | fMPROSZENG i cyp PSA | GMal |GMin2 |Gs3 | RMPRESZENG
CaP-1 9,7 3 3 6 Negative, type CaP-46 570 |4 3 7 invalid
CaP-2 320 |4 4 8 Negative, type CaP-47 140 |3 3 6 Negative, type
CaP-3 165 |4 5 9 Negative, type CaP-48 100 |4 4 8 Negative, type
CaP-4 84 3 4 7 Negative, type CaP-49 74 3 3 6 Negative, type
CaP-5 8,3 3 3 6 Negative, type CaP-50 650 |4 3 7 Positive, type *
CaP-6 74 3 4 7 Positive, type * CaP-51 440 |3 4 7 Positive, type *
CaP-7 170 |3 4 7 Negative, type CaP-52 453 |3 4 7 Positive, type *
CaP-8 450 |4 4 8 Positive, type * CaP-53 120 |3 3 6 Negative, type
CaP -9 201 |3 3 6 Negative, type CaP-54 10,2 |4 3 7 Negative, type
CaP-10 43 3 3 6 Positive, type * CaP-55 580 |3 3 6 Negative, type
CaP-11 5,2 3 3 6 Positive, type * CaP-56 250 |3 4 7 Positive, type *
CaP-12 91 4 3 7 Positive, type * CaP-57 205 |4 3 7 Negative, type
CaP-13 8,5 3 3 6 Negative, type CaP-58 9,3 3 4 7 Positive, type *
CaP-14 140 |4 3 7 Negative, type CaP-59 370 |3 4 7 Positive, type *
CaP-15 45 3 3 6 Negative, type CaP-60 |[133 |3 3 6 Negative, type
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CaP-16 035 |4 4 8 Negative, type CaP-o6l 6,1 3 5 8 Negative, type
CaP-17 240 |3 3 6 Positive, type * CaP-62 8,2 3 3 6 Negative, type
CaP-18 94 3 3 6 Positive, type * CaP-63 145 |4 4 8 Negative, type
CaP-19 155 |5 3 8 Positive, type * CaP-64 689 |4 3 7 Negative, type
CaP-20 180 |3 3 6 Positive, type * CaP-65 250 |4 3 7 Positive, type *
CaP-21 9,7 3 4 7 Negative, type CaP-66 120 |3 4 7 Negative, type
CaP-22 180 |3 3 6 Negative, type CaP-67 21 |4 3 7 Positive, type *
CaP-23 700 |4 4 8 Negative, type CaP-68 262 |3 3 6 Positive, type *
CaP-24 223 |4 4 8 Negative, type CaP-69 106 |3 3 6 Negative, type
CaP-25 94 4 3 7 Negative, type CaP-70 105 |3 4 7 Negative, type
CaP-26 458 |4 5 9 Negative, type CaP-71 6,1 3 4 7 Positive, type *
CaP-27 127 |3 3 6 Negative, type CaP-72 103 |3 4 7 Positive, type *
CaP-28 240 |4 3 7 Negative, type CaP-73 58 3 3 6 Positive, type *
CaP-29 940 |4 4 8 Positive, type * CaP-74 17 |3 4 7 Negative, type
CaP-30 122 |3 3 6 Positive, type * CaP-75 140 |3 3 6 Positive, type *
CaP-31 6,1 3 3 6 Negative, type CaP-76 97 4 4 8 Positive, type *
CaP-32 700 |3 4 7 Positive, type * CaP-77 143 |4 3 7 Negative, type
CaP-33 116 4 5 9 Positive, type * CaP-78 200 |4 3 7 Positive, type *
CaP-34 7,0 4 3 7 Negative, type CaP-79 54 3 3 6 Negative, type
CaP-35 6,2 3 3 6 Negative, type CaP-80 380 |4 3 7 Positive, type *
CaP-36 148 |4 3 7 Negative, type CaP-81 104 |3 4 7 Positive, type *
CaP-37 150 |4 3 7 Negative, type CaP-82 110 |3 3 6 Negative, type
CaP-38 4.7 3 4 7 Negative, type CaP-83 230 |4 4 8 Positive, type *
CaP-39 71 3 4 7 Negative, type CaP-84 7.8 3 3 6 Positive, type *
CaP-40 (900 |5 4 9 Negative, type CaP-85 16 |3 3 ) Negative, type
CaP-41 76 5 3 8 Negative, type CaP-86 100 |3 4 7 Negative, type
CaP-42 8,0 3 4 7 Negative, type CaP-87 110 |3 3 6 Positive, type *
CaP-43 213 |3 3 6 Negative, type CaP-88 75 3 3 6 Negative, type
CaP-44 8,5 4 5 9 Negative, type CaP-89 900 |3 4 7 Negative, type
CaP-45 152 4 4 8 Negative, type CaP-90 430 |3 5 8 Negative, type

In this part of the research we made an analysis of the patients in CaP group in the relation of the recurrence of the
disease with an additional analysis according to expression of TMPRSS2:ERG fussed transcript.

Recurrence of the disease was seen at 17 (18,89 %) patients with prostatic cancer (CaP group). In 2 (11,76%) of them,
radiotherapy was applied. Average level of PSA in patients with prostatectomy, without radiotherapy was 0,51 +/- 0,39
ngr/ml with min/max value from 0,22/1,80 ngr/ml. All of the had PSA value above the cut-off PSA X0,2 ngr/ml. In
patients who had received radiotherapy, average value of PSA was 6,75 +/- 6,43 ngr/ml, with min/max value of 2,2 /
11,3 ngr/ml. In 7 (53,85%)patients recurrence of the disease occurred after 6 months, while in 6 (46,15%) patients, the
recurrence occurred after 12 months.

Table 2. Recurrence of the disease

- Recurrence of the disease
e
Ha p
Negative, type 33(84,62% 6 (15,38%
TMPRSS2:ERG (N=60) ERLEANE 184,62%) (1>,38%) X2=9,201; df=1; p=0,0024*
Positive, type 10 (47,62%) 11(52,38%)

For pi 0,05, TMPRSS2:ERG fussed transcript was significantly associated with recurrence of the disease (Pearson
Chi-square test: X2=9,201; df=1; p=0,002) Recurrence of the disease was seen in 11 (52,5 %) in patients with expression
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of TMPRSS2: ERG. Patients in the group with expression
of TMPRSS2: ERG had 6.050 times more likely recurrence
of the disease than ones without the expression of the
TMPRSS2:ERG.

For additional observations we applied a nonparametric
correlation analysis (Spearman Rank Order Correlation).
We saw that between TMPRSS2: ERG fussed transcript
and the recurrence of the disease (prostatic cancer), there
was a significant positive linear correlation for Spearman
Rank Order Correlation: R(60)=-0,391; p=0,0019. With
positive expression of TMPRSS2: ERG fussed transcript,
recurrence of the disease was significantly higher.

Spearman Rank Order Correlation: R(g,=-0,391; p=0,0019

TMPRSS2-ERG
“/4)

PekypeHTHOCT Ha 3aGonyBawe
Hel/pa

Graphic 1. Correlation of recurrence of the disease with
TMPRSS2: ERG in CaP group

DISCUSSION

Some researchers showed that aberrant expression of the
TMPRSS2: ERG in prostate of some animals may cause
prostatic intraepithelial neoplasm (PIN). Some authors
pointed out that this genetic aberration may induce
other genomic changes, as excessive genetic expression,
deletion of PTEN, PI3K or to affect the transmission of
the signal in androgenic receptor (AR), which makes
promotion of genesis of the cancer in the manner of
progression of the disease, migration and invasion of
cancer cells. [14-18] This studies allows functional insight
in the role of TMPRSS2: ERG in prostatic cancer.

In our research, the TMPRSS2-ERG fusion transcript was
detected in 33 (37,08%) out of 90 patients with prostate
carcinoma (with one being invalid). This finding is in
accordance with the values and results from analyses
done in several research centers. In studies and research
done at the ontological institutes in European genetics
centers the significant proportion of prostate cancer with
TMPRSS2-ERG genetic rearrangements and alterations
has been confirmed.
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Mehra et al. found that TMPRSS2-ERG mRNA expression
was present in 10 of 27 (37%) of hormone-refractory
metastatic prostate cancer patient samples[19], and in the
research of cases defined as localized prostate cancer, Liu
B et al. concluded that TMPRSS2-ERG fusion was positive
in 28.0% (14/50). [20]

TMPRSS2-ERG, can occur in approximately 50% of
prostate cancer cases. [21] This fusion event most often
arises from deletion of an interstitial fragment of
chromosome 21, resulting in the androgen responsive
promoter and 50 end of TMPRSS2 driving the expression
of the ERG oncogene. [21] Fusion frequency more than
50% has been cited also by Soller and his associates, but
this high discrepancy is due to the small numbers of cases
(n=18) and/or the use of included PCR. [22] The reasons
why frequency of genetic fusion varies between different
studies are complex. Most likely because of the raise,
methodology of sample obtaining, sensitivity of applied
technology, and number of samples included in the study,
criteria used for determination of positivity and patients
(samples) of different parts of the country. [23]

Association between TMPRSS2-EEG genetic fusion
and clinical outcome of prostatic cancer is not clearly
determinate yet. Some studies show that this genetic
fusion is not significantly related with the clinically-
pathological parameters of the tumor. [24, 25] Other
studies showed that presence of the fusion has correlation
with advanced Gleason scores and clinical stadiums of
the disease. [25]

Font-Tello and al. determine results that TMPRSS2 -
ERG is positively associated with the results of Gleason
and their serum level of PSA, in both local and total
carcinoma samples, but that correlation was weak. [25]
Expression of specific fusion of mRNA is correlated with
the appearance of more aggressive disease. This may
be used as a tool for planning the individual definitive
treatment of each patient. [26]

TMPRS2-ERG fusion transcript is significantly associated
with the recurrence of the disease. The patients from the
group with expression of TMPRSS2-ERG fused transcript
were 6,050 times more likely to have recurrence of
the disease than the patients without expression of
TMPRSS2-ERG.

In study group of 108 patients undergone radical
prostatectomy was concluded that time of recurrence
of the disease is way shorter in patients that has high
expression of TMPRSS2-ERG. [27]
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Researches for prostatic cancer are offering perspective 6. Shimizu H, Ross RK, Bernstein L, et al.Cancers of the

way of identifying patients with unfavorable prognosis,
who need radical treatment or other types of therapy that
can influence the quality of life. [27] In according with
this potentially meaning of TMPRSS2-ERG transcript,
Petterson et al. in their study are analyzing if the patients
with prostatic cancer who has the fusion, are more likely
to have carcinoma with more aggressive pathological
characteristics, and manifest progression of the disease.
28]

Many analyzes are implemented to estimate the fusion
of these genes in different subtypes and groups of
prostatic carcinomas, to discover their role in detection
and prediction of aggressive forms of the disease. [29]
According to the results of Rajput et al., TMPRSS2-ERG is
more often detected at moderate to weak differentiated
forms of tumors, (in 35 out of 86 patients - 40,7%), than in
well differentiated forms. [29]

COCLUSION

The findings in small scale studies encourage additional
studies with more powerful clinical cohorts that will
define the positive diagnostic and prognostic meaning of
TMPRSS2-ERG fusion transcript, perhaps enriched with
results of genetic transcript in blood and urine, offering
additional information for further managing of prostate
cancer.
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ABSTRACT

Our study was non interventional, observational, open, uncontrolled and prospective- retrospective study,
multicentre and one branch - during 2009-2011 at secondary and tertiary medical level. 5 medical centres and two
clinics from N. Macedonia were included. The study entered 611 pts, but finished 153 pts. 146 were bisphosphonate
naive, 7 had previous received peroral bisphosphonate therapy. In our group of patients 36 side effects were
registered in 31 patients. 35/36 appeared during first 7 days of application,15/36 did not appeared after fist
application, 28/36 were with mild intensity and 5 were with moderate intensity and 2 were SAERS.

We analyzed review database (2009 to 2011), from the perspective of recent studies. And to point out, that DXA
results, together with CMA]J guidelines and FRAX questionnaire, were not changed during last 10 years. Both of
them (CMA]J and FRAX), together or without DXA, are solid foundation to begin antiresorbtive bisphosphonate
therapy. DXA finding of osteoporosis, sex, and presence of one major or two minor risk factors was the basis of
initiating the therapy. All of our patients were female. With the major risk factors 2,1 present in 129 (84%) from
153 patients. In 123 (80,09%) we have registered more than 1 minor risk factors (1,7).

Intravenous bisphosphonate therapy, is still most useful steadily in the last decade. It is due to the simple dosing
regimens, the adherence, excellent compliance and persistence accurate for certain group of patients. This therapy
have few adverse effects.

Key words: Osteoporosis, Risk factors, adverse effects

INTRODUCTION

Landmark Consensus Development Conference described
osteoporosis as: “A systemic skeletal disease characterized
by low bone mass and micro-architectural deterioration
of bone tissue with a consequent increase in hone
fragility and susceptibility to fracture.” Osteoporosis is a
chronic condition. Therefore patients require long-term

reduction new ones. Ibandronate has shown continuous
vertebral antifracture efficacy in a lot of studies (13).
Two separate meta analysis confirmed protection of
nonvertebral fractures with Ibandronate. (14). There were
a lot of studies which shows that 3 mg i.v.ibandronate
injection /3Smonths, has showed increase of BMD after 2
years compared with the beginning 2 vears ago (15).

protection and treatment. Indeed, many patients are
treated for 5 years or more. The chosen treatment should
provide protection from low energy fracture, as well as

The prime goal of our study was to record the adverse
effects of i.v.ibandronic acid given intermittently, during
one year. Report SAE (fill full SAE questionnaire). The
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evaluation form which was fulfill on the first visit, did
not estimate any other interventions out of clinical. We
have followed them with intent to record eventually
possible appearance of adverse effect. Also to copy with
them. The end of study showed that manifested adverse
effects were very similar to the side effects that occur
in patients on oral therapy with bisphosphonates. So,
this study provides systematized collecting, following
and analysing the data, as well as documentation of
our experience with adverse effects with i.v.ibandronic
acid during one year. In 2011 we have used Canadian
guidelines where bisphosphonate therapy is recommend
for patients with osteoporosis (T-score of < -2.5SD in the
spine, femoral neck, total hip, or distal 33% radius). But
it was recommended also for the patients with low bone
mass (T score < -1,5 SD) and presence of one major or two
minor clinical risk factors for osteoporosis. The second
target of our study was to note the presence of clinical
risk factors (CRF-s).. Bisphosphonates, as any other
medication, have some adverse effects(19). They have
a relatively good safety record and are tolerated by the
majority of patients, but serious adverse events can be
recorded sometimes. During the follow up in our study,
10 patient appeared adverse effect ( mostly fly-like) (2 of
them has serious adverse effect(death), which were not
connected with the given medication. For them, we have
fulfil SEARS questionnaire and send it to authorities.

Fracture Risk Assessment Tool (FRAX®), was included
in the initial evaluation for osteoporosis. It is still actual
(American College of Endocrinology: Clinical practice
guidelines for diagnosis and treatment of menopausal
osteoporosis 2016(5) and is composed with data about:
age, sex, high (cm), weight - BMI kg/m2, long lasting
glucocorticoid use, history of parent fracture, presence
of sec.osteoporosis, excessive use of alcohol (more than
3 units /day), current cigarette smoking, and RA. We can
use it with or without BMD .

Canadian guidelines  divides CRFs in major and
minor CRFs( Clinical Risk Factors). Major CRF-s were:
age>65 years, gender (woman), vertebral compression
fracture (loss of 10 % of high as young, family history
of osteoporotic fracture(maternal loose high), chronic
corticoid therapy (more than 3 months), malabsorption-
(GI disorders), primary hyperparathyroidism, osteopenia
on RTG, hypogonadisms ( menopause), early menopause(
<45 years). In the group of minor risk we are: rheumatoid
arthritis, history of hyperthyroidism, chronic
therapy which reduces bone mass ( glucocorticoids,
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anticonvulsive, proton pump H2 blockers), low dietary
calcium intake, smoking, excessive caffeine intake,
excessive alcohol intake, BMI less than 18 kg/m2, high loss
(> 10% of their high at age 25). Older algorithms indicates
that prevention of fractures, is better targeted on the
basis of fracture probability using multiple risk factors,
rather than BMD alone (6,7). We have extended both
questionairs with : presence of diabetes mellitus, longer
immobilisation, level of education, and physical activity

Data analyzing were done with Statistic for windows.

MATERIALS AND METHODS

Our study was non interventional, observational, open,
uncontrolled and prospective- retrospective study,
multicentre, one branch. It was conducted- during
2009-2011 at secondary and tertiary medical level.
In this study, i.v. ibandronateis does not constitute a
research product, because it is used within its registered
indications. The recomended dose was in Macedonia 3
mg during 15-30 seconds, every 3 months. All patients
were woman with menopause. 8 Medical centres were
included in study (Skopje, Tetovo, Struga, Veles, Shtip,
Bitola, Ohrid,Strumica ). DXA measurements were done
at the clinic of Endocrinology diabetes and metabolic
disorders and Clinic for Orthopaedic surgery. At the
beginning of the study 611 pts.were reported. For 161 one
visit was registered, 2 visits for 106 pts , 3 visits for 82
pts. 4 visits were completed for 215 pts, but 153lists were
submitted,evaluated and statistical processed.

Exept DXA finding of osteoporosis( T scores< -2,5SD), we
have used CMAJ and FRAX questionaire for starting the
therapy together with low BMD ( T score between -1,5SD
and -2,5SD) and presence of one major or at least 2 minor
risk factors .

Data which were taken account in the group of major
risk factors were: Age > 65 years, vertebral compression
fragility fracture after age 40 ( lost of high and plane
RTG), family history of osteoporotic fracture (especially
maternal), systemic glucocorticoid therapy > 3 months,
malabsorption syndrome (Gastro Intestinal Disorders),
primary hyperparathyroidism, osteoporosis apparent
on x-ray film (osteopenia), hypogonadism (menopause),
early menopause. Data related to minor risk factors were
taken as follows: rheumatoid arthritis, past history of
hyperthyroidism, chronic use of concomitant therapy:
antacid (H2blockers), heparin, anticonvulsive therapy. All
of them has a reduction effect BMD- bone mineral density.
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Low dietary calcium intake (less than 1000mg calcium/
day - diary or supplementary), smoker, excessive alcohol
intake (more than 3 unites/day), excessive caffeine intake(
more than 5 cup coffee/day). We have consider weight as:
low BMI- less than 18 kg/m2, normal between 18-24 kg/
m?2 and overweight and obese >30 kg/m2 and high loss >
10% of high at age 25 (in centimeters).

FRAX questionnaire was very similar and good portion
of its readings are incorporated in CMAJ guidelines: age,
sex, weight, high (BMI), premenopausal fracture, parent
fracture (hip), curent smoking, glukokortikoid use, RA,
secondary osteoporosis, femoral neck BMD (with or
without it). We have extended both questionairs with
: presence of diabetes mellitus, level of education and
physical activity.

L.v.Ibandronate is administered quarterly (16,17,18). After
starting the therapy, appearance of adverse effects was
recorded and followed from the beginning of the study
and quarterly. Type and intensity of the adverse effect
were categorized as mild, medium or severe. Connection
with the therapy was: probably, there is, there is not.

The end point of the therapy was without sequels, mild,
or severe adverse effects (SAE). The notes about presence
seriousness averse effect:were marked as: vyes or no.
If adverse effects appeared we had: follow them, give
therapy (usually NSAR or other analgetics), or patient was
withdrawn from the study.

RESULTS

Patients who had DXA eneterance data within a range of
osteoporosis were 53: T-scor of L1-L4 and total hip. L1-L4
total was average 0,78913gr/cm2, with SD +0,09383 and
for 48 pts total hip BMD was average 0,769167gr/cm2,
with SD +1,0300.

Other patients came to our outpatient’s clinics just for
screening, with pain body ashes, or joint or muscle pain,
thinking that they have pain due to osteoporosis. For
the second group, after fulfil the questionnaire, DXA
measurement was done. They had low BMD (T score
-1,5SD or less).

After making a decision, we had started with medication,
taking account presence of contraindications:
hypersensitivity or hypocalcaemia.

Usually, mild adverse effect occurred within first 3
days after first therapy, with duration of maximum 7
days. They happened to 36 (23%) of patients. They had
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flu like symptoms (acute phase reaction or influence -
like symptoms), which were mild to moderate with no
withdrawal. In 36 adverse effects appeared first 7 days
of application in 31 patients (20,20%), in 15/35did not
appiered after first application. From 28/36 reported mild
adverse effects (77%), 5 (14%) were moderate adverse effects
and 2% were with SAERS. From those 36pts - 8complained
of muscle pain (myalgia) and joint pain (arthralgia), on
bone ashes complained 8 pts. Mild febricity had 6pts,
fatigue-2, spine and hips pain had 6 pts, on body ashes
and fatigue complain 4 pts, nausea and urge to vomit
happened to 1, local phlebitis 1, chest pain Ipts . SAER”s
were reported from investigators, but according to their
opinion, considered unrelated to treatment (hoth were
Chronic Heart Disease , and one of them was with lethal
end). Adverse effects were addressed by the principles of
good clinical practice.

Regarding the presence of Clinical Risk factors (CRFs)
from FRAX and CMA]J, the following parameters were
taken account for starting the therapy:

Age -is the most important clinical risk factor for
osteoporosis. <45 year were 3 (2%), 45-55 were 19(12,4%),
from 55-65 were 60 (39,2%), from 65-75 years were 56
(36,6% pts), over 75 vears old were 15 (9,8%). Patients age
range was 39-92years (SD 64+9). Over 55years were 87%
of our group of 153 pts. There is statistical significant
association between presence of clinical risk factor for
osteoporosis p<0,05 and the age group 65-75years

Sex is the second main factor for osteoporosis. All of our
patients were female.

During first examination itself, there was 9pts (5,88%)
with vertebral low energy compression deformity -
(osteoporotic fracture).

Low energy fracture as adult (after 40) reported 10 (6,5%).
Those 10 patients reported totally 28 fractures, usually
multiple.

Family history of osteoporosis reported 22 (14,2% ) of
the patients ( data about obvious high loss of their first
relatives, usually mother)

34 (22% ) has lost 10% of their height, in settlement
when they were 25 years and 7 ( 4,5 %) reported longer
immobilisation.

Systemic Glucocorticoid therapy > 3 months: We have
registered 7 (4,5%) patients who have received systemic
prednisolone(or its equivalent), more than 3 months.
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Chronic diseases: gastro enterological disorders
(gastroenteritis or dyspepsia,) were significantly more
frequent, compared to other chronic diseases they
had: 93 (61%) gave information about some kind of
gastrointestinal disturbances, haematological -2 (1%),
HOPD had 17 (11%), endocrinological: diabetes 8(5,2%) and
rheumatologically disease had 44 (29%). 48 (31%)pts. did
not gave data about chronic diseases.

Hipogonadismus( menopause)All the patients from our
group were menopausal (17,5.= 8,2 years menopausal)
and average 9,3 years without cycles . 145-(94,8%) patients
were in natural menopause, 8 had medical induced
menopause.

Osteoporosis on RTG ( RTG specialist for any level of-
osteopenia give a diagnose osteoporosis), had 65,3% (100).

The average age of menopause was 46,8 years. The
youngest patient was 32vyears, and the oldest was 55 years|
considered late menopause) + SD 5,09

Early menopause Oonly 2 (1,3%) women were under
45years. The youngest woman with early menopause was
38 year.

Taking into account presence of minor risk factors:

RA : Patients with RA were 28,4%(44), and with diabetes
mellitus were 32,9%(51). There is statistical significant
difference of P <0,05 for presence od RA or/and diabetes
mellitus, in relation of presence of other minor clinical
risk factors.

Chronic concomitant therapy : 65 (42,4%) of patients did
not report use of any kind. From the rest 88pts.77(88%)
has a therapy for reduction of gastric acidity (proton
pump blockers), on thyrosupresive therapy were 3, on
glucocorticoid therapy 13 ( due to RA or HOPD), 9 are
on some kind of immunosuppressive therapy(5) or
metatrexat (3), anticoagulant 3, 3had any kind of chronic
therapy

Low dietary calcium intake: only 8 (5,2% ) have been used
supplementary therapy at the beginning of the study
with Ca - (1000-1200 mg), and only 5(3,2%) have been used
vitamin D-400-8001U/day. And, at the end of the study,
levels of Vitamin D and Calcium in patients were nearly
the same like at the beginning of the study.

Normal BMI is between 18-24 kg/m2. 38 (25%)of our
patients had normal weigh. Low BMI (< 18 kg/m2) had
only 1% (2). The other 61 were overweight (39,6%) and
obese 52 (34,4%) were with BMI>30kg/m2.
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Smokers were 33 (21,3%) patients.

Excessive coffee intake: more than 5 cups of coffee -
reported 2pts (7,7%).

34 (21,9%) has lost 10% of their their high at 25 years.
Losing the high usually due to reducing of the high of
vertebral bodies, which is a result of bone mass reduction.

Analysis of blood test show no significant association
between the kidney functioning and receiving a therapy (
e-GFR and albumin creatinine ratio ).

DXA finding of osteoporosis, sex, and presence of one
major or two minor risk factors was the basis of initiating
the therapy. 2,1 of major risk factors were present in
129(84%) from 153 patients. In 123 (80,09%) we had
registered more than 1 minor risk factors (1,7).

53,5% from all patients included in the study, had primer
education, secondary school has finished 32,4%, and 14.1%
of the patients were with high education. So there was
a difference wetween a group with high and those with
primary and secondary school finished p=0,0000 and
p=0,0122. Most of our patients are not high aducated.
Significcant corellation was found between physically
nonactive patientsv.s. active patients p=0,0000 ( most of
the patients in our group were no active)

DISCUSSION

Osteoporosis is a growing major public health problem
with impact on quality and quantity of life that cross
medical, social, and economic lines.Very high socio-
economic impact of osteoporosis is due to increased
incidence of the disease, mortality and fracture-related
costs. Progressive bone loss has been called “the silent
epidemic” or “silent thief”. In our paper, the patients who
have been choose to put on i.v. hisphosphonates therapy
were patients with Type 1 osteoporosis, menopausal, who
cannot tolerate oral bisphosphonate, or in whom oral
bisphosphonates are contraindicated due to upper GI
disorders ( dyspepsia, gastroenteritis ) and patients whose
mental or physical status do not allow them to receive
per oral therapy. As a clinician, working in every day
practice, we know that BMD assessment only partially
provides information about bone strength. On one hand
BMD is a measure of bone mass, and on the other hand,
bone fragility is dependent also on its microarchitecture
quality which is determined by all the features
(microarchitecture, micro damages and remodeling rates
in bone) that influence a bone’s ability to resist fracture(9).
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Bone quality describes the characteristics that influence
bone strength, which is the maximum load that the bone
can sustain before fracture. (10,11) Indeed, many patients
this days are treated for 5 years and more.

The World Health Organization (WHO) and the
International Osteoporosis Foundation (IOF) advice that
fracture risk should be expressed as a short-term absolute
risk. The absolute risk of fracture is relative to age and
life expectancy which is in our group 15years, as well as
sex, smoking, alcohol intake, glucocorticoid therapy, and
DXA of the hip ( if it is available) We have taken account
that presence clinical risk factors FRAX( Fracture risk
Assessment Tool), with or without DXA of the hip and
total lumbar BMD. We had expanded FRAX questionaire
with CMAJ (4) and extend them, as the prediction of
osteoporosis and osteoporotic fractures (12 ). And start
with the therapy.

Ibandronate has shown continuous vertebral antifracture
efficacy in a lot of studies (13). Two separate meta analysis
confirmed protection of nonvertebral fractures with
Ibandronate. (14). There were a lot of studies which
shows that 3 mg i.v.ibandronate injection /3months,
has showed increase of BMD after 2 years compared
with the beginning 2 vears ago (15). I.v.Ibandronate was
administered quarterly (16,17,18).

Bisphosphonates, as any other medication, have some
adverse effects(19). They have a relatively good safety
record and are tolerated by the majority of patients, but
serious adverse events can be recorded sometimes. In our
group, reported adverse effects were very similar with
daily Ibanadronate - BONE study (20, 21, 22). Usually most
common mild and moderate adverse effects are robustly
observable in clinical trials.

The most appropriate therapy for our group of patients,
considering our opinion and patients preference, was
i.v. ibandronat acid. Especially for those one who
cannot tolerate oral bisphosphonates, in whom oral
bisphosphonates are contraindicated, who are unable
to follow oral therapy recommendation for oral drug
use, or those one who prefer this kind and frequency
of therapy taking account their mental structure or
physical condition. It has the list unwonted effect on
GI tract (MOBILE study) and has extended antifracture
efficacy on vertebral and non vertebral fractures (13,
14, 23, 24.) Also, we suggested this kind of therapy for
women, who have stopped per oral bisphosphonetes
due to the GI intolerance (22, 26). L.v .bisphosphonates
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are specially suitable for older patients who receive
multiple medications (22). (LasterA, et al. Bone mineral
res 2006;(Abstract SU326), (26).

Total 153 has finished the study. All patients who were
included, were menopausal.There were not withdrawal
from the therapy, although GI adverse events can lead to
discontinuation (27).

Adverse effects were registered in totally 36 pts. 35/36
they were noticed first 7 days after first application, and
15/36 after other applications. 5 pts had adverse effects
with moderate intensity, 28/36 were with mild intensity.
Mild adverse effect occurred within first 3 days after
first therapy, with duration of maximum 7 days. They
happened to 36 (23%) of patients. Flu like symptoms (acute
phase reaction or influence - like symptoms), or they
were mild to moderate with no withdrawal. In 35 of those
36 pts. symptoms appeared first 7 days of application:
28(77%) of them were mild, in 5(14%) they were moderate
and 2pts(5%) had SAERS. From those 28 with mild adverse
effects - 8 complained of muscle pain (myalgia) and joint
pain (arthralgia), on bone pain complained 8 pts ( lumber
and hip). With mild febricity were 6 pts, fatigue had 2,
nausea and vomiting 1, local phlebitis 1, and chest pain
1. The rest 2 cases end the study with lethal outcome
“SAER”s were reported from investigators, but according
to their opinion, considered unrelated to treatment (both
had Chronic Heart Disease with lethal end).

In this context, our attention was focused on
identification of CRFs among patients where: oral therapy
is contraindicated due to comfortable of dose regiment,
with gastrointestinal disturbance, for those receiving a
lot of medications, or for patients in whom this form of
therapy is necessary due to their current physical and
mental condition, or in patients who prefer this kind of
application. (28). We have taken account that absolute
risk of fracture is relative to age and life expectancy, as
well as the current relative risk, i.e., the probability over
a 10-year interval (29.) Low BMD alone is a poor predictor
of fracture in men and women, indicating the need for
more tools that predict fracture risk independent of,
or in addition to, BMD. Measurement of skeletal mass
with Dual Energy Absorptiometry method is the golden
standard for diagnose ( 30).

In Canadian guidelines (4) FRAX is incorporated (1,2) .
There are more than 100 guidelines those days, which
recognize FRAX as a tool for estimating fracture
probability and propose that pharmacological treatment
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should be indicated for people with “rather high”
fracture risk, but not to identify intervention thresholds
(31, 32). FRAX questionnaire. (1,2,27) calculates the 10-
year probability of major osteoporotic fracture (clinical
vertebral, hip, forearm, or humerus) and the 10-year
probability of hip fracture in men and women based on
easily obtained clinical risk factors and bone mineral
density (BMD) of the femoral neck (optional).The National
Osteoporosis Foundation updated its U.S. guidelines in
February 2008 to incorporate FRAX and recommends
that all postmenopausal women and men aged 250 years
with a hip or vertebral fracture, and T-score < -2.5SD at
the femoral neck or spine (excluding secondary causes)
or low bone mass (T-score between -1.0 and -2.5) and
a 10-year probability of hip fracture >3%, or of major
osteoporosis-related fracture >20% . They should be
considered candidates for drug therapy like it is point
out in Guidelines American College of endocrinology
clinical practice guidelines from 2016 (28).The use of
fracture risk assessment tools that include clinically
relevant risk factors are being those days increasingly
incorporated into osteoporosis screening and treatment
guidelines. From 2009-2011we have used both guidelines.
The diagnostic DXA criteria established by the WHO and
recommended by the AACE 2019 were and applies only to
the axial measurements (i.e. lumbar spine, femoral neck).

Those patients who had osteoporosis (eneterance data
within a range of osteoporosisT score >

-2,5SD for L1-L4 and total hip. L1-L4 was 0,78913gr/cm?2
with SD +0,09383 and for 53 pts total hip BMD was
0,769167gr/cm2with SD +1,0300, for 48pts.

All patients had gone under questionairres and reported
1 major or 2 minor risk factors. We took presence
of risk factors aditive and they were not considered
indenpendently of one to anoughter. 100 patiets have
done testing for BMD ( bone minerl density) - concerning
the guidelines which are still actual (29, 34,35). They had
osteopenia with T score from -1,5 SD to -2,5 SD. All the
patients in our group were woman.

Age: Over 87% of the patents were over 55 years old, and
2 % were les than dyears with early menopause. Age of
menopause, together with osteopenia confirmed with
DXA helped us with making a decision for starting the
therapy.

Gastrointestinal disturbances (dyspepsia, gastroenteritis)
were present statistical significantly. From 87 (57%) with
GI disturbances, 77(88%) has a therapy for reduction of
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gastric acidity. Antacids ( H2 blockers) are well known
factor for reduced BMD. (35).

Fragility fracture after 40 had 10pts who had reported
totally 28 low energy un vertebral fractures.Numerous
studies show that a history of fragility fractures a great
predictor of osteoporotic fractures (29, 37,38 )

Family history of osteoporosis: patients did not know
what is osteoporosis at that time, so they have reported
dowager hump or remarcable lost of the high of their
mothers.

Chronic use of glucocorticoid therapy more than 3 months
in our group were 7 (4%).The use of glucocorticoids is an
important cause of osteoporosis and fractures according
to numerous trials. (28,38). But, except glucocorticoids,
a lot of other medications like :thyroid hormones,
antipsychotics, antihypertensive, proton pump blocators,
immunosuppressives, anticonvulsive and anticoagulant
therapy - lead to reduced bone mineral density ( BMD)
- increasing the risk of osteoporosis and osteoporotic
fractures (29)

Osteopenia on RTG ( osteoporosis with or without a
difference in cranial caudal high on x-ray), had 100(65%)

Hypogonadismus ( menopause): Menopause-related bone
loss begins 3 to 5 years before the last menstrual period
and continues for 3 to 5 years after the cessation of menses.
It occurs at an average rate of 1to 2% per year. (39,40). The
woman in our group were 17,5+ 8,2 years menopausal.
145(95%) patients were in natural menopause. Menopause
was in only 6(4%) medical induced. Menopause that occurs
before a woman < 45 as early or premature menopause. If
a woman is 55 or older and still hasn’t begun menopause,
doctors considered it late-onset menopause. According
to the Center for Menstrual Disorders and Reproductive
Choice, the average age for menopause is 51. Menopause
can be natural or surgically induced and long lasting
menopause, leads to an increased risk of mortality and
fragility fractures because these women are exposed to a
hypogonadal state for a longer time (42). Menopause is one
of the most important risks for osteoporosis. Crucial role
is estrogen decrease, which leads to increased resorption.
(9, 28, 43,44). World Health Organization. Assessment
of fracture risk and its application to screening for
postmenopausal osteoporosis ( Report of a WHO Study
Group. World Health Organ Tech Rep Ser 1994; 843: 1-129
[PMID: 7941614 ]). We considered 55 years and older as in
late menopause.

RA : In our study, there was a signifucan correlation



At

between presence od chronic disease: D.M and RA.The
number of patients with RA were 44 (28,4%), and diabetes
mellitus had 51% of patients wich is similar to the data
of WHO ( 42). There was statically significant difference
for RA (28,4%) and for diabetes(32,95%), with p<0,05, and
presence of other minor risk. factor.

Smokers were 33 pts ( 21,4%). Cofein excess intake
-reported only 12 pts ( 7.7%)

BMI : Most of our patients were overweight or obese
which is not in agreement with numerous studies wich
shows that osteeoporosios is more common in thinner
woman.

Haigh loss:34 (21,9%)of the patients has lost 10% of their
their high in settlement when they were 25 years, and 7
pt.s reported longer immobilisation.

53,5% of our patients have primer education, secondary
school has finished 32,4%, and 14.1% of the patients were
with high education. So there was a difference wetween
a grup with high and those with primary and secondary
school finished p=0,0000 ip=0,0122. We have find the
data of reaserch in where women with lower education
thinks more of their health and goes to visit doctors.That
is not the case in China for exapmle. (45)

Significcant corellation was found between physically
non active patients than active patients p=0,0000 wich
correlates with data which we had find in literature. (46).

As far as suplement therapy in our study, there was
not statistical difference between calcium level at the
beginning and at the end of the study which means that
patients did not receive supplementation of calcium
which was suggested to them at the beginning of the
study. Lack of vitamin D is important risk factor for
osteoporosis. All of our patients were vitamin with vitD
insufficiency or deficiency at the beginning of the therapy,
and insufficiency at the end of the following period.
Vitamin D deficiency and bone fragility are common in
some countries such as Iran, where conservative cultural
codes encourage body coverage and so limit sun exposure
(47). In our country a lot of people, including our senior
patients, usually do not go outside during summer, and,
do not care about supplementation with vitamin D.

During the follow up period there was no change in renal
function ( following urea creatinine and electrolytes) as
confirmed by data from literature (48,49)

Original scientific paper

CONCLUSION

Osteoporosis has been defined as a systemic disease which
affects the skeleton and is characterized by low bone mass,
deterioration of microarchitecture of bone tissue and
bone fragility increase with consequent susceptibility to
fracture (29). The occurrence of osteoporotic fractures
is growing in several world areas as a consequence of
the increased longevity of the population. Indeed, the
number of hip fracture worldwide has reached 1.7 million
by 1990 (51) In 2050, hip fractures could exceed 21 million
(52,53)

The annual number of hip fractures grows significantly
with the sustained getting older of the people. In our
study, average age was 64+ 9 years and the range was
39-92years. It is estimated that this demographic trend
could induce a global increment of hip fractures from
about 2 million in 1990 to a projected 6 million in 2050
(50,51). So, taking account that earlier diagnosis and
prevention of fractures should decrease the medical,
social and economic burdens of this disease we have made
a decision of starting the therapy taking account BMD and
a number of CRFs. The interesting point was that all of
our patients gave a date related to reduction of the pain
( usually back or lumbar pain ) during the first quarter of
the therapy, which was very interesting. (53). Extended
antifracture efficacy on vertebral and nonvertebral
fractures with Lv. Ibandronate was confirmed in number
of studies (9,23,24) .

We have chosen menopausal patients who are either naive
on hisphosphonates, or those one who were on peroral
therapy with high compliance rate. (22). L.v Ibandronat is
especially suitable for older patients who receive multiple
medications (22). Gastrointestinal disorders were very
often result of age pain killers and multi medication
therapy: NSAR, other kind of pain killers, glucocorticoid
, thyroid hormones, antipsychotics, antihypertensive,
proton H2 pump blockers, anticoagulant therapy which
lead to reduced bone mineral density ( BMD) increase
the risk of osteoporosis (29) . Low BMD alone is a poor
predictor of fracture in men and women, indicating the
need for more tools that predict fracture risk independent
of, or in addition to, BMD. Measurement of skeletal mass
with Dual Energy Absorptiometry method is the main
one for making a diagnose (gold standard)

Mild adverse effect occurred within first 3 days after first
therapy, with duration of maximum 7 days. They happened
to 36 (23%) of patients. Flu like symptoms (acute phase
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reaction or influence - like symptoms), or they were mild
to moderate with no withdrawal. 31(20,2%). 35 of those
36 pts. appeared first 7 days of application: 28(77%) of
them were mild, 5(14%) were moderate and 2(5%) were
with SAERS. They appeared after first time of application
during first 3 days and lasted less than 7 days. Patients
were alarmed for possible occurrence the appearance of
these side effects. From those 28- 8 patients complained
of muscle pain (myalgia) and joint pain (arthralgia), on
bone pain complained 8 pts ( lumber and hip), mild
febricity had 6pts, fatigue -2, nausea and vomiting 1,
local phlebitis 1, chest pain 1. The rest 2 cases end the
study with lethal outcome (cardiac arrest). “SAER”s
were reported from investigators, but according to their
opinion, considered unrelated to treatment). Adverse
effects were addressed by the principles of good clinical
practice.

Concerning the safety laboratory: KS, renal safe: eGFR
and albumin/creatinine clearance, there was no change
at the beginning and at the end of the study like in other
studies (17).

Advantages of this study were: advantage is that they are
giving an overview from everyday practice. Patients we
very satisfied with the dose regiment and fell comfortable.

Disadvantages of the study were that there was diversity
in following and the lack of data. i.v form of ibandonic
acid is safe and comfortable for every day practice.
Our experience confirms that i.v. given bisphosponate
therapy is especially comfortable for patients who are
older, with a lot of concomitant chronic diseases, with
multiple medication therapy and with gastrointestinal
disturbances.

The average life expectancy in N.Macedonia is 75 years.
131 of our group were over 50 years. So they had expected
lifespan at least 25 years and it is long .The should live
without fractures and with good quality of life. Out duty,
as doctors is to enable it to them.
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ABSTRAKTI

Hyrje: Hiperhomocisteinemia ka efekt né funksionin dhe integritetin e endotelit, késhtu gé éshté njé faktor rreziku
pér aterosklerozén, sémundshmériné dhe vdekshmériné. Acidi folik luan njé rol té réndésishém né remetilimin
(cikli metionin-folat) e homocisteinés dhe késhtu éshté i afté té ulé nivelet e ngritura té saj.

Qéllimi i studimit: Qéllimi i kétij studimi éshté matja e nivetit té acidit folik dhe homocisteinés te pacientét
diabetik dhe vlersimi i efektit terapeutik té acidit folik né nivelin e homocisteinés te kéto pacienté.

Materiali dhe metoda: Né kété studim kohort-prospektiv i cili éshté realizuar né laboratorin Biokimik Diagnostik
né Spitalin Klinik té Tetovés jané pérfshiré 45 pacienté diabetik dhe 25 jo daibetik té cilét jané marré si grup
kontrollé. Pér matjen e parametrave si glukoza, HbAlc, acidi folik dhe homocisteina nga pacientét eshté marré
gjak venoz.

Rezultatet: Niveli homocisteinés té matur para trajtimit me acid folik éshté dukshém mé i larté te pacientét
diabetik, vlera mesatare 22.148+10.051 te pacientét diabetik té trajtuar me hipoglikemik oral dhe 17.135+6.50 te
pacientét diabetik té trajtuar me insulin. Pas trajtimit me acid folik niveli i acidit folik eshté ulur 21.35% né grupin
e pacientéve diabetik té trajtuar me hipoglikemik oral dhe 14.66% né grupin e pacientéve diabetik té trajtuar me
insulin.

Konkluzioni: Niveli i homocisteinés éshté mé i larté te pacientét diabetik, krahasuar me pacientét jo diabetik dhe
nivel mé i larté éshté gjetur né gupin e pacientéve diabetik té tajtuar me hipoglikemik oral. Pas trajtimit me acid
folik, niveli i homocisteinés ulet, ulje e cila éshté mé e theksuar te pacientét diabetik té trajtuar me hipoglikemik
oral.

Fjalét kyce: acidi folik, homocisteina, pacienté diabetik.

HYRJE Plazma/Serumi human pérmban formén e oksiduar dhe
té reduktuar té homocisteinés. Forma e reduktuar ose
sulfudrile e homocisteinés quhet homocistein, ndérsa
forma e oksiduar ose disulfide homocistin. Né plazmén
humane, 98-99% e homocisteinés totale hén pjesé né
formén e oksiduar dhe até 80-90% éshté e lidhur me
proteina, kryesisht me albumina dhe 5-10% e formés tjetér
té oksiduar: homocistin dhe disulfidi i pérzier, cistein-
homocistein. Vetém 1% e formés sé reduktuar ndodhet
e liré. Termi homocistein totale (tHcy) paraget shumén e
katér formave gé ndodhen né plazém/serum [3].

Homocisteina éshté aminoacid i cili u zbulua né
vitin 1932 nga Vigneaud dhe formohet si produkt i
transmetilimit té metioninés qé éshté njé aminoacid
esencial. Hiperhomocisteinemia (vlerat mé té larta se 15
mikromol pér litér) zakonisht gjendet né mé shumé se 60%
e pacientéve gé kané njé formé té sémundjes vaskulare,
ndérsa prevalenca e saj né popullatén e pérgjithéshme
vlersohet té jeté rreth 1%. Hiperhomocisteinemia ka efekt
né funksionin dhe integritetin endotelial, késhtu qé éshté
njé faktor risku pér aterosklerozén, sémundshmeériné dhe
vdekshmériné [1,2]. Duke marré parasysh studimet e homocisteinés totale
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(tHcy) te pacientét diabetik, hiperhomocisteinemia
duket se shogérohet me manifestime klinike té
makroangiopatisé [4] dhe retinopatisé proliferative [5],
derisa studijues té tjeré kané gjetur nivele té larta té
tHey vetém te pacientét me shenja klinike té nefropatisé
diabertike [6].

Acidi folik luan njé rol té réndésishém né remetilimin
(cikli  metionin-folat) e homocisteinés dhe késhtu
éshté i afté té ulé nivelet e ngritura té saj [7]. Metionina
éshté njé nénprodukt i sintetizuar pasi folati zvogélon
nivelet e homocisteinés né gjak; 5-10-MTHF (5-10-metil-
tetrahidrofolat) dhuron njé grup metil né njé enzimé,
metil-tetrahidrofolat reduktaza (MTHFR), dhe mé pas
kalon né 5-metil THF [8]. Metil-THF e konverton vitaminén
B12 né metil-B12 (metilkobalamin). Metil-B12 e konverton
homocisteinén né metionin né reaksionin e katalizuar
nga homocistein metiltransferaza [9].

Acidi folik éshté njé pércaktues i réndésishém dietik i
homocisteinés; furnizimi ditor me 0,5 deri 5,0 mg acid
folik zakonisht e ul nivelin e homocisteinés né plazém me
rreth 25 pérgind [10].

QELLIMI I STUDIMIT

Qéllimi i kétij studimi éshté matja e nivetit té acidit folik
dhe homocisteinés te pacientét diabetik dhe vlersimi i
efektit terapeutik té acidit folik né nivelin e homocisteinés
te kéta pacienté.

MATERIALI DHE METODA

Né kété studim kohort-prospektiv i cili éshté realizuar
né laboratorin Biokimik né Spitalin Klinik té Tetovés
né periudhén kohore Néntor 2019-Néntor 2020 jané
pérfshiré gjithsej 70 pacienté tek té cilét jané gjetur vlera
té rritura té MCV >99 fL, prej té ciléve 45 pacienté diabetik
(23 trajtohen me hipoglikemik oral dhe 22 insulin) dhe 25
pacienté jo daibetik té cilét jané marré si grup kontrollé.
Nga studimi jané pérjashtuar pacientét té cilét vuajné
nga insuficienca renale, sémundje malinje dhe sémundje
autoimmune. Pacientét u pérfshiné né studim pasi
plotésuan njé dokument té pélqimit.

Pér matjen e parametrave biokimik dhe hematologjik
nga pacientét éshté marré gjak venoz (pas 12 orésh
giendje urie, pas 15 minuta pushim, né pozité ulur) 3
ml me antikoagulant K3EDTA ku éshté matur HbAlc
dhe 6 ml gjak né epruveté pér pérfitimin e serumit
ku jané matur parametrat biokimik si glukoza, acidi
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folik dhe homocisteina. Niveli i glukozés né serum
éshté matur me ané té aparatit Siemens RXL me ané
té metodés spektrofotometrike, niveli i homocisteinés
né aparatin Immulite 2000 me ané té metodés
elektrohemiluminiscente (ECLIA), ndérsa acidi folik me
ané té metodés direkte hemiluminiscente (DCLIA) né
aparatin Advia Centaur.

Vlerat referente pér parametrat e realizuar jané: Glukoza
né serum 3,5-6,1 mmol/L; HbAlc 4,5-6,2%; Acidi folik >5, 38
ng/mL dhe homocisteina 5-12 ymol/L. Té gjithé pacientét
e pérfshir né studim jané pacienté té cilét jané trajtuar
me acid folik pér 8 javé. Matja e parametrave si HbAlc,
glukozés,acidit folik dhe homocisteinés éshté realizuar
para dhe pas trajtimit me acid folik.

Pérpumimi statistikor i té dhénave éshté realizuar me
ané té programit statistikor IBM SPSS, version 26. Pér
variablat u pércaktua vlera mesatare, devijimi standard,
p-vlera dhe koeficienti i Pearson-it. Vlera e p<0.05 éshté
vlersuar si statistikisht e besueshme.

REZULTATET

Né kété studim morén pjesé 70 pacienté. Shpérndarja e
pacientéve né studim éshté paragitur né figurén 1.

Fig. 1 Shpérndarja e pacientéve té pérfshiré né studim

Mosha mesatare e pacientéve né grupin kontroll
(pacienté jo diabetik) éshté 56.280+9.172, né grupin e
pacientéve té trajtuar me hipoglikemik oral 61.478+12.471
dhe 57090+9.012 né grupin e pacientéve té trajtuar me
insulin. Né studim morén pjesé 34 meshkuj dhe 36 femra
(tabela nr 1).



Tabela nr.1 Karakteristikat e pacientéve té pérfshir né

At
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statistikore.

Nga tebela nr.3 vérehet se egziston dallim sinjifikant
statistikor pér té gjithé parametrat e analizuar, né mes
pacientéve diabetik té trajtuar me insulin dhe grupit
kontroll.

Tabelanr. 4 Korrelacionii homocisteinés dhe parametrave
té tjeré

studim
Grupi kontroll Pacientét diabetik | Pacientét diabetik té

té trajtuar trajtuar me insulin
hipoglikemik oral

Mosha 56.280+9.172 61.478+12.471 57.090+9.012

M:F 13:12 11:12 10:12

Glukoza 5.816+0.768 11.595+4.827 11.290+4.704

HbAlc 5.40+0.367 8.609+1.732 7731£1.471

Acidi folik 9.781:2.831 7067+3.495 7584+1.948

Homocisteina 14.083+3.508 22.148+10.051 17.1356.50

Vlera mesatare + devijimi standard

Nga tabela nr.1 mund té shihet se vlera e HbAlc éshté né
pérgindje mé té larté tek pacientét diabetik té trajtuar me
hipoglikemik oral, vlera mesatare 8.609+1.732. Gjithashtu
niveli i homocisteinés té matur para trajtimit me acid
folik éshté dukshém mé i larté te pacientét diabetik, vlera
mesatare 22.148+10.051 te pacientét diabetik té trajtuar
me hipoglikemik oral dhe 17135+6.50 te pacientét
diabetik té trajtuar me insulin.

Tabela nr.2 Krahasimi i koncentrimit té parametrave té
analizuar né mes grupit kontroll dhe pacientéve diabetik
te trajtuar me hipoglikemik oral

Grupi kontroll | n | Pacienté diabetik té n p
trajtuar me hipoglikemik
oral
Glukoza 5.816:0.768 | 25 1159524827 23 | <0.0001
HbAlc 5.40£0367 | 25 86091732 23 | <0.0001
Acidi folik 9781:2831 | 25 7067+3.495 23 | 0.0048
Homocisteina 25 22.14810.051 23 | 0.0005
14.083+3.508
Vlera mesatare * devijimi standard; p-sinjifikanca
statistikore

Nga pérpunimi statistikor i parametrave té analizuar te
pacientét diabetik té trajtuar me hipoglikemik oral dhe
grupit kontroll té cilét jané paragitur né tabelén nr.2
mund té shihet se egziston dallim sinjifikant statistikor
pér té gjithé parametrat e analizuar.

Tabela nr.3 Krahasimi i koncentrimit té parametrave té
analizuar né mes grupit kontroll dhe pacientéve diabetik
te trajtuar me insulin

Grupi kontroll | n | Pacienté diabetik té n p
trajtuar me insulin
Glukoza 5.816+0.768 | 25 11.2904.704 22 | <0.0001
HbAlc 5400367 | 25 77311471 22 | <0.0001
Acidi folik 9781£2.831 | 25 7584+1.948 22 | 0.0038
Homocisteina 14.083£3.508 | 25 171356.50 22 | 0.0476

Vlera mesatare =+ devijimi standard; p-sinjifikanca

Grupi kontroll | Pacienté diabetik | Pacienté diabetik té
té trajtuar me trajtuar me insulin
hipoglikemik oral

Korelacioni r p r p T P
Gl. vs Hey 0.333 0.104 0.090 0.684 -0.133 0.554
HbAlc vs Hey 0.381 0.060 0.125 0.571 0.432 0.045
Ac. Folik vs 0.359 0.078 -0.222 0.309 0.003 0.989
Hey

r-korelacioni i Pearsonit; p-sinjifikanca statistikore

Té dhénat pér koeficientin e korrelacionit, ndérmjet
nivelit té homocisteinés dhe parametrave té tjeré si
glukoza, HbAlc dhe acidi folik jané paragitur né tabelén
nr. 4, ku vérehet se egziston korrelacion pozitiv jo
sinjifikant né grupin e kontrollit. Né grupin e pacientéve
té trajtuar me hipoglikemik oral vérehet korrelacion
pozitiv jo sinjifikant me mes glukozés, HbAlc né lidhje
me nivelin e homocisteinés, ndérsa korrelacion negativ
jo sinjifikant né mes acidit folik dhe homocisteinés.
Nga pérpunimi i té dhénave né grupin e pacientéve
té trajtuar me insulin vérehet se egziston korrelacion
negativ jo sinjifikant né mes glukozés dhe homocisteinés,
korrelacion pozitiv sinjifikant né mes HbAlc dhe
homocisteinés ndérsa korrelacion pozitiv jo sinjifikant né
lidhje me koncentrimin e acidit folik dhe homocisteinés.

Tabela nr.5 Niveli i homocisteinés para dhe pas trajtimit
me acid folik

Niveli i Hcy para Niveli i Hey pas p
trajtimit me acid folik | trajtimit me acid folik

Grupi kontroll 14.083+3.508 11.488+3.148 0.0132

Pacientét diabetik 22.148+10.051 17419+5.022 0.0497

té trajtuar me

hipoglikemik oral

Pacientét diabetik té 17.135£6.500 14.658+5.833 0.1906

trajtuar me insulin

Vlera meratare +devijimi standard; p-sinjifikanca

statistikore

Nga tabela nr. 5 shihet se ka dallim sinjifikant statistikor
te pacientét jo diabetik (grupi kontroll) para dhe pas
trajtimit me acid folik , p=0.0132 (niveli i acidit folik
eshté ulur 18.43%). Né grupin e pacientéve diabetik té
trajtuar me hipoglikemik oral gjithashtu vérehet dallim

373 | Medical Journal - MEDICUS

AN



Original scientific paper

statistikor sinjifikant , p=0.0497 (niveli i acidit folik eshté
ulur 21.35%). Dallim sinjifikant statistikor nuk vérehet né
grupin e pacientéve diabetik té trajtuar me insulin ku
p=0.1906 (niveli i acidit folik eshté ulur 14.66%).

KONKLUZIONI

Nga ky studim mund té konkludojmé se niveli i
homocisteinés éshté mé i larté te pacientét diabetik,
krahasuar me pacientét jo diabetik dhe nivel mé i larté
éshté gjetur né gupin e pacientéve diabetik té tajtuar me
hipoglikemik oral.

Te pacientét me diabetik, esull edhe pas ngarkimit
té organizmit me metionin, éshté gjetur se niveli i
homocisteinés né plazém éshté dukshém mé i larté né
krahasim me njerzit e shéndoshé [11]. Dy studime tregojné
se plotsimi i furnizimit me folate zvoglon difunksionin
endotelial te diabeti melitus tip 2 gé shogérohet me
hiperinsulinemi [12,13]. Pas trajtimit me acid folik, niveli
i homocisteinés ulet, ulje e cila éshté me e theksuar te
pacientét diabetik te trajtuar me hipoglikemik oral.
Plotésimi i acidit folik duhet té rekomandohet te cdo
pacient qé ka nivel té rritur té homocisteinés [14] dhe acidi
folik duhet té administrohet sé bashku me metforminén
né diabetin tip 2 [15].
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B/IMJAHUE HA ®AROEMYTT3UOHKALIMJATA BP3 KOPHEAJTHNOT
EHJTOTET
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ABCTPAKT

[len Ha TpymOT: J1a ce TIOCOUM BiiWjaHUeTo Ha chakoemyssuduKalyjaTa co mprMeHa Ha texHukara Divide and conquer,
Bp3 MopdosorujaTa 1 GyHKIIMjaTa Ha eH/I0TeJTHUTe KIIeTKU, KAaKO U Ha Hej3UHUTE TIPeHOCTA U HeJOCTATOLIU.

Bogen: Co pa3BojoT 1 ycoBpliyBameTo Ha hakoemyssudukalyjaTa, oriepaTuBHAOT 3adat Ha KaTapakTa BeKe He e CaMOo
METO]T 38 OTCTpaHyBame HA 3aMaTeHara JieKka, TYKy TeXHUKa Koja ce KapaKkTepu3upa co MUHUMAJHA WHBA3UBHOCT U
MUHUMAJTHU KOMITTUKALIMKU U TPEIIU3BUK 33 XUPYP3UTe 3a 100MBarbe MaKCUMAaJTHA TIOCTONepaTUBHA BUIIHA OCTPUHA.
Beke HeKOJIKY rofiuHK HaHAa3az, ce MpaBaTt UCTPa)KyBatba 3a B/IMjaH1eTo Ha (hako MeToiaTa Bp3 KOPHeaTHUOT eHII0Te
O 11eJ1 TTIO/I00pyBame Ha TEXHUKWTe U JoOMBame Ha Tofjobap rnocronepaTtnBeH ucxof. Meryroa v rMokpaj Haropure,
TleKoMIIeH3allrjaTa Ha eHJI0TeJIOT TIOCTONePATUBHO, OCTAHYBA ejHA Off TIOUeCTUTe TTOCTOTIePATUBHU KOMITTUKAITAL.

MeTomu: TIpoCTieKTWBHA aHaM3a Ha TMaldeHTH KOUW ce UcIpaTeHrW Ha KnuHuKaTa 3a ounum 6Gonectu- Ckorje, 3a
oriepaTtuBeH 3adaT Ha KaTapakTa. CuTe naireHTH ce Haz 60 TOAWHY, TPYIIMPaH CTIOpe/] BO3pacT U 1oy, CuTe rmalieHTH
ce CO CeHWIHa KaTapakTa, IPYIIMpaHu Criopel 3peioCT BO TPU TPYIHM (HOH MaTypHa, MaTypHa U XUrlepMaTypHa). Kaj
MalMeHTUTe e HalpaBeHa CIIeKy/IapHa MUKPOCKOIMja CO MaxXMMeTpuja, pedpakiivja, ofpeayBambe BUIIHA OCTPUHA,
Mepembe Ha TOHYC U Iperyien Ha hyHAayc, IpeforepaTuBHO, 7 IeHa IIocjie orepalldja 1 1 Mecell rocjie orepauuja. [1pu
aHa/JM3a Ha CIIeKy/lapHaTa MUKPOCKOIIMja 3eMeHM ce BO 003Up BPeIHOCTUTE Ha : T'YCTHMHA Ha eHJOTeJIHU KJIeTKU Ha
1MM KBafipateH, KoeUIIMeHT Ha Bapujaliyja, XeKcaroHaJIHOCT U LieHTpaJiHa KopHeasiHa nebenuHa. CuTe maliyueHTu
ce onepupanu Ha Infinity phaco cucreM, co texuukara Divide and conquer, of UCT XUPYPT.

PesynraTu: rycTMHaTA Ha eHAOTEIHUTE KJIETKM € 3HavajHO HamajsieHa TOoCToIepaTuBHO, U Toa 3a 18% BoO mpBure 7
nIeHa U 3a 33.3 % mnocre 1 mecel]. KoeduimeHTOT Ha BapHjaliija Ha KJIeTKUTe e 3rofieMeH 3a 11 % Bo NpBuUTe 7 feHa,
a XeKcaroHaJTHOCTa e HamajieHa 3a 26% TipBuTe 7 feHa. [locTorepaTUBHO 1eHTpasiHaTa febelHa Ha poyKHUIIATa e
srosieMeHa 3a 2.10 % 1 ce Bpaka Bo HopMmara (+0.07%) Bo ciiemHUOT Mecell. Bo offHOC Ha 11071, Kaj MasKUTe e ITou3pa3eHo
rybemeTo Ha eHIOTEeTHH JIETKHY, a I10 OJIHOC Ha BO3PACT, Kaj IallMeHTUTe BO 7/Ma Jiekaja rybemeto e 21.3 % 1o 1 mecell,
a Kaj naueHTture Hap /0 roguHu e 36. 9 %. W Bo ofHOC Ha BUJIOT Ha KaTapakTa, Kaj XUllepMaTypHUTe KaTapaKTh
rybemeTo Ha eHIOTeIHU KIIeTKU € 3a 3 % IOBeKe OTKOJIKY Kaj MaTypPHUTe U HeMATYPHUTe KaTapaKTu.

3akyJyok: darkoeMmynsudrKaLyjaTa Badjae Ha Mopdosorvjata M (YHKLMjaTa Ha eHAOTeJTHUTe KJIeTKU. Toa ce
coryieJlyBa MocTONepaTuBHO TTPEKY MPOMEHeTHTe TTapaMeTpu: TYCTUHA Ha eHJIOTeTHUTE KIIeTKU, TouMopdus3amM u
nonuMerarusam. McTo Taka oBa BMjaHUe e MOM3Pa3eHo CO HalpegHAaTa BO3PACT U Kaj MallueHTH CO XUTepMaTypHa
KaTapakra.

Knyunu 36opoBu: aroemyn3uduKaliija, eHIOTeIHU KIIeTKY, CrIeKy/lapHa MUKpockomnuja, Divide and conquer

BOBE]] 3a BpeMe Ha omepalyja U eHeprujata mpu (ako, ce co
men ToMana uHGIamangja ¥ Mobp30 OIMopaByBakbe.
[Tpo6eMoT Koj ceyITe MOCTOM e TYOeHmeTO Ha eHJI0TeTHH
KJIETKU ¥ JIeKoMIleH3aliuja Ha poxkHuiiaTa. (1) Co pa3Bojot
Ha HOBHTe TexHojioruy, (hakoemynsudukamnujata craHa
HajKopUCTeHa MeTo/la 3a eKCTpaKaricylapHa eKCTpaKIiuja
Ha Jleka. Mefyroa M TIOKpaj CHUTe YCOBPIIYBama,
ONITETYBAakETO HAa KOPHEATHUOT eHJOTeNl CeyilTe e
cepro3Ha KoMIUMKanuja. EdekruTe Ha MpHUralMOHHUOT
TIPUTUCOK, TIOKAUeHaTa TeMIepaTypa BO MpejiHa KoMopa

Karapakrata e efgHa o BOJEUKUTE TpPHUMHHU 3a
HPEBEHTHBHO CNIEMUI0 MUpyM cBeToT. CO HampemoKoT
Ha TeXHOJIOrHjaTa, orepaljjaTta Ha KaTapaKTa Beke He
e camo 3adaT 3a OTCTpaHyBalme Ha 3aMaTeHara JeKa,
TYKY TeXHHKA CO MaKCcHMaJiHa 0e30eIHOCT, MUHHUMaIHa
MHBAH3MBHOCT M C€ CTPEMEX 3a IIOCTUTHYBame Ha
MaKcHMaJiHa BUJiHA ocTpuHa. OBHe LieM Ce OCTBapeHH
IPEKy Kpempame MHHMMaJeH pe3, CO Toa HaMmajeH
HI0CTONEpPaTHBEH aCTUrMaTi3aM, KOHTpoja Ha (iyuauTe
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Kako ¥ (OopMHMpameTo Ha C000IHM pajiuKami ce
(haKkTOpH KOU JI0BE/IyBaar Ji0 OLITETYBaibe Ha eHJ0TeNOT.
(2) KopucTtennoT ynTpasBYK Npefu3BUKYBa KaBHTaIlWja
Ha BOJIEHMOT PacTBOpP M JUpEKTHa Jie3uHTerpalldja Ha
BOJleHaTa MoJIeKy/a, Co3/jaBajKu efHa Off HajlIOTeHTHUTe
peaKTHBHU KUCIOPO/THU BUJIOBU- XUIPOKCUII PAIUKAJIUTE.
Xu[poKcun pajiMKajuTe HacTaHyBaaT T[OBeKe MpH
KOPUCTEHe Ha aePOOHM PAcTBOPH, a Ce HaMaJyBaaT HpU
KopHCTele Ha OamaHcupaH conmeH pactBop (BSS) Koj
CofIpKU OMKapOOHATH, JieKCTpo3a U ryTaTioH (BSS plus).
EHJ0TeNHOTO OLITeTYyBame MOKe Jla ce jaBU M 3apaju
npyru (aKTOPH KaKo IITO Ce JUCTOP3Mja Ha POXKHUIATA,
TIPY aclupaliyja Ha HyK/leapHu (hparMeHTH, KOHTAKT CO
IOL, Ho 1 jaTporeHo co HHCTPYMEHT. (3) (4)

KopHeasTHMOT eHJIOTeN e eluHeuYeH CJI0j Ha eHI0TelTH’
KIeTKM Ha BHATpellHaTa CTpaHa Ha KOpHeara.
EHfloTeNIHUTEe KJIE€TKM KOM MMaaT yjiora Ha bapuepa u
NyMIa, ce BaKHUM 3a OfIp)KYBame Ha TPaHCIapeHTHOCT
Ha KopHeara. (5) HuBHuoT 0Opoj m3HecyBa o 4000 mo
5000 kneTkM Ha MWIMMeTap KBajipaTeH INpU parambe
1 ce HAaMajyBa CO BO3pacTa, 3a Jia Kaj aj[yJiTh U3HecyBa
2000 po 3000 kjmeTKM Ha MUIMMETap KBafIpaTeH.
EHflOTe/THUTE K/IETKM Ce HepeluIMKATUBHU M HUBHOTO
rybeme ce HAJIOMECTYBa MPeKy MUTpallja, U3 0/KYBambe
U 3rojleMeHa XeTeporeHOCT Ha KJIeTKUTe, 3apaju
KoMmmeH3aruja. KputuuHa Opojka 3a Ja HacTaHe
IeKoMIeH3alja Ha pokuuiaTa e mofx 500 KieTKu Ha
MUIIEMeTap KBajpareH. (5)(6)

Hekonky cTyquu TOKaKyBaaT [eKa OfipefileHd DPHU3UK
cbakTopu TpeoNepaTMBHO U WHTPAOIEPATUBHO TO
3roJieMyBaT PU3MKOT Off TYOeme Ha eHJIOTENTHH KIIeTKH
3a BpeMe Ha (hakoMy/T3u(MKaIMja, KaKo IITO e TocTapa
BO3pacT, TBPJ, HYKJeyc, rojieMa yITpa3ByyHa eHepruja,
NpoJoJKEHO BpeMe Ha oMepaiyja, TMpUMeHeTaTa
TEeXHUKA ¥ TojleM BOJIYMeH Ha MH(Yy3ujaTa-upuraryjara.
daroemym3uduKanujaTa ce M3BeAyBa BO OrpaHMYeH
3aTBOpeH TIPOCTOP, 3aToa BJMjaHWe, BO OJHOC Ha
MeXaHUUYKOTO U TePMaTHOTO OIITETYBake Ha eHJ0TeNIoT,
MMaaT aHaTOMCKUOT (haKTop, KaKo IITO e i/labouynHaTa Ha
TpejiHa KOMOPa, Kako 1 TeXHUKATa Ha paboTa Ha CaMUOT
xupypr. Criopep gpyra cryauja nak, (Hwang u cop., 2015)
I1abouKMHATA Ha IpejiHa KOMOpa HeMa BIIMjaHie BO OJTHOC
Ha rybere Ha eHJOTeNHU KieTKu. Cermak oBWe CTYIAUU
HeMaaT 3eMeHO BO MpeBuj Apyrd (pakTopu Kako IITO
ce Kymy/natiBHara pacumHa eHeprja (CDE), BpemeTpaeme
Ha ynrpasByk (UST) u OamaHCHpaHHOT COJEH pPacTBOP
(BSS) kako pusmuHu KodakTopu. OIITETYBAameTO Ha
eHJIOTe/THUTE KJIETKY MO3Ke J1a JI0Beie 10 eKOMIIeH3aluja
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Ha POMKHMI[ATA 0COOEHO Kaj BHCOKO PH3HUHUTE TPYIIH,
3aT0a MEPereTo Ha eH/0TE/THY KIeTKU MPeoNepaTHBHO
e 3HAuaeH IIPOTHOCTMYKM (DAKTOP 3a HCXOHOT Of
omepaTHBHUOT 3aaT 1 ehpeKTOT Bp3 IOCTOIepaTHBHATA
BM/IHa ocTpuHa. (7) (8)

HopmanHo eHfoTeNHWTe KJIETKA Ce HaMalyBaaT CoO
roguHuTe 3a 5-6 % Ha cerou 10 romuuu (9), momeka
TII0CTOIIePATUBHO, BO Pa3/IMUHK KOH(IMKTHY M3BEIITaH,
ry0emeTo Ha eHJIOTe/IHU KJIeTKH Bapupa moMmery 7% 3a
KOHBEHIIMOHa/IHUTe MeToau U 11,6% 3a OMMaHyenHOTO
¢axo. (10)

['yOemeTo Ha eHJOTeJHUTe KIeTKU e TJIABHO IOBP3aHO
CO 3rojieMeHaTa KyMyJIaTMBHaTa pacUIlHA eHepruja -
Cumulative dissipated energy (CDE), mpopomkeHo Bpeme
Ha acmuparija 1 3rojeMeHa KoMMuMHa Ha (OIyip WITO
ce KOPUCTH 3a BpeMe Ha XUpYpIIKaTa mpoueaypa. Kaj
TBP/IUTE HYK/IEapH! KaTapaKTH U Kaj TOP3MOHOTO (haKo,
1Ma moTpeba of MHOTY MOBeKe eHeprija , 3aToa IITO
TOp3MOHATA CHIa cama o ce0e He e JIOBOJIHA M CO TOa
KOHCeKBeHTHO ce 3rojemyBa CDE 1ITo MOKe [ja 3aBpIuIun
CO TOTOJIEMO I'YOeHbe Ha eHJ0TeTHH KIeTKu. (11)

MATEPHJAJIN U METO N

BoHarraTa cTyauja 6ea BKiTyueHu 23 marjeHTH, oepupaHu
u cefiend Ha KnuHukara 3a ounu 6onectu- Ckomje. Of
BKYIIHHOT Opoj Ha manueHTH, 12 0ea skenu u 11 maxku. Cute
Ha Bo3pacT Haji 60 romuuu. [TarmeHTrTe Oea mojeneHu Bo
TPYITH, CIIOPes; BO3PACT : MaljieHTH Ha Bo3pacT of, 60-70
roguau, 70-80 rogunu u Hapg 80 roguuu. IlanueHTture
Oea TpynmupaHM M CIOpeN, 3peiocTa HAa KaTapaKTara:
MalyeHTd co HOH-MATypHa, MaTypHa M XWIlepMaTypHa
Karapakta. Kaj cekoj marmeHT Oelle offpelieHa BUHA
octpuHa, Mepeme Ha ToHyc (Topcon CT- 80 computerized
tonometer), mperiey; Ha (yHyC, HallpaBeHa CIeKy/IapHa
MHKPOCKOIIHja co LIeHTPaIHa KopHeasTHa fiebenuHa (Tomey
specular microscope EM-3000), u pedpakTomeTpuja
(Nidek ARK-1S), mpepomepatuBHO, 7 JieHa [ocCje
onepaija U 1 mecer; nocne onepanuja. [Ipy anamisa
Ha cIieKyJapHaTa MUKPOCKOIMja 3eMeHHU ce 3a aHaimM3a
BpenHoctute Ha CD (cell density- rycTiHa Ha eHOTeTHH
knetku Ha Imm kBagpateH), CV (coefficient of variation
- KoepunueHT Ha Bapujaiyja), 6A - XeKCaroHaJlHOCT U
CCT (ueHTpanHa KOpHeanHa febenuHa). Bapujanuure Ha
eHJIOTe/THUTE KJIETKW Ce aHaJM3UPaHU U TI0 TPYNU BP3
OCHOBa Ha Bo3pacT u noji. CuTe MaIUeHTyH ce oneprupaHu
Ha Infinity phaco cucrem, Bo nepuogoT o janyapu 2020
1o mapt 2020 roguHa, co TexHukarta Divide and conquer,
OJT ICTHOT O(DTa/IMOXUPYPT.
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PE3Y/ITATH!

Op aHanM3aTa Ha MOJJATOIIMTE MOJKe Jla Ce 3aK/TyuH JieKa II0CToNepaTHBHO Ma 3HauajHO HaMasyBakbe BO T'YCTUHATA Ha
eHJIOTe/THUTE KJIeTKH, KaKo 1 Bapujaiija Bo (hopMa (mieoMopdusaM) ¥ rojieMyHa (TIoJIMMeraTi3aM) Ha KIeTKHUTe, CO
TOA LITO TIOT0/IEMO T'YOerbe Ha eHI0Te/THU KJIeTKY MMallle BO IpyriaTa MakKM 1 Kaj maruenTy Hay, 70 rogunu. [Ipoceuro
HamanyBame Ha CD Kaj Masku u3HecyBa 38% mocye 1 Mecel] off onepanuja, fofieka Kaj xenu 28.7 %. KoeduimeHnTtor
Ha BapujaliujaTa Ha KneTtkute- CV, Kaj MakuTe e 3rofieMeH 3a 14.6 %, a Kaj xeHuTe 3a camo 1.6 %. XekcaroHajHocTa
MCTO TaKa ¥Ma IIorojieMy MPOMeHHM Kaj MallKaTa Momy/ialiija co HamanyBame of 14.7 %, nofeka Kaj skenute 3a 8.09%.
[lenTpanHaTa KopHeajiHa JieOe/IMHA M Kaj JIBeTe TPYIU He e 3HUYajHO MPOMeHeTa, TMOCTONepaTHBHO KOpHeajHaTa
nebenuHa e sronemena 3a 0.8% kaj Maxku 1 3a 0.9% Kaj skenu. (tabena 1, 2 u 3, rpacukon 1u 2).

Masxu/Bo3pact CD preop |CD 7d CD1m CV preop |CV 7d CVim 6A preop |6A 7d 6A 1m CCT preop |CCT 7d CCT1m
60-70 rognHun 2420.6 1981.3 1443.4 41.4 45.3 42.9 43.3 37.5 40.6 550.7 557.9 547.7
70-80 roguHu 2422.9 1883.7 1450.4 41.7 45.8 42.8 42.9 36.4 42.7 551.5 559.9 552.2
80-90 roanHu 2246 1983 1495 36 45 51 49 43 32 509 530 524
CpegHa BpegHoct | 2363.167| 1949.333| 1462.933 39.7| 45.36667| 45.56667| 45.06667| 38.96667| 38.43333| 537.0667| 549.2667 541.3
38% 14.60% 14.70% 0.80%

Tabenal. AHamM3a Ha crieKylapHa MUKPOCKOIHMja Kaj MaKd BO PA3IMYHU BO3PACHHU TPYIHM (TPOCEUHH BPETHOCTH),
TnpejonepaTuBHO, 1o 7 AeHa u 1o 1 mecetr. (CD - cell density- ryctuHa Ha eHoTenHM KneTku Ha IMM KBajpares, CV -
coefficient of variation - KoeduienT Ha Bapujaruja, 6A- xekcaronamHoct u CCT -LieHTpajHa KOpHeaHa ieberiHa)

YKeHu/Bo3pact CD preop |CD 7d CD1m CV preop |CV 7d CV1im 6A preop |6A 7d 6A 1m CCT preop |CCT 7d CCT 1m
60-70 roguHu 2362.3 2086.9 2199 41.7 45.7 39 41.1 36.8 34 554.3 569.2 542
70-80 rognHu 2379.7 1832.9 1422.2 42 45.3 44.5 42.7 36.2 40.9 549 558.2 546.7
80-90 roanHu 2380.3 1843.2 1461.4 42.3 45.5 44.6 42.3 36.1 41 550.9 559.7 550.5
CpeaHa BpefHoCT 2374.1 1921 1694.2 42 45.5 42.7| 42.03333| 36.36667| 38.63333 551.4| 562.3667 546.4
28.70% 1.60% 8.09% 0.90%

Tabenma2. AHa/mM3a Ha CIieKy/lTapHa MUKPOCKOIMja Kaj KeHH BO Pa3IMuHU BO3PACHU TPYIH (IIPOCEYHU BPEIHOCTH),
TIpeJIonepaTUBHO, 110 7 fieHa 1 1o 1 Mecerr

Mpocek 3aegHo ma] 2367.852| 1937.19] 1366.839| 40.68571| 45.42381| 38.81408| 43.76667| 37.85238| 33.72254| 543.2095| 554.881| 475.551
18%| 33.30% 11.27% 8% 26% 3.90% 2.10% 0.07%

Taberna 3. [Ipocek Ha MpoMeHeTUTe BPETHOCTHU Kaj MKy M JKeHH 3aeJTHO.

CrexkynapHa MHKPOCHONM]A K3 MadK Ha panuyHa
BOZpacT

I'padukon 1: rpacduuky MprKas Ha MOJATOL[UTE Off CIIeKy/IapHa MUKPOCKOIIHja Kaj MasyKu.
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Cnewynapsa MeKpPOCHONK]A KA] MEHA M PALNHYHD BOIP3CT

I'pachukoH 2: rpadhiukHM IpHKa3 Ha MOJIaTOL|UTe Off CieKy/lapHa MUKPOCKOIHMja Kaj JKeHH.

Pasmika Bo BapujaljaTa ce IOKaka M Kaj pasIMUHMTE TUIOBM Ha KartapakTa. OuekyBaHO Kaj HOH MAaTyPHHUTE
KaTapakTy, HaMaIyBambeTo BO I'YCTHHATA Ha eHJOTeTHUTE KIeTKH, KaKo U IIPOMeHa Bo KoepUI[MeHTOT Ha Bapujalyja
1 XeKCaroHajHOCT, € MOMaJIa 3a pas/MKa Off MAaTYPHUTE U XUIIePMATYPHUTE KaTapaKTH, MaKo pa3jiiKara e caMo 3%.
(tabena 4 u 5, rpacdukoH3)

KaTapakra CD preop |CD 7d CD1m CV preop |CV 7d CVim 6A preop |6A 7d 6A 1m CCT preop |CCT 7d CCT1m

non matura 2379.7 1833 1422.2 42 45.3 44.5 42.7 36.2 41 549 558.2 546.7
matura 2381.3 1997.8 1418.6 42.1 47.4 44.4 42.6 37 40.7 550 560 548.9
hypermatura 2410.8 1428 1367.1 41.9 54 43.4 42.1 39 40.8 550.5 559.1 548.2

Tabenmad. AHamu3a Ha crieKylapHa MUKPOCKONHMja Kaj pas/MJHM THIIOBM Ha KaTapaKkTa (IPOCEUHH BPETHOCTH),
TpeJionepaTUBHO, 110 7 JieHa 1 1o 1 Mecerr

Twnn Ha KaTapakta |preop Im MpoueHT

non matura 2379.7 1422.2 40.20%
matura 2381.3 1418.6 40.40%
hypermatura 2410.8 1367.1f 43.30%

Taberna.5. [IPOLEHTYa/IHO HaMa/lyBakh€ Ha T'YCTMHATA Ha €HJOTEJIHU KIIETKHU Kaj pa3jinuyeH TUII Ha KaTapaKTa,

e e A

BapwjauMja po BPojoT Ha EHOAOTEAHM KNBTHIA
Ha] pazAHYEH THN H3 KaTAPAKTa

B sl FRSETTE e mAETER

I'pacpuron3. 'pacuuku prKa3s Ha HaMaayBambe Ha 'YCTUHATA HAa €H0TeTHH KJIeTKY Kaj pa3/ndyeH THII Ha KaTapakTa,
npezonepaTuBHo (1), mo 7 meHa (2) u mo 1 mecer (3).

Pa3miuHO HaMasyBame ce 3abe/e;kKyBa M BO Pa3/IMUHUTE BO3PACHH IPYIIH, IITO MCTO TaKa € 0YeKYBaHO, U M3HECyBa
21.3% xaj nauuenTtute of 60-70 roguny, 36.9 % Kaj mauuentute ofi 70-80 rogunu u 36.1 % Kaj nmaruentute ox 80-90
roauHy. (tabena 6).
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Bospact preop Im MpoueHT

60-70 rogmHun 2391 1824.7] 21.30%
70-80 rogmHm 2312.8 1458.6] 36.90%
80-90 rognHun 2313 1478| 36.10%

Tabena 6. [Ipocek Bo HaMa/yBameTo HA TYCTHHATA HA H[OTEHN KIETKU Kaj MKW U JKeHH 3aef[HO, BO Pa3IHYHH
BO3PACHM I'PYITH, TpeJioriepaTHBHO 1 1o 1 Mecerr,

CnekynapHa MMKPOCKONM|a Ka) paznvyeH THN Ha

HaTapaKTa
L)
TEHE
L)
1500
1000 |
S0 ] ] 1
a | 1y | |
L Ly iy CCT 0L
{074 C0in v T | COF1m AT BALm CCTrd|
preco iy ei] e W, 1
oo US| 230007 1843 1422 & A3 | ga a7 #1 LaAG | Lol 3 | LaET
rulura 2F51.31997.8 MMi2% 431 ] 1= 13.6 37 407 o =20 | D439

b fypermdbata 2410E 1438 1367.1 415 54 e 321 45 403 150" 2541 | 548

I'pacpuron 4. I'pachiuku mpyKa3 Ha BapHjalluTe Ha CTIeKy/IapHa MUKPOCKOIIMja Kaj pa3/MueH THIT Ha KaTapaKTa.

Beliie HarnpaBeHa aHajM3a 1 Ha BUJIHATa OCTPMHA TOCTONEPATUBHO U KOpeJaliijaTa co TYCTUHATA Ha eHJJ0TeTHU KJIeTKH.
I3HeHa[yBauKH e ITO Kaj Ofjpe e HH ITallMeHTH Yija r'YCTHHA Ha eH/I0TeIT KeTKu Oerte oy 800/MM2, uMaa jo0pa Bi/jHA
octpuHa of 0.8 yiiTe npBuTe 7 ieHa, Kaj /iBajlia Mal[MeHTH He MOJKeIIe [ja ce HallpaBK ClieKy/lapHa MUKPOCOTIUja 3apajin
efeM Ha poskHuIlaTa. HajHuckara BuiHa octputa usHecyBamie 0.25 u 0.3 0k (0e3 KopeKiiuja), Kaj iBe MalMeHTKH Kaj KO
uMailie oCTIepaTUBeH acTUurMaru3am off -2.5 u -3.00 guonTpuu coofBeTHO. U iBeTe MaljMeHTKM UMaa acTUrMaThU3M
ofi -1.75 puonTpuu mpefonepaTuBHO. BumHaTa ocTprHa Kaj IBeTe MallMeHTKU co KopeKiuja uzHecysa 0.5 mo CHerneH.

Hoperausja mery rycTHHaTa Ha eHGOTENHH
KABTHW H BHOHATA OCTPHHA 1 mecey,

AOCTONERATHBEHD
- L&
! L X ] . i & #
-3 LLE- L L #
8 LN & L]
E Tk L
z (UL ] ]
i L 2 Gl LV L

-
i
+*

BagHs &
!
&

1300 Jihk) 2500 FLAM e

TWCTHE H3 EHADPERHA KieTas (D)

I'pachukon 5. Kopenaruja Mer'y BUjiHaTa OCTPMHA M TYCTUHATA HA eHJIOTE/THU KIIETKH.

[IpoceunaTta BujjHa ocTpuHa mpegoneparBHo m3HecyBaie (.14 (BCVA) o Caene. IloctonepaTiBHO 7 ieHa POCeYHaTa
BHJIHa ocTpuHa u3HecyBare (.75 0K, u 1 mecer; mocronepatuBHo 0.77 6e3 kopekuuja u 0.81 co Kopekija (BCVA).

JUCKYCHJA

[TocTomepaTUBHUTE KOTUIMKAIMM Kaj (pakoeMya3u(pUKalMjaTa CEyIITe OCTaHyBaaT MPeIu3BUK, 0COOEHO I'YOEHeTo
Ha eHJIOTeJTHM KJIeTKH U efleM Ha pokHuIaTa. BrujaHue umaaT pasnmuHd (akTopu Kako TeXHMKaTa Ha paboTa,
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mmabouynHa Ha TpeJHa KOMOPa, MpUTralliOHeH MPUTHCOK,
co3/laBame TOIIMHA U ca00omHn pagukanu. (1) (2) Eqau
o/ KOMIUTMKAIIMUTE TIpH (hakoeMy3uduKaIimja 3a Bpeme
Ha ofepalija Ha KaTapakTa ce WHIM3MOHA W3TOpeHuIIa
WM KOHTPAaKTypa Off TOI/IMHATA TMpefu3BUKaHAa CO
(bpuUKIMja KaKo Pe3yITaT Ha YITPa3BYUHOTO JIBUMKEHE Ha
Tunor. [IpuunHu 3a la HacTaHe U3rOPeHuIa ce CMeTaar:
TI03MI[1ja Ha UI7IaTa, HU30K NpuuB (flow) 1 HecooiBeTHO
TiofiecyBambe Ha YITpa3BykoT. [Ipyra ctyauja (Han u cop.,
2009) ja wucTpakyBa pa3mMKaTa BO IpOAVKIMjaTa Ha
TOIUIMHA MeIy JIOHTMTYAMHAJIHOTO M TOP3MOHOTO (hako
M e 3aK/yYeHo JieKa Top3uoHaTta (hakoeMynsuduKaiuja
pesyiTHpa CO CO37laBaie IoMaja TeMmreparypa 3a
pas3MKa Off JIOHTMTYJAMHANIOTO (hako, Koe ja 3rojeMyBa
TeMmreparypaTa 3a 41.5 cremeH 1en3UycoB IOBeKe Of
TOP3UOHOTO. (12)

Bo egna ctyauja (Chen u cop, 2015) mpaBeHa Bo X0HOMYIY,
CAJl HampaBeHa e criopefi0a Mery yiBara ()ako CUCTEMH,
Centurion u Infiniti, u e 3aknyuyeno geka Centurion ako
CHCTEMOT 0apa TOMaJIKy eHepruja 3a OTCTpaHyBambe Ha
KaTapakTa, cO IpoceyHa pefyKiidja Ha eHeprujara of 38
% TI0 XUpYypr Bo cropeyida co Infiniti dako cucremor. A
M Kaj JIBaTa CUCTEMHU, KYMy/IaTMBHA pacuIlHa eHepruja
u 3a cucremor Infiniti u Centurion Bapupana gUpeKTHO
CO BO3pacTa Ha Mal[MeHTOT, 3ro/ieMyBajKu ce BO MPOCeK
of 2,38 nporeHTH-ceKyHH, Ha cekou 10 rogunm. (13) Ce
CMeTa JleKa oBa HaMajTyBame HacTaHyBa 3apajii camaTa
aronTo3a Ha KIETKUTe M/WIM HEKPo3a off OKCHIATHBHO
OLITETYBaWke WHAYIMPaHO off cBeriuHa. (6) Cropen
nokyMeHTHTe Ha AnkoH, 2015 ropuHa, XeHAIMCOT Ha
cucteMoT VIHMHATH UMa eJleH HeJI0CTaTOK, UMEHO TIpH
3HAUMTETHU JIBMKEHa CO TUIIOT ce MHAYIMpa (ppukiuja
(Tpueme) MMOMK Pe3oT, IITO Pe3yITUpPa CO CTPOMATHU
IPOMEHH Ha MecTo Ha uHIm3ujaTa. HoBuot shaft friction
phacoemulsification rm MMHUMM3Kpa OBHE CTPOMAIHU
MPOMeHM CO HaMajlyBate Ha KOMUECTBOTO Ha eHepruja
Koja ce TpeHecyBa Ha CJIMBOT U HA MHI[U3UHUOT MOPT U
0BOj /IU3ajH IMEHO OCBEH IITO IO MOJ00PYBa TEPMATHUOT
npoun , ja sromemyBa ¥ e(hHMKacHOCTa HAa CEUEHETO
(cutting efficiency). (13)

Bo ppyra cryguja (Storr u cop, 2008) HampaBeHa e
criopefiba Mery TexsHukata phaco chop u divide and
conquer, BO OJJHOC Ha B/IMjaHUETO Ha Pa3/InuHaTa TEXHUKa
Bp3 KOPHEaJHMOT eHJioTell. 3a BpeMe Ha orepaifdjaTa
aHa/MM3MpaHu ce BpeMeTpaemeTo, (hako eHeprujata,
UPUTAIIMOHMOT BOJMYMEH U CTeMEeHOT Ha TBPJOCT Ha
jampoto. MepeHa e TycTUHATa Ha eH/IOTETHU KIIETKH,
BapHjalldja Ha KJIETKUTe [0 To/ieMMHA, TPOILeHT Ha
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XeKCarHaJJHOCT ¥ IIeHTpajiHaTa KOpHeajHa [e0emvHa
1 ce 3a0mekyBaHM 3 M 12 Mecely IHOCTOIEPATUBHO.
PesynratuTe moKakajie 3HayajHO Mmomasa (pako eHepruja
KopucTeHa 3a BpeMe Ha phaco-chop TexHukarta 3a
pasmuka of divide-and-conquer. [TocTomepaTuBHO [iBeTe
TPy uMajie Maji BO KJIeTOYHaTa TYCTHHA, HeMasio
curHu(MKaHTHA pa3/iMKa BO BapHjalidjaTa Ha KIeTOUHA
roJIieMUHA, TIPOLIEHT Ha XeKCaroHaJTHOCT WM I|eHTpalHa
KOpHeaJiHa JiebennHa. BuiHaTa ocTpMHA 3HavajHO OMIa
rnofiobpeHa Kaj fiBeTe TpyIu. busio 3abeneskaHo MoroaemMo
ryOere Ha eHJOTe/THM KJIETKU Kaj Tal[ueHTH CO moMasa
aKCcHjajiHa JIO/KMHA. 3aK/IyJyeHo e fleKa celak TeXHUKaTa
phaco-chop e moMasKy ITeTHa 10 IHOTE/IOT Ha KOPHeaTa
3apajii KOPUCTEHE Ha TIOMAJIKy eHepruja, MeryToa u Kaj
IBeTe TeXHUKU € Cermak Majio I'yOemeTo Ha eHJ[0TeTHU
KineTku. (14)

Bo cryauja (Bourne u ocp, 2004) npaBeHa 3a cropezoa
Ha (akoemym3uduKanujaTa Bo ogHoc Ha ECCE, HajgeHo
e /leKa HeMa 3HauajHa pa3/iMKa BO BKYITHOTO I'yOerbe Ha
eHJIOTeJTHM KJIeTKU Mery JIBeTe TeXHHKH, JIofieKa Kora
ce pabOTH 3a MAIMeHTH CO TBP/A KaTapKTa, TYOemeTo
Ha eHJIOTeNHK KIeTKu e 52.6 % Kaj dako HacmpoTtu 23.1
% kaj ECCE. IllTo cyrepupa [ieKka Kaj TBpAMTe KaTapaKTH
MO3KeOu pakoTo He e MeTofia Ha u300p. (15)

AHnanu3a Ha nalyeHTH o YHUJITepa/iHa
(akoeMyn3uMKalMja 1 MHTPAKATICY/TApPHA eKCTPAKIIHja,
TIOKajkasla HaMaJTyBarbe Ha OpojoT Ha eHJIOTeTHU KIIeTKH
3a 338 % (ECD) xaj daroemymsudukaiuja. ogeka
TMAlMEeHTUTe CO MHTPAKalCyJIapHa eKCTpaKiija MMmaje
HaMaJlyBame BO OpOjOT Ha eHJ0TeNTH! KiIeTKu 3a 14.9%,
IITO VKa)kyBa Ha Toa jeKa (akoemymsuduKkanyja e
MOTPayMaTcKa 3a KOPHEeaJHUOT eHJI0TeN 3a pa3/vKa of
MHTpaKalcyJIapHaTa eKkcTpakiyja. (16)

Bo criopeiba Ha TOP3MOHO CO JIOHTUTYAUHAIHO (haKo, BO
engHa cryauja (Takahashi u cop.,2002) koja BkiyuyBa 50
0uH, 3aKJTyUeHO e leKa HeMa CTATUCTHYKY BayKHa pas/iiKa
BO OPOjOT Ha M3ryOeH! eH/IOTE/THY KJIeTKY U IleHTpa/IHaTa
TYCTHHA Ha eHJIOTETHUTe KJIETKH, MOCTONEePaTHBHO Kaj
nBete Metopu. (17)

WUctpakyBaHO e eKCllepUMEeHTalHO Ha 3ajalyu
dopmupameTo Ha C/IOOOMHU PAJIUKATM KaKo (hakTop
3a TMOCTOMEpPATHBHU KOMIUIMKAIMMU U Jlaiki OfipefieH
XUjaJlypOHAT CO pa3MyHa Crelu(uUIHa TeKMHA MOKe
Ia BMjae Ha HMBHO co3faBame. OLITeTYBameTo e
MepeHO TpeKy eBajyalldja Ha LleHTpPajiHaTa KOpHealHa
JebenrHAa €O MaxMMeTpuja, a WH(IAMalyjata TpeKy
Mepere Ha JieyKouutd M mpocrarmaHaud E2 (PGE2) u
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eBajlyallija Ha aKTMBHOCTA Ha MHUeJIONEpPOKCUia3a BO
yBeaJIHO TKUBO. 3aK/IydeHO e JieKa XWjaTypoHaToT TIo
HaMajlyBa (popMHUpPameTo Ha CI000IHN pajiuKasu 3a 58-
60%, HamanyBajKu ro 3aje0enyBameTo Ha KOopHeaTa 3a
76-80% M TYOMTOKOT Ha eHJOTelHM KIeTKu 3a 54-61%,
0e3 pa3nMKa Ha pa3/MuHaTa crelupUYHa TEKWHA Ha
XHjanypHatoT.(18)

lMcTo Taka mpaBeHa e aHajdM3a Ha CTaTyCOT Ha
KODHEalHHOT eHJIoTeNl Tociie  (akoeMyI3udUKalpja
U TOCTOIIEPAaTHBHOTO OIOPAaBYBaibe Kaj MaLeHTH CO
IujabeT ¥ maIueHTH 6e3 aujadet. 3aKayyeHo e IeKa 6e3
pa3/MKa Ha IJIMKeMMCKara KOHTpo/la T.e W Kaj fo0pa
IJIMKEMHICKA Peryialyja, Kaj maiieHTuTe co Aujader mma
TI0r07IEMO OIITETYBAIbe Ha eHIOTE/IOT H0C/Ie onepalija u
MHOTY TIOCITOPO MOCTOIIEPATHBHO OIopaByBambe.(19)

CropenyBajku ja maxumeTpujaTa M OpPOjOT Ha eHIOTeNTHH
KJIETKY TTpeJ] U TI0C/ie orlepaliyja, HallpaBeHa e aHaln3a
3a JIejCTBOTO Ha KOHTMHYMpaHaTa MH(QY3HMja BO IpegHa
KoMopa (continuous anterior chamber infusion- CACI)
U € 3aK/IyJeHOo JleKa TpaH3MIMjaTa off KOHBEeHI[MOHATHA
BO OMMaHye/Ha (hakoeMym3u(HKalyja He TO 3roJieMyBa
OLITETYBAkETO Ha eH0TeNoT. (20)

CnobopHuTe paguKajyd ce eJHa off HPUYMHHUTE 3a
OLITETYBale Ha eHJO0TeN0T. BOmOpOgHMOT MepoKCH
BpuIM (DM3KONMONIKM M AHATOMCKM OINTETYBama Ha

€HOTEJIOT IITO pe3yJITupa Co CTPpOMaJIeH eieM Ha KOpHea.
(21)

HamasnyBatbe Bo Op0joT Ha eHJJ0Te/THH KJIETKH € HOPMaJTHO
CO 3rojieMyBame Ha Bo3pacTa. Harnmo HamanyBame Ha
OpojoT HacTaHyBa IOCTOIEPATBHO Kaj CHTe HallpaBeHH
cryauu. (9) Mcro Taka ofipeileHM CTYIWM IOKaKyBaaT
JleKa TYOemheTo Ha eHIOTe/THUTEe KIIETKU MPOJIo/KYBa JI0
eJlHa roJIMHA TOCTOIEPATUBHO, CO I'yOeme Ha eHI0TeTHN
KneTku of 3.5-5.7% mocne 12 meceuu. (22). Pasnuunu
CTYJMU JlaBaaT pa3/IMuyHU MOJIATOIM 32 HaMajyBame Ha
eHJOTeJIHUTe KieTKM. HaManyBameTo Ha eHIOTeTHHTe
KJeTKU Bapupa of 5.2-9.1% mociie 2 Meceliy off onepalyja
u 3a 4.5-79% mocyie 3 Mecery of onepanyja. (23)(24)

3AK/IYYOK

daroeMmym3uduUKaIjaTa MaKo pa3BUeHa METOJIa CeyIITe
MMa CBOM MpeIu3BUIIA. 3a Jla ce Aobue m00pa BuHA
OCTPHHA MOCTOIPATHUBHO, MOpa /Ia Cé BHUMaBa Ha MHOTY
cbakTopu, a efleH Off HUB e TYCTMHATa Ha eHJIOTeJTHUTe
kieTkd. Ha ryOemeTo Ha eHJOTeNHM KJIeTKU BIIHjaaTt
pa3muuHu  (haKTOpW BKIYUYBAjKM ja M TexXHWKaTa Ha
paboTa. BajkHO e M KOPUCTeHeTo Ha COOJIBETeH CoNeH
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pacTBOp ¥ XWjanypoHaT nmpu pabora. Tpeba ma ce oOpHe
BHMMaHMe M Ha [TabouMHaTa Ha TpeJHa KOMOPa,
Kako ¥ MaHWIYy/IalUkTe BO MCTaTa 3a BpeMe Ha (hako.
BupiHaTa ocTpKHa MOCTOIEPATHBHO € BO KOpesaluja Co
HaMaJIeHHOT Opoj Ha eHJIOTeNTHM KIeTKU. ['yOemeTo Ha
eH/IOTeJTHM KJIeTKH 3aBKMCH M Of TMIIOT Ha KaTapakTa
MO3KeOH Kaj TBp/IUTe KaTapaKTH e Jo0po /ia ce pa3MUCTIH
ma ce paborar co texunkata ECCE, co men 3amrTura Ha
enjorenor. CrekynapHaTa MUKDPOCKOIIMja e BaKeH e
oJ] TIpefionepaTUBHATa IMOArOTOBKA, 3apajii HaBPeMeHO
M3BECTYBAE Ha MAIMEeHTUTEe 3a IIO0CTONEPATBHUOT
HCXOJl ¥ OMOpaByBambe, 0CO0EHO Kaj MoCTapH Mal[UeHTH,
TaleHTH co AujabeT U aLeHTH Co TBP/la KaTapaKTa.
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ABSTRACT

Summary: Children born prematurely are at higher risk of mortality, morbidity and impaired motor and cognitive
development in childhood than prematurely born babies.

Objective: To establish the relationship between the corresponding levels of pregnancy-related plasma protein-A
(PAPP-A) and the frequency of premature birth.

Materials and methods: The study is prospective. The data was collected through monitoring patients through a
questionnaire and sonographic examination at 11-13 gestational weeks. The study excluded all known risk factors
for preterm birth, such as previous preterm births, pregnant women with gestational diabetes, preeclampsia,
hypertension, placenta previa, hydramnion, multiple pregnancies, smoking, structural and chromosomal
abnormalities of the fetus and planned preterm birth. The data from the measured values of PAPP-A and the
frequency of premature birth in 636 pregnant women were analyzed.

Results: PAPP-A levels are a statistically significant factor for preterm birth. It is expected with a 95% probability in
the population with PAPP-A values below 0,515 that the cases with premature birth will be from 7 to 14 times more.

Conclusions: Pregnant women with PAPP-A level less than 10th per cent are significantly associated with an
increased risk of preterm birth.

Keywords: First-trimester screening, Pregnancy-associated plasma protein-A (PAPP-A), Preterm birth, Pregnancy
outcomes.

INTRODUCTION development and hence to various adverse complications
of pregnancy, such as abortion, fetal developmental delay
(IUGR), more frequent development of preeclampsia
(PE), premature birth and oligohydramnios. Because
PAPP-A serum marker screening is used worldwide to
rule out fetal aneuploidy, low levels have been found to
be associated with premature birth and other adverse
effects of pregnancy (4, 5). Children born prematurely are
at higher risk of mortality, morbidity and impaired motor
and mental development in childhood than those born at
term.

In daily practice, the study of pregnancy-related plasma
protein-A (PAPP-A), in combination with the [-fraction of
human chorionic gonadotropin (¥-hCG) and ultrasound
measurement of NT between 11 and 13 years plus 6 days
of pregnancy is widely used as a biochemical screening to
calculate the risk of Trisomy 21 and other aneuploidies (1).
The marker PAPP-Ais produced inthe syncytiotrophoblast
of the placenta and is a major source of circulating plasma
protein-A in the maternal serum (2). It helps to create a
free insulin-like factor (IGF), which plays an important

role for the trophoblast invasion in uterine decidua (3).
Low levels of PAPP-A in the maternal serum lead to low
levels of IGF, which can lead to abnormal trophoblast

There are currently some differences in the definition
of preterm birth. According to the Ministry of Health, a
premature (untimely, embryonic) birth is the birth of a
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fetus with a birth weight of 800-2499 grams, including/
or at gestational age of 26 and/or less than 37 completed
gestational weeks, regardless of whether it is alive or
dead. Premature birth is also established if the body
weight of the fetus is below 800 grams and the age is
below 26 gestation weeks, provided that it was born alive
and lived for at least 3 days.

The most widely used and accepted definition of preterm
birth is that of the World Health Organization (WHO),
which defines preterm birth as any birth before 37 full
weeks of pregnancy or less than 259 days from the first
day of a woman's last menstrual period (LMP). This is
further divided on the basis of the gestational age (GA):

+ extremely premature (up to 28 weeks);
+ very premature (28 to 32 weeks);

+ moderate or late premature birth (32 to 37 weeks of
pregnancy).

The limitation of the WHO definition is that there is no
boundary between miscarriage and the birth of a viable
fetus, which complicates the assessment of premature
birth. According to WHO data from 2015, about 10-
15% of premature babies are born annually (15 million
premature babies), and almost 1 million of them die due
to complications related to early birth.

Data from 184 countries on all continents show that the
percentage of premature births varies from 5 to 18% and
the poorer a country is, the more premature births. Data
for Europe from 2013 are for a level of prematurity from
5.5 to 11.5% (6).

According to the data from the Association of
Neonatology, the average percentage of premature births
in Bulgaria in recent years ranges between 9.5 and 10.5%.
In addition, in most previous publications, the presence
of other predisposing factors for preterm birth is not
strictly controlled. We conducted this study to determine
the strength of the relationship between PAPP-A levels
and the development of “ideopathic preterm birth”
(preterm birth without other predisposing factors and
causes) using our own reference range.

AIM

To establish the strength and the relationship between
the corresponding levels of pregnancy-related plasma
protein-A (PAPP-A) and the frequency of premature birth.
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OBJECTIVES

To establish the values of PAPP-A leading to premature
birth.

MATERIALS AND METHODS

The study covered 636 consecutive singleton pregnancies
in women undergoing screening in the first trimester.
The duration of pregnancy during the blood test was
calculated on the date of the last regular menstruation
and was confirmed by ultrasound examination of the
parietal-sacral length (CRL). This study excludes all known
risk factors for preterm birth, such as previous preterm
births, gestational diabetes, preeclampsia, hypertension,
placenta previa, hydramnion, multiple pregnancy,
smoking, structural and chromosomal abnormalities of
the fetus and planned preterm birth.

Patients have given informed consent to the use of their
data. The venous blood was tested in a laboratory using
the DELFIA Xpress system (Perkin Elmer, Waltham, MA,
USA). PAPP-A values were modified as MoMs (multiples of
mediane).

All pregnant women with a PAPP-A level below 0.5 MoM
in the first trimester during the biochemical screening
were selected in a separate target group, while women
with normal levels at the same gestational age were
used as a control group. The selected group of pregnant
women with PAPP-A levels below 0.5 MoM is based on
reports in the literature of a more common adverse
pregnancy outcome at these levels (4, 5, 7). Information
on the course of pregnancy and childbirth is obtained
from the protocols of women'‘s consultations (LC) and
maternity wards.

Statistical analysis was performed using IBM SPSS version
25.0.

Disease with a 95% confidence interval was calculated.

ROC analysis was used and a ROC curve was constructed
to determine the diagnostic efficacy of low PAPP-A levels
in predicting birth problems. ROC analysis determined
the cut-off value, with the maximum amount of
sensitivity and specificity. Logistic regression was used,
the odds ratio was calculated to assess the prognosis of
problems in the course of pregnancy in cases with low
PAPP-A with 95% confidence intervals. Significance level
P <0.05 was established.
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RESULTS

A total of 636 pregnant women were studied for a period
of 5 years - from 2014 to 2019. Of the 636 women who
gave birth, in 104 pregnant women (16%) the PAPP-A
values were below 0.515 MoM. (Figure 1).
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Fig.1 Frequency of pregnant women with low levels of
PAPP-A

Out of 104 pregnant women with low levels of PAPP-A
(MoM <0.515), 39 women had an unfavorable pregnancy
outcome, such as: pregnancy loss, premature birth,
preeclampsia, hypertension and retarded fetus birth.

In the control group of pregnant women with normal
PAPP-A levels (MoM> 0.515), who were 532 women, these
complications occurred in 39 pregnant women (Table 1).

Table 1. Complicated pregnancy and childbirth at low
PAPP-A levels and in the control group.

Total number of pregnant women- 636
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Fig.2 Pregnancy complications in pregnant women with
PAPP-A level < 0.5 MoM
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Fig.3 Complications of pregnancy in the control group -
PAPP-A over 0.5MoM

The two figures show that the largest share of
complications of pregnancy are: premature birth, PE and
PIH, SGA and others (trisomy 21; fetal loss after 12 weeks
of gestation).

With level of PAPP-A<0,515
MoM - 104 pregnant women

With level of PAPP-A>0,515
MoM - 532 pregnant women

Complicated | Normal Complicated | Normal
pregnancy pregnancy pregnancy pregnancy
and birth and birth and birth and birth
46 58 39 493
44,23% 55,77% 7,33% 92,73%

There are 627 pregnant women with live births. Of these,
29 children were born prematurely (4.62%).

Of the pregnant women with preterm birth, 12 were with
PAPP-A <0.5 MoM and 17 with PAPP-A> 0.5 MoM. The
results of the percentage distribution of preterm infants

In the target group (PAPP-A <0.515 MoM) in 55.77% of the
cases healthy full-term babies were born and in 44.23%
there were complications of pregnancy and childbirth,
such as premature birth, hypertensive diseases -
preeclampsia or gestational hypertension (PE or PIH),
young children of gestational age (SGA), fetal loss. In
the control group, 92.73% of healthy full-term babies
were born and all such complications were 7.33%. These
differences were statistically significant (P <0.0001).

The distribution of the various complications of
pregnancy in pregnant women with low levels of PAPP-A
and in the control group are illustrated in Figure 2 and
Figure 3.

are shown in Table 2.

Table 2. Distribution of premature births according to

the level of PAPP-A

PAPP-A<0,515 MoM, N = 99

PAPP-A>0,515 MoM, N=528

Number of pregnant women
with premature birth 12

Number of pregnant women
with premature birth 17

12,12%

3,21%

The table shows that the level of PAPP-A is definitely
different for the two groups and this difference is
statistically significant (P <0.0001). PAPP-A levels are a
statistically significant factor for preterm birth.
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Fig. 4 Predicted PAPP-A levels <0.515 for complications
during pregnancy (the area below the ROC curve 0.870).

In many studies, different authors report different cut-
off values for the PAPP-A level expressed in MoM. Most
opinions are grouped around a cut-off below 0.4 MoM. (8,
9) From the ROC analysis of our data, the breakpoint, cut-
off is 0.515 MoM (Figure 4).

Because the study is a slice, it is possible to calculate the
incidence of ,preeclampsia“ and it is 5.7% with a 95%
confidence interval (3.9; 7.5%).

It is expected with a 95% probability in the population
with PAPP-A values below 0.515, the cases with premature
birth to be from 7 to 14 times more.

DISCUSSION

Pregnant women with PAPP-A levels below the 10th
percentile are associated with a significantly increased
risk of preterm birth (4, 5, 7). According to some authors,
the study of the level of serum PAPP-A independently
performs poorly as a screening test for premature birth.
The prognostic value is improved by the inclusion of
additional factors (10, 11, 12).

According to the results of the study presented here, its
significance is greater if only the cases of ,idiopathic
premature birth are taken into account.

CONCLUSION

This study excludes all known risk factors for preterm
birth and the results give us reason to conclude that
the level of PAPP-A is an independent risk factor for
ideopathic premature birth.

Measurement of the sonographic length of the cervix (CL)
is known to be the most useful tool for assessing the risk
of spontaneous preterm birth in asymptomatic women in
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the middle of the pregnancy (13).

Cases of low levels of PAPP-A in the first trimester may
focus the attention on tracking the relevant pregnant
women and measuring the length of the cervix. Other
biochemical and genetic factors (alpha-fetoproteins,
insulin-like growth factor IGFBP-1, progesterone
receptors, etc.) may be studied in pregnant women with
low levels of PAPP-A and a shortened cervix.

This can help clinicians monitor and prevent preterm
birth in cases with low levels of PAPP-A, regardless
of other risk factors. Although the main purpose of
using first-trimester serum indicators is to screen for
aneuploidies, they are informative and are likely to be
very useful in predicting preterm birth.
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ABSTRACT

Objective of research: Shortness of breath may be the symptom for many diseases. When the causes of dysponea
are evaluated, it may be observed that two-thirds of all cases are caused by cardiac and pulmonary causes. It
may be difficult to make a differential diagnosis of these two diseases in some patients, especially for elderly
patients and patients suffering from diabetes, immunosuppression, malignant and comorbid diseases. The aim of
this study was to determine whether presepsin has a significant role in differential diagnosis of pneumonia and
pulmonary edema.

Methods: This observational study was conducted at the Emergency Department of Zonguldak Biilent Ecevit
University.

Patients who were admitted to the emergency department and who were diagnosed with pneumonia or cardiogenic
pulmonary edema were included in the study. Plasma presepsin levels were measured in both patient groups.

Results: A total of 32 patients, 16 of whom were diagnosed with pneumonia and 16 were diagnosed with cardiogenic
pulmonary edema, were included in the study. The level of presepsin was significantly higher in the pneumonia
group.

Conclusion: The differentiation of cardiogenic pulmonary edema and pneumonia is closely related to the correct
or wrong treatment. The use of specific biomarkers that are specific to infection may be helpful in the diagnosis,
when differential diagnosis cannot be achieved clinically. In this study, we evaluated the availability of presepsin
for this purpose and found that the level of presepsin was significantly higher in the pneumonia group.

Keywords: Presepsin, Differential Diagnosis, Pneumonia, Cardiogenic Pulmonary Edema

INTRODUCTION per year due to complaints of pneumonia or acute
decompensated heart failure [2]. Emergency physicians
canmake the diagnosis by evaluating this group of patients
with anamnesis, physical examination, laboratory tests,
and, if necessary, imaging methods. However, anamnesis,
physical examination and laboratory findings may not be
verysensitive and specific toachieve a diagnosisin diabetic
or elderly patients, or patients with immunosuppression

Dyspnoea refers to difficulty breathing and it is one of
the most common causes of application to emergency
department. It does not have a single pathogenesis;
however, it may be caused by several diseases. Two thirds
of patients applying to emergency department with
complaints of dyspnoea have cardiac or pulmonary origin
[1]. 130 million people apply to emergency department
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or with many underlying diseases [1].

Patients with cardiogenic pulmonary edema (CPE), which
occurs unilaterally in 2.1% of cases, may be mistakenly
diagnosed with pneumonia. There is an increased risk
of death in these patients because of inappropriate
treatment due to misdiagnosis [3].

Cluster of differentiation 14 (CD14) is one of the leucocyte
differentiation antigens [4]. The CD14 molecule is a
glycoprotein receptor that is attached to the cell surface
and has two soluble forms [4-6]. Both forms play role in
the recognition of lipopolysaccharide pattern and in
cell activation [5]. CD14 is mostly found in monocytes,
macrophages, neutrophils, B lymphocytes, chondrocytes,
dendritic cells, and intestinal epithelial cells. The soluble
form of CD14, known as Soluble CD14 subtype (sCD14-
ST), is called as presepsin. Presepsin, which exists in
lower concentrations in serum of healthy individuals, is
significantly increased during inflammation [7].

The aim of our study was to determine whether as an
inflammatory biomarker, presepsin has a significant role
in the diagnosis of pneumonia or CPE.

METHODS & MATERIAL

This observational prospective study was performed
at Emergency Department of Zonguldak Biilent Ecevit
University. All patients were informed of the nature of the
study and signed an informed consent form. The study was
approved by the Ethics Committee of Zonguldak Biilent
Ecevit University ( No: 2015/02 and Date:20/05/2015 ).

Study design and population

Patients who were admitted to the Emergency Department
of Zonguldak Biilent Ecevit University Medical Faculty
with complaints of shortness of breath, cough, and
production of sputum between 01.06.2015- 01.12.2015
and who were diagnosed with pneumonia or cardiogenic
pulmonary edema were included in the study.

Based on the clinical symptoms and physical
examinations, laboratory tests, imaging methods, and
echocardiographic findings, the patients were diagnosed
with pneumonia or cardiogenic pulmonary edema.

Diagnosis of pneumonia:

Pneumonia was diagnosed in patients presenting with
complaints of cough fever and purulent sputum with
unilateral crackles, rales or bronchial breath sounds and
egophony on physical examination, unilateral infiltrate
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on chest imaging, elevated erythrocyte sedimentation
rate (ESR), C-reactive protein (CRP), procalcitonin and
leukocytosis on complete blood count

Diagnosis of cardiogenic pulmonary edema:

Cardiogenic pulmonary edema was diagnosed in
patients presenting with complaints of edema, dyspnea,
and fatigue with bilateral crackles, rales on physical
examination, elevated B-type natriuretic peptide levels
on blood and cardiac chamber enlargement, interstitial
or alveolar edema on chest imaging, structural or
functional impairment of ventricular filling or ejection
of blood on echocardiography.

A total of 32 patients, 16 of whom were diagnosed with
pneumonia and 16 diagnosed with cardiogenic pulmonary
edema, were included in the study.

The exclusion criteria include:

-Age <18 years old,

-Evidence of an immunocompromision (e.g., malignancy),
-Pregnancy,

- Those with malignancy,

- Those with inflammatory diseases,

- Those with kidney failure.

In addition to the standard tests required for the
diagnosis, sedimentation, C-reactive protein (CRP) and
Presepsin levels were investigated in both pneumonia
and cardiogenic pulmonary edema groups as common
tests.

Measurements of presepsin, CRP and Sedimantaion

Blood samples were obtained by vein puncture into
ethylene diamine tetra acetic acid (EDTA) blood collection
tubes at admission before the administration of any
medication. Blood samples were recovered by centrifuging
at 3000 rpm for 5 minute. The serum was collected
after centrifugation and stored at -80°C until analysis
up to 6 months. Plasma presepsin concentrations were
measured using an automated chemiluminescent enzyme
immunoanalyzer, PATHFAST system (LSI Medience Co.,
Tokyo, Japan).

Plasma CRP level was measured by Roche Diagnostic
brand Cobas 600 device using the same brand commercial
kit which was operated with turbulent method.

Automatic Westergren measurement for sedimentation
(Vacuplus ESR -120): citrated samples (1.5 cc) were mixed
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manually then the tubes were placed in the device. This
device kept samples at a 26°C stable temperature, and the
reading was made in 30 minutes with Infrared method.

STATISTICAL ANALYSIS

Statistical analysis was performed by using the SPSS
(version 13; SPSS Inc., Chicago, IL) software. All data were
summarized and displayed as mean + standard deviation
for the continuous variables and as number of individuals
plus the percentage in each group for categorical
variables. Comparisons of variables were obtained using
Fisher’s exact test, chi-square test, Student’s t-test,
Wilcoxon rank sum test, Pearson’s test and Jonckheere-
Terpstra test as appropriate. All the above analyses were
considered significant at p < 0.05 (two tailed).

RESULTS
Subjects characteristics

A total of 32 patients, 16 of whom were diagnosed with
cardiogenic pulmonary oedema and 16 with pneumonia,
were included in the study. Of the patients in the
cardiogenic pulmonary edema group, 7 (43.7%) were
female and 9 (56.3%) were male. In the pneumonia group,
6 (37.5%) of the patients were female and 10 (62.5%) were
male. The average age was 72 + 12.9 years in CPE patients,
and it was 48 + 18.2 years in pneumonia patients (p<0.001).

Comparison of CPE and pneumonia patients

When we compared the complaints of the patients in
both groups, it was found that the complaints of dyspnea
and edema in the legs were significantly higher in the
CPE group, while the complaints of cough and sputum
production were significantly higher in the pneumonia
group (Table 1).

Fever and respiratory rate were significantly higher in the
pneumonia group, when the vital signs were evaluated.
Heart rate was higher in the patients in the cardiogenic
pulmonary edema group (Table 1).

When we compared both groups in terms of comorbid
diseases, chronic heart failure and coronary arterial
disease were more frequent in the CPE group than in the
pneumonia group (Table 1).

PAAC graphy and echocardiographic findings of the
patients are shown in Table 2.

When the laboratory findings of both groups were
compared; urea, creatinine, AST and lactate levels were

Revisté mjekésore - MEDICUS | 390

IS ISP

000000000000

significantly higher in the CPE group. There was no
significant difference between haemoglobin, ALT, WBC
and CRP levels. Sedimentation and Presepsin levels
were significantly higher in pneumonia group (p=0.035,
p<0.001) (Table 3).

The median level of presepsin was 690 pg/ml (range: 251-
6359) in pulmonary edema group (n = 16), and it was 1507
pg/ml (range: 407-11803) in pneumonia group (n = 16).

The presepsin level of pneumonia group was higher than
the CPE group (P<0.001).

The most suitable cut-off value for presepsin was
determined by drawing ROC curves. For our optimal
cut-off value of 1344, our sensitivity value is 81.3%,
our specificity is 93.8%, (+) Predictive value is 92.9%, (-)
Predictive value is 83.3% and our AUC (Sh) is 0.871 (0.072)
and it was found to be statistically successful in dividing
the groups (P<0.001). ROC curves of patients with
pneumonia against CPE patients are shown in Figure 1.
Distribution of presepsin in CPE and pneumonia patients
are shown in Figure 2.

DISCUSSION

Cardiogenic pulmonary edema and pneumonia are two
important diseases that include completely different
treatment protocols and may lead to an increase in
mortality, if not diagnosed early and treated. Clinical
examination, laboratory tests and imaging methods are
sometimes insufficient for the differential diagnosis of
both conditions. Inflammatory biomarkers, such as CRP,
WBC, procalcitonin, may not be useful for differentiation,
as both diseases result in membrane damage, release of
cytokines, increased pulmonary capillary permeability,
and accumulation of neutrophils into the damaged area
[8,9,10]. In such cases, more specific biomarkers are
needed for rapid diagnosis and treatment. In our study,
we aimed to evaluate the effectiveness of presepsin in the
differential diagnosis of cardiogenic pulmonary edema
and pneumonia, and it was found that the presepsin was
significantly higher in the pneumonia group compared
to the CPE group (p <0.001). It was considered that the
increase of presepsin, especially in infection is not clear;
butitsreleaseisrelated to phagocytosis of microorganisms
and the release of lysosomal enzymes [11]. There are also
studies showing that the presepsin levels are significantly
higher in the cases, when they are accompanied by
infection when compared to noninfective inflammatory
processes [12]. In another study, it was concluded that



At

presepsin can be used to monitor the treatment process
as well as the diagnosis of pneumonia [13].

In the study conducted by Romualdo et al. in the
emergency department, the median presepsin values
were determined to be 493 (290-586) pg/ml in patients
without infection, 666 (434-1103) pg/ml in patients with
infection, and 1115 (614-2337) pg/ml in patients with sepsis
[14]. In our study, the median value of presepsin in CPE
patients was found to be 690 pg/ml (range: 251-6359)
and it was 1507 pg/ml (range: 407-11803) in pneumonia
patients. In the study conducted by Carpio et al. in the
emergency department, the median values of presepsin
at the zero-hour were found to be 304 (175-477) pg/ml in
SIRS patients, 544 (457-688) pg/ml in sepsis patients, and
2037 (1482-3668) pg/ml in severe sepsis patients [15]. Most
of the studies related to presepsin were performed on
sepsis patients and it was found that they were superior
to conventional biomarkers and blood culture for the
diagnosis of sepsis [13,15,16].

While the presepsin values of healthy volunteers was
60.1-365 pg/ml in a study [7]; it was found to be 189 (92.7-
398) pg/ml (17), 259 (11-425) pg/ml (18), 130 (58-339) pg/
ml [15], 128 (101.5-176.5) pg/ml [19] in other studies. The
different reference range of presepsin in different studies
may limit its use. For this reason, the reference range
should be generated by multi-center studies.

This study shows that presepsin may be a new biomarker
that can be used in the early differential diagnosis of
pneumonia and cardiogenic pulmonary edema. However,
larger studies are needed to show the cut-off levels of
presepsin to be used in the differential diagnosis of
pneumonia and CPE.

Limitations

The low number of patients and the lack of a control
group of healthy volunteers were the limitations of our
study.

In addition, in our study, we diagnosed pneumonia
by clinical laboratory and imaging methods. Another
limitation is that our diagnosis has not been confirmed
with sputum culture.
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Table 1: Application Complaints and Demographic Data of Patients  Table 2: Imaging findings
with Cardiogenic Pulmonary Edema and Pneumonia —
Cardiogenic
Cardiogenic Pulmonary Pneumonia P Value
Pulmonary Pneumonia P Value Edema
Edema
X-ray
Caseamount 16 16 Infiltration 4(250%  14(875%) 0.001
oo aphics Pleural effusion  5(313%  4(250%) 1000
Male sex 9 (56.3%) 10 (62.5%) 1.000 Cardiomegaly 1 (68.8 %) 2 (12.5%) 0.004
9 0 Increase in 0 9
Female 7(43.7%) 6 (375%) 1.000 Bronchovascularity 6(375%)  2(12.5%) 0.220
Average. age+SD. 72+129 48 £18.2 <0,001 Echocardiography
Complaints Systolic dysfunction 13 (813%) <0.001
Dyspnea 14(87.5%) 6(37.5%) 0.011 Diastolic
1Eedema in the 6(375%) 0018 dysfunction 7(43.8%) 1(63 %) 0.037
&8 Heart valve 0 0
Chest pain 3(18.8%) 3(18.8%) 1,000 dysfunction 13(813%)  2{125%) 0.001
Weakness 1(6.3%) 1.000
Cough 12(75.0%) <0.001
Purulent sputum 5(31.3%) 0.043 Table 3: Laboratory findings in patients with cardiogenic pulmonary
' ’ edema and pneumonia and the outcome of patients
Vital Findings . .
Cardiogenic
Pulse 112 +20.1 86+154 <0.001 Pulmonary Pneumonia P Value
Systolic Tension 127 + 28.1 120 £15.1 0.380 Edema
Respiratory rate 2156 27458 0.003 ]ﬁaifn?e{eist ory
Bod :
tem%emture 36.5+08 374+0.8 0.005 Hemoglobin ggg) (10.30- 1370 (9.40-1470) 0.149
502 AN+66 B34 0575 Urea 6050 (3L00- 2950  (1370- 00
Co-morbidities 418.00) 158.00) :
Hypertension 8 (50%) 3(18.8%) 0.137 Creatinine 1.40(0.40-4.80)  0.85(0.50-7.00)  0.001
i 39.50.(16.00- 2550  (15.00-
Diabetes 4(25%) 1(6.3%) 0333 AST 728.00] 93.00) 0.043
i 30.50  (13.00- 26.00 (8.00-
Chronic heart g (5q) 1(6.3%) 0.015 ALT 1468.00) 99.00) 0.254
COPD 5(31.3%) 6 (37.5%) 1.000 Lactate (mmol/L) 2.00(0.70-700) 1.00(0.50-1.60)  <0.001
10.60 6.10-
gfsgzggw artery ¢ x50, 0,018 WBC 2990) ( 975(2.00-63.30)  0.867
SD: standart deviation, SO2: oxygen saturation COPD: CRP 6.60 (180- 9,55 (1.90- 0.515
chronic obstructive pulmonary disease 97.00) 116.00) ’
. : 2550  (6.00- 40.50 (11.00-
Sedimentation 52.00) 69.00) 0.035
PRESEPSIN (08600 (251-6350) 1507 (407-11803) <0.001
Result
Discharged 1(6.3%) 12 (75.0 %) <0.001
Hospitalization 2 (12.5%) 3(18.8 %)
ﬁgggfgﬁzaﬁgfe 12 (75.0%) 1(6.3%) <0.001
Died 1(6.3 %)

AST: aspartate aminotransferase, ALT: alanine aminotransferase,

WBC: White blood cell,

CRP: C-reactive protein
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Figure 1: ROC curves of patients with pneumonia against

CPE patients
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Figure 2: Distribution of presepsin in CPE and pneumonia
patients
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OIEPATHBEH TPETMAH HA CKPUIEHUIN HA TAJIYC - 3 TOAHIIHO
NCKYCTBO HA K/INHUKATA 3A TPAYMATO/IOT'MJA ITPU J3Y
TOAPU/IVII

II-p. Pagmuna Muma MuxajnoBa Unue, JI-p.Myasa Memetn, [I-p. Bynmaer Memertn, [I-p Crepan Kperescku, J-p.
Ucmet [lemupu

J3Y Omrra 0onmauna ®epup Mypag, loctiBap

J3Y TOAPUIJIYLI, YprenTen xupyuiku tentap, Kammyc Majka Tepesa
J3Y TOAPWJIYII, Knunuka 3a TpaymaTonoruja, Kammyc Majka Tepesa
J3Y Knunuka 3a HeBpoxupypruja, Kammnyc Majka Tepe3a

Medicus 2020, Vol. 25 (3): 395-398
AIICTPAKT

CKplLIeHULIM Ha TajyCcoT Cce HeceKOojoHeBHW, mpeTrcraByBaaT okomy 0,1% on curTe ckpuieHul. [lo KajnkaHeycoT,
TAJIyCOT € HajuecTo CKpIIeHa KocKa o Tap3ycoT. dpakTypuTe Ha BpartoT ce okony 50% of] cute hpaKkTypy Ha TajycoT,
onHocHO 45% cropen crynujata Ha Elgafy et al (2000). MenarmpameTo Ha oBUe (DpPaKTypu e TOJIEeM IPeIn3BUK O]
NoBeKe acreKTh. AHAaTOMCKa pellyKlyja Ha CKPUIeHULM Ha TalyC € HeOolxo4Ha MopajJid Toa UITO MOTrojIeMUOT Jies Off
TOBpIIMHATA € 3[VI00HA U ONTepeTyBauKa IMoBpIIMHa. Ha KimHMKara 3a TpaymaTonoruja Bo repuozgot 2017 mo 2020
rofivHa, bea XUPYLIKK TpeTrupaHu 14 ckpuieHUUM Ha Tanyc. On HuB 10 Oea MAIIKU MalMeHTH, a 4 >KeHCKU TTaleHT.
CpepnHa Bospact Ha nanuenTtute bente 44 roguan. Bo oBaa ctyuja 6ea BKJIyUeHU CaMO TIALUEHTU KOU ' UCTIONTHUja
WHKJTy3UOHUTE YCIOBU, OTIEPATUBHO TPETUPAHHN CKPIIEHUITU U MOTIIUIIIAHA COTIACHOCT 3@ YUECTBO BO UCTPAyKYBAETO.
Kaj cute mauueHTH ce HarpaBM KpBaBa PEIo3ulidja M OCTEOCHHTEe3a O mpadoBU WM PEKOHCTPYKTMBHA IJIOUKA.
[TocTomepaTBHO cuTe MalMeHT Oea UMOOMIM3NPAHN CO TUTIC MMOOWTM3AaIMja BO TeK Ha criefHuTe 14aeHa.

Cure maLMeHTH MocTorepaTBHO Hea Ha Teparnuja co LMWH, aHTMOMOTCKA Teparuja BO TeK Ha 5 JIeHa U aHaJireTcKa
Teparnuja. Opf 14 mMcrnUTaHWULM, OIJIMUEH pe3yaTaT MMalle Kaj 2-1la MaluueHTH, a gobap pesyarar Kaj 8 TaiyeHTH,
He3a/l0BOJIUTeJIeH pesy/TaT Kaj 3-1la MaldeHTU M JIoll Kaj elleH mnanueHT. OBaa MoBpefa e MHOIY peTKa 3a Jia ce
M3HecaT U criopeniat moroiemMu cryaun. Cernaxk cuTe MOTroJieMy CTYIIUU Off pechbepeHTHU Tpayma 1eHTPU BOfaT KOH
WCTUOT 3aKJIY4OK, a TOa e JleKa MEeHALIMEeHTOT Ha oBUe (bpaKkTypu e KOMIUIEKCEH, 3aBUCH MHOTY O] TIOCTUTHYBAHe

Ha arcojyTHa aHATOMCKA PefyKIIUja, HO UCXOMOT Cerak W Torall MOyKe Jla He e 3a/I0BOJIUTEH MOopajiu ClioxKeHaTa
Ouosioryja Ha oBaa Tap3ajHa KOCKa.

K}'IYLIHI/I 360pOBI/II TaJlyc, oliepaTrBeH TpeTMaH, He3aJOBOJINTe/IeH UCXO/;

BOBE]] JIOKOJKY He ce IOCTUIHe aHaTOMCKA PejTyKIIKja, IPOLIeHTOT
Ha [OCTeorepaTMBHA acelTUYHA OCTEOHEeKpo3a U
MIOCTTPAyMaTCKU OCTEOAPTPUT Ce 3rojieMyBa 3HavajHoO, a
KaKo MPUUYMHU MOKeMe Jia T HaBefleMe:

CKpLIeHUIY Ha TAJTyCOT Ce HeCeKojiHeBHY, TPeTCTaByBaaT
okony 0,1% of cute ckpiieHuiy. [To KanKkaHeycoT, TalnycoT
e HajuecTo CKpIleHa Kocka ofi Tap3ycoT. dpakrypute
Ha BpaToT ce okony 50% of cute (hpakTypu Ha Taaycor, 1.AHATOMCKM KapaKTepPHCTHKH
omgHocHO 45% criopey cryaujata Ha Elgafy et al (2000). (1)
MeHaipameTo Ha 0Bre ()paKTYpPH e rosieM MPeIu3BHK Off
roBeKe acleKTH. AHATOMCKa pefyKIiuja Ha CKpIIeHWIH
Ha TJIYC e HeoNX0/jHa TOPa/iv TOa IITO MOrOIeMUOT Jiel
o7 TIOBPIIMHATA € 317I00Ha ¥ ONTepeTyBauyKa IMOBPIIMHA.

AHaTOMCKM Ha TajqycoT pa3/MKyBaMe TeJio, IJlaBa W
Bpar. Tamycor ce 3rmobyBa co TuOuWjara, (ubynarta, u
KaJIKaHeyCOT MPEeKY HeroBOTO Teo,a MPEeKy I7iaBaTa Co
HaBHWKy/lapHaTa Kocka. Ha oBaa Kocka HeMa HHKaKBH
MYCKY/THO-TETUBHY MPUITON. broMexaHWUKaTa yiora Ha
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0Baa Tap3aJiHa KOCKa e IIPEHOC Ha CHIUTe Off TIO/IKO/IeHKI[a
KOH CTOIIaJIo ¥ 00paTHo.

2.Crenu¢puuHa BaCKyIapusaimja

WcToTaka mKpBOCHAOYBAKETO HA TANTYCOT € CITeIIN(DIIHO,
ouzejku ckopo 60% oj HeroBaTa MOBPIIKMHA € PCKAaBUUHA,
caMo MaJt Jies off Hero Moske jia e iepdopupaH of KpBHU
cayioBu. [locTou mpeTeH off KpBHU CafloBU OKOJTY I71aBaTa 1
BPATOT HA TAJIyCOT, COCTAaBeH Of] TpeJiHa U 3a/THa THOMjaiHa
aprepuja 1 nepdopaHTHHU TlepoHeaTH apTepuH. JIOKONKY
THe 30HU Ha BJie3 Ha HYTPUTUBHKTE apTepHu ce HapylIeHH,
JIeCHO MOMe Jla HAcTaly aBacKylapHa HeKpo3a(2).
HajuecT mexaHu3aM 3a HacTaHyBambe Ha OBUe (PPaKTypu e
npucuiIeHa op3ogieKcrja Co aKCHjaTHO ONTePeTYBakbe.
[Ipupgpykau  (pakTypu MOKe Jla ce OMMajeolpHUTE
CKpIIEHUI[M, TOTOYHO (PPAKTypUTe Ha Me[UjaTHUOT
Masieon.

IIEJTHA TPYIOT

[lenTa Ha TPYJOT e Jla ce NpUKake OTlepaTMBEH TPeTMaH
Ha CKpUIEHWI[M Ha TAlIyCcOT Kaj MalUeHTu, U Toa 3a
HIepuo]i Ol TPU TOIMHY, KaKo MCKYCTBO Ha KiuHukaTa 3a
Tpaymatonoruja ipu J3Y TOAPUJIYLI.

MATEPHJAJIN U METON

Ha xnunukara 3a Tpaymartonoruja Bo mepuopot 2017 mo
2020 ropuHa, bea XMPYHIIKU TpeTUpaHu 14 CKpIueHWUIM
Ha tanyc. Ox HuB 10 Oea MalIKK MalMeHTH, a 4 KeHCKU
nanyentd. CpefHa BO3pacT Ha mHanueHTtuTe Oemie 44
romuHu. Bo oBaa cTyauja Oea BKIyUeHN caMo TAlleHTH
KOM TH WCTOMHUja UHKIY3MOHUTE YCJIOBH, ONEPATUBHO
TPETUPaH! CKPUIEHWIIM U TIOTMHMIIAHA COTJIACHOCT 3a
YUeCTBO BO MCTPKYBAKETO.

[Topt uHKIy310OHM (haKTOPH CIiaraart:
1. Jla Hema noBeKe off 2 KOMOPOMIUTETH
2. ]la He e oTBOpeHa (ppakTypa

3. Jla Hema TpeTXofieH MHBaIUUTET Ha TMOBPeIeHNOT
eKCTPeMUTET

4. TloBpefiaa 1a He e MPUJIPYHA COCTOj0a MPM TTOJIUTPayMa

Cute ckpmeHuny Oea Knmacubuumpann 1o Hawkins
knacudukanuja(3). Criopes Hea CKPIIEHHUIUTE Ce MOfIe/THH
BO 4 rpynu 4 Toa:

1. Tun 1, Hepuconpanu ppakTypu

2. Tum 2 , gMcoKalja Ha CKpIIeHUIaTa co JUcIoKaluja
Ha CyOTa/IapHKOT 317100
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3. Tum 3, mucIoOKalyja Ha CKpLIEHMIIATa CO CyOTaaapHa
JIyKcaIyja  JIyKcalyja Ha CKOYHHOT 317100

4. Tun 4, nucnoKalyja Ha CKpIIEHUIIATa cO cyOTanmapHa
JyKcanyja, JIyKcaldja HAa  CKOYHMOT 317100 U
TaJIOHABUKY/IApHA JJUCIIOKALH]a.

Halvorsen et al, Bo HuBHara cTyguja uspgageHa 2013
rofliHa, 00pa3/oKule KaKo ce MeHyBa MPOIEHTOT Ha
aBaCKylIapHa HEKpo3a Ha TaJycoT BO OJIHOC Ha TOAa KOj
tun no Hawkins e ckpmenunara. ITo nmpocnenenu 848
Hal[eHTH, 3aKIyunsIe Ieka Kaj Tun 1 uHIueHalaTa Ha
HacTaHyBalbe aBaCKyIapHa HeKpo3a M3HecyBa 5,/%, Kaj
tin 2 e 18,4%, 3a Tin 3 ce sronemysa Ha 44,7%. 3a Hawkins
THI 4 He MOKe Jla ce JiOHece 3aKJIVUOK Off CTYAHUjaTa,
TI0pajid PapUTeTOT Ha ToBpefara.(4).

Cmopen, ropeHaBefieHaTa KiaacuduKanuja co Thm 1
ucnenyBaBaMe 2 manuenty ( 1 Mas, 13keHa), co tum 2, 9
nanuenTy (1 keHa, 8 Maku) 1 co Tun 3 , 3 marnueHTu ( 2
xenn v 1 Mask). KancudukanujaTa ce HarpaBy Ha 0a3a Ha
CHMMKH Of KOMITjyTepcka Tomorpacuja, HampaBeHa Kaj
CUTe TIaIUeHTH.

Op 14 naiyeHTd, 5 MMaa MpUIpPYKeHa CKpIIeHWIa Ha
MeTHjaTHIOT MaJjieo.

Kaj cure mammeHTM ce  HampaBd — KpBaBa
perosuija M OCTeOCHHTe3a co mipacoBH (C/IMKa
Op 2) Wi peKOHCTPYKTUBHA IUIOYKa (cimKa Op.l).
[TocTomepaTMBHO cHTe MaleHTH 06ea MMOOUIM3UPAHH
CO TMIIC MMOOWIM3alja BO TeK Ha cieguure 14 meHa.
Kaj Tpojua mnaieHTH ce HampaBM peBU3Mja, MOpPaju
Hecoo[[BeTHAaTa IIpUMapHa pefyKlyja BueHa Ha
KOHTpoNHUTe cCHUMKY Ha KT ckeH.

CuTe TaAl[MEeHTH TIOCTONEpPaTHMBHO Oea HA Tepamuja Co
LMWH, aHTHOMOTCKa Tepamuja BO TeK Ha 5 JleHa W
aHaJreTCKa Teparuja.

[larentuTe aMOyIaHTCKM ce cefea Ha 14-THoT
lIeH TOCTOMepaTHBHO, 1-BMOT Mecell, 3-THOT Mecel]
1 6-ToT Meceil. Ha cuTe KOHTPONM, CO MCKIIYUOK
Ha TpBarta ( Ha Koja ce Bajiea KOHIM Ofi ONepaTHBHA
paHa), ce mpaBellle KOHTPOJIHA PeHTTeHCKa Trpaduja.
Ha amOynaHTackaTa KOHTpO/Ia Ha 6-THOT Mecel] Kaj cuTe
ce TpaBelle 00jeKTUBHO M (DYHKI[MOHATHO TECTHUPAIbe
Ha (yKIMjaTa Ha 3r7000T. 3a Taa MpHMEHa r'o ofj0paBMe
Kitaoka score yauduimpan og American Orthopaedic
Foot and Ankle Society. (5) Criopey; Hero ce eBanyupaa
C/IeJIHUTE JIeBET MapaMeTpu:

1.00nka, ( 6e3 Oonka, Omara Oonmka, cpegHa OoJKa,
Tep3iCTeHTHa 00JIKa)
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2.dyHKIMja( 071 03 orpaHUUYBame /10 OfIekbe CO oMaraJio)

3. N3opmena mucrania ( momasky of 1 Kumomerap [0
THoBeKe off 6 KMuIoMeTpH)

4. TepeH (pameH, CKaJlu, IJTaHUHCKM)

5. AGHOPMAJTHOCTH IIPU OfIEHhe

6. CaruTaJiHo JIBUKee (eKcTeH3uja 1 driekcuja)
7. EBep3uja u uHBep3uja

8. CTabM/IHOCT Ha CTONAIO (aHTEPOIIOCTEPHOPHO, Bapyc/
BAJIryc)

9. AjajMeHT Ha CTOMAJI0 U CKOYEH 317100

Makcumanen ckop Ha Kitaoka score cutemot e 100 6opa, of1
ommueH(100-85), mobap(85-65), He3amoBomuTeneH(65-45)
u nour(>45).(6)

On 14 ucnuTaHMIM, OOMYeH pe3ylTaT MMalle Kaj 2-1ia
naruenTu (86,5 cpegen 6op), a mobap pesynTaT Kaj 8
nanyedTty (68 cpemeH 6071), He3a0BONUTEIEH Pe3yITaT
Kaj 3-11a maiueHTy ( cpefieH 6oz o 48,5) 1 jolI Kaj efieH
maruexr (38 bofa).

PaHui KOMIITMKALII KOU T BOOYMBME Oea IoCTonepaTHBHI
npoOieMd €O KoKa( 30HM Ha HeKpo3a BO Ipelen Ha
orepaTHBHA PaHa) Kaj 4 MalueHTH.

Kako [OIHM KOMIUIMKALIMM CO KOM Ce COOUMBME e
IIOCTTPAYMATCKUOT ~ ocTeoapTpur (6 mamueHTH) u
aBaCKy/JIapHa HeKpo3a (4 marueHTH).

JINCKYCHJA

OBaa TOBpesja € MHOTY peTKa 3a Jla ce W3HecaT W
criopefiaT TorojiemMu cTyauu. Cemak cuTe TOroieMu
CTYAUM off pehepeHTHH TpayMa LIEHTPHU BOJAT KOH UCTHOT
3aK/IYUOK, a TOA € JieKa MeHalIMeHTOT Ha OBHe (PaKTypu
e KOMIUIEKCEH, 3aBHCH MHOTY Of TOCTUTHYBame Ha
arcolyTHa aHAaTOMCKA Pe/yKIWja, HO MCXO[OT CeNaK M
TOTalll MOKe J]a He e 3af[0BO/IUTEH TOpajii CJIoKeHaTa
OMosIOTHja Ha OBaa Tap3ajiHa KOCKa.

Fournier co HeroBute copabotHuim Bo 2014 ropmnHa
HaIpaBuI MYATULIEHTPUYHA cTyauja of 114 ciyyaeBu Ha
(bpakTypH Ha TajIyC orepupaHyd BO Pa3/IMUHU HEHTPH. (7)
PesynTaTute ce mopa3yBaukd Ofi aclieK JieKa Hajronem
npotleHT, 40% ce He3agoBOMUTETHHU, a camo 10% of/INYHU.
Kaj 39 op cnyyaeBuTe MMano IIojaBa Ha aBacKyaapHa
HeKpo3a, a IOCTTpayMaTCKU OCTeoapTpuT Bo 74% of
cJyyaeBuUTe.

Barnett co copabothui Bo 2017 ropuHa of HMBHaTa
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CTyZIUja o MOTBP/lyBaaT ropen3HeceHoTo Ha Fournier co
HeroBuTe copaboTHuIM. Ho moTeHI[paar ieka BpeMeTo e
371aTeH (haKTop BO TPETMAHOT Ha oBHe (ppakTypu. JJOKONMKy
e (hpakTypupaH fieJ off TAJYCOT KOj e HyTPUTHUBEH , UCTaTa
Tpeba Jja ce oneprpa Bo mpBuTe 24 yaca. (8)

3AK/IYYOK

Ha HamiaTa KIMHMKa He ce 3eMa BO MpelBH[ [eKa
MCXOJIOT OfI TPETMAHOT Ha OfipefileHd TUIOBM Ha
(bpakTypu Ha TaIyC 3aBUCH MPABOMPOIOPIMOHAHO O]
BpeMEeTO Ha M3BpIIyBame Ha orepaiujaTa. AHaTaMOCKa
peflyKiimja e 3aJ0/DKUTeNHa 3a Tofj0bap pes3yaTaT of
TpeTMaHoT. Tpeba [la ce BoBefle HEKOj IPOTOKON 3a
TPeTMaH Ha MOCTTPAyMaTCKUOT OCTEOapTPUT , CO OTJIe]
Ha BMCOKMOT TPOLIEHT HAa HeroBo T0jaBYBame U MOKPaj
3a/I0BOJIMTE/THATA OTlePaTHBHA TEXHUKA.

Cnuka 6p 1. OcTeocuHTe3a €O MIOUKa

Cmuka 6p. 2 OcTeocuHTe3a co mpadoBH

!I Fr- k
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ABSTRACT

Objective: The aim of the study was to introduce the relationship between positive and negative symptoms,
cognitive deficit and antipsychotic treatment in acute schizophrenic patients.

Methods: The study included 21 acute schizophrenic patients who were selected from the Psychiatric Hospital in
Skopje, and were diagnosed according to the ICD-10. All patients were receiving antipsychotic medication treatment
at the time of testing and during the time they were clinically stable. At the beginning of the treatment all subjects
received higher dose of neuroleptics, and before they left the hospital they were given lower drug doses. The
Positive and Negative Syndrome Scale (PANSS) was used to assess the severity of positive and negative symptoms
respectively. The Schizophrenia Cognition Rating Scale (SCoRS) was used to assess the cognitive function before
and after the neuroleptic treatment. Statistical analysis of the results obtained in the research was conducted
with SPSS 20.0 for Windows package program. The results were analyzed by applying Wilcoxon Signed Ranks Test
and Pearson correlation coefficient.

Results: The results indicated that the acute schizophrenic patients had higher global rating score in the
SCoRS assessment (M=53.667, SD=8.345) in the first weeks after psychosis onset. After 6-8 weeks treatment with
antipsychotic medications, they had lower global rating score in the SCoRS assessment (M=41.952, SD=6.951). There
was a positive relationship between the total SCoRS score and the dose of neuroleptics (Z=-3.925, sig.=0.000,
p<.001). The high degree of positive and negative symptoms was a strong predictor of higher cognitive deficits in
schizophrenic patients. The positive relationship was observed between the high dose of therapy, PANSS-Positive
and ScoRS level (r=.552, p<.01) and PANSS-Negative and ScoRS level (r=.607, p<.01). In addition, there was a positive
relationship between the low dose of therapy, PANSS-Positive and ScoRS level (r=.342, p<.05) and PANSS-Negative
and ScoRS level (r=.432, p<.01).

Conclusions: During our work, we found that the regular and continued use of antipsychotic medications in
schizophrenic disorders and good co-operation with the patients during the therapy could be important for better
cognitive function of the person.

Keyword: cognitive deficit, positive and negative symtoms, schizofrenia, treatment.
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INTRODUCTION

Psychotic disorders are a heterogeneous group of diseases
that also include schizophrenia which is described in
literature as a severe chronic and progressive psychotic
disorder. Schizophrenia is an endogenous mental disorder
with a chronic course, characterized by dysfunction in
many domains, such as: perceptions, thinking, emotions
and cognition [1].

The scientific and clinical public is oriented toward
early detection, treatment and rehabilitation, with a
special focus on treatment in the community, however
over the past 20 years with the advancement of science,
schizophrenia has been studied in the direction of a
neurodevelopmental and a neurodegenerative process.
In the acute phase, schizophrenia is manifested by
subtle behavioral changes, changes in the neuromotor
and the cognitive sphere [2]. Due to the heterogeneity of
the symptomatology manifestation in the early phase of
schizophrenia, along with the predominance of positive
andnegative symptoms, cognitive deficitisalsomonitored,
therefore early detection and treatment play a major role
in reducing the difficulties of the person’s functioning,
but already in the chronic phase the disease is dominated
by negative symptoms and cognitive dysfunction, which
of course leaves sequels from a personal and behavioral
aspect of the schizophrenic person.

Modern approaches to schizophrenia focus on
symptomatic and functional remission in order to
improve the overall functionality and quality of life
in patients with schizophrenia. At the same time, the
psychopharmacological treatment, the psychotherapeutic
and social therapeutic interventions are directed
towards this approach, which is an imperative in order to
prevent a bad prognosis, i.e. to achieve long remissions,
to reduce the positive and negative symptoms, as well
as the cognitive impairment, which is a fundamental
prerequisite for partial to complete recovery and
achievement of a satisfactory quality of life [3].

From a clinical perspective, schizophrenia is usually
manifested with a gradual and slow onset, very rarely
abruptly within a few days or weeks and mostly in early
adolescence or at young age, but may also occur later
in life, and is more common in females. The clinical
presentation is focused on the subjective and objective
syndromes, symptoms or signs of schizophrenia, i.e. the
manifestation of the disorder is heterogeneous and is best
described by the so-called pentagonal model of symptoms
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that includes positive, negative, cognitive, affective,
and aggressive-hostile symptoms [4, 5]. The positive or
psychotic symptoms in schizophrenia refer to painful
ideas - delusions, illogical speech and hallucinations, and
the negative symptoms include: decreased motivation,
lethargy, numbness of emotional expression and poorer
speech [6]. From pathophysiological aspects, the positive
symptoms originate from the hyperactivity of the
dopaminergic neurotransmitter system in the mesolimbic
brain structures (hyperdopaminergia), and therefore
respond therapeutically well to classical antipsychotics
[7]. The negative symptoms arise from the hyperactivity
of the serotonergic neurotransmitter system and the
hypoactivity of the dopaminergic system in the frontal
cortex (hypodopaminergia).

In recent years there has been a growing belief that
neurocognitive deficit is a functional component
of schizophrenia rather than a result of symptoms
or treatment consequences. This deficiency is most
commonly associated with dysfunction of the prefrontal
cortex, the sensory and associative cortex, the motor
cortex, and the basal ganglia [8]. The impairment of
the cognitive functions is observed early in patients,
initially it acts as an impairment of a milder degree, and
the intensity may worsen over the course of the disease.
Cognitive dysfunction in schizophrenia is manifested
through the speed of information processing, attention,
memory, thinking, the learning process, problem solving
and social cognition, it is considered an important and
basic feature in almost all patients with schizophrenia
which appears as early as in the first episode of
schizophrenia, but is also found in the premorbid phase,
and in the more advanced phase the cognitive deficit is
already constant and cannot be reduced to secondary,
rather it is inherent to the disease [9. 10]. The influence
of psychotic symptoms on cognitive dysfunction shows
moderate correlations, with the possibility to reflect
on certain domains of cognition such as the ability to
solve problems, where the cognitive process has the
main role through the poor speech expression [11, 12].
Neurocognitive tests show that only 30% of patients with
schizophrenia have satisfactory cognitive functioning
[13].

AIM OF STUDY

+ To evaluate the level of positive and negative symptoms
among patients with schizophrenic disorder.

+ To determine the degree of cognitive deficit in patients



At

in the acute phase of schizophrenia using certain
psychological scales.

+ To investigate the relationship between cognitive
deficit, positive and negative symptoms and treatment
with neuroleptics in patients in the acute phase of
schizophrenia.

MATERIAL AND METHODS

This average study according to its design included 21
respondents of both genders, from 20 to 40 years of
age, who received hospital treatment at the Psychiatric
Hospital Skopje-Skopje, diagnosed with schizophrenia
according to the diagnostic criteria of the ICD-10
classification in the period from January to June 2020.
All patients were monitored in a period of 3 to 5 weeks
after hospitalization. The criteria for inclusion of the
respondents were as follows: male and female, 18 to 60
years of age, schizophrenia (according to ICD-10), patients
in the first episode of schizophrenia without prior
antipsychotic therapy, while the criteria for exclusion of
the respondents were as follows: younger than 18 years
of age, diagnosis of comorbid psychiatric disorder, use of
more than one antipsychotic. Initially all patients were
treated with high doses of neuroleptics, and before they
leave the hospital they received lower doses of each of the
mediations indicated above.

The examination was monitored through the following
structured test and clinical procedure:

Standardized psychiatric clinical interview.

Non-standardized questionnaire for socio-demographic
and clinical data designed for the needs of the research.

Psychiatric rating scales for clinical assessment of the
expression of the symptomatology: the Positive and
Negative Syndrome Scale - PANSS for schizophrenia
assessment and the Schizophrenia Cognition Rating
Scale - ScoRS.

The Positive and Negative Syndrome Scale - PANSS for
schizophrenia assessment consists of three subscales [14].
The positive scale contains 7 items (madness, cognitive
disorganization, hallucinatory  behavior, anxiety,
grandness, suspicion and hostility), which same as all the
other items in this scale, are scored from 1 (absent) to 7
(extreme). The negative scale also contains 7 items (flat
affect, emotional withdrawal, impairment of emotional
reasoning, social withdrawal, difficulty in abstract
thinking, lack of spontaneity, stereotypical thinking). The
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maximum score on this scale is 49 points. The General
Psychopathology Scale contains 16 items and presents
the structure of the clinical presentation. Cronbach’s
Alpha for the 28 of 30 items were .756, which represents
a good correlation between items.

The Schizophrenia Cognition Rating Scale - ScoRS is
a scale for assessing the cognitive impairment and
the extent of its effect on the everyday functioning in
patients with schizophrenia [15]. The scale itself consists
of 20 items that cover the following cognitive domains:
memory (4 items), learning (2 items), attention (3 items),
working memory (2 items), reasoning and problem
solving (3 items), motor skills (2 items), language (1 item)
and social skills (3 items). Each item is ranked from 1
(absent deviation) to 4 (expressed deviation), whereby
higher scores reflect a greater degree of disorder. The
time frame for the cognitive deficit should not be shorter
than two weeks, with retesting performed 3-4 weeks after
the commencement of the drug treatment. The statistical
validity of the scales expressed with Cronbach is within
the range from 0.743 to 0.782.

The statistical analysis was performed with the SPSS
software package (Statistical Package for the Social
Science, version 20), by applying the Wilcoxon Signed
Ranks Tests and the Pearson correlation coefficient. The
values of p<0.01 and p<0.05 were considered statistically
significant and important.

RESULTS

In the study was designed as a prospective, we included 21
(M:F=12:9) acute schizophrenic patients with an average
age of 31.34 years, within the range from 20 to 40 years
of age, and a standard deviation of 6.43. With respect to
marital status, most of the participants were unmarried
(62.25 percent), while 37.75 percent were married at the
time of the study. 14.7 percent had low level of studies,
medium educational level was 81.1 percent of the sample,
and only 4.2 percent had high educational level.

From Table 1and Figure 1 we can see that the average value
of the total score on the Positive and Negative Syndrome
Scale for schizophrenia assessment is M=130.286 with a
minimum and maximum value ranging from 77 to 175,
of the negative symptoms M=31.143 with minimum and
maximum values from 10 to 43, of the positive symptoms
M=32.476 with minimum and maximum values from 20 to
40, and on the scale for general psychopathology M=67.143
with minimum and maximum values from 39 to 97.
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Table 1. Means and standard deviations of PANSS
measures in the study participants

Descriptive PANSS- PANSS- PANSS-General PANSS-Total
Statistic Positive Negative psychopathology | score

Mean 31.143 32476 67143 130.286
Standard

Deviation 9.096 6.022 14.482 25.285
Minimum 10 20 39 77
Maximum 43 40 97 175

Count 21 21 21 21

Gz

AT
FIREL]
1]
SOG00
Al E
ML LR
200000
U0 0
1 0

AR Poni T ™ P Pt | o P o al

S e ey

Figure 1. The level of PANSS subscales among participants

Table 2 and Table 3 show the mean values of the
Schizophrenia Cognition Rating Scale and its domains
in patients when they were receiving high and low doses
of neuroleptic therapy. It is evident that at the beginning
of the treatment the cognitive deficit is more expressed
compared to the end of the hospital treatment, i.e. in the
period when the patients left the hospital.

Table 2. Means and standard deviations of cognitive measures in patients with schizophrenia who used high doses of

antipsychotic medications

glclia)){{i%al Working | Problem | Processing | Social Global

druguse) | Memory | Learning | Attention | memory | solving | speed cognition | Language | rating
Mean 53.66 10.52 542 8.19 5.66 785 495 8.23 2.66 3.90
SD 8.34 1.96 112 1.69 119 2.05 0.92 2.04 0.79 0.62
Minimum | 38 7 3 4 4 3 3 4 1 3
Maximum | 71 14 7 1 9 1 6 12 4 5
Count 21 21 21 21 21 21 21 21 21 21

Table 3. Means and standard deviations of cognitive measures in patients with schizophrenia who used low doses of

antipsychotic medications

(Sm(i nOiIEaSl Working | Problem | Processing [Social Global
druguse) | Memory | Learning | Attention | memory | solving | speed cognition | Language | rating
Mean 41.95 8.19 457 6.43 4.33 5.95 390 6.48 2.05 6.48
SD 6.95 1.50 1.08 1.36 1.39 1.77 0.89 2.16 0.59 0.60
Minimum | 29 6 3 3 2 2 2 3 1 5
Maximum | 54 10 7 9 7 9 6 12 3 7
Count 21 21 21 21 21 21 21 21 21 21
Figure 2 shows the values of the domains of the :‘L:
Schizophrenia Cognition Rating Scale at the beginning piomng Bl ; A ) :
and the end of the treatment. By using the Wilcoxon = am= . r ¥ N S f—
signed-rank test, we found that a statistically significant | '~ . e
correlation is present between the total SCoRS score and ﬁf 5; x ._I,, P #" Jn i
the dose of neuroleptic therapy (Z=-3.925, sig.= 0.000, s _r' J’ ¥ 4
p<.001). & e~“"°
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In Table 4 we can see that there is a statistically
significant correlation between the high dose of therapy,
the positive psychopathology of the disease and the total
score of the ScoRS (r=.552, p<.01), as well as the negative
symptomatology level (r =.607, p<.01). In addition, in Table
5 we can observe a positive correlation between the low
dose of therapy, the positive psychopathology of the
disease and the total score of the ScoRS (r=.342, p<.05)
and the negative symptomatology and the total score of
ScoRS (r=.432, p<.01).

Table 4. Correlation between the ScoRS (Maximal drug
use) global rating and symptoms scales

ScoRS (Maximal PANSS-General
Pearson drug use) PANSS- PANSS- | psychopathology
Correlation Positive Negative
ScoRS (Maximal 1
drug use)
PANSS-Positive
557+ 1
PANSS-Negative
607+* 666** 1
PANSS-General
psychopathology | .318 .060 181 1

**_Correlation is significant at the 0.01 level (2-tailed).

Table 5. Correlation between ScoRS (Minimal drug use)
global rating and symptoms scale

ScoRS PANSS-General
Pearson (Minimal drug | PANSS- | PANSS- psychopathology
Correlation use) Positive | Negative
ScoRS
(Minimal drug | 1
use)
PANSS-
Positive 342% 1
PANSS- .
Negative 432+ .324% 1
PANSS-
General -204 -447* -325 1

** Correlation is significant at the 0.01 level (2-tailed).
*, Correlation is significant at the 0.05 level (2-tailed).

DISCUSSION
Research shows that patients with schizophrenia suffer

from a wide range of a cognitive deficits, which usually
occur over a certain period of time, before and after
the onset of the disorder, and this further determines
the outcome of the mental condition. The cognitive
deficits include changes in memory, attention, learning,
performance function, abstract thinking, and language. It
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should be noted that 75% of patients with schizophrenia
suffer from cognitive symptoms as a result of the disease.
Our obtained results confirm that positive and negative
symptoms affect the cognitive functioning of the
examined group of schizophrenic subjects.

Patients with schizophrenia suffer from a wide range of
cognitive deficits, which usually occur within a specific
period of time after the onset of the disorder, depending
on the severity of the mental condition. Cognitive
impairments include deficits in memory, attention,
learning, performance function, abstraction, and
language. It should be noted that up to 75% of patients
with schizophrenia suffer from cognitive symptoms
as a result of the disease. The most common cognitive
symptom that leads to temporary or permanent damage
to mental processes is the reduced ability to concentrate,
which has a great impact on the process of acquiring new
knowledge, it affects the form of the cognitive process,
attention, speech, behavior, etc. The results of our
research show that a cognitive deficit was present in the
examined subjects at the beginning of the disease, but
the application of an appropriate neuroleptic therapy
leads to improved cognitive functioning in schizophrenic
subjects in the acute phase of the disease.

Therefore, patients with schizophrenia need timely
commenced antipsychotic therapy and psychosocial
therapeutic interventions, in order to be able to affect
the natural course of the disease. Simultaneously, the
longer period that is required to achieve a satisfactory
improvement of the patient’s mental condition results
in an extension of each subsequent deterioration from
a mental aspect. At the same time, patients who show
a poor response to neuroleptic therapy have residual
psychotic symptoms that reduce the person’s functional
capacities [21, 22]. Therefore, it is believed that timely
application of therapy (pharmacological, psychosocial and
psychotherapeutic interventions) can reduce psychotic
symptoms, reduce the regressive course of schizophrenia
and prevent the development of therapeutic resistance.
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MALIGNITY IN PARASAGITTAL MENINGIOMAS
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ABSTRACT

INTRODUCTION: Malignity in parasagittal meningioams become of Gr-III, WHO Clasification 2007.Grade III
Rhabdoid Meningioma, Papilar Meningioma, Anaplastic Meningioma. PURPOSE OF THE STUDY: The purpose of
this study is to evaluate the results of surgical treatment and analysis of new surgical methods in meningiomas of
the parasagittal region. MATERIAL AND METHODS: This is a retrospective study, conducted between January 2012
and December 2019, 47 cases were included, treated in Neurosurgery Service, University Hospital Center “Mother
Teresa”, Tirana, Clinical Hospital Tetovo and the Hospital “September 8” Skopje. RESULTS: Simpson, I surgery was
performed in 38 cases or 100% of small and medium tumors by tumor size, whereas in large tumors, Simpson I
surgery was performed in 6 cases or%, Simpson I in 4 cases or (%) of cases, Simpson 1l in 4 (%) of cases and Simpson
IV in 1 of cases or (%). The results are shown in the table below. Simpson I was performed in (100%) of cases in 32
cases with small and medium meningiomas. In the middle third of meningiomas Simpson I surgery was performed
in 15 (35%) cases, Simpson Il in 22 (51%) cases and Simpson Il in 6 (14%) cases. Simpson [ surgery was performed in
1(8%) cases, Simpson II in 8 (62%) cases and Simpson III in 4 (30%) cases in meningiomas of the inner third of the
sphenoid. DISCUSSION: The natural progression of parasagittal meningiomas. Following modern technological
development and progressive and gradual popularization, as well as improved imaging by CT, RM, and DSA it
has become possible to clearly define, qualitatively diagnose meningiomas of all regions. Surgical indications in
parasagittal meningiomas The indications for surgical intervention consist of the removal of neurological signs,
decreased intracranial pressure, decompression of surrounding tumor structures, histologic gradients, reports of
venous and arterial blood vessels. CONCLUSION:Parasagittal meningiomas in our study from 2012 to 2019 were 47
out of 262 meningiomas as a whole or 18% which corresponds to the percentage of parasagittal meningiomas in
the world literature as well. A significantly higher incidence is seen between the ages of 51 and 70 years. Women
dominate over men 26 F and 21 B. The dominant clinic is a headache and neuromotor deficit. The time from the
start of the complaints to the diagnosis varies from a few weeks to 120 months. The median delay in diagnosis
was 10 months. At the time of diagnosis, a large proportion of them are very large. The quality of complete tumor
removal was 47 cases, 42 cases according to Simpson I and Simpson II.

Key words: Malignity, Brain Tumors, Parasagittal region, Surgery.

removal of the tumor surgically results in a cure,
when the meningioma is undetectable or when all
INTRODUCTION other medications have failed (Surgery-Radiotherapy).

o o Immunochemistry can be successful.
Meningioma is in many ways the soul of Neurosurgery,

progress in the treatment of meningiomas reflects Superior Sagittal Sinus (SSS) -Anatomy

advances in Neurosurgery. These advances have been The upper sagittal breast (sinus sagittalis superior) is the
put to maximum use to improve the treatment of hreastonwhichitisplaced duplication of the upperconvex
meningiomas. Meningiomas are female-dominated |ip of the falx cerebrum. This sinus extends, sulcus sinus
tumors and mainly affect middle age 90% of whom are  guperior sagittalis, from foramen cecum to protuberantia

: 0, 3 () 1 1 o e o . . .
benign, 6% are atypical, and only 2% are malignant, in occipitalis interna, where flows into confluent sinuum, or
most cases patients with meningioma diagnosis decide ]egs commonly into sinus transversus.

to surgically remove, and are advised to do so based
on neurological symptoms. In most cases, complete
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Meninges

Meninges are complex and highly complex brain and
spinal cord covers, essentially consisting of three closely
related layers: dura mater, arachnoidea and pia mater.
The dura mater is the thick layer, it consists of the
periosteal and meningeal site, the subdural spaces also
serve as a barrier because the archnoidal cells extend
throughout its extension, while the vascular wall system
is essential because meningiomas receive vascularization
from neighboring dural spaces, whereas the archnoidea
is a thin layer but varies depending on the region, its
thickness varies, and the pia mater is of varying thickness
depending on the region, and its vascular system is
virtually non-existent. (1,2,5,6)

Table 1-1- WHO Grading of meningiomas 2007
Grade III

Rhabdoid Meningioma

Papilar Meningioma

Anaplastic Meningioma

Risk factors

Ionizing radiation

Hormones

Head trauma

Mobile phones

Breast cancer

Family connection

Image on CT and RM meningiomas

Meningiomas in large numbers display different
stereotypes in their imaging features, which you combine
with intracranial localization as well as dural adhesions,
often becoming easily diagnosed without the need for
other diagnostic methods that are often invasive. CT and
RM are the most commonly used.(1)

Fig. 1. MRI imaging in parasagittal meningiomas.

a-Axial T2
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b-MRI with contrast axial T1 MRI;
sagital T2.

c- FLAIR MRI and

Diagnostic features during RM and CT
HIPERDENSITY

CALCIFICATION

HIPEROSTOZIS

DURAL BEAST

ANGIOGRAPHICAL VASCULAR TEMPLATE (AVT)(2)

1.6. Surgical classification of parasagital meningiomas
according to Bonnal-Brotchi, Sindou-Auvernia and
Shinshu Okudera Kobayashi

1) The first type (I) are those that attack only the outer
surface of the SSS wall

2) Type I () are those that attack SSS side pages.

3) The third type (III) are those that occupy part of the
SSS wall.

4) The fourth type (IV) are those who have already
invaded two walls of the sinus, but without affecting the
passage.

5) The fifth type (V) are those that have crossed the
midline, and have invaded all the sinus walls by completely
closing the passage (106, 110).(3)

17. Sindou and Auvernia have proposed a similar
classification that attempts to guide surgical decision
making and preoperative planning based on six categories,
in this classification we have VI types of tumor invasion
by the sinus:

1. The first type (I) -cuts the outer surface of the sinus
wall, but without

caused wall breakage or penetration into the SSS.

2. The second type (II) -selection attacks the sinus, but
without causing side wall cracks.

3. The third type (III) - ipsilateral sinus wall infiltration.

4. Type 1V (IV) -invasion of both side walls and roof of
SSS.
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5-6. Fifth and sixth type (V-VI) -full sinus inclusion with
or without a free wall.(4)

1.8. Kobayashi (Microscopic) Classification:

+ I-Complete microscopic resection of the tumor and
wall as well as adhesions with the bone that may also be
abnormal.

+ II- Complete microscopic resection of the tumor by
diathermy coagulation of its attachment to the wall.

+ ITIIA- Complete microscopic resection of intradural and
extradural tumor without resection or coagulation of its
dural attachment.

+ IIIB- Complete microscopic resection of intradural
tumor without resection or coagulation of the dural
attachment or any extradural extension.

+ IVA - Deliberate sub-total removal to preserve cranial
nerves or blood vessels as well as complete microscopic
removal of the attachment to the wall.

+ IVB- Partial removal of TU, leaving <10% by volume
tumor mass.

+V - Partial removal of TU, leaving tumor> 10% in tumor
mass volume, or decompression with or without biopsy.
(130.131)

These types of classifications are still used today.
Different schools tend to use the Simpson classification
although a bit outdated, but it has been shown to be the
most practical in the language of Neurosurgeons.(5,6,7)

2. The Clinic

The presentation of clinical symptoms to parasagittal
meningiomas is largely related to the proximity of the
lesion to the Rolandic tribe as described by Cushing’s case
of General Leonard Wood. These patients usually present
with sensory or motor neurologic deficits, including
lower contralateral extremities, following the above
neurological deficits, with more frequent secondary
symptoms being paresthesia, papillae, and dementia
disorders, described.(1,3,8)

Presentation of symptoms in parasagittal meningiomas
Focal seizures

General convulsions

Headache

Confusion

Monoparesis of the lower extremities

Profesional paper

Visual symptomatology
Calvary deformity
Dysphasia
Cerebrovascular Insult
Vertiginous syndrome
Mental symptoms

2.1 Treatment

Treatment of parasagittal meningiomas is surgical
as the indispensable method of successful treatment,
achieving a total resection of the tumor, as the likelihood
of recurrence is lower. The classification and grade of
surgical resection was described by Simpson in 1957, who
proposed it many years ago but is still widely used in the
treatment of meningiomas, as shown in Tab.(5,7,8)

Table 1.2. The Simpson classification

Gradel Total tumor resection along with infiltrated wall
or bone

Grade II ~ Total tumor resection and coagulation of
infiltrated wall

Grade III Total tumor resection without coagulated
infiltrated wall

Grade IV Subtotal tumor resection
Grade V Intracapsular tumor decompression.
Operating techniques with SSS involved

Surgery of the parasagittal miniatures, including SSS,
puts the neurosurgeon in a great dilemma and challenge,
such as:

- Leaving part of the tumor inside the large sinus with a
high risk of recurrence, and

- Radical removal of the tumor and greater exposure to
risk for the patient during surgery. These contradictions
persist to this day, as to which of these ways is best for
the patient, it remains a subject of discussion and debate.
(1,9,10,)

2.2. Preoperative Investigations

CT scan and contrast RM are the key to diagnosis. The
accumulation of Gadolinium in the wall should be
considered because it indicates the site of exposure as
well as the proximity of the tumor mass that is the site of
tumor invasion or simply peritomal hyperemia.
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2.3.0bservation of meningiomas

Due to the aging of the population and the increasing use
of MRI as a diagnostic tool, the detection of incidental
meningiomas in asymptomatic patients is becoming more
common. Recent studies have shown that tumor growth
occurs from 37% to 63% of patients, with annual growth
rates of 1.9 mm, 4 mm, and 0.54 cm3 in those younger
than 60 years and 0.83 cm3 in older ones than 60 years.

2.4.General principles in operating techniques

1. Bicoronal incision is preferred due to greater skin
vascularization, especially when reintervention is
expected.

2. The pericranial flap reflects separately.

3. Multiple holes should be in close alignment with a hole
in the periphery of the tumor.

4. The numerous holes around the SSS allow the bone to
be securely separated from the bone

5. Microsurgical preparation of the tumor capsule from
the surrounding cortex is performed while maintaining
normal vascularization of the cortex.

Patient Positioning - Placing the patient in a lounging
position allows for safer venous drainage and without the
risk of ICP increase, the risk of air embolism is always
present but is rare due to pressure high venous in these
patients. For anterior 1/3 tumors, the patient is positioned
on the supine spine and a bi-coronary incision is used.
In the middle 1/3 tumors, the patient is in a semi lateral
position and the 1/3 posterior lesions are the inverted
prone position.

Fig.2. Patient positioning with parasagittal meningioma
and MPS skin incision.

T
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1. Operational exposure should be as wide as possible.
Skin unfolding and craniotomy should extend along the
entire midline to allow visualization of both sides of the
sinus and approximately 3 cm outside the borders of the
occluded sinus. However, such a large approach should be
reconsidered if the skin, pericranium, or collateral veins
can be damaged during such an opening. A bi-coronary
incision is preferred because it allows for maximum
vascularization in the skin, especially if subsequent
craniotomies are to be performed.

2. Afferent tumor arteries within the wall must be
coagulated or clipped before being cut.

3. The dura is cut peripherally around the tumor mass in
the convex form to the convex margins, along the border
of the superior SSS sagittal sinus. Multiple holes are made
close to each other on the periphery of the tumor.

4. Craniotomy (Bur holes) around the tumor and SSS allow
bone preparation for the hone.

5. The microscope is installed.

6. Microsurgery separation of the tumor capsule from
the surrounding cortex is performed by preserving the
vessels that overlap in the normal cortex.

7. Adhesion of the meningioma to the lateral sinus wall
and adjoining phalanx structures should be discontinued
using the method of incision with a bipolar clamp for
coagulation, cutting off the tumor from the meningeal

supply.

PURPOSE OF THE STUDY

The purpose of this study is to evaluate the results of
surgical treatment and analysis of new surgical methods
in meningiomas of the parasagittal region.

2.1. Overall objectives

Presentation of data on patients operated on with
parasagittal meningiomas. In the period January 2012
- October 2019, at the Neurosurgery Service Hospital
Center

University “Mother Teresa”, Tirana, Tetovo Clinical
Hospital and Hospital “8 Septemvri” Skopje.

2.2.Specific objectives

1. Indicate the percentage of parassagital meningiomas in
the brain meningiomas.
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2. Determination of age by parassagital meningiomas.

3. Clinical signs, patient complaints, touch of the sensory
cortex.

4. Tmaging of parassagital meningiomas and the
possibility of removing them completely.

5. To present the results of the surgical treatment.

6. The likelihood of recidivism and the factors affecting
it.

7. Presentation of postoperative and long-term functional
outcomes.

8. Compare the presence of parassagital meningiomas in
Albania and N.Macedonia.

MATERIALS AND METHODS

This study is a retrospective study, conducted between
January 2012 - December 2019, involving 47 cases treated
at the Neurosurgery Service, Mother Teresa University
Hospital Center, Tirana, Tetovo Clinical Hospital
and, 8 Septemvri, City Hospital Skopje. .Our cohort is
homogeneous and unselected. For this kind of pathology
our center is a reference center for Albania, Albanians
in Kosovo, Montenegro, and Macedonia. Patients are
operated by the same surgeon Prof. Mentor Petrela PU
H Paris, thereby eliminating the effects of experiential
learning on the outcomes of the interventions. The
study included patients with a histologic diagnosis
of meningioma and localized to the anterior 1/3,
middle 1/3, and 1/3 posterior throughout the length
of the Sagital Superior Sinus. Their identification was
performed by examining the intervention registers and
admission cards. Intervention registries indicate the
date of intervention, patient’s generalities, preoperative
diagnosis, intraoperative diagnosis, brief history of
illness, operative act. follow-up of patients. Data on
age, sex, preoperative diagnosis, anamnesis, objective
neurological examination, intraoperative diagnosis,
description of operative act as well as details of immediate
postoperative progress were obtained from follow-up
files. Data on the long-term progression of the disease,
including imaging and clinical progress. Radiological data
were obtained from the review of distance radiological
examination films. Data obtained from the above
documentation were entered into the Microsoft ® Office
Excel 2010 numeric software. of surgery Time of onset of
complaints Clinical data (epilepsy, increased intracranial
pressure, motor deficits) preoperative radiological

Profesional paper

data Tumor size: 1) <2 cm; 2) <4 cm; 3) <6 cm; 4)> 6 cm
tumor localization (based on Cushing’s classification)
tumor ratio to SSS, cortex, aa.cortical, surgical tumor
approaches, excision according to Simpson, Sindou
Auvernia and Okudera Kobayashi histopathology data
from all three centers Hospital, postoperative radiologic
data and follow-up postoperative neurological status and
follow-up time of relapse and treatment. I processed the
statistical analysis by collecting data and transferring it
to the computer to perform the statistical analysis which
was run in Microsoft® Excel 2010. The statistical analysis
was performed with the Statistical Package for Social
Sciences, version 17.0. The data shows some cases with a
partial lack of data.

RESULTS

Simpson, I surgery was performed in 38 cases or 100%
of small and medium tumors by tumor size, whereas
in large tumors, Simpson I surgery was performed in 6
cases or’%, Simpson I in 4 cases or (%) of cases, Simpson
Il in 4 (%) of cases and Simpson IV in 1 of cases or (%).
The results are shown in the table below. Simpson I
was performed in (100%) of cases in 32 cases with small
and medium meningiomas. In the middle third of
meningiomas Simpson I surgery was performed in 15
(35%) cases, Simpson II in 22 (51%) cases and Simpson
Il in 6 (14%) cases. Simpson I surgery was performed
in 1 (8%) cases, Simpson II in 8 (62%) cases and Simpson
III in 4 (30%) cases in meningiomas of the inner third
of the sphenoid. Mortality and morbidity. In our study,
it was found that early post-operative mortality (within
30 days) was 0%. Late mortality was at a low rate, in a
single case of meningiomatosis where he subsequently
performed a second reintervention after 7 months, and
again relapsed, was treated with radiosurgery, but the
condition worsened, a third intervention was attempted,
but has resulted in complications, cerebral edema palsy
with subarachnoid and intracerebral hemorrhage as
well as hydrocephalus, where he has been treated with
dysfunctional DVP, where all these factors lead to the
cause of death.

Table and graphical representations by age, out of a total
of 47 patients, mean age is 57.8 years, with the youngest
age ranging from 32 to 77 years. Table 4, graph 1.
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Table 2. Distribution of patients by age

Total patients studied by age 47 in total

Minimal 32.0 years old
Average 57.8 years old
Maximal 710 years old

Chart 1. Patients distribution by age.

Table 3. and graphic 1. representation by sex, out of a total
of 47 patients, 26 are female, and 21 are men.

Table 4 and graph 2.

Total patients studied by sex | Total47 | 100 %
Female 26 55,31 %
Male 21 44,68 %

Table 4. Tab. by gender, out of a total of 47 patients, 26 are
female and 21 are male,

e rEE L O L Tl L Dy

Fewrs S ETLC

Graph 2. Graphic representation by gender, out of a total
of 47 patients, 26 are female, and 21 are male.

DISCUSSION

After modern technological development and progressive
popularization, as well as improved images from CT, RM
and DSA it has become possible to clearly define, diagnose,
qualitatively, meningiomas of all regions. Regarding the
natural progression of meningiomas are not sufficient
Among the largest studies conducted with 75 patients, no
severe complications were observed such as thrombotic
occlusion of the SSS, no mortality, neurological deficits
reported in only 5 cases, edema brain in only one case,
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venous stroke in 1 case, liquid in 2 cases, and systemic
complication in 1 case.
=

Fig: 3.-A Large middle 1/3 parasagittal meningeoma a - T2
axial pre op; b pre operative coronary T2; ci T2 sagittal

pre op.
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Fig.3.2.-B: Large middle 1/3 parasagittal meningioma a-
T1 axial with Gadolinium postop; b1 postop coronary T1;
c- T1 sagittal post op.

Figd. Small meningioma A-situation PRE-OP and
B-Situation POST-OP

9.1 Surgical Strategy

The surgical strategy and approaches for removing
parasagittal meningiomas depends on the location of the
tumor, but the preferred approach is the bi-coronary,
with extensive flap, for vascularization reasons. This
approach offers several advantages, having a good and
comfortable approach to attack the dura that may be
involved in SSS, safe dissection of tumor mass with
regard to vascularization, especially the veins that drain
the blood toward SSS- Troland, where SSI should not
be overlooked and no cases of surgical intervention in
the parasagittal meningiomas have been observed and
avoided so far, or minimally invasive or by endoscopy
remove the tumor mass especially when it comes to
parasagittal meningiomas safety and a challenge to the

Profesional paper I

surgeon, due to the sensitive anatomical structures
around the tumor.

CONCLUSIONS

Parasagittal meningiomas in our study from 2012 to
2019 were 47 out of 262 meningiomas in total or 18%
which corresponds to the percentage of parasagittal
meningiomas in the world literature.

A significantly higher incidence is between 51 years to
70 years

Females predominate in relation to males 26 F and 21 M
The dominant clinic is headache and neuromotor deficit

The time from onset of complaints to diagnosis is several
weeks to 120 months. The Medline in diagnosis was 10
months.

At the moment of diagnosis, a large of them are very large
tumors.

The quality of complete tumor removal was 47 cases, 38
cases according to Simpson I 4 cases Simpson II, 4 cases
Simpson III, 1 Case Simpson IV and 0 Cases Simpson V.

Tumor removal is conditioned by the dimension of the
tumor, the relationship with SSS, and the relationship
with normal brain structures.

The complete result was 37 patients 80.29 %, significant
improvement was at 4 patients or 8.68 %, worsened 2
patients or 4.34 % and the same condition 4 patients or
8.68 %.

Parasagittal meningiomas are the majority of them GR1I -
38 cases and rarely recidiv.

Parasagittal meningiomas are localized: 21 cases 1/3
anterior, 20 1/3 middle, 6 cases 1/3 posterior.

Life has increased qualitatively after tumor removal.
Recidiv has been low.

The incidence of parasagittal meningiomas in various
literature varies from 16.8% to 25.6%, according to the
initial classification based on morphological criteria,
whereas the latter classifications are based on tumor
location along the SSS. The report is 2.3 cases per 100,000
citizens per year (1.5 for males and 3.1 for females). They
make up about 20% of all intracranial tumors.

Almost 50% attack SSS, 50% tend to attack falx and
only 25% are bilateral, 25% are associated with
skeletal hyperostosis and are a valuable indicator for
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diagnosis.
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ABSTRACT

Intro : Vitamin K antagonists are the mainstay for prevention of strokes in patients with atrial fibrillation (AF)
world-wide. Yet estimates on its effectiveness are heterogeneous and reveal stark differences between different
health-care systems. The aim of the present study was to assess the laboratory parameters for achieving the goal
of the therapy (Time in therapeutic range - TTR) and to describe the effectiveness of the therapy in real-time
setting.

Methods : Patients treated in our clinic, with confirmed AF were considered in the study. The study was prospective
observational study by design, where the participants were assessed at baseline for known risk factors for stroke,
diagnosis for atrial fibrillation, use of anticoagulant medication and presence of identifiable ischemic lesions in
the brain with non-contrast computed tomography (NCCT). The drug of choice was acenocoumarol, with planned
monthly measurements of INR with the duration of 6 months, and the study was concluded with additional NCCT
at the end, in order to assess for differences.

Results : 96 patients finished the observation. The mean age of the patients was 64.5 years (SD = 6.36), and 50 (52%)
were male. Regarding the INR measurement, we collected data from 88.2% of the planed measurements; 69.7% of
the patients achieved TTR above 60%. Cross-comparison between groups (TTR < 59% and TTR > 60%) revealed that
the first group had statistically significant higher proportion of patients with newly registered lesions on NCCT
(p-value < 0.05).

Conclusion: Acenocoumarol is the only therapeutic VKA option in our country, despite the availability of other
VKA antagonists that show better indices for effectiveness. Our sample confirmed that the proper use of VKA
significantly reduces the incidence of new NCCT ischemic lesions in conditions of routine public health care.

Authors keywords: atrial fibrillation, oral anticoagulants, stroke prevention, time in therapeutic range, vitamin-K
antagonists, silent stroke, effectiveness;
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INTRODUCTION

Vitamin-K antagonists (VKA) represent the most
utilized class of drugs in the secondary prophylaxis of
thromboembolism and brain stroke in patients with
atrial fibrillation on global level. They partake an
important role in reducing the associated risks with
atrial fibrillation (1,2), mainly regarding thromboembolic
events in the brain (3-5). The use of VKA therapy has
associated burdens - narrow therapeutic index (6) and
sensitive pharmacokinetics (7,8), which necessitate
regular laboratory monitoring and risk for complications,
such as persistent bleeds from wounds or spontaneous
bleeds. Some of these complications are predictable (9)
by following a laboratory parameter - the international
standardized ratio (INR) (10), a derivate of prothrombin
time, which is used to express the targets of the therapy
and to properly dose the VKA (11). As recommended, the
best treatment effect of VKA therapy in this scenario
is achieved when the value of INR is in the range 2-3
(11,12), while values below and above are associated with
thromboembolic and hemorrhagic events, respectively
(13). Recent studies report on the use of VKA in terms of
serial INR measurements, finding out that in setting of
regular care, patients achieve the targets of therapy in
30-75% of all measurements (14-16), which is less than in
settings of randomized control trials.

The use of VKA at local level has not been subject to a
systematic study. Previous study conducted in the Balkans
(neighboring countries) revealed that patients achieved
TTR of 49.5% (Potpara et al.) In Macedonia there is only
one registered VKA, acenocoumarol (tablets, 4 mg), which
is used in the secondary prophylaxis of stroke in patients
with atrial fibrillation.

The aim of the present study is to analyze the correlation
of time in therapeutic range in patients taking VKA and
incident ischemic stroke (diagnosed with clinical and
imaging modalities).

METHODS AND POPULATION

This was prospective, observational cohort study,
conducted at the Neurology Department of the University
Clinic - Tetovo, Macedonia. All registered patients in the
last six months and patients in the period from January
2019 to April 2019 with findings of atrial fibrillation
were considered in the study, based on their informed
consent. The patient population is representative of the
northwestern part of the country, as the overall majority
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of the citizens use the public health service. Patients
were evaluated for indication for oral anticoagulant
therapy use (and previous OAT use). Inclusion criteria
were: EGC-evidenced atrial fibrillation (2) and diagnosis
set by cardiologist (ICD-10 code I-48), CHA2DS2Vasc-
Score above 1 (or above 0 for males) (17), actual use of
acenocoumarol or willing to start with prescribed therapy
with acenocoumarol (in accordance with treatment
guidelines), and consent to attend regular INR monitoring
on monthly basis and undergo native computed
tomography scan of the brain on two occasions, six
months apart. As exclusion criteria we used concurrent
use of/or indication for antiplatelet drug, presence of
contraindications for acenocoumarol (active bleeding or
previous major bleeding due to acenocoumarol, previous
major surgery). All patients signed informed consent to
participate in the study.

MEASUREMENTS

At study enrollment, patients underwent native non-
contrast computed tomography (NCCT) of the brain and
measurement of the international standardized ratio
(INR). Their previous health records were checked for
previous/actual conditions of the vasculature, heart,
thromboembolic events, diabetes mellitus, presence of
implants and rheumatological conditions and targets
for INR other than 2-3. All of the measurements were
done at the Clinical hospital - Tetovo. For performing
CT of the brain, we used SOMATOFORM SIEMENS CT,
with generating 1.6 mm axial slices. All of the CT-scans
of the brain were evaluated for the presence of fields of
ischemic sequelae in the brain by trained radiologist and
neurologist. As findings of interest were CT-hypo-intense
signals with Handsfield unit (HU) values approximating
the HU values of the cerebrospinal liquor in the same
case which were localized in single arterial territory and
were not consequence of known trauma or bleeding,
including both cortical and lacunar infarctions. At the
end of the observation period patients were scanned
again, and the second NCCT-scan of the brain was used
for comparison, in order to register new lesions. Patients
came regularly at three-month visit for follow-up, with
monthly check of the INR at the transfuziology unit at
our hospital with the use of Hymanclot Analyzer. The
time in therapeutic range was determined individually
under the assumption that patients performed monthly
INR measurements as number of INR measurements in
range of 2-3 over number of total INR measurements,
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with projected 7 measurements during the 6 months of
observation. Patients with less than 4 measurements
were not included in the analysis, as their TTR could not
be reliably determined.

CHA2DS2Vasc score (18) represents a quantitative tool
for determining future stroke risk in patients with
diagnosed atrial fibrillation. It takes into account the age
(>= 75 years - 2 points, 65-75 years - 1 point), presence of
arterial hypertension (1 point), presence of congestive
heart failure or left-ventricular systolic dysfunction (1
point), diabetes mellitus (1 point), prior stroke, transient
ischemic attack or embolic event (2 points), vascular
disease (1 point), female sex (1 point), with 9 points in
total, with projected annual risks for incident disease
rising significantly above 1 point. It’s use has entered the
practice as clinical tool for risk assessment (19), making
compound measure of risk factors for thromboembolism
in patients with AF.

Table 1. Descriptive statistics on patient sample
characteristics (n = 96)

Variable Patient sample
Age (x, SD) 64.5 (6.36)
Gender (% males)50 (52%)
Previous VKA use (%) 67 (69.7%)

Past/current thromboembolic conditions 56 (55.2%)
Arterial hypertension (%) 70 (72.9%)

26 (271%)

6 (0.6)

INR - International Normalized Ratio

Diabetes mellitus (%)

INR measurements (x, SD)

ANALYSIS

In order to describe the patient group, demographic
characteristics on age, gender, ethnicity, previous
OAT use, CHA2DS2-Vasc score, presence of arterial
hypertension and diabetes mellitus are presented in
terms of mean (with standard deviation) for continuous
and proportions for categorical variables. The values
regarding time in therapeutic range, presence of NCCT-
identifiable lesions at enrollment and follow-up are
derived from individual patient data and were described
with mean, SD, median. In order to test for differences in
NCCT-incident lesions between patients with TTR above
and below 60%, the Fischer’s exact test for comparison
of proportions was used. The analysis of data employs
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intention-to-treat analysis. Statistical significance was
determined at the level of 0.05.

RESULTS

From the initial 126 patients enrolled at the beginning,
96 (76%) patients finished the observation period. The
resulting sample of 96 patients had average age of 64.5
years (SD = 6.36) and 50 (52%) were male. 29 patients
were newly prescribed VKA users while the remaining 67
patients had continued VKA use in the last 3 months. The
descriptive statistics on the patient sample are available
in table 1.

From 96 patients and planned 672 measurements, we
collected data from 593 of the measurements (88.2%).
The mean time in therapeutic range was 0.65 (SD = 0.15),
ranging from 0.28 to 1 (3 cases). The corresponding
distribution is presented with histogram in figure 1.
Patients that did not show up during the study had
an average of 3.1 INR measurements, insufficient for
calculating the time in therapeutic range. The resulting
sample revealed that 67 patients (69.7%) achieved TTR
above 60%, while 29 patients achieved TTR below that
threshold.

The results from the first NCCT-scan revealed that 59
patients were free of identifiable lesions while 37 patients
had at least one identifiable lesion that could be attributed
to ischemic event in the brain. From the 37 patients
with CT findings, 2 patients had 2 lesions registered on
the NCCT-scan. The results from the second NCCT-scan
revealed that 42 patients had NCCT-registered lesions in
the brain, out of which 5 patients had 2 lesions, while 54
patients did not have any finding.

Cross-comparison between the patients with TTR above
60% and the other group revealed that 2 patients (3%) of
the first group had NCCT-findings consistent with new
ischemic lesion, while 5 patients (172%) in the second
group had NCCT-findings for new lesion.

Differences between the two groups in terms of incident
CT-lesions were assessed by the Fisher’s exact test,
which revealed statistically significant differences in
proportions of 0.142, with p-value of 0.025 (figure 2). The
odds ratio for incident CT lesion was 5.78 higher in the
group that did not maintain TTR above 60% (95%CI 1.189
-28.067) (Figure 2).
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G o T i P B Vo g s R T e e e

Figure 1. Histogram of individual time in therapeutic
range (TTR) of the patient sample (n = 96). Numbers above
bars denote percentages.
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g

Figure 2. Comparison between proportion of patients
with new CT-lesions between patients that achieved TTR
above 60% and patients that achieved TTR below 60%.

Legend: TTR- time in therapeutic range

DISCUSSION

The present study is the first study to investigate the
importance of maintaining time in therapeutic range for
prophylaxis of incident brain strokes in Macedonia. Given
the fact that 38% of the patients had identifiable lesion
that can be attributed to ischemic event in the brain on
the baseline computed tomography reflects the patient
base drawn from neurological practice.

From the planned measurements for INR, patients that
finished the study managed to attend at the 89% of the
monthly regular measurements. In our sample, 67% of
the patients maintained TTR of at least 60%, and the
mean TTR was 0.65. This finding is slightly different
than the results from another regional study, where the
measure of TTR was secondary objective, reports that
TTR was available for 18.7% of the analyzed patients,
with reported mean TTR of 49.5% (95%CI 20-90%), while
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the most recent measurement of INR was available for
79% of the patients, where 55.2% of the patients were in
therapeutic range (20). Of note is that patients treated
with VKA’s were not exclusively on monotherapy and this
was not the primary objective of the study, which could
explain the differences in comparing the results for TTR
(0.65 vs 0.52) and availability of past INR measurements
(89% vs 79%).

One of the earliest meta-analysis on the topic from
Walraven (21) revealed differences of achieving
good anticoagulation control in the setting of RCT,
anticoagulation clinic and community follow-up. For
instance, the mean unadjusted mean of TTR followed
in clinic or RCT was 65.4% (95%CI 63.7-67.7%) and 66.4%
(95%CI - 59.4%-73.3%) respectively, while TTR measured
in community practice was estimated at 56.7% (95%CI
- 51.5%-62%), giving statistically significant difference,
while the conclusions of the study revealed that self-
monitoring of INR could increase TTR in selected
populations, an option that is still not employed in the
health systems in Macedonia. The findings of the study
are comparable to our results, taking into account
that the INR measurements were conducted at the
transfusiology department of Clinical Hospital - Tetovo.
Still, of note is one curious finding, albeit statistically
insignificant (p = 0.08) - the metanalysis compared TTR
in studies conducted before 1998, finding out that studies
conducted later reported slightly better anticoagulation
control, which might be indicative of the gained
experience of the health systems in prescribing therapy
with VKA and follow-up. The reported results are in line
with the findings of other studies conducted at European
level (22)

Another consideration in this study is the choice of the
anticoagulant drug. Currently, our market has only one
registered drug, acenocoumarol. Recent observational
study from PREFER IN AF Registry reports that patients
on monotherapy with acenocoumarol achieved the
lowest TTR (65.9%), in comparison to warfarin (69.3%),
fluindione (72.7%), phenprocoumon (80.4%) (22) Another
recent observational study from Spain, where the most
utilized drug is acenocoumarol, conducted on older
sample than ours (mean age = 73.8 +- 9.4 years), estimated
that the mean TTR was 63.77%, while 54% of the patients
exhibited poor control (TTR < 65%) ((23). Regarding the
long-term stability of this parameter, it has been found
that most of the patients show stable trajectory after the
first 6 months of measurement (Pokorney et al.; Witt et
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al.; McAlister et al.).

Although 37 patients did have previous findings on CT
scan, additional 19 patients had either recorded finding in
the past for transient ischemic attack, acute myocardial
infarction or deep venous thrombosis. Additionally, 67 of
the patients had already been put on routine Vitamin-K
antagonists, while during the recruitment, 32 patients
started treatment with VKA. The results of the study
confirm the finding of effectiveness of VKA antagonist
with regard to strokes as registered on NCCT.

The variability of the findings in the reported studies are
due to factors regarding the patients, the drug used in
the study, but also due to the different health care setting
among different countries. The last has been investigated
in a cost-benefit analysis, comparing the use of NOACs
vs the traditional VKAs - for instance, where three
NOACs have been calculated as cost-effective alternative
of coumarins in Great Britain, while two of them were
significantly better in terms of cost-effectiveness in The
Netherlands. The findings of the study emphasize the
quality of INR control, which is main determinant of
effectiveness of this therapy (24). This finding is in line
with other studies on cost-effectiveness, where the
importance of maintaining INR is highlighted (25).

The limitations of our study might stem from the
sample population, which is drawn from population that
utilize public health services. Next, the possibility for
information bias is present since the outcome is derived
from inferior imaging method (CT in comparison to MRI).
CT in this scenario has lower sensitivity than advanced
imaging techniques, such as the computed-tomography
perfusion (CTP), computed tomography angiography (CTA)
(26) and magnetic resonance imaging (MRI) (27). Although
the analysis was done in intention-to-treat manner, the
study assumes that the INR measurements are indicative
of real use of the medication by the patients.

CONCLUSIONS

As important finding of this study is the high rate of
INR control in our sample. The differences between the
patients that achieve TTR > 60% had significantly lower
number for new ischemic lesions as registered on CT.
One realization of the present study is the unavailability
of other drugs from the same class on our market. The
use of acenocoumarol provides certain benefits with
regard to its short half-life, which is convenient as
therapy before anticipated invasive or semi-invasive
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procedures. The absence of other VKA antagonists in
our health-care system should be reconsidered, as it
has been found out that acenocoumarol achieves lowest
TTR, as provided from the literature, and showed similar
TTR to the studies that pointed out this difference. This
necessity is emphasized for countries in development,
where the health care systems cannot afford to provide
the NOACs which are much more expensive and where
the use of anticoagulant therapy in the patients with risk
is underutilized.
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ABSTRACT

The aim of the study is to evaluate the psychosocial factors association with periodontal status indeces such as
plaque index and bleeding index.

Material and method: This was a case-control study carried out in 69 patients (33 patients in case group and 36
patients in control group) requiring dental check up and treatment in the University Dental Clinic in Tirana. Socio
demographic data were recorded alongside information regarding dental health behavior. Psychosocial factors
were evaluated through Beck Depression Inventory (BDI). Clinical data of PDD, CAL, BOP and PI were recorded.

Results: With regards to oral hygiene behavior in the case group the largest part show a poor dental care with 61.5%
of the patients brush their teeth “rarely”, whereas only 33.3% of the control group show this low level of dental
care. The evaluation of PI showed that the highest percentage of patients in the case group had compromised
and poor oral hygiene. There were no patients with good oral hygiene. In the control group the highest number
of patients also showed poor hygiene, but in contrary with the control group there is a percentage of patients
showing good oral hygiene in this group.

There is a statistical relationship between PI and depression level K2=23.716, P <0.05 (P=.005);
There is a statistical relationship between bleeding index and depression level B2=24.061, P <0.05 (P=.020)

Conclusions: The results bring evidence in favor of a relation between psychosocial factors and some indecis of
psychological status.

Key words: periodontitis, psychosocial factors, behavioral factors, stress, depression, bleeding on probing, plaque
index.

INTRODUCTION of the association of stress to periodontal disease date
back in the 1950 when necrotizing ulcerative gingivitis
(NUG) was the first disease studied from this aspect. The
investigation was based on some unique charachterisitics
of NUG etiology as an acute pathology in which the causing
bacteria are otherwise non pathogenic under normal
conditions. This would suggest for a deeper search into
alterations of the patients immunity that could explain
the breakout (2).

New research in periodontology is adding to the boddy of
evidence on a putative relationship between psychosocial
stress and forms of periodontal disease. This has
brought to the recognition of psychosocial stress as a
risk indicator for this diseases (1). This evidence can be
seen in a broader theoretical perspective of the influence
of stress in a range of systemic conditions, justifying
the search for other possible relations between mental
health and periodontal disease. The scientific evidence Some other studies focused on specific psychological
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factors showed that individuals with the highest work
related stress, also show signs of gingival inflammation
and gingival recession (3).

Another study from Mengel et al. (4) investigating on the
interactions between periodontitis and psychological
stress, using measures of hormone levels and
inflammation mediators, found a significant correlation
between family stress and gingival inflammation.

Mechanisms explaining the relation- Hipotalamus
pituitary adrenal axis (HPA)

The evidence emerging from interdisciplinary
psychoneuroimmunology studies offers a deeper view
into the mechanisms aiming at explaining the relation
between stress and periodontal disease. The immune
response modulation under the effects of psychological
stress forms the basis of these mechanisms as showed in
a range of studies (5), (6). One of the best accepted models
is the one proposed by Genco et al. 1998 (7). Stressful
stimuli illicit a complex response with the involvement
of neurological, immune and endocrine pathways. HPA
axis receives a signal to release corticotropine releasing
hormone (CRH), which in response induces the release of
adenocorticotropic hormone (ACTH), the last one leading
to release of glucocorticoids. The latest can impede
the immune response and promote tissue destruction
phenomena.

Behavioral changes

Another mechanism explaining the effects of psychosocial
stress on periodontal conditions focuses on the
behavioral changes like smoking, oral hygiene neglecting
and fewer dental visits (8)4,25]]},"issued”:{“date-
parts”:[[“1999”,7]]}}}],”schema”:"https://github.com/
citation-style-language/schema/raw/master/csl-citation.
json”}. A considerable amount of studies provide evidence
on the relation between the modification of oral hygiene
behaviors under stressful conditions and a worsening
of periodontal health. Deinzer et al. 2001 conducted a
study on a group of students under academic stress and
proved that their oral hygiene evaluated through dental
plaque was poorer in comparison to control group (9). It
is now a well accepted fact that a poor oral hygiene with
accumulation of plaque leads to gingival inflammation
(10).

Based on the above evidence and arguments, this study
evaluated the relation between depression and dental
plaque index and bleeding index as indicators of gingival
inflammation.

Profesional paper

MATERIAL AND METHOD

This is a case-control study conducted in 69 patients (33
patients were signed up in the case group and 36 patients
in the control group) who presented themselves for
dental treatment and check up at the University Dental
Clinic, Tirana, their age ranging from 19-63-year-old. The
groups had an even number of patients at the beginning
of the study, but during the analysis of the psychological
questionnaire, it was noticed that three patients assigned
to the case group had invalidated the form, therefore
had to be excluded from the study. Exclusion criteria
were having received periodontal therapy in the past 3
months, uncontrolled diabetes, cardiovascular disease,
immunosuppressive drug therapy or calcium blocking
agents, pregnancy, diagnosed mental disease and use of
psychotropic drugs. The patients qualified for the study
were introduced with the scope and the procedures of
the study and were invited to sign a consent form based
on free will. Sociodemographic information and health
behavior related data were recorded, including age,
gender, marrtial status, education, employment status,
tooth brushing frequency, dental visiting frequency
and smoking. Afterwards they were introduced to a
psychological evaluation questionnaire Beck Depression
Inventory (BDI) applied in many international studies
of this type. This instrument evaluates the level of
depression categorizing it in clinical terms after simple
scoring of the patients multiple choice responses. Cases
or “periodontitis patients” were defined after the new
classification of 2017 World Workshop where *’ a patient
is considered periodontitis in a clinical context when
there is an interproximal attachment loss in two or more
non adjecent sites or when there is an attachment loss
of more than 3mm with a periodontal pocket equal or
deeper than 3mm in oral and buccal site in two or more
theeth.

(Clinical attachment level and periodontal pockets
were measured in 6 sites per tooth, respectively in the
mesiobucal, bucal, distobucal, mesiolingual, lingual
and distolingual site in all fully erupted teeth, using a
manual probe Hu-Friedy, Chicago, IL, USA. Bleeding on
probing BOP and Plaque Index PI (Sillnes & Loe 1964).
All parameters were measured by a single clinicist and
an assistant recorded the data during the procedure.
Statistical analysis consisted in extracting the frequencies
for all the variables included in the study, 2x2 tables to
control for the existence of a relationship between two
variables. Chi-Square test was used for this purpose,
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which is applied in case of nominal and ordinal data. Our

000000000000

variables were of nominal and ordinal type. e po—
RESULTS Toothbrushing
_ ) frequency n =33 n=236
Eezl}lts arée [gesente(;i 1nf tﬁl})leks' afn.d figures as essential = 2(61%) 3(83%
ndings ol a first study ol this Kinf in our country. Rarely 17 5L5%) 12(33.3%)
Case Control Once a day 11(33.3) 12 (33.3%)
Gender n=33 n=36 Twice a day 3(9.1%) 9(25.1%)
Male 11(33.3%) 17 (472%) Doingadental
9 8% checkup despite o
Il:emale 2 (22’7/) | 1 (53268/) lack of symptoms n=33 n=36
: (“)3640 1114'42 m ‘212‘ — Never 22 (66.7%) 21(58.3%)
40_60 18 (54'5;) 12 (33'3‘;) Rarcly S01%) 26564
) X ( / ‘ ) ( . " Once a year 8(24.2%) 13 (36.1%)
](S)VHIBO (3‘;);) (5?;) Smoker n=33 n=36
Ump Oylmendt E _oo‘y 111 ; - Po 10 (30.3%) 5 (13.9%)
“e.mz ove o. °)0 (2.8%) Jo 23 (69.7%) 31(86.1%)
Retire 12(36.4%) 7(134) Tab.2 Distribution of oral hygiene behavior
Student 14 (42.4%) 18 (50.0%)
Employed 7(212%) 10 (278%) The results of the toothbrushing frequency in the case
Education —— 36 group showed that 51.5% of individuals were brushing
Low 0(0.0% 12.8% raaely , followed by those who were brushing once a
day”” and only 9.1% were brushing twice a day, while 6.1%
Elementary 12 (36.4%) 7(19.4) o " . .
Hich school 14 (424% 18(500%) were “never” brushing their teeth. In the control group
1gh SCNOOo K %) U’ . .. .
gf _ the data showed that individuals who were brushing
University degree 721.2%) 10 (27.8%) o " o ” .
rarely” and “once a day” were in the same percentage

Tabl. Distribution of demographic data of case and
control groups.

The distribution according to gender in the case and
control group shows that females are the highest
represented gender in both groups. Shpérndarja sipas
gjinisé né grup-popullatén rast si dhe né grup-popullatén
kontroll tregon se né pérqindjen mé té larté jané pérfshiré
gjinia femér.

Né grupin e kontrollit jané pérfshiré 36 individé
shpérndarja e té ciléve sipas gjinisé tregon se numrin
dhe pérgindjen mé té larté e ka gjinia femér, even though
with a small difference. The results of age distribution in
the case group showed that 40-60 year old group was the
highest represented age group with (54.5%). In the control
group the age group with the highest representation was
20-40 year olds with 61.1%, followed by 40-60-year-old
with 33.3%.

In the case group the education status analysis showed
that most individuals had a high school degree, followed
by elementary education and university degree. In the
case group most individuals had a high school degree
with 50%, followed by a university degree with 27.8%.
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and 8% “never” brush. Regarding 11 individuals who
admit to visit the dentist for a checkup despite of lack of
symptoms, the results show that 24.2% do the checkup
once a year and only 9.1% do it rarely. In the control
group 41.7% admit to do dental checkup despite a lack
of sypmtoms, with 36.1% doing it “once a year”” and only
5.6% do te checkup “rarely”.

Only 30.3% of the individuals in the case group are
smokers. A low percentage of smokers is noticed in
the control group as well. Smoking habit results in the
control group show that only 13.9% of them are smokers.
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T

Fig.1 Plaque Index levels in the case group

The evaluation of PI results showed that none of the
individuals included in this study showed excellent or
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good oral hygiene. Their oral hygiene levels were mostly
compromised and poor. Different from the case group,
oral hygiene levels were good for a part of the individuals
in the control group, but poor hygiene was noticed in the
highest percentage of individuals here too.
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Fig.2 Plaque Index levels in control group

Plague Index and depression

Fig. 3 Plaque index and depression level (case group)

With regards to the evaluation of depression levels,
we noticed that most of the individuals in the case
group have normal mood swings 66.7%, followed by
mild mood disturbances in 27.3% of the individuals and
borderline clinical depression and moderate depression
in equal values of 3%. In the control group most of the
individuals showed normal mood swings in 80.6% of the
cases, followed by 8.3% of the individuals with moderate
depression and 5.6% of individuals with mild mood
disturbances and borderline clinical depression in equal
values of 5.6%.

A strong statistical relation was founf between plaque
index and level of depression in the case group, K2=23.716,
P <0.05 (P=.005).

No relation between these variables was found in the
control group.

Statistical relation between bleeding index and depression

Chi-Square test results showed the existence of an
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important statistical relation treguan se ekziston njé
marrédhenie e réndésishme statistikore between bleeding
index and depression in the case group, K2=24.061, P <0.05
(P=.020). No relation between these variables was found
in the control group.

Fig.4. Bleeding index and depression levels in case group.
Discussion

In this case-control study the relation between depression
asapsychological factor and some periodontal parameters
like plaque index and bleeding on probing was evaluated.
A descriptive analysis of the data related to oral health
behavior and smoking between two groups was conducted
(Tabel 2). Similar studies were conducted by other authors
presenting similar findings (11), (12), (13). Different studies
have used a range of psychometric instruments such as
Life Event Questionnaires”, “Beck Anxiety Inventory”,
“SCL 90-R” Studime té ndryshme kané pérdorur edhe
instrumenta psikometrike té ndryshém si “Life Even
Questionnaires”, “Beck Anxiety Inventory” etc and this
might pose difficulties in comparing the results among
those. In our study the patients were selected through
random selection from the pool of patients showing
up for dental checkup and treatment at our University
Clinic. After analyzing the demographic data of age,
gender, education, marital status and employment, a
similar distribution was noticed between both groups
although with regards to gender, a higher percentage of
female patients was seen in the case group (Tab.1).

In this study the psychological factor was evaluated
through B.D.I, which consists of 21 questions related to
mental health and through simple scoring the level of
depression is defined which varies from normal mood
disturbances to severe depression. The results of this
study provided evidence on the existence of a statisrical
relation between depression as a psychological factor
evaluated by B.D.I and plaque and bleeding in the case
group of individuals with periodontal pathology (Fig. 3 &
4). Similar results were reported in other studies like that
of Moss et al. 1996 (14). Meanwhile this putative relation
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was not proved in some studies of this nature like that
of Vettore et al. 2005 (15). A lack of correlation between
PI and depression was reported in the study conducted
by Monteiro da Silva et al. 1998 (16). The differences in
results could be explained with the different methodology
approaches in these studies, the criteria of defining
periodontitis cases in the case-control studies and with
the different psychoinstruments used to evaluate the
psychological factor. We have to keep in mind that the
depression level in this study, like in several other studies
is measured by a self reporting instrument. These type
of instruments carry the risk of subjectivity and a lack
of accurate professional evaluation of the patient mental
status. In order to understand if this relation between
depression and gingival inflammation is a result of a
compromised dental hygiene due to a modification of
health behavior under stress, or the impairment of
the immune system under the effects of stress, other
studies and research is needed. Nevertheless, it is worth
mentioning that there were differences in levels of oral
hygiene between case and control groups and that there
was no statistical relation found between periodontal
parameters and depression in the control group. fakti qé
nuk u gjet ndonjé lidhje statistikore midis parametrave
periodontalé dhe depresionit né grupin e kontrollit.
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ABSTRACT

The last two decades have seen the emergence of significant evidence that has altered certain aspects of the
management of acute pancreatitis. While most cases of acute pancreatitis are mild, the challenge remains in
managing the severe cases and the complications associated with acute pancreatitis. Gallstones are still the
most common cause with epidemiological trends indicating a rising incidence. The surgical management of
acute gallstone pancreatitis has evolved. In this article, we revisit and review the methods in diagnosing acute
pancreatitis. We present the evidence for the supportive management of the condition, and then discuss the
management of acute gallstone pancreatitis. Management of acute pancreatitis is largely supportive. There is still
no consensus on the ideal type and regimen of fluid for resuscitation, but goal-directed fluid therapy is associated
with better outcomes. Early enteral nutrition modulates the inflammatory response and improves outcomes by
decreasing infective complications of acute pancreatitis.

Keywords: acute pancreatitis, diagnostic imaging, management of gallstone pancreatitis

INTRODUCTION

A patient complaining of sudden onset of epigastric
pain radiating to the back, associated with nausea and
vomiting, requires rapid exclusion of a wide range of
life-threatening conditions involving the cardiovascular
(myocardial infarction, ruptured, and/or dissecting
aortic aneurysm) and gastrointestinal (peptic ulcer
disease with perforation or bleeding, acute pancreatitis)
systems. The clinician’s history and examination findings

age.3,4 The male population had an incidence that was
10%-30% higher than females.4 Despite a reduction in
the case fatality being observed over time, the population
mortality has remained largely unchanged.3 Of all
hospital admissions with acute pancreatitis, ~20%-30%
of patients have a severe course,l while severe life-
threatening complications will develop in ~25% of these
patients.4 The mortality in severe acute pancreatitis can
be as high as 30%,2 but the overall mortality in acute

are augmented by relevant investigations in narrowing
the differential diagnoses to eventually guide the
management and treatment of a certain condition and its
associated complications.

The incidence of acute pancreatitis in the UK is ~56
cases per 100,000 persons per year,1 while in the US over
220,000 hospital admissions annually are attributed to
acute pancreatitis.2 An epidemiologic study that utilized
UK and European data demonstrated an increasing
incidence in all-cause acute pancreatitis.3 The incidence
of acute pancreatitis was also noted to increase with

pancreatitis is estimated to be 5%.1

Gallstones remain the most common cause for acute
pancreatitis.  Gallstone-related acute pancreatitis
accounts for approximately half of all UK cases, while
up to 25% of acute pancreatitis cases can be attributed to
alcohol.1 Epidemiologic data have shown a linear increase
in the incidence of gallstone pancreatitis across the UK
and European countries studied. However, the UK has
a much lower incidence of alcohol-induced pancreatitis
compared with European studies.3 Alcohol-induced
acute pancreatitis is more common in middle-aged men.
Idiopathic acute pancreatitis accounts for 20%-34%
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of cases and its incidence is similar in both men and
women.3 The incidence of idiopathic acute pancreatitis
depends on the extent to which a clinician investigates
a patient’s episode of acute pancreatitis for its causative
etiology. Recent advances in laboratory pathology tests
and radiologic imaging techniques have contributed to a
reduction in the number of acute pancreatitis cases being
labeled as idiopathic.

The incidence of gallstone-related acute pancreatitis in
both men and women increases with age, with women
over the age of 60 years at higher risk.2,3 Patients
with gallstones smaller than 5 mm, microlithiasis,
or biliary sludge are thought to be at higher risk of
gallstone pancreatitis. Microlithiasis causes a functional
obstruction at the sphincter of Oddi, which subsequently
results in bile and/or biliary-pancreatic secretion reflux
that injures the pancreatic duct.5 The common channel
theory in the pathogenesis of acute gallstone pancreatitis
has been refuted by some.6 Instead, it has been postulated
that acute gallstone pancreatitis is the result of
pancreatic acinar hyperstimulation secondary to ductal
obstruction that triggers trypsin release, which induces
a cascade of enzyme-led pancreatic and peripancreatic
inflammation.6 Others speculate that duodenal content
reflux is more causative of pancreatic ductal injury than
bile reflux.7 There are multiple theories implicated in
the pathogenesis of acute pancreatitis, and all remain
controversial.

Inappropriate release and activation of pancreatic
enzymes induce acute pancreatitis. The key enzyme in
the activation of pancreatic zymogens has been thought
to be trypsin. The inappropriate activation of trypsinogen
to trypsin and the lack of prompt pancreatic clearance
of active trypsin result in pancreatic inflammation
and subsequent triggering of the inflammatory
cascade.2 Cytokines including interleukin (IL)-1, IL-6, IL-8,
tumor necrosis factor a, and platelet-activating factor are
released.7 These in turn induce the hepatic synthesis of
acute phase reaction proteins such as C-reactive protein
(CRP). Leukocyte migration and activation may represent
the major determining factor for both local and systemic
complications.4

CLINICAL PRESENTATION

The hallmark symptom of acute pancreatitis is the acute
onset of persistent upper abdominal pain, usually with
nausea and vomiting. The usual locations of the pain are
the epigastric and periumbilical regions. The pain may
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radiate to the back, chest, flanks, and lower abdomen.
Patients are usually restless and bend forward (the knee-
chest position) in an effort to relieve the pain because
the supine position may exacerbate the intensity of
symptoms.8 Physical examination findings are variable
but may include fever, hypotension, severe abdominal
tenderness, guarding, respiratory distress, and abdominal
distention.9,10

DIAGNOSIS AND SEVERITY ASSESSMENT OF ACUTE
PANCREATITIS

Clinical diagnosis of acute pancreatitis is based on patient
symptoms, physical examination, laboratory analysis,
and radiological data. Diagnosis of acute pancreatitis
requires two out of three main features: (1) abdominal
pain typical for acute pancreatitis, (2) serum amylase and/
or lipase greater than or equal to three times the upper
normal limit; and (3) evidence of acute pancreatitis on
computed tomography (CT) scans.11

Almost all patients with acute pancreatitis have acute
upper abdominal pain at onset. The pain is usually severe
and constant. The pain may be confined to the mid-
epigastrium or may be diffuse throughout the abdomen.
Approximately half of patients report pain that radiates
to the back that may be relieved by sitting or leaning
forward. Patients frequently experience nausea and
vomiting as well. However, the differential diagnosis for
patients presenting with these symptoms is broad and
includes diagnoses ranging from biliary colic, gastric or
duodenal ulcer perforation and bowel obstruction, to
mesenteric ischemia, aortic aneurysm or dissection, and
even inferior wall myocardial infarction.11

Physical signs and symptoms often depend on the
severity of the attack. Systemic features include fever and
tachycardia, and in severe cases patients may be in shock.
In mild disease, the epigastrium may be minimally tender
on physical examination, whereas patients with severe
pancreatitis may have abdominal distention, tenderness,
and guarding. Jaundice can occur due to obstruction of
the common bile duct secondary to choledocholithiasis
or due to extrinsic compression of the common bile duct
due to edema within the pancreas head.

Laboratory analysis for work-up of patients with
signs and symptoms of acute pancreatitis includes
serum amylase and lipase levels, as well as a complete
blood count, electrolytes, blood urea nitrogen (BUN),
creatinine, liver function tests, and inflammatory
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markers, such as C reactive protein (CRP). In a recent
retrospective analysis, the sensitivity and specificity
for lipase levels in the diagnosis of acute pancreatitis
were 96.6% and 99.4%, respectively. The sensitivity
and specificity of amylase levels in diagnosing acute
pancreatitis were 78.6% and 99.1%, respectively.12 An
elevated serum amylase level is less specific as it can
also occur in a number of other conditions aside from
acute pancreatitis, including diseases of the salivary
glands, cholecystitis, bowel obstruction or ischemia,
and peptic ulcer disease. In addition, the longer half-
life of lipase in comparison to amylase makes it a useful
diagnostic measure in patients with delayed presentation
in whom amylase levels may have already returned
to normal. The level of pancreatic enzyme elevation
does not correlate with the severity of the disease, and
serial measurements should not be used as a tool to
assess the prognosis or progress of acute pancreatitis.
However, it has been noted that CRP levels >150 mg/dL
at 48 hours help to differentiate between severe and mild
disease.12 Severity is classified as mild, moderate, or
severe. Mild acute pancreatitis, the most common form,
has no organ failure or local or systemic complications
and usually resolves in the first week. Moderately severe
acute pancreatitis is defined by the presence of transient
organ failure, local complications, or exacerbation of co-
morbid disease. Severe acute pancreatitis is defined by
persistent organ failure lasting longer than 48 hours.13
Contrast-enhanced multi-detector CT (CECT) is the
primary imaging modality used for further evaluation
when acute pancreatitis is suspected or diagnosed
clinically. Its speed and reproducibility, as well as its
ability to accurately demonstrate morphologic changes in
acute pancreatitis, make it an ideal first step in imaging
of patients with acute pancreatitis. The main drawback of
CT is its use of ionizing radiation, especially for younger
patients who may require several repeat scans over the
course of their illness. What remains somewhat unclear
is the best time frame in which to perform CT after the
patient’s initial presentation. It is generally accepted that
early in the course of the disease, the clinical severity and
morphologic characteristics seen on CT may not directly
correlate with each other. Imaging too early, before 48
hours, may significantly underestimate disease severity on
the basis of imaging characteristics.14 In general, CT is not
indicated in patients who are clinically classified as having
mild pancreatitis (no clinical signs of severe pancreatitis)
and show rapid improvement with appropriate medical
management. CT should be used in patients who are
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classified as having severe pancreatitis or are at risk of
developing severe pancreatitis, ideally after 72 hours,
to best assess the full extent of the disease. In addition,
while generally not used for evaluation of the pancreas
itself, ultrasound (US) is often performed early in the
course of the disease, regardless of the severity, to help
establish an etiology for the pancreatitis (i.e. the presence
of cholelithiasis or choledocholithiasis) and direct the
need for further endoscopic or surgical management
lendoscopic  retrograde  cholangiopancreatography
(ERCP) or cholecystectomy].14

TREATMENT

Many patients with severe acute pancreatitis (SAP)
develop complications and require prolonged intensive
care. To guarantee optimum management, most
guidelines recommend the close co-operation of an
experienced multidisciplinary team consisting of
intensivists, (interventional) radiologists, surgeons and
gastroenterologists. Implementation of a specialised
treatment protocol can reduce complications and
improve outcome. Unfortunately, only few patients with
acute pancreatitis are amenable to causative treatments.
Nonetheless, each patient, particularly those with SAP,
must be evaluated to determine if the underlying cause
can be eliminated.

Fluid menagment

Management of AP revolves around supportive care,
adequate nutrition, and intravenous hydration. The
rationale for hydration is based on the need to resolve the
hypovolemia that occurs secondary to vomiting, reduced
oral intake, third space extravasation, respiratory losses
and diaphoresis. In addition, early hydration provides
macrocirculatory and microcirculatory support to
prevent the cascade of events leading to pancreatic
necrosis.15

Correction of hypovolemia, as assessed by changes in
hematocrit and serum creatinine, hasheen documented to
limit necrosis and improve outcome. Hemoconcentration,
as a marker of hypovolemia and severity of pancreatitis,
has been studied since the 1960s.16 A hematocrit of > 44%-
47% on admission combined with failure of a decrease in
the hematocrit at 24 h was reported as the best risk factor
for development of necrosis.17 Wu et al,18 showed that
early hemoconcentration was associated with increased
mortality only among hospital transferred cases, and
not among non-transferred cases. This difference could
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be due to variations in the early management of the
studied cases, further emphasizing the fact that fluid
resuscitation should be instituted early. Similarly,
changes in creatinine from baseline are indicative of
intravascular volume depletion these marker is used
to predict outcome. Monitoring of these parameters
can gauge the effectiveness of initial resuscitative
measures.19-24 These parameters can, therefore, be used
to optimize goal-directed resuscitation.

Microcirculatory disturbances in AP are different from
simple hypovolemia of trauma or bleeding, as they are
caused by SIRS with overexpression of inflammatory
mediators which injure the endothelium and increase
capillary permeability, leading to fluid sequestration and
capillary leak syndrome.25 Thus, the purpose of effective
fluid resuscitation in severe AP is not only to replenish
the blood volume but also to stabilize the capillary
permeability, modulate the inflammatory reaction, and
sustain intestinal barrier function.25

Anumber of animal studies have shown the benefit of fluid
resuscitation in AP, using both colloids and crystalloids.
Juvonen et al.25 used a pig model of AP to show that signs
of splanchnic hypoperfusion could be prevented with
fluid resuscitation. In that study, the authors measured
splanchnic perfusion by local pC02 gap, oxygen delivery
and consumption, lactate production, and blood flow. On
the other hand, Niederau et al. 26 used a mouse model
of AP to show that subcutaneous administration of
fluid could normalize hemoconcentration and improve
survival. High volume crystalloid infusion with Ringer’s
lactate has also been shown to improve pancreatic
microcirculation in a canine model 27 and with balanced
salt solution in a rat model.28

Fluid resuscitation has emerged as a key therapeutic
strategy in patients with acute pancreatitis. It has to be
acknowledged that fluid resuscitation in AP is a complex
process, with need to take into account the dynamics
of fluid sequestration during different stages of the
disease. Current knowledge suggests that controlled
fluid resuscitation (3.0-4.0 L/24 h) should be started after
a bolus infusion of 20 mL/kg (1000 mL over one hour).
Among the different fluids, lactated Ringers’ is the one
recommended by most guidelines. There is a need to carry
out fluid resuscitation with a goal-directed strategy, with
urine output > 0.5 mL/kg and a drop in BUN as simple
goals.
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Antibiotics

Aminoglycoside antibiotics (e.g., gentamicin and
tobramycin) in standard intravenous dosages fail
to penetrate into the pancreas in sufficient tissue
concentrations to cover the minimal inhibitory
concentration (MIC) of the bacteria that are commonly
found in secondary pancreatic  infections.29
Acylureidopenicillins and third-generation
cephalosporins have an intermediate penetration into
pancreas tissue and are effective against gram-negative
microorganisms and can cover the MIC for most gram-
negative organisms found in pancreatic infections.30
Among these antibiotics, only piperacillin/tazobactam is
effective against gram-positive bacteria and anaerobes.
Quinolones (ciprofloxacin and moxifloxacin) and
carbapenems hoth show good tissue penetration into the
pancreas the additional benefit of excellent anaerobic
coverage.31-34 However, because of quinolones high
rate of resistance worldwide, quinolones should be
discouraged and used only in patients with allergy to
beta-lactam agents. Carbapenems due to the spread of
carbapenem resistant Klebsiella pneumoniae should be
always optimized and should be used only in very critically
ill patients.Metronidazole, with its bactericidal spectrum
focused almost exclusively against anaerobes, also
shows good penetration into the pancreas. Pathogenesis
of secondary bacterial pancreatic infection is still
debated. Pathogens can reach the pancreas through the
hematogenous pathway, via the biliary system, ascending
from the duodenum via the main pancreatic duct, or
through transmural colonic migration via translocation
of the colonic bacteria.35 Most pathogens in pancreatic
infection are gastrointestinal Gram-negative bacteria
(Escherichia coli, Proteus, Klebsiella pneumonia), which
occur via disruption of the intestinal flora and damage
to the bowel mucosa. Impaired body defenses predispose
to translocation of the gastrointestinal organisms and
toxins with subsequent secondary pancreatic infection.
However, Gram-positive bacteria (Staphylococcus
aureus,  Streptococcus  faecalis,  Enterococcus),
anaerobes, and, occasionally, fungi have also been
found. 36 Fungal infection is a serious complication
of acute pancreatitis with an associated increase in
morbidity and mortality.37 Candida albicans is the most
frequent organism encountered, followed by Candida
tropicalis and Candida krusei. Although fungal infections
complicating acute pancreatitis generally arise
proportionately to the extent of pancreatic necrosis,
there is not enough data to support the prevention of
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fungal infections and therefore is not recommended.
Carbapenems and metronidazole together should be
performed for SAP in intensive care units.

Nutrition

Nutritionand nutritional supplements have demonstrated
necessity and importance not only in restoring energy
balance but also in maintaining gut barrier function and
providing important immunomodulatory and antioxidant
effects. The gut is an important secondary organ and
also a site of starting severe systemic complications
during AP. Intestinal barrier dysfunction is associated
with translocation of bacteria and their inflammatory
and toxic products, responsible for infection of the
necrotic pancreas and systemic inflammatory responses.
Therefore, maintaining the integrity of the gut barrier in
the small intestine is one of the main goals in early-phase
treatment of severe AP.38 Optimal nutritional support in
APhasbeenunder debate for decades. Bowl at rest (nothing
by mouth) strategy has been implemented conventionally
to treat AP. 39,40 However, dietary restrictions exacerbate
patient’s malnutrition due to imbalance between reduced
food intake and higher nutritional requirements, leading
to further catabolism, bacterial translocation,41 and
ultimate mortality.42 Evidence of clinical trials has
demonstrated parenteral nutrition (PN) in preventing
pancreatic stimulation and many benefits of enteral
nutrition (EN). However, in daily practice, it remains
challenging to predict whether EN will be tolerated in
patients with AP43 Strategic approaches to include
nutritional supplements have also been attempted to
provide additional immune regulatory and antioxidative
effects. Probiotics and prebiotics have been shown to
stabilize the disturbed intestinal barrier homeostasis and
be beneficial in reducing the infection rate in primary
clinical trials.44-47 Due to the immunosuppressive and
inflammatory nature of the disease, immunonutrients
like glutamine and omega-3 fatty acids (¥-3 FAs) have
been added to parenteral or enteral formulas to modulate
immune functions, suppress the hyper inflammatory
responses, and reestablish tissue and organ homeostasis
in clinical practice.48,49 Supplements with antioxidative
properties like glutamine and vitamin C have also been
suggested to provide additional beneficial effects.50

EN versus PN

Traditionally, AP patients were maintained on nil per
os or nothing per mouth treatment until resolution of
pain or normalization of pancreatic enzymes to allow
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the pancreas to rest.51 Currently, it is widely accepted
that early EN may be critical to improve AP-associated
malnutrition and the overall outcomes, as bowel rest is
associated with intestinal mucosal atrophy and increased
infectious complications.52 Gut barrier dysfunction is
found in approximately 60% of patients with AP43,53
Importantly, EN exerts immunomodulatory effects to
preserve gut mucosa integrity, stimulate intestinal
motility, and reduce bacterial overgrowth.43,54 A
randomized clinical study demonstrated that immediate
oral feeding in patients with mild AP was feasible and safe
and accelerated recovery without adverse gastrointestinal
events.55 Another randomized controlled trial supported
early-stage introduction of initial oral nutrition with
either a clear liquid diet or a low-fat solid diet for patients
who developed mild AP.56 In these patients, if oral intake
is not tolerated, enteral feeding is recommended.52 In
patients with severe AP or predicted severe AP, EN with
oral or tube feeding thought to preserve the gut barrier
function to prevent bacterial translocation is preferred
over PN. A multicenter randomized study in the New
England Journal of Medicine demonstrated that early tube
feeding and oral diet after 72 h are equivalent in reducing
infection rates or death in AP patients at high risk for
complications.57 A Cochrane meta-analysis of eight
randomized controlled studies found that EN reduced
mortality, systemic infections, and multiorgan failure
among patients with AP as compared to PN.58 Another
meta-analysis of 381 patients confirmed the benefit of EN
versus PN support in patients with severe AP with lower
mortality, fewer infectious complications, decreased
organ failure and surgical intervention rate.59 Over the
optimal route of EN, several trials have suggested the
nasogastric route as an alternative to nasoduodenal or
nasojejunal routes.60 Multiple randomized controlled
trials involving 157 patients with predicted severe AP
demonstrated that nasogastric feeding was safe and well
tolerated compared with nasojejunal feeding.61 Given its
demonstrated beneficial outcomes, it remains challenging
to predict whether EN will be tolerated in patients with
AP43 However, as shown by multiple randomized trials
that have associated total PN (TPN) with risks of infection
and other complications59, PN should still be minimized
unless the enteral route is not available, not tolerated, or
not meeting caloric requirements.

Other supportive measures

Analgesia: Although analgesics are important to relieve
painand attenuate neuroendocrine stress, theirusein SAP
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has traditionally been debated because of experimental
findings that morphine (i.v) can induce spasm of the
sphincter of Oddi and may precipitate pancreatitis. A
consistent review of the literature revealed that all
opiates increase sphincter of Oddi persistalsis and biliary
pressure. No evidence exists to support the preference for
any one opiate (i.v) in pancreatitis patients.62

Epidural analgesia is performed for patients with acute
pancreatitis in critical care units.

Strict glycaemic control: In a multicentre trial, strict
glycaemic control (target blood sugar levels 80 to 110 mg/
dl) improved morbidity and mortality in surgical critically
ill patients.63Advantageous effects of normoglycaemia
were first attributed to the improvement of immunologic
function and reduction of free radical production.64
Recent evidence shows that insulin itself exerts potent
anti-inflammatory effects, mostly by decreasing free fatty
acids levels. Furthermore, insulin has antithrombotic
effects and stimulates the endothelial nitric oxide
synthase.65 Since endothelial nitric oxide plays an
important role in maintaining myocardial function,
insulin may have cardioprotective properties also.66

Stress ulcer prophylaxis: In patients with severe sepsis or
septic shock, stress ulcer prophylaxis using H2 blockers or
proton pump inhibitors is recommended to prevent upper
gastrointestinal haemorrhage. In acute pancreatitis,
this would mean that patients with signs of systemic
inflammation and one or more organ dysfunctions should
receive stress ulcer prophylaxis. In all cases, particularly
in patients with mild acute pancreatitis, the benefit of
preventing stress ulceration must be critically weighed
against the potential risk of nosocomial pneumonia.67

Antithrombotic prophylaxis: Antithrombotic prophylaxis
should be instituted in critically ill patients with acute
pancreatitis.68 Unfractionated or low molecular weight
heparins reduce the incidence of deep vein thrombosis
with pulmonary embolism and may prevent portal vein
thrombosis. In patients with coagulopathy or a high risk
of bleeding (e.g. into pancreatic necrosis), mechanical
techniques (e.g. antithrombotic stockings, intermittent
pneumatic compression) can be used to avert deep vein
thrombosis.69

Therapies targeting the inflammatory response: Since
it is widely accepted that MODS associated with SAP
originates from an uncontrolled inflammatory response,
several experimental and clinical studies evaluated
the role of therapies targeting pro-inflammatory
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mediators. Although most strategies were associated
with beneficial effects in animal experiments, none
could improve outcome in a major clinical trial.
Therefore, most guidelines recommend against the use of
immunemodulating therapies in SAP, such as anti-TNFX
therapy70, gabexate mesilate71, lexipafant72 or activated
protein C.73 Although high-dose selenium therapy
showed promising results in critically ill patients with
sepsis and systemic inflammation74, a small prospective
study found that the combination of N-acetylcysteine,
selenium and vitamin C had no beneficial influence on
the course of SAP.75

Surgery: Early surgical intervention has almost vanished
from the management of SAP because of increased
mortality rates.76 Consequently, only few indications
for surgery (e.g. abdominal compartment syndrome,
intestinal ischaemia) remain during early acute
pancreatitis. The aim of surgery in patients with infected
pancreatic necrosis is to remove necrotic tissue and
preserve as much vital tissue as possible.77 Partial or total
pancreatectomy should be avoided rigorously in order to
reduce mortality and the risk of postoperative endocrine
and exocrine pancreatic insufficiency. No consensus
exists on the best surgical technique to debride pancreas
necrosis. Most guidelines suggest three techniques
which share comparable success and mortality rates:
1) open necrosectomy with closed continuous lavage of
the retroperitoneum; 2) open necrosectomy combined
either with planned re-laparotomies followed by delayed
primary closure and drainage or with multiple drainage
and re-laparotomy on demand; 3) open necrosectomy
with open packing and planned re-laparotomies.

CONCLUSIONS

Acute pancreatitis is frequently encountered on the
emergency surgical take. Once the diagnosis is made,
clinical efforts should simultaneously concentrate on
investigating for the underlying etiology and managing
the condition by anticipating its complications, which
can be aided by using any of the severity scoring systems
described. Management of acute pancreatitis is largely
supportive. There is still no consensus on the ideal
type and regimen of fluid for resuscitation, but goal-
directed fluid therapy is associated with better outcomes.
Early enteral nutrition modulates the inflammatory
response and improves outcomes hy decreasing infective
complications of acute pancreatitis. Antibiotics should
be used judiciously as prophylactic antibiotics have not
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shown any benefit in preventing infective complications
of acute pancreatitis. Carbapenems and metronidazole
are preferred in patients with severe acute pancreatitis.
Patients with mild acute gallstone pancreatitis should be
recommended to undergo a laparoscopic cholecystectomy
at the index admission, while those with severe gallstone
pancreatitis and evidence of cholangitis and/or
choledocholithiasis benefit from early ERCP. Early fluid
resuscitation and nutrition are essencial for patients
with AP. Analgesia, glycaemic control, stress ulcer and
antithrombotic prophilaxis should be performed in
patients with severe acute pancreatitis.
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ABSTRAKT

Antibiotikét jané produkte farmaceutike té cilat pérdoren kryesisht pér géllime terapeutike, profilaktike dhe si
nxités té rritjes pér té pérmisuar efikasitetin e ushqgimit. Pérdorimi i paligjshém i antibiotikéve dhe sulfonamideve
mund té ¢ojé deri né shfagjen e mbetjeve té tyre né qumeésht, té cilat shkaktojné rrezik té mundshém pér shéndetin
e njeriut dhe efekte té padéshirueshme te konsumatorét.

Efektet patologjike nga mbetjet e antibiotikéve jané reaksionet alergjike te individét e mbindjeshém (penicilinat),
rrezistenca bakteriale (fluorokinolonet), efekte kancerogjene (sulfametazina, oksitetraciklina, furazolidoni),
efekte mutagjene, nefropati (gentamicinaa) dhe dhe efekte toksike. Prania e mbetjeje té antibiotikéve né qumésht
gjithashtu kaané ndikim negative edhe né ekonomin e industrisé sé quméshtit. Prandaj, pér té mbrojtur shéndetin
e njeriut, Bashkimi Evropian ka vendosur nivelet maksimale té mbetjeve (MRL) pér shumicén e antibiotikéve
dhe sulfonamideve né qumésht dhe produktet tjera ushgimore. Monitorimi i mbetjeve té antibiotikéve éshté i
nevojshém pér té garantuar siguriné e ushqgimit dhe pér té parandaluar ekspozimin e konsumatoréve.

Fjalét kyce: Mbetjet e Antibiotikéve, Quméshti, Shéndetit Publik, Metodat e Zbulimit

HYRJE (penicilinat, cefalosporinat),

Antibiotikét jané léndé kimike me preardhje natyrore ose Frenues té sintezés sé proteinave té baktereve
produkte sintetike me strukturé té ngjashme me léndét (aminoglikozidet, kloramfenikoli, tetraciklinet,
natyrore, té cilat né pérgéndrime té vogla, jané té afta té¢ makrolidet),

antagonizojné rritjen ose zhvillimin e njé apo mé shumé

.o, i Frenues té sintezés sé acideve nukleike té bakterieve
lloj mikroorganizmash [1].

(kinolonet, rifampicina)
Ne bazé té mekanizmit té veprimit farmakologjik

Frenues té sintezés sé folateve (sulfonamidet
antibiotikét klasifikohen né : ( )

Veprues mbi membranen citoplazmike (antibiotikét

Frenues té biosintezés sé murit gelizor té baktereve polipeptidiké e antibiotikét polieniké) (figura, 1)
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Mode of action of antibiotics
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Figura 1. Mekanizmi i veprimit farmakologjik té
antibiotikéve

Kriterin e bazuar né ményren siantibiotikét antagonizojné
jetén e mikroorganizmave antibiotikét ndahen né:
baktericid-antibiotiké ~vrasés té mikroorganizmave
(beta-laktamikét, aminozidikét etj) dhe bakterostatik-
antibiotiké qé ndalojné rritjen dhe shumézimin e
mikroorganizmave (tetraciklinat, kloramfenikoli etj) [2].

Mjekésia moderne mbéshtet né masé té madhe pérdorimin
e kétyre agjentéve kimiko-farmaceutike pér mjekimin
dhe parandalimin e infeksioneve bakteriale né njeréz dhe
né kafshé. Shumica e antibiotikéve pérvec gé pérdoren
pér qéllime terapeutike pér té trajtuar sémundjet e
ndryshme dhe profilaktike pér té parandaluar nxitésit
e infeksioneve, né disa raste né mjekésin veterinare
jané pérdorur si nxités té rritjes pér té pérmirésuar
efikasitetin dhe prodhimin e ushqimit [3].

Antibiotikét mé té pérdorur jané: betalaktamet,
tetraciklinet, sulfonamidet, kinolonet, linkosamidet
dhe makrolidét. Pérdorimi i paligjshém i antibiotikéve
shfaq mbetjet ose metabolitét e tyre né ushqim, té cilét
paragesin njé kércénim té mundshém pér shéndetin e
njeriut dhe efekte té padéshirueshme pér konsumatorét
dhe industrin ushgimore [4,5]. Prania e mbetjeve té
antibiotikéve né qumésht paragesin rrezik pér shéndetin e
njeriut sepse shkaktojné reaksione te ndryshme alergjike,
efekte toksike, rezistencé bakteriale, efekte kancerogjene,
poashtu pengojné fermentimin e kulturave bakteriale dhe
ndikojné negativisht né cilésin e produktit pérfundimtar
té qumshtit [6,7]. Pér garantuar siguriné ushgimore dhe
pér té mbrojtur shéndetin e njeriut duhet vazhdimish té
béhet monitorimi dhe kontrrolimi i mbetjeve té barnave
né produktet ushgimore vecenarisht né qumésht duke u
bazuar né rregulloret e Bashkimit Evropian dhe metodat
e ndryshme analitike per zbulimin dhe analizén e tyre [8].

Né kété punim té rishikuar éshté béré pérmbledhje
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e literaturés dhe shqyrtimi i metodave analitike
pér identifikimin e mbetjeve té antibiotikéve dhe
sulfonamideve né qumésht dhe rreziget qé shkatojné keta
mbetje té barnave né shéndetin e njeriut.

Kufijté maksimalé té mbetjeve té barnave (MRL)

Me mbetje nénkupton pérgendrimin maksimal té
mbetjes sé barnave né produktin ushgimor gé rezulton
nga pérdorimi i medikamentit té shprehur né pg kg-1, qé
éshté ligjérisht i lejuar si i pranueshém né njé ushgim.
Prania e mbetjeve té antibiotikéve né qumésht paraget
rrezik pér shéndetin e njeriut sepse shkaktojné reaksione
te ndryshme patologjike né organizmin e njeriut [4,5].

MRL-té antibitikéve dhe sulfonamideve né qumésht
(Tabela 1) bazohen né llojin dhe sasiné e mbetjeve gé
konsiderohen té jené pa ndonjé rrezik toksikologjik pér
shéndetin e njeriut si¢c shprehet nga marrja e pranueshme
ditore dhe njé faktor shtesé sigurie. [9].

Tabelal. MRL e antibiotikéve dhe sulfonamideve né
qumésht

Nr. Antibiotiku MRL ng/ml
1 Amoxicillin

2 Ampicillin

3 Benzylpenicillin

4 Cloxacillin 30
5 Oxcillin 30
6 Trimethoprim 50
7 Tylosin 50
8 Cephapirin 60
9 Cefalexin 100
10 Ceftiofur 100
11 Enrofloxacin 100
12 Ciprofloxacin 100
13 Tetracyclin 100
14 Oxytetracyclin 100
15 Chloroteracyclin 100
16 Doxycyclin 100
17 Lincomycin 100
18 Sulfachloropyridazine 100
19 Sulfafurazol 100
20 Sulfadiazine 100
21 Sulfadimidin 100
22 Sulfamethoxazole 100
23 Sulfadimetoxin 100
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PERDORIMI I ANTIBIOTIKEVE

Qumeéshti éshté njé nga ushgimet mé té pérdorura sepse
pérmban té gjitha léndet e nevojshme si: ujé, yndyré,
karbohidrate, proteina, léndét minerale si dhe vitaminat.
Nga kjo pérbérje specifike shihet garté qé ka vlera té
larta ushqyese dhe konsiderohet si ushgim bazé né jetén
e njeriut. Qumeéshti poashtu éshté njé ambient ideal
pér rritjen e mikroorganizmave dhe pérmban té gjitha
elementet e nevojshme pér zhvillimin e tyre [10].

Mastiti éshté njé sémundje qé prek gjéndrrén e quméshtit
tek kafshét. Kjo sémundje shogérohet me inflamacion
té indit té gjirit, ku bakteriet futen népérmjet kanalit
té thithjes sé gjirit nga burime té ndryshme bakteriale.
Trajtimi intramamare e mastitit me barnat antibakterial
ka shkaktuar shqgetésim té madh pér shkak té shfagjs sé
mbetjeve té barnave né qumésht. Shkaku i mundshém i
mbetjeve té tyre ishte mosrespektimi i kohés sé eliminit
apo karencés, mbidoza dhe barnat me veprim té gjaté [11].

Sundlof dhe bashképuntorét e tij (1995) né punimin
shkencor raportuan pér shfagien e mbetjeve té
antibiotikéve penicilin, tetraciklin, sulfonamid dhe
aminoglikozidet né qymésht pas trajtimit té sémundjes
mastitis [12].

Pérdorimi terapeutik Antibiotikét pér qéllime
terapeutiké pérdoren pér té trajtuar infeksionin e
shkaktuar nga bakteriet patogjene. Penicilinat jané
pérdorur pér trajtimin e mastitit té gjedhi. Sulfonamidet
dhe tetraciklinat jané pérdorur pér té trajtuar
enteritin bakterial dhe pneumonitin bakteriale [11].
Lincosamidet, makrolidét pér trajtimin té infeksioneve
té lehta stafilokoke dhe kinolonet kundér sémundjeve té
ndryshme te akuakulturat [13].

Pérdorimi profilaktik Antibiotikét pér géllime
profilaktike pérdoruren pér té parandaluar nxitésit e
infeksionit. Né raste té caktuara, pra operimetkirurgjikale
kané pasur nevojé pér preventivé antibiotikésh [4].

Pérdorimi si nxités té rritjes- Antibiotikét pérdoren si
nxités té rritjes pér té ndihmuar rritjen dhe shéndetit e
kafshéve sepse kané rritur imunitetin dhe kané zvogéluar
sasiné e toksinave duke krijuar kushte té favorshme
pér mikrobet e dobishme né zorrét e kafshéve, né ané
tietér duke shkatéruar bakteret patogjene. Mirépo,
duhet theksuar se kjo ményré e dhénies sé antibiotikéve
shkakton déme té médha shéndetésore, té shogéruara
me crregullime funksionale te njeriu pas marrjes sé
produktit ushgimor dhe déme ekonomike pér industrit
ushgimore [13].

Review

Moore dhe bashképuntorét e tij né vitin 1946 si dhe
Phillips me bashképuntorét e tij né vitin 2004 né
studimet e tyre kané treguar efektet e dobishme té
pérdorimit té barnave si nxites té rritjes dhe perfitimet
nga prodhimet ushgimeve [14,15]. Ndérsa né stdudimin e
béré nga Nisha ne vitin 2008, Privanka né 2017 treguan
efektet patologjike né organizmin e njeriut qé shkaktojne
mbetjet e antibiotikéve té perdorur si nxités té rritjes [5,6]

Efektet patologjike té pérftuara nga mbetjet e
antibiotikéve né qumésht

Mbetjet e barnave kané rol té réndésishém né aspektin
e sigurisé ushqimore dhe shéndetin e njeriut. Kimikatet
dhe produktet farmaceutike sic jané antibiotikét dhe
sulfonamidet té pérdorur pér kimioterapi, profilaktiké
dhe si aditivé té ushgimit mund té cojné deri né shfagjen
e mbetjeve e tyre. Prania e mbetjeve té tilla né qumeésht
paragesin efekte patologjike pér shéndetin e njeriut
sic jané: reaksionet alergjike, efekte toksike, rezistencé
bakteriale dhe efekte kancerogjene [1].

Reaksionet alergjike: Mbetjet e antibiotikéve né qumésht
shkaktojné reaksione alergjike, sidomos te personat
gé jané té ndjeshém ndaj mbetjeve té penicilinés né
qumésht. Kjo éshté njé nga arsyet pse MRL né rregulloret
e BE dhe Codex-it (JECFA) éshté 4 ng / mL dhe né
SHBA toleranca éshté zero pér mbetjet e penicilinés
né qumeésht. Reaksionet alergjike té shkaktuara nga
penicilinat dhe derivatet e saj jané konsideruar nga
komiteti JECFA si faktoré pércaktues pér vlerésimin dhe
vendosjen e niveleve té sigurta té mbetjeve né ushqim.
Simptomat e shuméta jané: urtikaria, angioedema,
skugje deri te né raste anafilaktike [16]. Mbetjet e barnave
té sulfonamideve shkaktojné nekrozé epidermale, anemi
hemolitike, hepatit, ndérsa mbetjet e makrolidéve
shkaktojné démtime né mélci [9,17].

Rezistenca bakteriale ndaj antibiotikéve: Kur njé
mikroorganizém éshté né gjendje t'i mbijetojé ekspozimit
té njé antibiotiku atéheré paragitet rezistenca e saj
ndaj antibiotikéve. Pérdorimi pa kriter i antibiotikéve
mund té rrité presionin selektiv te bakteret, duke lejuar
késhtu rezistencén bakterore ndérsa bakteret e ndjeshme
té vdesin [1]. Pérhapja e baktereve rezistente pérmes
zinxhirit ushqimor u vu re gé né vitin 1969 nga Swan,
i cili raportoi zhvillimin e baktereve rezistente ndaj
avoparcinés [18]. Zhvillimi dhe pérhapja e rezistencés
antibakteriale pérfagéson njé kércénim serioz me
implikime té mundshme né shéndetit e njeriut sepse
mund té kolonizojé florén endogjene te njeriu dhe
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ngarkesén shtesé té gjeneve té rezistencés tashmeé té
pranishme tek njeriu pas konsumit té ushqimit té marrur
nga kafshét e trajtur me kéto barna [10].

stafilokoku jané
penicilinave,

rrezistent ndajé
tetraciklinave  dhe

Escherichiacoli,
fluorokinoloneve,
sulfonamideve [17].

Shgetésimet né lidhje me rezistencén bakteriale dhe
efektet toksikologjike tek njerézit kané béré qé shumé
vende té BE té térheqin autorizimet pér té pérdorur
antibiotiké dhe sulfonamide si nxités té rritjes qé nga
janari i vitit 2006 [5].

Efektet kancerogjene: Termi kancerogjen i referohet
efektit té prodhuar nga njé substancé me aktivitet
kancerogjen dhe lidhja e saj kovalente me pérbérés
té ndryshém brendaqelizoré si¢ jané proteinat, acidi
deoksiribonukleik (ADN) dhe acidi ribonukleik (ARN).
Sulfonamidet jané grupi I barnave qé shkaktojné
kancerin e tiroides. Njé studim kronik i béré nga Qendra
Kombétare pér Kérkime Toksikologjike (NCTR) zbuloi se
sulfametazina shkaktoj kancerin e gelizave folikulare té
gjiéndrés tiroide né minj [1,10,17,18,29].

Efektet mutagjene: Termi mutagen pérdoret pér té
pérshkruar agjenté kimiké ose fiziké qé shkaktojné
njé mutacion né molekulén e ADN-sé ose té démtojné
pérbérésin gjenetik té njé gelize ose organizmi. Disa
kimikate duke pérfshiré antibiotikét e alkilimit
(antibiotik antikanceror p.sh. Doxorubicin) éshté treguar
se shkaktojné aktivitete mutagjene duke prodhuar
mutacione gjenesh ose devijime té kromozomeve [1,5,6,17].

Efekti teratogjenik: Metabolitét toksiké té barnave
shkaktojné  kegformime kongjenitale té fetusit,
ndryshojné integritetin strukturor dhe funksional
té embrionit/fetusit né zhvillim gjaté fazés kritike té
shtatzénisé [19].

LEGJISLACIONI

Ndodhja e mbetjeve té medikamenteve farmaceutike né
produktet e quméshtit paraget njé problem serioz né
mbar botén. Me géllim pér té mbrojtur konsumatorin dhe
pér té garantuar siguriné ushgimore duhet vazhdimish
té béhet monitorimi dhe vézhgimi i mbetjeve té barnave
né produktet e qumeéshtit. Né Bashkimin Evropian dhe
né shtetet tjera ekzistojné rregullore qé pérshkruajné
proceduré pér vendosjen e MRLs té barnave né
produktet ushgimore dhe né quméshtit, té bazuara né
vlerésimin shkencor té sigurisé sé kétyre substancave.
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Keta rregullore identifikojné pérdorimin ilegal té
produkteve farmaceutike dhe garantojné implementimin
e procedurave té duhura pér té minimizuar rishfagjen e
kétyre mbetjeve né qumésht [8].

Kontrolli dhe monitorimi i mbetjeve té medikamenteve
né produktet me origjiné shtazore jané rregulluar nga
Direktiva e Késhillit Europian 96/23/EC dhe Rregulloret
e Keshillit Europian 37/2010/EU, té cilét pasqyrojn
kérkesat qé duhet té plotésohen né lidhje me planifikimin
dhe ekzekutimin e planeve kombétare [20,21]. Shtetet
anétare té Bashkimit Europian né Vendimit e Komisionit
2002/657/EC  paragesin performansat e metodave
analitike pér identifikimin e mbetjeve té barnave dhe
interpretimin e rezultateve [22].

Komisioni i Kodit té Ushqimit (CCF) / Codex Alimentarius
Commission (CAC) éshté njé nga organizatat qé merret
me problemet e ushqimit né pérgjithési dhe quméshtit né
vecanti. Kjo organizaté vepron si njé organ ndérqeveritar
i vendeve té ndryshme té botés né koordinimin e nivelit té
standardeve ushgimore [16].

Ligjérisht kontrolli dhe monitorimi i mbetjeve té
antibiotikéve né produktet me origjiné shtazore éshté
e rregulluar edhe nga rregulloret e R. V. e Magedonisé
me rregullore té vecanté (rregullore pér kryerjen e
monitorimit dhe kontrollit té pranisé sé mbetjeve dhe
metabolitéve né ushgime me origjiné shtazore) poashtu
kontrolli béhet edhe nga ana e agjencionit pér ushgim
dhe veterinari [23].

Metodat pér zbulimi e mbetjeve té antibiotikéve dhe
sulfonamideve né qumésht

Metoda pér zbulimin e mbetjeve té antibiotikéve dhe
sulfonamide né produktet e quméshtit éshté njé fushé
kérkimore né zhvillim. Metodat e pérdorura pér analizén
e mbetjes sé barnave do té shérbejé pér té vlerésuar
cilésiné e produktit té quméshtit né pérputhshémiriné
me rekomandimet e autorizuara te markentingut, si dhe
pér té zbuluar barnat e falsifikuara.

Metodat gé analizojné mbetjet jané: metodat ekzaminuese
dhe konfirmatore.

Né metodat ekzaminuese béjné pjesé: testet enzimatike,
receptore dhe imunologjike. Metodat ekzaminuese
jané té shpejta, té lira, té lehta pér analizé, por ofrojné
slektivitet dhe specifitet té ulét pér zbulimin e mbetjeve
té antibiotikéve né qumésht [24].

Dimitrieska-Stojkovi¢c me bashkpunétorét e saj (2011)
né R.V. té Magedoni, nga 915 mostra té analizuara
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té qumeéshtit té papérpunuar me ané té metodés
ekzaminuese, 1.42% pérmbanin mbetje té sulfonamideve.

Metodat konfirmuese ofrojné identifikimi/konfirmimi e
qarté dhe sasioré té mbetjeve té antibiotikéve né qumésht.
Njé ndér metodat mé té pérdorura konfirmatore éshté
kromatografia e léngt- sé bashku me spektroskopin e
masés (LC-MS/MS) e cila ka ndjeshmérin dhe selektivitetin
té larté pér analizé multiklasore té barnave né matriksat
komplekse [25,26,29].

Amatya (2010) né Spanjé pér té analizuar njékohésisht 19
barna té 3 klasave (penicillin, cefalosporin dhe kinolon)
né 49 mostra qumeéshti pérdori metodén konfirmatore.
Nga té gjithé mostrat e analizuara, 14% e mostrave
pérmbanin amoksiciliné me njé pérgendrim té larté 42.3
ng / kg dhe 16% e mostrave pérmbanin benzilpeniciliné
me njé pérqendrim prej 12.7 ug / kg [27].

Martins dhe bashképuntorét e tij (2014) né Brazil me ané
té metodave konfirmatore zbuluan ciprofloxacin né 4
mostra quméshti, né 6 mostra oksitetracycline dhe né 1
mostér tetraciklin. Njé mostér tregoi njé pérgendrim té
oksitetraciklinés me nivel té larté se 10xMRL (981 ngL-1)
[28].

Njé studim yné i béré (2020) Alija bashk me bashkpunétoré
né R.V.Magedonisé ku u perdoror metoda konfirmuese
LC-MS/MS pér pércaktimin e njékohshém té mbetjeve
té 23 antibiotikéve dhe sulfonamideve nga shtaté klasa
té ndryshme (penicillin, cephalosporin, tetraciklni,
sulfonamide, makrolid, kinolon dhe linkosamid)
né quméshtin e papérponuar. Pér té vlerésuar
zbatueshmériné e metodés, nga 189 mostrat té qumeéshtit
té analizuara, 14 (741%) mostra pérmbanin mbetje
té antibiotikéve dhe sulfonamideve. Pérgendrimet e
mbetjeve ishin nén nivelet maksimale MRL té vendosura
nga BE [26].

PERFUNDIM

Pérdorimi illegal I antibiotikéve dhé sulfonamideve pér
géllime terapeutike, profilaktike dhe nxités té rritjes
ndikojné né paragitjen e mbetje té kétyre barnave né
produktet ushgimore me prejardhje shtazore. Mbetjet
e tilla paragesin njé rrezik pér shéndetin e njeriut dhe
industrin ushgimore. Prandaj éshté e nevojshme té
monitorohen dhe vézhgohen mbetjet e tyre né ushgim
me ané té metodave analitike, té cilét jepin njé pasqyré
té plot pér rreziget dhe fatin e njeriut.Disponueshméria
e metodologjive me ndjeshméri té larté vé né praktiké
legjislacionin, lehtésojn kontrollin e barnave pér té
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siguruar siguriné e ushgimit dhe pér té parandaluar
efektet negative te mbetjeve té tyre ndaj shendetit té
njeriut.
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ABSTRAKT

Terapia racionale e medikamenteve kérkon individualizimin e regjimit té dozimit pér t'iu pérshtatur nevojave té
njé pacienti té vecanté.

Individualizimi i terapisé béhet me géllim té uljes sé efekteve anésore,uljes sé toksicitetit dhe dhénies sé efektit
maximal terapeutik..

Regjimi i dozimit pércaktohet né bazé té disa parametrave klinik pér ta vlersuar efikasitetin dhe efektet anésore.
Pas fillimit té terapisé béhet monitorimi terapeutik i barit, pas administrimit matet sasia e barit né organizém,
koha e arritjes sé barrit né gjendje té géndrueshme né organizém dhe koha gé duhet té pastrohet organizmi pas
ndérprerjes sé administrimit qé té kemi efekt terapeutik té pritur. Nése nuk arrihet efekti terapeutik pérséritet
disa here ose shtohet njé bar tjetér.

Tek pacentét me c¢rregullime té funksionit té veshkéve béhet pérshtatja e terapisé sepse crregullimet e veshkave
gjithashtu mund té ndikojné né proceset farmakokinetike dhe lidhshmériné me proteinat Individualizimi i
terapise béhet duke matur nivelin e klirensit té kreatininés.Te pacientét e moshuar pér shkakt é rénies progresive
té funksionit té mélcisé veshkéve dhe motilitetit té zvogéluar.

Tek fémijét pér shkak se distribuimi i barit né SNQ éshté mé i larté tek té porsalindurit pér shkak té permeabilitetit
té shtuar té barierés sé gjakut né tru gé mund té zmadhoj efektet terapeutike té SNQ dhe té padéshirueshme té
barnave. Tek shtatézanat si pasojé e ndryshimit hormonal vjen deri te aktivizimi i disa sistemeve té enzimeve
CYP dhe inhibimi i té tjereve.

Individualizimi i terapisé éshté i réndésishém pér barnat me indeks té ngushté terapeutik

HYRJE

Terapia  racionale e  medikamenteve  kérkon
individualizimin e regjimit té dozimit pér t'iu pérshtatur
nevojave té njé pacienti té vecanté.

ményreé klinike pér vlerésimin e efektit terapeutik dhe até
té pavolitshém té barit. Mbas fillimit té terapisé me barin
dhe duke mundésuar kohé té mjaftueshme qé bari té arrijé
giendjen e baraspeshés, pacienti zakonisht vézhgohet pér
té vlerésuar se a thua arrihet efekti terapeutik i déshiruar.

Qéllimi i individualizimit éshté té optimizojé efikasitetin
e njé bari, té minimizojé toksicitetin e tij, ose té dyja.
Lehtéson uljen e Toksicitetit dhe efekteve anésore dhe
rritjen e efikasitetit farmakologjik té barit.

Lehtéson uljen e reaksioneve alergjike té pacientit
pér barin nése ka,rritja e kompliances sé pacientéve
etj Regjimi i dozimit té barnave zgjidhet né bazé té
karakteristikave demografike té pacientit dhe zgjidhen
pérmbledhje parametrash té cilét jané té vézhguar né

Kujdes té vecanté duhet tu kushtohet pacientéve obez pasi
qé pérmbajtja e yndyrave né organizém shpesh rritet tek
pacientét e trashé, Vd/kg i barnave relativisht lipofil mé
shpesh rritet tek kéta pacienté [1]. Distribuimi i barnave
té tjeré éshté nén ndikimin e limitimeve té ndryshme.Tek
pacientét geriatrik pér shkak té ndryshimeve fiziologjike
dhe patologjike qé paragiten me moshé qé mund té
ndryshojné farmakokinetikén dhe farmakodinamikén
e barit.Tek pacentét me crregullime té funksionit té
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veshkéve sepse crregullimet e veshkave gjithashtu
mund té ndikojné né absorbimin e barit, metabolizmin,
lidhshmériné me proteinat dhe né distribuimin. Njehsimi
i dozés fillestare té barnave té cilat sekretohen né rrugé
renale tek pacientét me ¢rregullime renale mé shpesh
éshté né bazé té klirensit té kreatininés té tyre.Tek
pacientét me crreg té funksionit té mélcisé pér shkak
se crregullimi i mélgisé mund té ndikojé gjithashtu
né lidhjen e proteinave né plazmé gé mund té ndikojé
né distribuimin e barit dhe eliminimin e tij .Zvogélimi
i proteinave té plazmés sé barit gjaté sémundjes sé
mélcisé mund té jeté pér shkak té zvogélimit té albumeve
dhe sintezés té Wl-acidit glukoproteinik, akumulimit
té komponentéve endogjen si bilirubini i cili mund té
héjé garé me barin pér vendet e lidhjes dhe ndryshimet
cilésore né proteinat e plazmés gé mund té ndikojé
né lidhshmériné e barit [2,3]. Tek fémijét pér shkak se
distribuimi i barit né sistemin nervor gendror (SNQ) éshté
mé i larté tek té porsalindurit pér shkak té permeabilitetit
té shtuar té barierés sé gjakut né tru) gé mund té zmadhoj
efektet terapeutike té SNQ dhe té padéshirueshme té
barnave. Pjekuria e enzimave éshté me réndési tek
fémijét qé thithin pér caktimin e dozés adekuate té barit.
Tek shtatézanat pér shkak té zvoglimit té koncentrimit té
albuminave gé shkakton zvoglim té lidhsmérisé sé barit
me proteinat, si dhe aktiviteti i enzimave metabolike
ndryshon gjaté shtatzénisé pér shkak té estrogjenit dhe
progesteronit té cilét aktivizojné disa sisteme enzimash
CYP dhe inhibojné té tjeré [4]. Barnat qé shfrytézohen
nga lehonat mund té sekretohen né quméshtin e saj
né véllim té ndryshém. Pra, foshnjat qé ushgehen me
qumésht néne, nénat e té ciléve marrin barna mund té
vézhgohen se a tregojné ndonjé faré shenje té efekteve
farmakologjike dhe té padéshirueshme.

Karakteristikat specifike té pacientit si mosha, pesha,
gjinia, funksioni renal, funksioni hepatal, sémundja,
giendja  hidrike , pérdorimi i barnave shogéruese,
dhe cfarédo faktoré tjetér gé mund té ndikoj né
farmakokinetikén e medikamentit shfrytézohen pér té
parashikuar sjelljen farmakokinetike té medikamentit né
até pacient specifik. [4].

Monitorimi terapeutik i barit (MTB) shfrytézon
koncentrimin e matur té barit né 1éngjet biologjike si vegél
pér individualizim té terapisé sé barit dhe pérshtatjen e
dozimit. Bazohet né korrelacionin e fugishém té vézhguar
mes koncentrimit té barit né garkullimin sistemor té
gjakut si dhe efektin terapeutik dhe até toksik pér shumé
barna. Ky korrelacion i fugishém sugjeron se shumé
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barna shfaqin efektin e tyre terapeutik me efekt anésor
minimal te shumica e pacientéve kur koncentrimet e tyre
né gjak ose plazmé géndrojné brenda kufijve terapeutik té
caktuar.Koncentrimi i barit i arritur né gjendje ekuilibri
tek njé pacient né vecanti éshté e varur prej shpejtésisé
(shkallés) sé dozimit té barit dhe klirensit total (pastrimit
té pérgjithshém) te pacienti pérkatés. Kur dozimi i
njéjté i pacientit aplikohet te njé grup pacientésh,
arrihen koncentrime té ndryshme té barit te pacientét
e ndryshém si rezultat té faktoréve té shumté gé kané
té béjné me produktin e barit si dhe karakteristikat e
vecanta té pacientéve.

MTBparagetaktivitetmultidisciplinorecilapérdornjohuri
farmaceutike, farmakokinetike dhe farmakodinamike
pér optimalizimin e terapisé sé barit né situata té
ndryshme klinike [5]. Aplikimi i MTB nuk rekomandohet
pér té gjitha barnat por pér barnat me indeks té ngusht
terapeutik. Pérdorimi i matjes té koncentrimit té barit
né gjak pér optimizim té dozimeve éshté pérdorur pér
antibiotik si aminoglikozide dhe vankomicin; barna
antiepileptik si fenitoin, karbamazepin, acid valproik,
fenobarbital dhe etosukcimid; barna kardiovaskulare si
digoksin, lidokain dhe prokainamid; imunosepresivé si
ciklosporin, takrolimus , barna citotoksike si metotreksat;
bronkodilator si teofilin; dhe barna psikiatrike si litium,
benzodiazepine dhe antidepresivét treciklik si shtesé e
shumé barnave té ndryshme.[6].

BARNA ME INDEKS TE ULET TERAPEUTIK

Barnat me indeks terapeutik té ulét prezantojné raport
té  koncentrimit minimal toksik me koncentrimin
minimal efektiv , kérkon pércaktim té sakté té regjimit
té dozimit té barit qé té ménjanohet toksiciteti i barit ose
efekteve subterapeutike. Kjo éshté pér shkak se gjérésia
terapeutike pér kéto barna éshté e ngushté dhe cfarédo
dalje prej regjimit pérkatés té dozimit mund té siguroj
koncentrime té barit jashté gjérésisé terapeutike gjaté
kohés sé intervalit té dozimit.Nga ana tjetér, barnat me
indeks té larté terapeutik, ku raporti i koncentrimit
minimal terapeutik dhe koncentrimit minimal efektiv
éshté i larté, konsiderohen si barna té sigurta. Késhtu
éshté pér shkak se regjime té ndryshme té dozimit té
kétyre barnave mund té arrijné koncentrime té barit né
gjérésine terapeutike pér shkak té gjerésisé sé tyre té
kufirit terapeutik.Kufii gjeré i regjimit té dozimit duhet té
siguroj efektin e duhur terapeutik me toksicitet minimal.
Késhtu zbatimi i MTB mund té mos jet i domosdoshém
pér kéta barna me indeks té larté terapeutik.
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BARNA TE CILET RENDOM APLIKOHEN TE PACIENT
ME RREZIK TE LART OSE ME ME SHUME PROBLEME
SHENDETESORE

Pacientét me mé tepér probleme shéndetésore mund té
ballafagohen me pasoja serioze shéndetésore nése ato
zhvillojné toksicitet ndaj barit ose kur kemi anulim né
pranimin e dozimeve terapeutike té barnave té shkruar.
Domethéné éshté shumé e réndésishme zgjedhja e
kujdesshme e regjimit té dozimit adekuat te kéta pacient.

Individualizimi i regjimit té dozimit ndihmon né
zhvillimin e regjimit té dozimit gé éshté specifike pér
pacientin.

Lehtéson uljen e Toksicitetit dhe efekteve anésore dhe
rritjen e efikasitetit farmakologjik té drogés. Lehtéson
uljen e reaksioneve alergjike té pacientit pér drogés nése
ka. Rritja e kompliances sé pacientéve etj

Procesi i fillimit té terapisé me bar zakonisht fillon me
diagnozé té gjendjes sé pacientit né bazé té té gjitha
informacioneve né dispozicion subjektive dhe objektive
té pacientit. Regjimi i dozimit té barnave zgjidhet né bazé
té karakteristikave demografike té pacientit dhe zgjidhen
pérmbledhje parametrash té cilét jané té vézhguar né
ményré klinike pér vlerésimin e efektit terapeutik dhe até
té pavolitshém té barit.

Mbasfillimit té terapisé mebarindhe duke mundésuarkohé
té mjaftueshme qé bari té arrijé gjendjen e baraspeshés,
pacienti zakonisht vézhgohet pér té vlerésuar se a thua
arrihet efekti terapeutik i déshiruar. Nése arrihet, bari i
zgjedhur dhe regjimi i dozimit duhet té vazhdojné aq gjaté
sa éshté e domosdoshme pérdorimi i vazhduar i barit dhe
té ruhen géllimet e efektit té déshiruar. Megjithaté, nése
nuk arrihet rezultati terapeutik, regjimi i dozimit té barit
duhet té ndryshohet dhe pacienti té monitorohet mbas
kalimit té kohés sé mjaftueshme qé té arrihet koncentrim
iriibarit gjaté gjendjes sé baraspeshés. [7,8].

PACIENTET ME CRREGULLIM TE FUNKSIONIT TE
VESHKAVE

Humbja funksionale e nefroneve tek sémundjet e
veshkave rezulton me zvogélimin e sekretimit népérmjet
veshkave té barit varésisht nga shkalla e crregullimeve
né veshka.

Ndikimi kryesor i crregullimit té veshkave ndaj
farmakokinetikeés té barit éshté si rezultat i zvogélimit té
sekretimit né rrugé renale té barit dhe té metaboliteve té
tyre. Crregullimet e veshkave gjithashtu mund té ndikojné
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né absorbimin e barit, metabolizmin, lidhshmériné
me proteinat dhe né distribuimin. Kéto efekte jané
shprehur mé shumé tek pacienetét me c¢rregullime té
renda té veshkave dhe observohen edhe kur rruga e
eliminimit népérmjet veshkave nuk éshté rruga kryesore
e eliminimit té barit. Zvogélimi i metabolizmit té mélcisé
tek kéta pacienté i pérshkruhet crregullimeve té veshkave
té lidhura me ndryshimet fiziologjike dhe patologjike tek
cdo sistem i organeve né organizém, pérfshiré kétu edhe
mélciné. Provat tjera véné né dukje faktin se akumulimi
i disa inhibitoréve té caktuar té endogjen té njohura si
toksine uremike tek pacientét me crregullime té veshkave
mund té zvogélojé aktivitetin té enzimave té heparit si dhe
ekspozimin e tyre [9]. Si shtesé pér efikasitetin e tyre tek
enzimat e metaboliteve, toksine uremike jané pérfshiré
né ndryshimin e sistemit té transportit ose né aktivitetin
e transportit né veshka, mélci dhe né zorrén e hollé tek
pacientét me funksion normal dhe gjaté insuficiencés
sé veshkave. Kjo mund té kotribuojé né ndryshimin e
distribuimit dhe né eliminimin jo linear té barnave tek
pacientét me crregullime té veshkave [10]. Té gjitha
metodat e pérdorura mé shpesh pér njehsimin e regjimit
té dozimit tek pacientét me crregullime té veshkave
supozojné se zvogélimi i funksionit té veshkave ndikon
vetém né eliminimin e barnave népérmjet veshkave.

REGJIMIIDOZIMIT TEK PACIENTET ME CRREGULLIME
TE VESHKAVE

Njehsimi i dozés fillestare té barnave té cilat sekretohen
né rrugé renale tek pacientét me crregullime renale mé
shpesh éshté né bazé té klirensit té kreatininés té tyre.
Kjo ndodh sepse zvogélimi i funksionit té veshkave gé
shprehet me zvogélimin e klirensit té kreatininés rezulton
me zvogélimin né klirensin e veshkave té barit.Metoda té
ndryshme empirike shftyrézohen qé té njehsohet klirensi
i kreatininés nga parametra té ndryshém te cilét mund
té ndikojné né klirensin e kreatininés sic jané mosha,
pesha dhe kreatinini i serumit. Metoda e Kokoroft dhe
Gaultit (Cockoroft dhe Gault) jané shfrytézuar pér té
njehsuar klirensin e kreatininés tek té moshuarit prej
18 viet e mé té vjetér me kreatinin stabil té serumit.
Jané té kapshme edhe metoda té tjera né njehsimin e
klirensit té kreatininés tek pacientét me kreatinin jo
stabil té serumit tek fémijét dhe popullsia mé e moshuar
e pacientéve. Pershtatja dozimit dhe intervalit te dozimit
pér barnat té cilét eliminohen me ané té veshkéve né
rastet ecrregullimeve funksionale te veshkéve héhet
nedisa ményra
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a)duke ulur dozen pa ndryshuar intervalin dozimit
b)duke zgjatur intervalin dozimit pa ndryshuar dozen

c)duke ndryshuar edhe dozen edhe intervalin dozimit

PACIENTET ME INSUFICIENCE TE: MELCISE

Mélcia ka rrolin gendror né veprimin farmakokinetik té
shumé barnave. Zvogélimi i funksionit té mélcisé rezulton
né zvoglimin e shpejtésisé té metabolizmit té barit
népérmjet mélcisé dhe sektretimit népérmjet témthit.

Crregullimi i mélcisée mund té ndikojé gjithashtu né
lidhjen e proteinave né plazmé qé mund té ndikojé né
distribuimin e barit dhe eliminimin e tij. Metabolizmi
parasistematik i barnave gé merren me rrugé orale
mund té jené nén ndikimin gjithashtu té crregullimit
té funksionit té mélcisé duke cuar né rritje té tepért té
biodisponibilitetit vecanérisht tek barnat me koeficient
té larté té sekretimit. Disfunksioni i mélcisé mé shpesh
lidhet me zvogélimin jo té barabarté té enzimave
metabolike né hepar me citohrome P450 (CYP450) té
ndryshém té enzimave té cilét ndikojné né shkallé té
ndryshme.Pacientét me cirozé té pérparuar té mélcisé
kané edhe crregullim té funksionimit té veshkave dhe
shpejtési té eliminimit té barnave gé eliminohen né rrugé
renale qé gjithashtu éshté nén kété ndikim.

Gjithashtu, zvogélimi i sintezés sé albuminés shkakton
ndryshimin e lidhjes sé barit me proteinat tek kéto
pacienté, gé mund té keté pasoja farmakokinetike dhe
faramkodinamike. Funksioni i organeve sikurse zorrét,
mushkérité dhe veshkat mund té jené nén ndikimin e
cirrozés sé mélcisé dhe mund té zhvillohet né sindromé
hepatorenale gé shkakton démtimin e réndé té veshkave.

Ndryshimi i farmakokinetikés sé barit gjaté sémundjeve
té mélcisé mund té shkaktojé ndryshimin e pérgjigjes
sé barit [11]. Gjithashtu, ndryshimi i efektit terapeutik
té barit qé nuk lidhet me ndryshimin farmakokinetik té
barit haset edhe tek cirroza e mélcisé. Efekti i zvogéluar
té beta-blokatoréve dhe diuretikéve, efekti i shtuar i
analgjetikéve narkotik dhe sedativéve, dhe shtimi i
efekteve té padéshirueshme i barnave antiinflamatore
josteroide jané paragitur (dokumentuar) tek pacientét
me cirozé [12,13].

PERSHTATJA E DOZES GJATE DISFUNKSIONIT TF
MELCISE

Pérshtatja e dozés tek pacientét me disfunksion té
mélcisé nuk éshté detyre e lehté. Sepse nuk ekziston test
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i vetém klinik gé¢ mund té shfrytézohet né vlerésimin e
disfunksionit té mélcisé. Gjithashtu, sistemet e ndryshme
té enzimave metabolike jané nén ndikimin e shkalléve
té ndryshme té zvogélimit té funksionit té mélcisé.
Klasifikimi i Cajld Pugit (Child-Pugh) shfrytézohet né
praktikén klinike pér kategorizimin e pacientéve sipas
serozitetit té démtimit té funksionit té mélcisé sé tyre
[13]. Ky klasifikim shfrytézon pesé teste té ndryshme
laboratorike dhe gjendje klinike né vlerésimin e
seriozitetit té sémundjes sé mélcisé: albuminet e serumit,
bilirubini i pérgjithshém, koha e protrombinit, asciti dhe
encefalopatia.

Rekomandimi i pérgjithshém pér pérshtatje té dozés
né bazé té rezultateve té Cajd Pugit éshté se pacientét
me rezultat 8-9 kérkojné 25% zvogélim té dozés sé tyre
fillestare té barnave té cilat kryesisht eliminohen nga
organizmi népérmjet metabolizmit té heparit (>60%
té metabolizuar), ndérsa pacientét me rezultat 10 ose
mé shumé kérkojné zvogélim prej 50% té dozés sé tyre
fillestare té barit i cili eliminohet kryesisht népérmjet
metabolizmit té heparit. Me réndési éshté té theksohet se
kjo paraget rekomandim pér fillimin e dozave té barnave.
Pas fillimit té terapisé me barnat, efekti terapeutik dhe
i padéshirueshém i barnave duhet té vézhgohet dhe
pérshtatja e dozés duhet té béhet nése éshté e nevojshme.

Megjithaté rezultati i Cajld-Pugit shfrytézohet mé shumé
né praktikén klinike pér ndjekjen e pérshtatjes sé dozés
tek pacientét me sémundje té mélcisé sepse informacioni
i nevojshém qé té zbatohet kjo gasje tanimé éshté e
kapshme. [14].

PACIENTET PEDIATRIK

Pacientét pediatrik dallohen nga pacientét e moshuar né
shumé aspekte zhvillimore fiziologjike dhe psikologjike.
Kéto dallime e béjné qé farmakokinetika e barit dhe
farmakokinetika tek fémijét té dallohet nga té moshuarit.
Pra, kur pérpunohet regjimi i dozimit té fémijéve duhet
té vézhgohet si té moshuar né “miniaturé”. Ekzistojné
udhézues té ndryshém pér regjim té dozimit né bazé té
moshés tek pacientét pediatrik. Kjo pérfshiné zgjedhjen
e metodés sé regjimit té dozimit né bazé té moshés
gé i karakterizon pacientét sipas moshés sé tyre tek
foshnjat e porsalindur (moshé prej <37 javésh gjestativ)
té porsalindur (<1 muaj) infant (<1-24 muaj), fémijé (2-
12 vjet) dhe adoleshenté 12-16 deri 18 vjet) me ¢'rast
rekomandohet regjim pér cdo grup. Megjithaté, kjo
gasje nuk njehsohet né pérputhshmériné ndérmjet
grupmoshave dhe ndryshimeve té ¢do grupi.
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Gjithashtu, zbatohet regjimi i dozimit né bazé té peshés
trupore ose né bhazé té parametrave farmakokinetik té
peshés normale, ndérsa limitimi i dozave mé té uléta dhe
mé té larta duhet té merren parasysh gé té ménjanohet
dozimi i tepért dhe mjekimi jo i drejté. Gjithashtu, dozimi
njehsohet né bazé té hapésirés té sipérfages trupore (BSA,
body surface area) tek pacientét pediatrik. Udhézuesi i
dozimit mund té jeté i dobishém, por, ekzistojné dallime né
zhvillim dhe ndryshime fiziologjike qé¢ manifestohen tek
fémijét gé mund té ndikojné né veprimin farmakokinetik
té barnave. Kéto ndryshime duhet té shqyrtohen kur
zgjidhet regjimi i dozimit pér barna té caktuar tek
pacientét pediatrik [15].

PACIENTET E MOSHUAR

Pacientét me té vjetér mé shpesh kané nevojé pér
ndryshimin e regjimit standard té dozimit pér shkak té
ndryshimeve fiziologjike dhe patologjike qé paragiten
me moshé gé mund té ndryshojné farmakokinetikén dhe
farmakodinamikén e barit. Kjo éshté me réndési sidomos
tek pacientét me ushqgim té dobét, sémundje kronike, me
géndrim té shpeshté né spital dhe aktivitet té kufizuar.
Edhe pse kéto pacienté shpesh marrin mé shumé barna
qé e rrisin mundésiné e interaksionit bar-bar, qé paraget
problem kryesor tek kjo popullsi e pacientéve. Megjithaté,
shpejtésia e zbrazjes sé lukthit éshté mé e ngadalshme
dhe koha e transportit népérmjet TGI éshté mé e gjaté gé
shkakton absorbimin mé té ngadalshém té barit

Funksioni i veshkave shpesh zvogélohet tek popullsia mé
e vjetér pér shkak té zvogélimit té qarkullimit té gjakut
népér veshka. Filtrimi glomerular dhe sekretimi tubular
zvogélohen tek popullsia mé e vjetér duke shkaktuar
edhe zvogélimin e eliminimit té barit népérmjet rrugés
renale. Klirensii kretininés mund té shfrytézohet si masé
pér funksionin renal tek kjo popullsi e pacientéve.Doza
e barnave té cilat eliminohen né rrugé renale duhet té
zvogélohet tek pacientét mé té vjetér duke marré parasysh
funksionin e njehsuar té veshkave dhe pjesa e dozés sé
barit qé sekretohet e pandryshuar népérmjet urinés.

SHTATEZENAT DHE LEHONAT

Ndryshimet fiziologjike té cilat paragiten gjaté
periudhés sé shtatzénisé mund té ndikojné né veprimin
farmakokinetik té shumé barnave. Shumica e kétyre
ndryshimeve fillojn gé né tre muajt e para dhe béhen mé
intensive deri né fund té shtatzénisé. Kéto ndryshime
fiziologjike kthehen né nivelin e tyre té para shtatzénisé
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me shpejtési té ndryshme pas lindjes [16]. Gjithashtu,
krijimi i placentés dhe zhvillimi i fetusit mund té
ndikojné né distribuimin dhe klirensin e barnave.Sasia e
pérgjithshme e barit qé e merr bebja varet nga volumeni
i quméshtit gé konsumohet dhe koncentrimi mesatar i
barit né plazmé tek néna [17]. Barin gé e merr bebja né
té shumtén e rasteve nuk akumulohet né koncentrime té
cilat mund té shkaktojné efekte té padéshirueshme. Por,
foshnjat e porsalindur vecanérisht ata té lindur para kohe
jané me rrezik té larté qé té zhvillojné toksicitet serioz té
shkaktuar nga bari qé éshté marré népérmjet quméshtit
pér shkak té funksionit jo adekuat té organeve té tyre
té cilét béjné eliminimin. Pra, foshnjat qé ushgehen me
qumésht néne, nénat e té ciléve marrin barna mund té
vézhgohen se a tregojné ndonjé faré shenje té efekteve
farmakologjike dhe té padéshirueshme. [16,17].
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RETROPERITONEAL FIBROSIS “ENRICHED® CLINICAL PICTURE
WITHE EMPHYSEMATOUS PYELONEPHRITIS ON LEFT KIDNEY
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Medicus 2020, Vol. 25 (3): 447-451
ABSTRACT

Retroperitoneal fibrosis ( RPF) is a relatively uncommon disease. The estimated annual incidence varies from 1 per
200,000-500,000 population . Because of the nonspecific nature of the symptoms, the diagnosis of retroperitoneal
fibrosis is often delayed. This may lead to progressive loss of renal function. Retroperitoneal fibrosis has no
reported racial predilection. The condition occurs twice as commonly in males as in females. The peak incidence
of retroperitoneal fibrosis is in adults aged 40-60 years.Childhood presentation is extremely rare.

Case report - 9 year old child with a few liquid stools, pain and discomfort in lower abdomen. Anamnestic data
for surgery, and complications of perforated appendix with abscess in the small pelvis which occurred a month
ago. At the time of ultrasonographic investigation left kidney was noticed to be increased in size with enlarged
calluses and hyperechogenic zones which can be seen at the level of lower and middle group of calluses, without
visible attenuation of the beam behind them and with present reverberation of the ultrasound beam (typical
ultrasonographic sign of emphysematous pyelonephritis). This is also supported by laboratory analysis and
intravenous anterograde pyelouretrography.

Conclusion - Retroperitoneal fibrosis “enriched” clinical picture of emphysematous pyelonephritis.

Key words: retroperitoneal fibrosis, complications of perforated appendix, echotomography.

INTRODUCTION term morbidity or mortality. The symptoms and signs
associated with retroperitoneal fibrosis are nonspecific,
and diagnosis requires a high degree of suspicion.
Although a definitive diagnosis can only be made based
on biopsy findings, intravenous urography may provide
further support for the diagnosis of retroperitoneal
fibrosis, particularly if the classic features are present.
CT scanning or MRI is essential for evaluating the
extent of the disease process. Because of the nonspecific
nature of the symptoms, the diagnosis of retroperitoneal
fibrosis is often delayed. This may lead to progressive
loss of renal function. Retroperitoneal fibrosis has no
reported racial predilection. The condition occurs twice
as commonly in males as in females. The peak incidence

Retroperitoneal fibrosis (RPF) is characterized by the
development of extensive fibrosis throughout the
retroperitoneum, typically centered over the anterior
surface of the fourth and fifth lumbar vertebrae.
This fibrosis leads to entrapment and obstruction of
retroperitoneal structures, notably the ureters. In
most cases, the etiology is unknown. However, its
occasional association with autoimmune diseases and
its response to corticosteroids and immunosuppressive
therapy suggest it is probably immunologically
mediated. Approximately -8% of cases are associated
with metastatic malignancy. Idiopathic retroperitoneal
fibrosis carries a good prognosis, with little effect on long-
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of retroperitoneal fibrosis is in adults aged 40-60 years.  js———.
Childhood presentation is extremely rare. To date, o

approximately 33 cases in children younger than 18 years -

have been reported. [

CASE REPORT

9 vear old child with a few liquid stools, pain and
discomfort in lower abdomen. Anamnestic data for
surgery, and complications of perforated appendix with
abscess in the small pelvis which occurred a month ago.
At the time of the ultrasonographic investigation the left
kidney was increased in size with enlarged calluses with
hyperechogenic zones visible at the level of lower and
middle group of calluses, without visible attenuation of
the beam behind them and with present reverberation
of the ultrasound beam (typical direct ultrasonographic
sign of air in calluses).

Additional investigation was made such as: intravenous
pveloureterography as well as routine laboratory check
ups ( CRP-215,0 mg/l; urea-12,5 mmol/l; kreatinin-95,3
mmol/l; glikemia-6,4 mmol/l; total protein-78 g/l and
albumin-41 g/1 ; Hb-147 gr/l; Er-5,60 x 10; Le-11,0 x 10;
control laboratory: SE-15/30 ; urea-4,6 mmol/I; kreatinin-
51,4mmol/l; total protein-80 g/l and albumin-44 g/I; Hb-
136 gr/l; Er-5,2 x 10; Le-6,3x 10 ) .

Control ultrasonographi demonstreated the same size
of left kidney with visibly enlarged calluses, moderate
hypotony of the pyelon and no visible presence of the
hyperechogenic areas at calluses ( see picture 1,2 ).

Picture :
1. emphysematous pyelonephritis ( a-comparativ
ultrasound,b-longitudinal ultrasonography of the left
kidney ) ;

2. control ultrasonographies ( a- longitudinal ;
b-transversal ultrasound with doppler of the left kidney
; ¢ - comparativ ultrasound of both kidneys, longitudinal
ultrasonography ) .

2a
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Intravenous urographic image demonstrates medial
deplacement (deviation) of the left ureter at the L5
vertebral level with stenosis in that segment and visible
ureter hypothony above that same segment, which is
differentiated retroperitonael fibrosis (see picture 3d
). Note the delayed excretion of the hydronephrotic left
kidney ( picture 3c ).

Picture 3 (a-native urinary ; b-5 min. imbibicion
phase ; c-12 min. excretory phase ; d- late phase withe
magnification) :
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DISCUSSION

If you now the anatomy of the retroperitoneum,
we understand the patogenesis of this case: -The
retroperitoneal space is bordered anteriorly by the
posterior parietal peritoneum, posteriorly by the
transversalis fascia, and superiorly by the diaphragm.
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Inferiorly, it extends to the level of pelvic brim. The
anterior and posterior layers of renal fascia (Gerota
fascia) subdivide the retroperitoneal space on either
side of the spine into 3 compartments. The posterior
space contains the pararenal fat. The intermediate space
contains the kidney, the adrenal gland, and the perirenal
fat. The anterior space is more extensive.The anterior
pararenal space is bordered anteriorly by the posterior
parietal peritoneum, posteriorly by the anterior layer of
renal fascia, and laterally by the lateral conal fascia. The
anterior pararenal space contains the extraperitoneal
portions of the ascending and descending colon, the
duodenum, and the pancreas. The anterior pararenal
space is continuous across the midline; however,
collections of fluid tend to remain ipsilateral to the site of
origin. Medially, the anterior layer of renal fascia blends
with the connective tissue around the aorta and inferior
vena cava. The posterior layer fuses with the psoas
fascia. Laterally, both layers merge to form lateral conal
fascia .Further recommendation for CT to differentiate
primary-(idiopathic) or secondary RPF.
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U3BAJIOK

BoBen: LlenrpanHa ceposHa xopuoperuHonaryja (CSH) e xopuopeTuHa/IHO 3a00/yBamke CO CePO3HO OMJIEIyBame
HAa HeypoCeH30pHATAa PETUHA W/WIM PEeTWHATHWOT MUTMeHTeH enuTer. [laTtoreHe3aTa Ha 3a00MyBameTo ce yIlTe He
e 11eJIOCHO pasjacHeTa, OFHOCHO e MyITUQaKTOpUesHa, CO BKJIYUeHU OPOjHM er30reHu W eHpioreHN GakTopu KOu
B/IWjaaT Ha Xopuoujeata U peTuHanHuoT nurMenTteH eruren (RPE). TTokauenaTa MuHepamoKOPTUKOWIHA aKTUBHOCT
e UCTO TaKa MpeJyio’keHa KaKo HajBepofoCTojHa MPUUMHA 3a peluAuBaHTHaTa U XxpoHuuHa CSH, mTo e mpuuuHa
MUHEPAJIOKOPTUKOUJTHUTE NHXUOUTOPU J1a ce TIOTeHIIWjasiHa Teparuja 3a u3oop.

Llen Ha Tpymot: [la ce mpukaske edeKTOT Off TPETMAHOT CO MUHEPaTIOKOPTUKOUAHUOT aHTAroHUCT, ErjiepeHoH, BO
cepuja crrydyau Co AUjarHOCTULIMPaHa peluAMBaHTHA CEpPO3HA IeHTpaiHa XopuopeTuHornaTuja, eBanyupanu co OCT
HAa 3a71eH OYeH CEerMeHT.

[Tpukas na cepuja ciydan: [IpuKaskyBame MallMeHTU CO AWjarHOCTULIMPAHa pelUAUBAHTHA LleHTpajiHa cepo3Ha
XOPUOPETUHOTIATHja, TPETUPAHU CO OpasieH MUHEePasIOKOTUKOWIIEH aHTaroHucT, EnjepeHoH, nocneposaresio (CSH)
BO Tiepuoj off 3 Mecelid. [latiueHTrTe 6ea MpoCreKTUBHO CiiefleHn, BO TIepuoz off 6 Mecely, CO MECEUHU eBasTyaliuu
3aBHUCHO O]l KJIMHUUKUOT Haoj. Kaj marueHTHTe ce Mepelle Hajoobpo KopernpaHa BuiHa octputa (BCVA), Gelie
BpIIeH KOMITJIeTeH O TAIMOJIONIKU TIPeTyie]] M CHUMAarbe CO ONTWYKa KOXepeHTHA ToMorpaduja Ha 3ajileH CerMeHT
(OCT), co Mepeme Ha LieHTpasHaTa JebenmHa Ha makyiara (CMT) u Ha cybperunnanHaTa TedHocT (SRF).

Pesynraru: [To NpUMEHUOT TPETMAaH BO MEePUOJ Off 3 Mecely, Kaj cuTe cjiefleHU TMalueHTH 7ojhe 110 rofo0pyBarbe
Ha KJIHWUUYKUOT HAOof, TMofoOpyBare Ha BUAHATA OCTPUHA, KOMIUIETHA Pecopriiuja Ha cyOpeTWHasHaTa TeUHOCT U
HaMasyBambe Ha lleHTpanHara MakynapHa febemrna (CMT), kako u crabunu3saiija Ha coctojbaTa BO repuof off 6
Mecelly ToToa.

3aknydok: [TpumeHaTa Ha OpasHUOT MUHEPATIOKOPTUKOW] EMjiepeHOH BO TPeTMAHOT HA pelrIMBaHTHUTE (hOpPMU
Ha CSH, mpeTcraByBa MHTPUTMPAUKU TTPUCTAT, a TAaTO(MU3UONONIKUTe MEXaHU3MM Ce OCHOBA 3a MpUMeHa Kaj oBaa
I'pyra naiueHTy. [lomobpyBameTo Ha KIMHUUKWOT HAokd, cO HamasyBame Ha SRF 1 CMT HecoOMHEHO ro oIpaBhyBa
TPETMaHOT, HO My/ITU(aKTOpHesTHATA TTATOreHe3a e MPUUKHA 3a TTIOHATAMOIITHY TTOro/IeMU PaHAOMU3UPAHU KITMHUUKU
nceyBama.

Knyunu 36opoBu: LleHTpanHa cepo3Ha xopuopetuHonatuja (CSH), ErepeHoH, OnTuUKa KoXepeHTHa ToMorpaduja
(OCT), BunHa octputa (BCVA)
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BOBE]]

[lenrpanHa ceposHa xopuoperuHomatuja (CSH) e
XOPMOPeTHHANHO 3a00NMyBame, NTO Ce KapaKTepushpa
CO CEepo3HO OjijiellyBambe Ha HeypoceH30pHaTa peTUHA
U/VIN pPeTUHAIHKOT nurMeHTeH emuten (RPE), mro nma
3a Moc/ieiMIla akymynanuja Ha TedHoct. [1-3] CormacHo
JIOKaIjaTa ¥ KOMMUMHATA Ha TEYHOCT, ce MaHu(pecThpa
U cUMIIToMaTonorujara Kaj nauuenture co CSH. Jlokonky
TEUHOCTa e JIOKaJIM3UpaHa HaJjBoOp Ofj MaKy/iaTa, Moxke
U Jla HeMa u3pa3eHa CHMMITTOMATO/OTHja, IITO € PEeTKO,
TofieKa Kaj ofijlenyBameTo co adeKiMja Ha MaKyJara,
CUMITTOMHTE MOKe Jla BKJIyUyBaaT HAarjlio HaMajyBame
Ha BUJIOT, MeTamMopdoricuja, MPOMEHH BO ro/ieMUHaTa Ha
C/IMKaTa, TepIieniyja Ha CJIeN TOYKHM WM KOMOMHAIMja
Ha OBHe CUMIITOMA. [1]

CSH acexrupa 11a 10000 nyre [2] u mpeTcTaByBa HajuecTa
TIPUYKHA 32 OLITETYBake Ha BUJIOT Kaj paboTocrmocobHaTa
nonynaruja. [lporeHeTa e Kako YeTBPTO HAajuecto
3a00/yBae BO KIMHMYKA TIpaKca Ha pPETHHATHUTE
3a00/TyBamba, TOC/Ie CeHMTHATa MaKy/lapHa JiereHeparyja
(ARMD), mmjabeTmuHaTa peTHHONATHja M TpPoMmOO3a Ha
peTuHanHaTa BeHa. [1-3]

Hajuecro ce adekTipaHy Majii, 0 CpeHOBEYHN MajKu
(30-50 rop.) 1 Bo Kopeariuja co cTpec.

OnTHykata KoxepeHTHa Tomorpaduja Ha 3aJHUOT OuYeH
cermenT (OCT) Kako MeToJja ce KOPUCTH 3a JIUjarHOCTHKA
Ha CSH, 3a MoHMTOpMpame M KBaHTU(UIMPame Ha
peTHHa/IHaTa Je0e/lMHAa ¥ Mepee Ha KOMTMYecTBOTO Ha
cyOpeTHHaIHa TeUHOCT. [4]

3a00/yBabeTO € 00MYHO MIMOIATCKO, YeCTO MOMUHYBa
CIIOHTAaHO, CO perpecuja Ha BUJIOT, MAKO HeKOrail
HeypoCceH30pHOTO OfijIellyBatbe MOKe Ja Iep3MCTHpa
WK TIOBTOPHO Ce jaByBa M BOJY JI0 TPAjHO OLITETYBarbe
Ha RPE u hoToperienTopuTe co MOC/IeUIHO ONITETYBatbe
Ha BugoT. [1-3] TlokakaHo e JieKa BO akyTHaTa (asa,
cyOpeTHHaIHaTa TEYHOCT YEeCTo ce pecopOMpa CIIOHTaHO
u Toa 3a 6-12 megemn wiu 12-24 nememu. [5] Jlomexa,
xponnuHa CSH e [OKONKy cyOpeTHHalHaTa TEUYHOCT,
ofHOCHO (yIyu[ Mep3ucTUpa moBeKe off 3 Mecelu, Win
TIOCTOY PEKYPEHTHOCT Ha OojiecTa Bo TeK Ha 1 ropuHa. (6]

[laToreHe3aTa Ha 3a0OMyBameTO MAKO Ce VIITe He
e 1[eJIoCHO pa30paHa, Ce TIPETIOCTaByBa JieKa e
MyITH(hAKTOPUENTHA, CO BKJIYUeHM OpOjHM er3oreHd u
eHyioreH” (haKTOPH KOU BJIMjaaT Ha XOPOU/ieaTa, OJJHOCHO
PeTHHAJIHUOT TurMeHTeH emuten. [1] I[IpumeHata Ha
MHXUOMTOPUTE Ha aHrHoreHe3aTa (antu BEI'® mpemaparu)
Kaj XpoHWMYHMTE (DOPMHU, pelUAMBaHTHU (opMu U

Case report

Kaj TpHUCYTHAa HeoBacKyJdapu3aliuja, ce IOKaya KaKo
HEeOIXO[THO, a TIPUMeHaTa Ha MHHEpPaIOKOPTUKOMIUTE e
BO TeK Ha UC/eJTyBarbe.

EnnepeHOH e  CeleKTHBEH  aJ[oCTEPOH-PeLelITop
aHTaroHMCT, mpuMapHo ozoopen o FDA Bo 2002 roguna
3a TPeTMaH Ha XUIIePTeH3Hja.

[loBeke aBTOpM HMCTaKHYBAaaT JleKa aKTUBUPAmbETO Ha
MUHEPaIOKOPTUKOUTHUTE PeIeNTOpd BO XOPOHJIeara,
OJTHOCHO PETHHAJHOTO TKaewe € BO KOpeJaiuja Co
nojaBara Ha CSH.

Munepanokoptukouute peentop (MP) aHTaroHucTn
ce HacoueHn KoH RPE/xopompea u ce moKaxkamo
TleKa [leliyBaaT Kako JIEKOBM 3a MoAuQuKaluja Ha
3a00/TyBabeTO UCTO KAKO WITO JI0BEyBAaT 70 IPOMEHH
1 BO OCTaHaTUTe TKMBa (cpiie, 6yoper, Mo3ok). Ctymun
T CyMMpaaT MNpelKIMHUYKUTE W KIMHUYKUTE [OKa3u
32 MNpMMEHaTa Ha OpPAJHUOT MMHEPAIOKOPTUKOM],
efyiepeHOH Bo TpeTMaHoT 3a CSH.

Ilen Ha TPYZOT € [a ce MpUKake e)eKTOT Off TPETMAHOT
CO MHHEpaTIOKOPTUKOUIHMOT AHTArOHWUCT, eIlIepeHOH
BO CepHja Cy4yau CO JWjarHOCTULIMpaHa peldAuBaHTHA
cepo3Ha LieHTpaJTHa XOPUOPETUHOIATHja, eBalyMPaHu CO
OCT, na MeceyHy MHTePBAJIH.

ITPUKA3 HA CJIYYAH

[IpurakyBaMe cepuja CIyyadm CO XPOHMYHA II€HTpaHA
Cepo3Ha XOpMOPeTUHONATHja KOU Ce TPeTHpaa co opaJieH
MUHepaloKOpTUKouz, EmmepeHoH u Oea eBamympaHu
TPOCTIEKTUBHO.

Ha nmanupeHTHTe IPpUMapHO UM Oelite M3BpPIIeH KOMITIETeH
o Ta/IMOJIONIKY TIPeTyie]] Koj BK/TydyBallle BUIHA OCTPHHA,
TOHOMETPHja, OMOMUKPOCKOIIHja Ha MPETHUOT CETMEHT !
Ha 3a/[HUOT CErMeHT, CO MpUMeHa Ha HEKOHTAKTHA JTyTa
78 II. Kaj ucTuTe malMeHTH ce HalpaBud M CHUMame
ONTHYKA KOXepeHTHa ToMorpaguja Ha 3aJHUOT CErMEHT
Ha okoTo (OCT), Kako cymepuopHa MeTofia 3a JieTeKIuja
U eBajlyalldja Ha TalMeHTHTe CO OBaa CeMHOJIOTH]a.
EBanyanujata ce mpaBelie Ha 4-Ta HeJiesa, 1o MpUMeHa Ha
TPETMaHOT U Ha 3-0T Mecel] BO 3aBUCHOCT O, KTUHUUKUOT
HaofI.

OpanHara jj03a Ha EnjepeHoH Bo NpBHOT Mecel] Oelire
50Mr, moToa BO CJIeHUTE JBa Mecely 25MTI, eHall
IIHEBHO.

IIpuka3 Ha ciyuaj 1:

Kena, Ha 40 rop. Bo3pacT, Koja mpen 6 Mecel[y UMaiie
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akyTHa chopma Ha CSH.

Bupnara octpuHa Ha iecHoTto oko 0,9 s.c., Ha neBoto 1,0 s.c. MaTpaokynapuuoT nputucox (MOII) obocTpaHo ypeeH.
BroMIKpOCKoMjaTa Ha MPeIHUOT CerMeHT 000CTPaHo ypeleH Haojl, a (pyHjocKoNujaTa Ha eCHOTO OKO: BO MaKy/a
OY/I03HO HAJIUTHYBabe Ha PeTHHA, CeMUTPaHCIapeHTHo. (c/1.1 1eBo). DyH0CKOMMjaTa Ha JIEBOTO OKO TIOKaKa ypelleH
HaofI.

OCT HaooT Ha JIecHO MPHKaKa CePO3HO PETHHAIHO OfJIeNyBame Co cydpeTHHanHa TeyHocT Bo oBea CMT 4651 u
SRF 270p mpep, TpeTMaHoT. (ci1.1a)

Ha mpBUOT KOHTpOJIeH Tipersier] 3a 4 Heflequ Mo yroTpebaTa Ha EniepeHoH, MOKaska perpecuja Ha KIIMHAYKUOT HAOJ, CO
HamasyBame Ha CMT 363p SRF 17111 (c1.16), mozieka Ha 8-Ta HefleTa Beke MMallie KOMILIETHA Perpectja Ha KIIMHAYKUOT
Hao]I, CO PecopIIiyja Ha CyOpeTHHATHATA TEYHOCT. (CJ1.2)

1B LTI HERAdY Hama: Jojpeap lhtacis G Deic LU SIS LEFE Papscee b O el Sedecies  Toagesads 1 T

Cn.1 Kommnapatused OCT Haop;: cnyyaj 1,
a. puKa3 Ha (hyHyc Ha fecHoto oko M OCT mpeyt 3anounyBame Ha TpetMaH, CMT 465y, SRF 2701
0. puKa3 Ha (pyH/IyC Ha JiecHOTO 0Ko 4 Hepena off TpetmaHoT, CMT 363p, SRF 171p;

B. rpapMuKK MPUKa3 - KOMITapaTHBHA KpuBa Ha perpecuja Ha CMT, n3paseHa BO MUKPOHH.

[ By

(Cn.2 Ilpuka3s Ha ciy4aj 1, Ha 2 Mecel] 10 IpMMeHaTa Tepamyja
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IIpuka3s Ha ciyuaj 2:

Max 47 ropguau, mpumapHo Bo 2018 rop. uman akytHa CSH, 1 3a 6 Mecellu peliuiMB KOj CBOeBpeMeHO e TPeTHPaH co
eJlHa ceaHca MUKPOITY/ICeH Jlacep, 10 IITO cOCToj0aTa ce mofjoopyBa, co perpectja Ha KITHHAYKKOT HAOJ] U IIOJI00pYBambe
Ha BujioT. JlekemBpu 2019 rof. MalyeHTOT MOBTOPHO Ce jaByBa co MeTaMop(oICuK Ha IeCHOTO OKO 1 BUJIHA OCTPUHA
VOD: 0,8 sc. mpu mTo ce aujarHocTuimpa Xxponrdxa CSH.

WcnenyBamata ro MoTBpja KITMHUUKKAOT HAOI, OY/I03HO HA/IUTHYBake Ha peTHHATHUTE CJI0eBH, co Tpomep 3-4 DD, u
Ha OCT - cepo3no petunasnHo ogjienyBate co CMT 449 u SRF 230p. npeq TpetmaHoT, ogHocHo CMT 172 1 u SRF 501
Ha IPBUOT KOHTPOJIEH Tperie] 10 5 Heenu (c1.3a, 30).

[lo 3 MeceuyHroT TpeT™MaH co EryepeHoH, iojae M0 KOMIUIETHO HajlerHyBambe Ha PeTHHAJIHUTE CTPYKTYPU M BUJIHA
octpura VOD: 1.0 del sc.

Cn. 3 Komnmapartusen OCT naop;: cyyaj 2
a. ¢ynyc u OCT npuka3s npex tpermad, CMT 449y, SRF 230p,
0. mpuka3 Ha ynayc u OCT Ha 5-Ta Hefena, off TpetmanoT CMT 172y, SRF 507

I -...-.l ' " I-PE 13 -

Cn. 4 Ilpukas OCT Haop mo mprMeHa Tepaiuja, 3 Mecel] 110 TPeTMaH, cIy4aj 2
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IIpuka3s Ha ciyuaj 3:

Mask, 42 roji. Bo3pacr, IpB Iat ce jaBu Ha KimHuKkaTa 3a ounu 6onecty Bo jyau 2019rog., co AMjarHOCTUILIPaHa aKyTHa
copma Ha CSH. Bo mecery okromBpu, 2019 rozr. uma penuaus. Hanpasena e OCT co usmepena CMT 354 u SRF 152y
(cm.5a)

[TarmeHToT Oeliie cTaBeH Ha Tepamuja co EmnepeHoH mpBuoT Mecer] 50 Mr, ToToa 25 Mr Bo c/iefHUTe 1Ba Mecer. Ha
KOHTPOJIHKOT TIperie]] HarpaBeH Bo Mecet| iekeMBpy 2019 roguna, umanre CMT 2541 u SRF 80p. (cn1.50)

B B
i

..

e L T

Cn. 5 Komnmaparusen OCT Haop Ha cyyaj 3,
a.npuka3 Ha yHayc u OCT mpukas mpep Tperman, CMT 354y, SRF 152y,
0. mpuKkai Ha 4-ta Hefiena, off TpetmanoT CMT 254y, SRF 80p.

Cn. 6 IIpukas Ha OLIT Haop Ha 3 Mecel] 10 TPETMAHOT

[TareHTHTE IPOCIIEKTHBHO O€a clieJieHH BO TEKOT Ha 6, omHocHO 9 Meceru. CocToj0ara Kaj cuTe e cTadMIHa, HeMa
perpecuja, HUTY BJIOLIVBale Ha KIMHWYKUOT Haof. HUTY elleH off maljeHTUTe He IPOjaBU HEraTUBHU HecaKaHU
ZiejcTBa BO TEK Ha TePaNMCKUOT TPETMaH.
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JUCKYCHJA

[Tatorenesata Ha CSH e mynrudakropuensa. Cropep
OpOjHU CTY/IMK Ce MCTAKHYBA JIeKa BUNIOKOT Ha eJHOTeHH
Kaj KylHr cMHIPOMOT WM BO TeK Ha OpeMeHOCT, Win
TaK IPUCYCTBOTO Ha er3oreHH (KaKo MHTPaapTUKYIapHU
VHEeKI[M, WHTPaHA3aJIHO, JIOKATHO WM CHCTEeMCKH)
KOPTUKOCTEpOU/M,  OOCTPyKTMBHa  sleep  apnea,
abHopMasyiHa Koarynaiuja, uHpekiuja co Helicobacter
pylori, MamKM Mo, OpeMeHOCT, MyIIeke, XUIIePTeH3H1ja,
KOpUCTeHe Ha aHTHOMOTUIIM, KOHCYMaldja Ha ajIKoOXOM
1 OKCHJIATHBEH CTpPeC, ce HajuecTHTe PU3UK (pakTopH 3a
pasBuBame Ha CSH. [7-10]

HcToBpeMeHo, TMOBeKe aBTOPUM TOTEHIMpaaT [eKa
reHeTcKaTa MOJJIOKHOCT Wrpa 3HayajHa yaora BO
natodusnonoryjata Ha CSH, OJHOCHO TeHETCKHUOT
nomumopgusam e acommpad co CSH. [11-13] [lopexa
crymyjata Ha Van Dijk u copab. (Van Dijk, 2017),
ro npukaxkyBa r1s2070951 Bo renor NR3(C2, koj ro
KOfIMpa  peIleNTopoT Ha  MUHEPaJIOKOPTUKOMJUTE,
Kako 3HauuTesleH 3a Kopesnaluja co xpoHudHara CSH.
HctoBpemeHo, xamnotunoBute Ha NR3C2, Kou TPeTX0IHO
Ouie TIOBP3aHM CO CTPeC, MCTO Taka, Owe TOBP3aHU CO
CSH, mto Moxke 1a e OTKpUTHE 3a MPeMOCTyBalme Ha
KJIMHUYKY (DaKTOPH 710 OCHOBHMTE F'€HETCKM aCOI[UjalH.
[14]

BripoueM ¥ TOKpaj pas3IMKUTE BO  KIMHUYKaTa
Ipe3eHTalMja, akyTHaTa 4 xpoHnuHa CSH moske f1a umaaT
C/IMYHA TeHeTCKa MpeucIosuiyja. [14]

EnyiepeHOHOT crmafa BO Kjlaca Ha JIeKOBM HapeyeHu
AHTAaroOHUCTH HA MUHEPATOKOPTUKOUHU PelielTOpH.
®yHKIMOHMpa €O ONOKMpame Ha [IejcTBOTO Ha
aJ1JJ0CTEPOHOT, TPUPOJIHA CYIICTaHIIa BO OPraHM3MOT Koja
o 3rojieMyBa KPBHMOT MpUTHCOK. Knacuduimpan Kako
CeNIeKTHBEH aHTaroHKCT Ha perierrtop angoctepoH (CAPA),
CJ/IMYEH Ha IYPETMYHUOT CIMPOHOIAKTOH, MaKO € MHOTY
CeNleKTUBEH 3a MMHePaJIOKOPTUKOUJHUOT —perienTop
(MP), co mpumapHa MHIMKaIMja 3a MaIl[UeHTHTe CO BUCOK
KapfIMoBacy/lapeH pU3WK, KaKo MHOKapfieH WH(apKT.
(FDA, 2015). [15]

lmeno, EmepeHOH MOTEKHYBa Off CIHMPOHONAKTOH M
Haj3a0esieK/MBa pas3/MKa IOMer'y IBaTa JieKa e BO HABHUOT
aMHUTET 3a aHJPOTeHU U MPOreCTEPOHCKH PelienTOpH.
EnepeHOHOT WMa TMorojemMa MHHEPaJOKOPTUKOUIHA
CeNIeKTHBHOCT M TIOro/ieM a)MHUTET CIIOPeJieHO CO
CIIMPOHONMAKTOHOT. McTo Taka, uma 10-20 npeksionyBamba
TIOMAJIKy CO IPOreCTePOHCKU M aHZIPOTe€HU PEeLeNTOpPU 1
He TH BKJIY4yBa XOpPMOHA/ITHUTE e(heKTH, TUMUTUPAjKU T

Case report

TIOJI0BO-XOPMOHCKUTe HecakaHu edekTu. [15] [Tpukakanu
ce ¥ MOTEeHIUjaTHO HecaKaH! e(DeKTH Ha eTyiepeHOH Kako
XUIIepKaJieMija, peHalHa MHcy(uiueHIyja, aujadetec
MeJIUTyC, HampefHaTO CpIeBO ONITeTYBame, TOBeKe
Kaj ToCTapy TaleHTH W BO HMHTEPaKIHja €O JIPyrd
JIEKOBH, KaKO JUPYETUIM, MHXUOUTOPU HAa aHTMOTEH3UH
KOHBEPTHPAauKM eH3MM ¥ aHTHOTEH3WH perielTop
O7mokaTOpHM, 3aMop, cemaTHBHM edeKTH, Jujapea
WIM KOHCTUIIAlMja, THMHEKOMACTHja, HaMajyBame Ha
Te)KUHATa, HPUTALja Ha Ie0eIoTo IjpeBo, MUOTOHKja 1
cn. (16, 17, 18, 19]

Hecakanute edeKkTd 3aBucaT off [jo3aTa M ce
PeBep3NOUITHU 0 MPEKUHYBamhe Ha TPETMAHOT, HO BO
HalllaTa cepuja C/yyad HeMallle IIpMjaBeHO HecaKaHW
JiejcTBa Off TPETMAHOT Kaj marjpenTure. [18, 19]

CSH e gen of HapylyBambaTa Ha TaXMXOPOUIHUOT CIIEKTap,
M CO CEepo3HO OfIBOjyBame HAa MpeKHHMIIATa, MPOMEHH
Ha PETMHAJIHUOT MUTMEHTeH ermuTesl, MPOIIMpyBambe Ha
xopoupanaute capoBu. [20] Hema jacHo medpunupan
CTaB BO OfIHOC Ha KIMHWYKAaTa Kiacupukanuja u
(bu3MonaToreHNTEe MEXaHU3MH Ha 3a00/YBAMETO, IITO TO
OJIJIOKYBA pa3OMpameTo Ha HajONTUMATHHUTE OIIIMHU 3a
TPeTMaH.

Ymrre mHory opmamua Gass (Gass, 1977), cMera [eka
nocrod (hoKaJHA XOpOW[ATHA XMIIEPIPONYCTIMBOCT,
IITO Ke Pe3ylITMpa €O aKymyjaalyja Ha TeYHOCT BO
cybperuHaHKOT TIpocTop. [21] Ho, cTyauuTe cripoBeieHn
of Marmor (Marmor, 1988) u Prunte (Prunte, 1996)
TBpJAT JeKa (hoKaJHOTO HapyiyBambe Ha RPE He Moxke fia
TpeJU3BIKa CEPO3HO O7IBOjyBarbe, MOpaji COCOOHOCTaA
Ha RPE ga kxommensupa, ucTakHyBajku geka CSH e
pesynrar Ha qudy3HO MeTaboMHO HapyiryBame Ha RPE,
Kajie XOpoujla/iHaTa UCXeMHUja e BKJTy4eHa BO XOPOUJIHA
XUIIEPIIPONYCTIMBOCT U JucdyHKImja Ha RPE. [22, 23]

OBaa popma Ha MeXaHMUKa ajITepalfja Ha MHTeTPUTETOT
Ha RPE ce napekyBa “blowout” ‘wiu T.H.“micro rip” mro
Ke JloBefie 10 CEPO3HO OfjienyBawe. Bripouem ce cmeTa
Teka 3aakameTo Ha PETHHATHOTO TKMBO € CeKYHJ[apHO,
TofleKka BHaTPeIHUTe XOPOKIaIHK TPOMEHH ce TprUMapHa
maToreHe3a Ha 3a00MyBambeTo, IITO € MPUYMAHA 3a
HapeKyBame Ha 3a00/TyBabeTo KaKo IeHTpaHa Cepo3Ha
XopuopeTHHoanaTuja. HapyuryBameTo Ha BHaTpelIHaTa
Xopoujiea INTO pe3ylTUpa CO MAaKy/lIapHO CepO3HO
ofljieTlyBae € aBacKylIapHO, OJJHOCHO MPMMapHO He e
acolupaHo co npomidepalyja Ha KPBHH CafioBHu. [8]

[lenTa Ha TpeTMaHOT e Jla ce MoO0OpPU CIOCOOHOCTA Ha
RPE na ja orcTpaHu cybepeTHHa/HaTa TEUHOCT, Jia ce
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HaMaJIi KCTEKYBAeTO 0/ XOPHOMIATHUTE KPBHHU Ca/IOBH,
WK Jla ce HaMaJii TeyHocTa 1ITo nmomuHyBa npeky RPE
oapuepa. [7] TpeTMaHOT HajuecTo BKIIyUyBa UeKame Ha
CTIIOHTaHa pe3onyiyja, (pokanHa gacepdoToKoarymammja
(LFC) xaj Herou manmentu co akytHa CSH, antu-VEGF
Teparnuja BO C/Iyyaj Ha XOpUojlaJIHa HeoBaCKy/Iapu3aliuja
1 oToauHAMCKa Tepamnja. [24, 25]

On HeoflaMHa MpHMKa)KaHWTe CO3HAHMja 3a TOKauyeHa
MUHEPAJIOKOPTUKOU/IHA ~ AKTMBHOCT €  IpeJlokeHa
Kako HajBepojocTtojHa mpuunHa 3a CSH. Ilopagu Toa,
MUHEpaIOKOPTUKOUTHUTE WHXUOUTOPHM Ce HMCIUTYBAHU
KaKo roTeHIujanHa Tepanuja 3a CSH.[15]

McCurley co copa6. (McCurley, 2012) norenuupaaT
neka BACKY/IapHo, TIOKaueHuTe aJI0CTePOH
(MMHEpPaNOKOPTUKOMIHM) HMBOA MOXKe Jla JIoBefiaT
BO 3rojieMeHa MH(IaMalija, MOKaueHH BacKyIapHH
PeaKTMBHM KMCJIODOJHM TApTUKIM W  HamajieHa
MPOJYKIIja Ha a30TeH okcuj. HaBefieHWTe IpOMeHH
nMaar eeKT Ha eHJIOTeJIOT M Mas3HaTa MYyCKy/laTypa
BO KpBHUTe CajioBH, apeKTUPAjKU TM KOHTPAKTUTHUTE
JIeJIOBU HA apTepuuTe, apTEPUCKUOT TOHYC W KPBHUOT
NPUTHCOK. Bo peTuHaTa, MUHEPAJIOKOPTUKOUMTE MOKAT
la ja acdeKkTHpaaT W XOpUOWJAJHATA W pPeTUHATHATA
tupkynamyja. [26] [27] Ce cmeta ieka CSH e pesynraT Ha
MPeKYMEePHO aKTUBUPame Ha MUHEPAIOKOPTUKOUHUTE
PerienTopy BO XOpHouieara.

Zhao u copa6. (Zhao, 2012) npBu npHKajkajae TpeTMaH
Ha [iBa manueHTH co xpoHumyHa CSH co opanen
eriepeHoH, MpM Toa Mpe3eHTHPajKu Op3a perpecuja Ha
cyOpeTHHaIHaTa TEYHOCT W MOA00pyBame Ha BHHATa
OCTPMHA, LITO Ce OfIAPKaJIO U BO EPUOJIOT Ha eBalyaliuja
Bo cieguute 6 Mecery. [25] OTTorai, HEKOIKY CTYIHH ja
HCIIUTa/e U MpHKaykaze erKkacHOCTa 1 Oe30eqHOCTa Ha
erjiepeHoHOT 3a TpeTMaH Ha CSH.

Sampo u copab. (Sampo, 2016) mpukaxkane OpojHa
PEeTPOCIIeKTHBHA CTYAMja of IoBeKe of 27 MalyeHTH
Kajie 10 TPeTMAHOT CO OPAIHMOT eIIepPeHOH, HACTAHaJIo
3HAUMTENTHO MOJ00PYBame HAa KIMHAYKHOT aHATOMCKH
1 (DYHKIMOHATEH HAOf, CO MOJ0OpyBame Ha BUJHATa
OCTPHUHA 3a IEPHOJ 01 3 Meceli. [28]

Jlpyra paHmzoMH3MpaHa CTyIHja, BpIIeJa CIOpelyBaibe
Ha TPeTMaHOT CO eIUIEpeHOH co Iane6o ederr, mpu
IITO JIONIIO JI0 CTATHCTMYKM 3HAUMTEITHO TI0[[00pyBatbe
Ha OCTPUHATA Ha BUJIOT ¥ HaMaJTyBambe Ha CyOpeTHHATHA
TEYHOCT ¥ I|eHTpajHaTa MaKylapHa JebeMHa, HO BO
obere rpymu. [29] Bo rmaBHO e(eKTOT O emiepeHoH e
TIoMaJI Kaj matieHTy co audysuu mpomeru Ha RPE. [30]
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ABTOpM WCTaKHaje JeKa MpPEKy aKkTuBUpame Ha MP
pellenTopd BO XOPOUJIAJIHUTE EHJIOTENHU KIIeTKU Ce
Npeiu3BUKYBa Peryiipame Ha Ba30[UIaTaTOPHUOT
KaJIMyMOBY KaHaJIh, KOM ja MOJTy/IMpaaT peakcaljjata Ha
Ma3HUTEe MYCKY/THU KJIETKH, OJHOCHO JI0 Ba3oflUTasaIiuja
BO XOpOU/jaHaTa BacKyaatypa. [31]

OCT, rako um OCT- anruorpacdujata o00e30emyBaat
KOMIUIETHH MOP(O/IOIKM MH(OPMAIK Kaj TTallieHTUTe
co CSH. IlpucycTBOTO Ha TMoBeke AUQY3HU IMPOMEHH Ha
RPE camo ro moTBpAyBa KOHIIENTOT fieKa MPOMEHUTe
ce nuQy3HU, IPUTOA IETEKTUPAjKU T M HAjCYNTHIHUTE
NPOMEHM HA PETHHAJHOTO TKUBO CO XOPOMJAJHUTE
KPBHU CaJloBH, OJJHOCHO €BEeHTYaJIHOTO MPHMCYCTBO Ha
HeoBacKy/Tapu3armjara. [32] Brpouem mprcycTBOTO Ha
XopoujiaiHaTa HeoBackynapu3aiujata (CNV) Hajuecto ce
jaByBa Kaj mal@eHTH CO JIONTo TMep3ucTHpauka opMma,
peLuIuBY, XPOHMYHA [MQy3HA emuTeTMoNaTHja Wi
Kaj ToBO3pacHM MHAMBUYM. ABTOpPHTE ja MCTaKHYBaaT
XUToTe3aTa JlekKa XPOHWYHATa JieKOMIeH3aluja Win
HapyIyBambe Ha KomriekcoT Bruch - RPE co ncxemuunuTe
TIPOMEHN Ha XOpPUOKaMuIapHaTa Mpeka Moxe Jia Ouat
BaskeH (pakrop 3a CNV. [32]

3AK/IYYOK

MynTUMOJATHOTO CHUMAambe CO UMHIMHT TeXHUKU
ToBefle JI0 OIMMC Ha NIMPOK CIeKTap Ha MaHuecTanuu
Ha 3a00/yBameTo W WUCTOBPEMEHO ja  MCTaKHa
MHBOJIBPaHoCTa Ha Xopofieata u RPE Bo maToreHe3ara Ha
CSH. Uako, TounuTe MoneKkynapHu Mexanu3mu Ha CSH ce
VIIITe ce HeM3BECHU, OPAJIHUOT eIJIEPEHOH Ce TOKAKYBa
Kako 0e30emieH v epKaceH TpeTMaH Kaj peljuiiBaHTHUTE
¢hopmu Ha CSH.

Perpecujata Ha (PYHKIMOHATHUOT ¥  KIMHUYKKOT
HaoJl, BO OIHOC Ha HamanyBawe Ha SRF Kaj ciyuau Ha
peLjuIMBaHTHA Cepo3Ha LIeHTPalHa XOPUOPeTUHOIATHja,
M HaMajyBalke HAa MaKyJlapHaTa IeHTpajHa JebenuHa
M CJeICTBEHO Mofjo0pyBamke HAa BUJ[HATA OCTPUHA, Ce
NpUYMHA TOBeKe 3a MNpYMeHaTa Ha MpenaparoT BO
CeKojjHeBHaTa mpakca. Ho, moBekeTo CTyquM Kako U
HallaTa cepuja KoM 0 UCIUTYBAaT eluiepeHOHOT KaKo
TpeTMaH Kaj CSH ce co KpaTKOpOuHoO criefierhe ¥ Ha IoMaa
rpymna TpeTUMpaHy MalleHTH, T1a HeOXOQHO e BO UIHUHA
Jla criefiaT MOroJieMU, PaH/JOMU3MPAHHU CTYIMH CO Lef ia
ce yTBpau ynorara Ha MP aHTaroHucrute Bo TpeTMaHOT
Ha CSH.
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ABSTRACT

Intraductal papilloma is a benign tumor in female breast, found in the breast duct .It can be located centrally
,near the nipple, like solitary lesion or it can be located in the periphery of the breast, multiple ductal papillomas.
Depending of the localization can be presented with nipple discharge(centrally located) and like palpable
mass(located in the periphery ducts) although small papilomas can be asymptomatic. They can occur in women
of all ages, commonly in premenopausal women, also in pregnancy and lactating, as it was presented in our case.

Material and methods: This presentation is case report, of a breast papilloma in 32years lactating women.

Aim of this study: description of clinical and radiological findings of intraductal

diagnostic methods

papillomas using different

Keywords: intraductal breast papilloma, ultrasound, breast duct

INTRODUCTION

Breast papillomas are usually benign lesion arising from
the lining of the ducts, although a small percentage can be
malignant.. Solitary papilomas are located in the central
ducts, clinically manifested with clear or bloody nipple
discharge while multiple paplilomas has peripherally
ducts location with palpable lump presentation. Multiple
papilomas are less common then solitary papilomas but
they show an increased risk of breast cancer, as high
as 10-30%.1 Booth benign and malignant papilomas
have same symptoms: breast enlargement, pain, nipple
discharge ,palpable lump or they can be asymptomatic.3
Can occur in women of all ages, usually in premenopausal
women(35-55)2,rarly in pregnant and lactating women.
Breast tumor factor include family history, long period

of estrogen exposure, contraceptive pills. Detection
of this lesion is difficult, but very important for their
diagnosis and treatment. Radiological imaging methods:
mammography ,ultrasound and ductography are used
to identify papilomas while magnetic resonance for
evaluation of known papilomas. Ultrasound, with varies
sonographic techniques has crucial role in detecting
intraductal papilomas.
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I Case report

Case report Pic2.patohistology report

We presented a rare case of intraductal papilloma in = i
lactating women, age 32. She came in our institution, ' ;
with palpable lump in the upper lateral quadrant in her
right breast, in 5th mounts of breastfeeding period. She
didn’t has any other symptom, but she has positive family
history, her mother has nipple discharge, diagnosed and
surgically treated from intraductal tumor. Ultrasound i— BABMARY Bt 1 B2 f s
was preformed, and we  reveled a dilated duct in the e e e
periphery of the breast, with solid intraductal component. e e =

pic.1 Mammography finding were normal, so we referred :
her to the breast surgeon. Based on our suspicion of
intraductal papilloma, and our ultrasound exam, surgical
excision of the affected area of the breast was preformed,
and histopathologic analysis of the tissue was made.
Patohistology report confirmed our initial diagnosis of
intraductal papilloma. Pic 2. On ultrasonography exam
after period of one year of surgical treatment, results
were normal, without recurrence.

il

|

DISSCUSION

Although intraductal papillomas are benign lesion, they
are classified as high precursor lesion. This classification
is due to its association with atypia, DCIS, and
carcinoma.4 The most distinguishing feature between

benign and atypical papillomas is the epithelium. In
e benign papillomas the epithelial layer is supported by
myoepithelial cells, whereas papillary carcinoma show
disrupted or completely absent myoepithelial layer. A
variety of changes can accompany intraductal papilloma
which include sclerosis, epithelial or myoepithelial
hyperplasia, atypical proliferation, and squamous or
apocrine metaplasia.6 Intraductal papillomas are
usually found in women between 30-55 years, also in
pregnant and lactating women as it was in our case.
During this two periods, women breast face several
physiological changes, attributed to various hormones,
which may cause vascular hyperplasia and hyperplastic
lobules. Most of breast lesion in pregnancy and lactation
are benign, but differential diagnose with breast cancer is
challenging in this two period.5

Papilloma

Erwt Frrrrw Farsrrn

Picl.ultasonographic image of papilloma
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Clinical symptoms are present for about 5% of all
women, and include nipple discharge, palpable lump,
breast pain but they can be asymptomatic, discovered
on routine check up, so regular exams of the breast are
recommended for every women in reproductive and
postmenopausal period. Diagnosis of this tumors, is made
with radiological imaging methods, but differentiation
of benign from malignant papillary tumors on imaging
is often difficult because of the wide spectrum of
appearances of these lesions on MRI, ultrasound,
and mammography.4ln most cases mammography is
occult, still ultrasonography remands a mandatory
method, with intraductal soft tissue component. On
galactography, intraductal papilloma appears as an
intraluminal filling defect with ductal dilation leading up
to the mass with an abrupt ductal cutoff. MRI findings
include an enhancing round or ovoid intraductal mass
with likely either washout or plateau kinetics. Treatment
of this lesion is surgical excision and complete removal
of the tumor, due to possibility of upgrading to atypical
ductal hyperplasia or DCIS.6

CONCLUSION

Intraductal papilloma are benign tumor but still tissue
sampling with radiologic-pathologic correlation is usually
warranted for diagnosis.
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ABSTRACT

Medicus 2020, Vol. 25 (3): 464-467

Epilepsy is one of the most common neurologic disorders, 75% of which begins during childhood. With the
development of genetic technology, an increasing number of genes associated with epilepsy are identified. These
discoveries will improve diagnosis and treatment of epilepsy and provide the basis for including genetic tests in
clinical practice. We report cases of epilepsy in two sisters with heterozygous mutations in ALDH7A1 and SLC6A1
gene. Including genetic tests in the clinical practice and evaluating the results of genetic tests with the goal to
better characterize the association between genes and epilepsies and to further understand the mechanisms of
underlying epilepsy. The variant c.-17C>G, in 5-UTR of ALDH7A1 and ¢.1436G>A (p.Arg479GIn) in exon 14 of SLC6A1
gene are mutations classified as a mutations with unknown clinical meaning. The presence of variants with
unknown clinical meaning should not be neglected and should not affect the clinical course and treatment.

Key words: epilepsy, genes, ALDH7A1, SLC6AImutation

INTRODUCTION

Epilepsy is one of the most common neurologic
disorders, affecting 1% of the population of which about
one-third of patients have refractory epilepsy (i.e.,
seizures not controlled by two or more appropriately
chosen antiepileptic medications) and approximately
75% of epilepsy begins during childhood, regarding the
susceptibility of the developing brain to seizures. With
the development of genetic technology, an increasing
number of genes associated with epilepsy are identified.
These discoveries will improve diagnosis and treatment
of epilepsy and provide the basis for including genetic
tests in clinical practice. Researchers found 977 genes
that are associated with epilepsy and classified these
genes into 4 categories according to the manifestation
of epilepsy in phenotypes and found 84 genes that are
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considered as epilepsy genes (genes that cause epilepsies
or syndromes with epilepsy as the core symptom), 73
genes as neurodevelopment-associated genes ( genes
associated with both brain-development malformations
and epilepsy ) and several genes (536) that were epilepsy-
related (genes associated with both physical or other
systemic abnormalities and epilepsy or seizures). They
also reported 284 additional genes putatively associated
with epilepsy that requires further verification.

We report cases of epilepsy in two sisters with
heterozygous ALDH7A1 and SLC6A1 gene mutations.
Mutations in the ALDH7A1 gene, encoding K-aminoadipic
semialdehyde dehydrogenase have been reported to cause
Pyridoxine dependent epilepsy (PDE) in most patients.
PDE is a rare autosomal recessive neurometabolic
disorder characterized by intractable seizures in neonates
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and infants. In the classical form, seizures are observed
within the first month of life, while in the atypical form
seizures appear later in life, sometimes as late as at the
age of 3 years of life. Both types of seizures cannot be
controlled with conventional anticonvulsant therapy,
but respond both clinically and electrographically to
large daily supplements of pyridoxine (vitamin B6). This
enzyme converts N-aminoadipic semialdehyde (X-AASA)
into K-aminoadipate (AAA), a critical step in the lysine
metabolism of the brain. ALDH7A1 dysfunction causes an
accumulation of K-AASA and K1-piperideine-6-carboxylic
acid (P6C), which are in equilibrium with each other. P6C
binds and inactivates pyridoxal 5’-phosphate (PLP), the
active form of pyridoxine. Pipecolic acid (PA) and AASA
are markedly elevated in urine, plasma, and cerebrospinal
fluid (CSF) and thus can be used as biomarkers of the
disease. SLC6A1 (The Solute Carrier Family 6 Member
1) encodes the gamma-aminobutyric acid (GABA)
transporter 1 (GAT-1), which is one of the major GABA
transporters in the brain and is responsible for re-uptake
of GABA from the synapse. GABA is the most important
inhibitory neurotransmitter in the central nervous
system and its alterations are involved in the pathogenesis
of epilepsy. The clinical picture of SLC6A1gene mutations
is characterized by a broader spectrum including a mild-
to-moderate intellectual disability, speech difficulties,
behavioral problems (such as hyperactivity, attention
deficit, aggressiveness, and autistic traits), epilepsy
(often with myoclonic-atonic and atypical absence
seizures, characterizing a myoclonic-atonic epilepsy), and
neurological signs (ataxia or unsteady gait, hypotonia,
tremor, and fine-motor impairment).

Aim: Including genetic tests in the clinical practice and
evaluating the results of genetic tests with the goal to
better characterize the association between genes and
epilepsies and to further understand the mechanisms of
underlying epilepsy.

CASE DESCRIPTION

Here, we report family cases of epilepsy with genetic
mutations in two sisters, meaning, a three years old
girl (patient 1) with normal development and episodes
of seizures that appeared at the age of 13 months
and her sister (patient 2), 6 years old with a normal
development and episodes of seizures that appeared at
the age of 9 months. There is a positive familiar history
of epilepsy from their mother. Electroencephalography
(EEG) in patient 1 (shown in picture 1) revealed alpha

Case report

rhythm, symmetric sleep waves and high voltage slow
waves temporal, occipital and parietal with spike wave
complexes in both hemispheres, while in patient 2 it
showed bihemispheric foci of spike wave complexes and
high voltage slow waves temporal, central, occipital and
parietal and spike waves (shown in picture 2).

Picture 1: EEG of patient 1 before treatment

| iz : =

Picture 2: EEG of patient 2 before treatment

Magnetic resonance scan of the brain in both of them
showed normal findings. Antiepileptic treatment with
valproic acid was started in both of them and the seizures
were controlled thereafter. Follow-up EEG in patient 1
revealed EEG in stabilization with a right-sides focus of
spike wave complex (shown in picture 3), and in patient
2 it revealed bihemispheric foci of spike wave complexes
(shown in picture 4).
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Picture 3: follow-up EEG of patient 1
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Picture 4: follow-up EEG of patient 2

By targeted resection of 4800 clinically significant
genes, heterozygous mutations in ALDH7A1 (c.-17C>G)
and SLC6A1 (c.1436G>A) genes were found in patient 1
and patient 2, as well as in their mother, changes with
unknown clinical significance. Nowadays they are free of
seizures and in antiepileptic therapy with valproic acid
that is in reduction.

CONCLUSION AND DISCUSSION

Genetic tests are important to be included in the
clinical practice of epilepsies. Evaluating the results
of genetic tests is the goal to better characterize the
association between genes and epilepsies and to further
understand the mechanisms of underlying epilepsy. A
genetic-first approach to inherited disorders is often
challenged by determining the pathogenic nature of
novel variants. Although several researchers reported
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EEG characteristics of PDE patients, no specific pattern
of EEG abnormalities has been documented.

Mutations in SLC6A1 seem to occur specifically in
individuals presenting with myoclonic atonic epilepsy
(MAE). Most patients carrying pathogenic SLC6A1variants
have a MAE phenotype with language delay and mild/
moderate intellectual disability before epilepsy onset,
which is not the case here.

The variant c.-17C>G, in 5-UTR of ALDH7A1 gene
is an unknown variant for causing a disorder of
the normal translation of mRNA in ALDH7A1 gene. This
mutation has not been reported in literature and is not
present in database of pathogenic mutations in ALDH7A1
gene. This mutation has two contradictory criteria for
classification, one which shows that this change is rare
and is not found in the database and another, showing
that this change is benign. Therefore, it has been classified
as a variant with unknown clinical meaning.

The variant c¢.1436G>A(p.Argd79GIn) in exon 14 of
SLC6A1 gene is a missense mutation causing exchange of
arginine in position 479 with glutamine. This mutation
has not been reported in literature and is not found in
the database of pathogenic mutations of SLC6A1 gene.
Therefore, this change is classified as a mutation with
unknown clinical meaning.

The genetic findings showed that mutations with
unknown clinical meaning, ALDH7A1 c.-17C>G and
SLC6A1 ¢.1436G>A, were found in heterozygous form in
patient 1 and 2 as well as their mother. The presence of
variants with unknown clinical meaning should not be
neglected and should not affect the clinical course and
treatment.
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ABSTRACT

Introduction: Splenomegaly is a common finding in multiple diseases; however, massive enlargement of the
spleen is seen in few conditions such as chronic myeloid leukemia, lymphomas, autoimmune hemolytic anemia,
infectious and infiltrative conditions. Massive splenomegaly is indicated by spleen weight exceeding 1000 g and
largest spleen dimension greater than 20 cm. The most common hematologic indications for splenectomy are
immune thrombocytopenia purpura, hereditary spherocytosis, and autoimmune hemolytic anemia. Therapy is
guided by the severity of the hemolysis, with first-line treatment being corticosteroids. In nonresponders, second-
line therapy such as splenectomy should be considered and can lead to good short and long term results

Case presentation: We present a case of 29 year old female patient who was admitted at our institution with
massive splenomegaly with autoimmune hemolytic anemia refractory to corticosteroids. Physical examination
revealed cushingoid appearance, a pale conjunctiva, icteric sclera, and splenomegaly with spleen extension to the
pelvic brim. Laboratory findings revealed normocytic anemia with low hemoglobin level. CT of the abdomen and
pelvis revealed an enlarged spleen (22 cm by 13 cm). Left subcostal incision revealed massive splenomegaly and the
open splenectomy was performed. The exctracted specimen measured 23cm in cranio-caudal diameter and was
weighing 1250 g. She was discharged from the hospital on the fifth postoperative day in good overall condition and
normal blood count. Three months after surgery she is disease free, taking no medications and has normal blood
count.

Conclusion: Splenectomy is definitive treatment for massive splenomegaly and treatment of choice as second-line
therapy for steroid refractory autoimmune hemolytic anemia.

Key words: splenectomy, massive splenomegaly, hemolytic anemia
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INTRODUCTION

Splenomegaly is a common finding in multiple diseases;
however, massive enlargement of the spleen is seen
in few conditions such as chronic myeloid leukemia,
lymphomas, autoimmune hemolytic anemia, infectious
and infiltrative conditions1,2. Normal spleen size is
considered with splenic length up to 13 cm and weight
up to 300 g. Massive splenomegaly is indicated by spleen
weight exceeding 1000 g and largest spleen dimension
greater than 20 cm3.

The most common hematologic indications for
splenectomy are immune thrombocytopenia purpura,
hereditary spherocytosis, and autoimmune hemolytic
anemia which is characterized by the development of
immunoglobulin G (IgG) and/or IgM anti-erythrocyte
autoantibodies and the destruction of erythrocytes,
which causes moderate or severe anemiad.

Autoimmune hemolytic anemia (ATHA) is estimated to
occur in 1 per 100,000 per year, with a prevalence of 17
per 100,0005. Both warm and cold antibodies have been
reported. Warm antibodies react best at 98.6°F (37°C),
account for the approximately 70% of cases, and are
mainly due to IgG4. The presentation of warm AIHA is
variable and includes vague constitutional symptoms
consistent with anemia, such as weakness and dizziness.
Symptoms vary with the severity of the hemolysis. Mild
jaundice is often present and splenomegaly is seen in
approximately half of cases. More than 95% of patients
with warm AIHA have a positive Coombs test (direct
antiglobulin test)5

Therapy is guided by the severity of the hemolysis,
with first-line treatment being corticosteroids6.
Approximately 80% of patients have a partial or
complete response to steroids. In nonresponders or those
requiring maintenance steroid dose greater than 10 to
15 mg of prednisone daily, second-line therapy should
be considered. These options include splenectomy or
rituximab, a monoclonal antibody against CD20 found on
the surface of B cells.

Splenectomy can lead to good short-term results, with
early response in approximately 70% of patients and cure
in 20% to 60%.7,8 The first splenectomy for autoimmune
hemolytic anemia (AIHA) was performed in 1911 by
Micheli, thus stimulating the application of splenectomy
for hematologic disease9. LS is now the gold standard
for elective splenectomy in patients with normal-sized
spleens, but hand-assisted and open splenectomy are an

Case report

alternative of the laparoscopic approach in cases with
massive splenomegaly, with spleens greater than 22 cm
in craniocaudal length or 19 cm in width10.

CASE PRESENTATION

We present a case of 29 year old female patient who was
admitted at ourinstitution with massive splenomegalyand
anemia with main complaint of fatigue, followed by night
sweats, shortness of breath, left-upper-quadrant fullness,
early satiety and generalized weakness. The patient was
in her usual state of health until approximately 6 months
before admission, when diagnosis of autoimmune
hemolytic anemia with negative direct Coombs’ test for
IgG and complement was established. She was initially
treated with iron supplementation, vitamin B12 and
corticosteroids, starting with prednisone and continuing
with dexamethasone 16 mg per day. Despite high doses of
steroids she was refractory to treatment and constantly
requiring blood transfusion up to 2 units per week in the
last 3 months. Due to planed splenectomy, she received
polyvalent vaccines against encapsulated organisms a
week before.

Physical examination revealed cushingoid appearance, a
pale conjunctiva, icteric sclera, and splenomegaly with
spleen extension to the pelvic brim, with no evidence of
systemic lymphadenopathy. Laboratory findings revealed
normocytic anemia with hemoglobin level 7,3 g/dL, red
blood cell count 2.95 x1012/ml, iron level 3.3 g/dl and
hematocrit 0.27. Computed tomography (CT) of the chest,
abdomen, and pelvis, performed after the intravenous
administration of contrast material, revealed an
enlarged spleen (22 cm by 13 cm). She was taken to the
operation room with two units of blood received the
day before surgery. Left subcostal incision revealed
massive splenomegaly and the open splenectomy was
performed. The exctracted specimen measured 23cm
in cranio-caudal diameter and was weighing 1250 g.
The postoperative course went without any surgical
complication. During postoperative course she continued
receiving corticosteroids with lower doses, 8 mg per day
and started receiving low molecular heparin. She was
discharged from the hospital on the fifth postoperative
day in good overall condition and normal blood count.
Histopathology, besides congestion, hypertrophy and
zones of colliquative necrosis, did not revealed other
underlying pathologies in spleen. A month after surgery
she discontinued corticosteroids and three months after
she is disease free, taking no medications and has normal
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blood count.

Figure 2. Extracted specimen measuring 23 cm in cranio-
caudal diameter and weighing 1250 g

DISCUSSION

Although corticosteroids represent the first-line
treatment for patients with autoimmune hemolytic
anemia, approximately 30% of patients require second-
line treatment. A second-line treatment is the definite
treatment for underlying disease. Currently, splenectomy
can be regarded as the most effective and best-evaluated
second-line therapy5.

In experienced hands, a laparoscopic approach for
normal size spleen is preferred over open surgery, with
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lower blood loss, lower or similar morbidity, and lower
hospital stay,11,12,13 but it should be appreciated that
splenomegaly cases are considerably more challenging
than for normal-sized spleens. Several studies document
increased risks associated with conventional laparoscopy
in the setting of splenomegaly (>1000 g)9. Challenges
with large spleens include difficulties manipulating
and moving the large organ, perisplenic adhesions and
inflammation, large collateral vessels, reduced surgical
space, and difficulties with extraction of the specimen.
Laparoscopic splenectomy for splenomegaly has longer
operative time, increased blood loss, higher risk of
conversion to open splenectomy, increased postoperative
length of stay, and higher postoperative morbidity when
compared to splenectomy for smaller spleens.14,15.

Conversion rates to open splenectomy start to increase
with a spleen size of greater than 22 or 23 c¢m,16 and
patients converted for complications likely suffer poorer
outcomes than patients who undergo a controlled open
operation. Splenic length >20 cm is a reasonable measure
of anticipated difficulty, and a hand-assisted approach or
open surgery for these patients is appropriate, depending
on available expertisel7,18. That’s the reason that we “a
priori” decided to use the open approach.

The major concern after splenectomy is overwhelming
postsplenectomy infections (OPSI), defined as rapidly
evolving sepsis, meningitis, or pneumonia caused by
S pneumoniae, Haemophilus influenzae type B, and
Neisseria meningitides19, with a high mortality rate
of 40% to 50%.20,21. Patients undergoing splenectomy
or partial splenectomy should be vaccinated against
encapsulated organisms with recombinant polyvalent
S pneumoniae, H influenzae type B, and N meningitides
vaccines22.

CONCLUSION

Splenectomy is definitive treatment for massive
splenomegaly and treatment of choice as second-line
therapy for steroid refractory autoimmune hemolytic
anemia. Open or laparoscopic splenectomy is feasible and
reliable procedure with low complication rates.
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kurse né raste tjera kur pérmendet pér heré té paré, ai
duhet té jeté i sqaruar me fjalén bazé bashkangjitur.

Pér té gjitha barnat duhet té pérdoren emrat gjenerik
ndérkombétar. Nése né hulumtim jané té pérdorura
brendet e patentuara, pérfshini emrin e brendit né kllapa
né paragrafin e Metodave.

Doréshkrimi i dérguar tek botuesi duhet té shénohet nga
autorét , nése jané né seksionin e “punimeve origjinale
shkencore” apo né pjeset tjera pérmbajtesore té revistés.

Autorét marrin dy kopje té botimit pérkatés.

Information for authors

The number of pages (including tables and/or figures/
illustrations) is dependent upon the type of the article:

original research paper - up to 12 pages and no more
than 6 tables and / or graphs / pictures;

professional or review paper - up to 8 pages and no more
than 4 tables and / or figures / images;

case report or brief communication - up to 6 pages and
a maximum of 3 tables and / or figures/images.

Leter up to 2 pages

With the manuscript, provide a page giving the title of
the paper; the name(s) of the author(s), including the
first name(s) and no more than two graduate degrees;
the name of the department and institution in which
the work was done; the institutional affiliation of each
author; and the name and address of the author to whom
reprint requests should be addressed. (see Additional
Information for Authors)

Provide an abstract of not more than 250 words. It should
consist of four paragraphs, labeled Backround, Methods,
Results and Conclusions. They should briefly describe,
respectively, the problem being in the study, how the
study was performed, the salient results, and what the
authors conclude from the results.

Tables, figures and legends (see Additional Information
for Authors)

Three to five key words or short phrases should be added
to the bottom of the abstract page.

Quotations of references in the text should primarily be
fromjournalsindexed in PubMed which have proven their
significance. The style of references required by Medicus
is the Vancouver format (see Additional Information for
Authors).

Except for units of measurement, abbreviations are
discouraged. The first time an abbreviation appears it
should be preceded by the words for which it stands.

The international generic names should be used for all
drugs. When proprietary brands are used in research,
include the brand name in parentheses in the Methods
section.

All manuscript sent to the editor should be noted by the
authors whether they are meant for the “original research
papers” section or the rest of the journal’s content.

The authors receive two copies of the relevant issue.
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Informacione plotésuese pér autorét

1. Fagja e paré - ballina: Duhet té pérmbajé: (a) titullin e punimit, té
shkurtér, por informativ; (b) emri, inicialet e emrit té mesém dhe
mbiemrit té secilit autor; (c) institucioni; (d) emri i departamentit
qé i atribuohet punés shkencore; (e) emri dhe adresa e autorit pér
t'iu pérgjigjur né lidhje me doréshkrimin; (f) burimi/pérkrahja né
formé té granteve, paisjeve, barnave dhe né pérgjithési.

II. Fagja e dyté - abstrakti dhe fjalét kyge: Abstrakti duhet
té shkruhet me maksimum prej 150 fjalésh pér abstraktet e
pastrukturuara, dhe me 250 fjalé pér abstraktet e strukturuara
(pjesét pérmbajtésore: objekti/ete studimit ose hulumtimit,
procedurat bazé, sic éshté pérzgjedhja e subjekteve apo kafshét
laboratorike, metodat vrojtuese dhe analitike, pastaj, rezultatet/
gjetjet pérfundimtare (té dhénat dhe réndésia e tyre statistikore,
nése éshté e mundur), dhe konkluzionet kryesore. Vini theksin
mbi aspektet e reja dhe té réndésishme té studimit apo vrojtimit.
Nén abstraktin indentifikoni dhe shkruani fjalét kyqe: 3-5 fjalé
apo fraza té shkurtéra qé do té ndihmojné né paisjen me tregues
té punimit dhe publikimit té abstraktit. Pérdorni terme nga lista
e Index Medikus pér Néntituj Mjekésor (Medical Sub-Headings
[MeSH]); nése nuk ka term té pérshtatshém né MeSH pér disa terme
té reja, mund té pérdorni termet e dhéna.

III. Fagja e treté dhe té tjerat - teksti i ploté i artikullit: Teksti i
ploté I artikujve hulumtues ose vrojtues normalisht, por jo
domosdoshmérisht, duhet té jeté i ndaré né paragraf me kéta
néntituj: hyrja, metodat dhe materialet, rezultatet dhe diskutimi.

1. Hyrja: Krijoni njé kontekst apo prapavijé(trualli) té studimit (qé
né fakt éshté natyra e problemit dhe réndésia e tij). Pér té béré
kété duhet té béni njé hulumtim té literaturés - duke kérkuar,
gjetur dhe lexuar punimet pérkatése, qé duhet té jené si referencé
né doréshkrimin tuaj. Sqaroni hipotezat tuaja dhe planifikoni t’i
testoni ato, si dhe pérshkruani géllimet tuaja. Kini géndrim té
qarté se cka prisni té gjeni dhe arsyet qé ju udhéhogén tek hipotezat
qé keni krijuar. Objekti i hulumtimit mé sé shpeshti fokusohet kur
parashtrohet si pyetje. Mos pérfshini té dhéna apo rezultate nga
puna qé do té raportohet.

2. Metodat & Materialet: Ky paragraf duhet té pérfshijé até
informacion qé ishte né dispozicion né kohén qé plani apo
protokoli i studimit po shkruhej. Té gjitha informacionet e marra
gjaté studimit i takojné paragrafit té Rezultateve.

Pérshkruani pérzgjedhjen tuaj té pjesémarrésve sé vrojtimit
ose eksperimentit (pacientét ose kafshét laboratorike, pérfshiré
kontrollat) qarté, duke pérfshiré kriteret e pérshtatshme (inkluzive)
dhe pérjashtuese (ekskluzive).

Parimi udhéheqés duhet té jeté i garté se si dhe pse studimi
éshté béré né njé ményré té caktuar. Jepni detaje té mjaftueshme
pér metodat, mjetet dhe materialet (jepni emrin dhe adresén
e prodhuesit né kllapa), dhe procedurat pér té lejuar té tjerét té
kuptojné dhe riprodhojné rezultatet tuaja.

Nése njé metodé e caktuar qé éshté pérdorur éshté e njohur, atéheré
nuk éshté e nevojshme té jepet pérshkrim komplet i saj. Mund ti
referoheni punimit né té cilin sé pari heré éshté pérshkruar dhe té
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Additional Information for Authors

I. First page - front page: It should contain: (a) title of paper, a
short, but informative; (b) the first name, initials of middle name
and last name of each author; (c) the institution; (d) the name of the
department that is attributable to the scientific work; (e) the name
and address of the author with whom to correspond about the
manuscript (f) source/support in the form of grants, equipment,
drugs, or all.

II. Second page - abstract and keywords: The abstract should be
written with a maximum of 150 words for unstructured abstracts
and 250 words for structured abstracts (containing parts:
objective(s) of study or research, basic procedures, such as selection
of subjects or laboratory animals, observational and analytical
methods, then, the main findings/results (data and their statistical
significance, if possible), and the main conclusions. Emphasize the
new and important aspects of the study or observation.

Below the abstract identify and write the keywords: 35 words or
short phrases that will assist in indexing the paper and publication
of the abstract.

Use terms from the list of Index Medicus for Medical Sub-Headings
(MeSH); if there is no appropriate MeSH term for some newly
introduced terms, we can use the given terms.

II1. Third and further pages - full text of the article: The full text
of research or observational articles should normally be, but not
necessarily, divided into sections with the following headings:
introduction, material and methods, results and discussion.

1. Introduction: Provide a context or background for the study
(that is, the nature of the problem and its significance). To do this
you must complete a literature review - searching for, finding
and reading relevant papers, which must be referenced in your
manuscript. Explain your hypotheses and the plan to test them,
and describe your aims. Clearly state what you expect to find and
the reasoning that led you to the hypotheses that you have made.
The research objective is often more sharply focused when stated
as a question. Do not include data or conclusions from the work
being reported.

2. Methods & Material: This section should include only
information that was available at the time the plan or protocol for
the study was being written. All information obtained during the
study belongs in the Results section.

Describe your selection of the observational or experimental
participants (patients or laboratory animals, including controls)
clearly, including eligibility and exclusion criteria.The guiding
principle should be clarity about how and why a study was done in
a particular way.

Give sufficient details of the methods, apparatus and materials
(give the manufacturer’s name and address in parentheses), and
procedures to allow others to understand and reproduce your
results.

If a particular method used is well known then there is no need
to give a complete description. You can reference the paper in
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pérmendni ndonjé modifikim/ndryshim qé keni béré. Jepni arsyet
pér pérdorimin e tyre dhe vlerésoni kufizimet e tyre. Né fund,
pérshkruani se si i keni analizuar té dhénat tuaja, duke pérfshiré
metodat statistikore dhe pakon programore qé keni pérdorur.

Autorét e doréshkrimeve té rishqyrtuara duhet té pérfshijné
njé paragraf gé pérshkruajné metodat qé kané pérdorur pér
lokalizimin, pérzgjedhjen, ekstrahimin dhe sintetizimin e té
dhénave. Pérdorni formén joveprore té foljes, né vetén e treté, kur
dokumentoni metodat, gjé qé do té fokusonte vémendjen e lexuesit
tek puna qé éshté béré e jo tek hulumtuesi (P.sh. Jané marré, jané
realizuar, jané prezantuar etj.)

2. a) Statistikat: Pérshkruani metodat statistikore me detaje
té mjaftueshme pér t'ia mundésuar njé lexuesi me njohje né até
fushé t'i qaset té dhénave origjinale pér té verifikuar rezultatet e
raportuara. Kur éshté e mundur, pércaktoni sasiné e zbulimeve
dhe prezantoni ato me indikatoré pérkatés té gabimeve né
matje apo pasiguri (si¢ jané inter-valet e besueshmérisé). Evitoni
mbéshtetjen vetém né testet statistikore té hipotezave, sic jané
vlerat p, qé déshtojné té transmetojné informacion té réndésishém
mbi madhésiné e efektit. Jepni detaje rreth pérzgjedhjes sé rasteve
(randomizimi) dhe pérshkruani metodat dhe sukseset e vro-jtimit
gjaté realizimit té studimeve té verbuara. Definoni termet
statis-tikore, shkurtesat dhe mé sé shumti simbolet. Specifikoni
programin kompjuterik qé éshté pérdorur.

3. Rezultatet: Ky paragraf duhet t'i béjé gjetjet tuaja té garta.
Prezantoni rezultatet tuaja né rend logjik né tekst, tabela dhe
ilustrime, duke dhéné sé pari rezultatet kryesore ose mé té
réndésishme. Mos i pérsérisni té gjitha té dhénat né tabela apo
ilustrime, né tekst. Nénvizoni ose pérm-bledhni shkurtimisht
vetém vrojtimet mé té réndésishme.

Kur té dhénat pérmblidhen né paragrafin e Rezultateve, jepni
rezultate numerike jo vetém si derivate (pér shembull, pérqgindja)
por gjithashtu si numra absolut nga té cilét derivatet jané
llogaritur, dhe specifikoni metodat statistikore qé jané pérdorur
pér t'i analizuar ato.

Kufizoni tabelat dhe figurat né aq sa jané té nevojshme pér té
sqaruar argumentin e punimit dhe pér té vlerésuar té dhénat
ndihmése. Duke pérdorur grafikonet pér té reprezentuar té
dhénat tuaja si alternativé e tabelave, do té rrisé kuptueshmériné
e lexuesit. Mos i dyfishoni té dhénat né grafikone dhe tabela. Duhet
té jeni té qarté se cili lloj i grafikoneve éshté i pérshtatshém pér
informacionet tuaja. Pér shembull, pér té reprezentuar korelimin
mes dy ndryshoreve, preferohet grafiku vijézor, krahasuar me
grafikun rrethor apo né formé shtyllash.

Sa i pérket té gjitha paragrafeve, qartésia dhe té génit i thukté
éshté kyce. Mos prezantoni té njéjtat té dhéna mé shumé se njé
heré. Kufizojeni veten né té dhénat gé ndihmojné né adresimin
e hipotezave tuaja. Kjo éshté e réndésishme edhe nése té dhénat
i aprovojné ose nuk i pranojné ato. Nése keni béré analiza
statistikore, duhet té jepni vlerén e proba-hilitetit (p) dhe té tregoni
se éshté shprehés (sinjig né nivelin gé ju po testoni. Varésisht nga
analizat e pérdorura, gjithashtu mund té jeté e réndésishme té jepni
intervalet e besueshmérisé sé rezultateve (Confidence Interval -

Information for authors

which it was first described and mentioned any modifications
you have made. Give the reasons for using them, and evaluate
their limitations. Finally,, describe how you analysed your data,
including the statistical methods and software package used.

Authors submitting review manuscripts should include a section
describing the methods used for locating, selecting, extracting, and
synthesizing data.

Use the third person passive voice when documenting methods
which would focus the readers’ attention on the work rather than
the investigator.(e.g. Were taken, was performed, were presented
itd.)

2. a) Statistics: Describe statistical methods with enough detail to
enable a knowledgeable reader with access to the original data to
verify the reported results. When possible, quantify findings and
present them with appropriate indicators of measurement error or
uncertainty (such as confidence intervals). Avoid relying solely on
statistical hypothesis testing, such as p values, which fail to convey
important information about effect size. Give details about the ran-
domization and describe the methods and success of observations
while using blinded trials. Define statistical terms, abbreviations,
and most symbols. Specify the computer software used.

3. Results: This section should make your findings clear. Present
your results in logical sequence in the text, tables, and illustrations,
giving the main or most important findings first. Do not repeat all
the data in the tables or illustrations in the text. Emphasize or
summarize only the most important observations.

When data are summarized in the Results section, give numeric
results not only as derivatives (for example, percentages) but also as
the absolute numbers from which the derivatives were calculated,
and specify the statistical methods used to analyze them.

Restrict tables and figures to those needed to explain the argument
of the paper and to assess supporting data. Using graphs to
represent your data as an alternative to tables will improve the
reader’s understanding. Do not duplicate data in graphs and
tables. You need to be clear what type of graphs is suitable for your
information. For example, to represent the correlation between
two variables, a line graph is preferred to a pie chart or a bar chart.

As with all sections, clarity and conciseness is vital. Don’t present
the same data more than once. Restrict yourself to the data that
helps to address your hypotheses. This is important whether
the data supports or disproves them. If you have carried out a
statistical analysis, you should give the probability (P) value and
state it is significant at the level you are testing. Depending on
the analysis used, it may also be important to give the confidence
intervals of the results, or the statistical parameters such as the
odds ratios. Provide a caption for each figure making the gen-eral
meaning clear without reference to the main text, but don’t discuss
the results. Let the readers decide for themselves what they think
of the data. Your chance to say what you think comes next, in the
discussion.

3. Tables: Each table should be inserted at the point of the text
where they have to be placed logically, typed by the same rules
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CI), ose parametrat statistikoré si proporcionet e rastit (odds ratio).
Béni pérshkrimin tek secila figuré duke béré té qarté domethénien
e pérgjithshme pa referencé né tekstin kryesoré, por mos diskutoni
rezultatet né té. Léreni lexuesin té vendosé veté se ¢faré men-don
pér té dhénat. Mundésia juaj pér té théné se cfaré mendoni, éshté
né vazhdim, tek diskutimi.

3. Tabelat: Secila tabelé duhet té vendoset né vendin e tekstit ku
duhet té vihet logjikisht, e plotésuar me té njéjtat rregulla sikur
teksti i ploté. Mos i dérgoni tabelat si fotografi. Secila tabelé duhet
té citohet né tekst. Tabelat duhet té jené me numra ashtu qé té
jené né koordinim me refer-encat e cituara né tekst. Shkruani njé
pérshkrim té shkurté té tabelés nén titullin. Cdo sqarim shtesé,
legjendé ose sqarim i shkurtesave jostan~darde, duhet té vendoset
menjéheré poshté tabelés.

4. Diskutimi: Ky paragraf éshté pjesa ku ju mund té interpretoni
té dhé-nat tuaja dhe té diskutoni duke ballafaquar dhe krahasuar
gjetjet tuaja me ato té hulumtuesve té méparshém. Rishikoni
referencat e literaturés dhe shihni nése mund té pérfundoni se si
té dhénat tuaja pérkojné me até qé keni gjetur.

Ju gjithashtu duhet té llogarisni rezultatet, duke u fokusuar né
mekaniz-mat né prapavij té vrojtimit. Diskutoni nése rezultatet
tuaja mbéshtesin hipotezat tuaja origjinale. Gjetjet negative jané
aq té réndésishme né zhvillimin e ideve té ardhshme sikur gjetjet
pozitive.

E réndésishme éshté se, nuk ka rezultate té kéqgija. Shkenca nuk
té béjé me té drejtén dhe té gabuarén, por merret me zgjerimin e
njohjeve té reja.

Diskutoni si jané paragitur gabimet né studimin tuaj dhe cfaré
hapa keni ndérmarré pér té minimizuar ato, késhtu duke treguar
se ju ¢cmoni ku-fizimet e punés tuaj dhe fuginé e pérfundimeve
tuaja. Duhet gjithashtu té merrni né konsideraté ndérlikimet e
gjetjeve pér hulumtimet né té ardhmen dhe pér praktikén klinike.
Lidhni pérfundimet me géllimet e studimit, por evitoni géndrimet
dhe pérfundimet e pakualifikuara, qé nuk mbéshteten né ményré
adekuate nga té dhénat. Shmangni prioritetet deklarative apo té
aludoni né punén qé nuk éshté krahasuar.

5. Referencimi: Referencat jané baza mbi té cilén éshté ndértuar
raporti juaj. Shqyrtimi i literaturés dhe leximi i referencave
giithmoné duhet té jeté piké fillestare e projektit tuaj. Ky
paragraf duhet té jeté i sakté dhe té pérfshijé té gjitha burimet e
informacionit qé keni pérdorur.

Né formatin “ Vancouver” , referencat numérohen njé nga njé, sikur
qé shfagen né tekst dhe identifikohen me numra né bibliografi..

Njé punim mund té keté mé sé shumti njé autor dhe 4 koautor.
Koautori i fundit duhet té jeté mentori ose koautori mé i aféért
me punimin. Pas emrave té autoréve shkruhet titulli i artikullit;
emri i revistés i shkurtuar sipas ményrés sé Index Medicus; viti i
botimit; numri i véllimit; dhe numri i fages sé paré dhe té fundit.

Referencat e librave duhet té jepen sipas emrit té autorit, titullii
librit (mund té citohet edhe titulli i kapitullit para titullit), vendi
i botimit, botuesi dhe viti.
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as for the full text. Do not send tables as photographs. Each table
should be cited in the text.Tables should be numbered so that they
will be in sequence with references cited in the text. Provide a brief
explanation of the table below the title. Any additional explanations,
legends or explanations of non-standard abbreviations, should be
placed immediately below the table.

4. Discussion: This section is where you interpret your data
and discuss how your findings compare with those of previous
researchers. Go over the references of your literature review and
see if you can determine how your data fits with what you have
found.

You also need to account for the results, focusing on the
mechanisms be-hind the observation. Discuss whether or not your
results support your original hypotheses. Negative findings are just
as important to the de-velopment of future ideas as the positive
ones.

Importantly, there are not bad results. Science is not about right or
wrong but about the continuing development of knowledge.

Discuss how errors may have been introduced into your study
and what steps you took to minimise them, thus showing that
you appreciate the limitations of your work and the strength of
your conclusions. You should also consider the implications of
the findings for future research and for clinical practice. Link
the conclusions with the goals of the study but avoid unqualified
statements and conclusions not adequately supported by the data.
Avoid claiming priority or alluding to work that has not been
compared.

5. Referencing: The references are the foundation on which your
report is built. Literature searches and reading of references
should always be the starting point of your project. This section
must be accurate and in~clude all the sources of information you
used.

In the Vancouver format, references are numbered consecutively
as they appear in the text and are identified in the bibliography by
numerals.

One article can have one author and 4 co-author. Last co-author
is the mentor of the article or closest co-author of the paper.”
The authors’ namer are fol-lowed by the title of the article; the
title of the journal abbreviated ac-cording to the style of Index
Medicus; the year of publication; the volume number; and the
first and last page numbers.

References to books should give the names of any editors, place
of publication, editor, and year.

In the text, reference numbers are given in superscript. Notice
that issue number is omitted if there is continuous pagination
through-out a volume, there is space between volume number and
page numbers, page numbers are in elided form (51-4 rather than
51-54) and the name of journal or book is in italics.The following is
a sample reference:
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Né tekst, numrat e referencave jepen me indeks té sipérm. Véreni se
¢éshtja e numrave neglizhohet nése ka numértim té vazhdueshém
pérgjaté gjithé véllimit, ka hapésiré mes numrit té véllimit dhe
numrit té fages, numrat e fageve jané né kété formé: 51-4 né vend té
51-54, dhe emri i revistés ose librit éshté né italic. Né vazhdim éshté
njé shembull i referencés:

Artikujt e revistave:

1. Lahita R, Kluger J, Drayer DE, Koffler D, Reidenberg MM. Antibod-
ies to nuclear antigens in patients treated with procainamide or
acetylpro-cainamide. N Engl ] Med 1979;301:1382-5.

2. Nantulya V, Reich M. The neglected epidemic: road traffic inju-
riesin developing countries. BMJ 2002;324: 1139.

3. Murray C, Lopez A. Alternative projections of mortality and dis-
ability by cause 1990-2020: global burden of disease study. Lan-
cet 1997;349: 1498-504.

Librat dhe tekste tjera:

4. Colson JH, Tamour NJJ. Sports in juries and their treatment. 2nd
ed. London: S. Paul, 2006.

5. Department of Health. National service framework for coronary
heart disease. London: DoH, 2000.

www.doh.gov.uk/nsf/coronary.htm (accessed 6 Jun 2003).

6. Kamberi A, Kondili A, Goda A, dhe bp; Udhérréfyes i shkurtér i
Shogqatés Shqiptare té Kardiologjisé pér parandalimin e Sémundjes
Aterosklerotike Kardiovaskulare né praktikén klinike, Tirané, 2006

7. Azemi M, Shala M, dhe bp. Pediatria sociale dhe mbrojtja shénde-
tésore e fémijéve dhe nénave. Pediatria, Prishtiné 2010; 9-25

Shmangni pérdorimin e abstrakteve si referenca; “té dhéna
té papub-likuara” dhe “komunikime personale”. Referencat e
pranueshme, por ende té papublikuara lejohet té merren, vetém
nése shénoni se jané “né shtyp”.

6. Mirénjohjet: Ju mund té keni déshiré té falénderoni njerézit qé
ju kané ndihmuar. Kéto mund té rangohen prej atyre gé ju kané
pérkrahur me teknika eksperimentale deri tek ata gé ju kané
késhilluar deri né bér-jen e doréshkrimit final.

7. Formati i fajllit té té dhénave pér ilustrimet (figurat): JPG

Nése pérdoren fotografité e pacientéve, qofté subjekti, qofté
fotografité e tyre nuk duhet té jené té identifikuara, ato duhet té
shogérohen me lejen e shkruar nga ta pér pérdorimin e figurés.
Format e lejuara jané né dispozicion nga redaksia.

Nése fajllet e té dhénave jané shumé té médha pér t'u dérguar me
e-mail, rekomandohet dérgimi me CD né adresén toné.

8. Legjendat pér Ilustrimet (Figurat)

Legjenda e tabelés duhet té vendoset mbi tabelé. Referenca e njé
tabeleje, e cila éshté marré nga ndonjé publikim tjetér, duhet té
vendoset poshté tabelés. (Eshté pérgjegjési e autorit té sigurojé
lejen e ribotimit nga botuesit e atij botimi) Legjenda e figurés
duhet té vendoset né fund té fages. Referenca e figurés e marré
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