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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.

G Profesionin tim do ta ushtroj me ndérgjegje e me dinjitet. Shéndeti i
e pacientit tim do té jeté brenga ime mé e madhe. Do t'i respektoj e do
3 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
¥ 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
;- nderin tim personal.

& The Oath of Hippocrates

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

Eﬁ entering medical practice, I do solemnly pledge myself to consecrate
Vo3 my life to the service of humanity. [ will give my teachers the respect
"{f" and gratitude which is their due. I will practice my profession with

%o 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. [ will maintain by all the means in my
5. power, the honor and the noble traditions of the medical profession..
7 My colleagues will be my brothers.

['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

. sunder threat and I will not use my medical knowledge .
contrqry to the laws of humanity. [ make these
prorﬁijéés solemily, freely and upon my honor

{4 V¥
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Beyond the Paris climate agreement: Health central to climate change action

Ko orosopor opf Ilapu3 3a KmiMaTa: 3paBjeTo CpeIHIITe 3a aKIHja KOH KTHMATCKUTe
TPOMEHH
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ABSTRACT

The changing global climate affects human health, well-being, and life on earth. Evidence of the health effects
of climate change and future health risks for the WHO European Region is emerging. The new Paris climate
agreement is essential forsafeguarding public health as it will help bring about healthier people:through cleaner
air, safer freshwater and food and more effective and fairer health and social protection systems.The health
sector can also improve its own practices and simultaneously minimise its carbon emissions. The World Health
Organization (WHO) works to identify policies that could prevent, prepare for, and respond to the health effects
of climate change. This could be the greatest global health opportunity of this century. Health professionals,
health ministries, and WHO have a vital role to play in ensuring progress on climate changemitigation and health
adaptation action; we need to protect and promote health worldwide.

Keywords: Climate change, health, health policy, public health, World Health Organization

INTRODUCTION

Climate change differs from traditional European indirectlythrough its effects on economic conditions and

local and regional environment and health issues, in
that it requires local, regional, and global solutions.
It acts over long periods of time; is subject to multiple
uncertainties; is strongly influenced by social, economic
and environment determinants; causes diverse and
interacting health impacts;andposes new threats,
challenges, and opportunities at all levels of society.Our
health and well-beingare affected by climate change both
directly due to amplified extreme weather eventsand

social determinants (1). Climate change presents multiple
hazards which interact with pre-existing vulnerabilities
causing substantially worse health outcomes. Health
impacts are moderated by the strength of the health
system and its capacity to manage and adapt to climate
sensitive health risks. Well-designed mitigation climate
change policies result in health co-benefits (2, 3, 4).

Worldwide, climate change is expected to cause
approximately 241 000 additional deaths per year between

7 | Medical Journal - MEDICUS
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2030 and 2050: 38 000 by heat exposure in elderly people,
48 000 by diarrhoea, 60 000 by malaria, and 95 000 by
childhood undernutrition (5,6). The estimated economic
damage costs are huge, ranging between 5% and 10% of
gross domestic product (7).

The main risks to health from climate change are more
intense heatwaves and fires,increased prevalence of
food-, water- and vector-borne diseases, increased
likelihood of undernutrition resulting from diminished
food production in poor regions, and lost work capacity
in vulnerable populations. Uncertain but potentially
more serious risks include breakdowns in food systems,
conflict and population movement due to resource
scarcity, and exacerbation of poverty, undermining the
health and other objectives of the post-2015 sustainable
development agenda.Globally in 2012, 3.7 million deaths
(482 000 in the WHO European Region) were attributed
to ambient air pollution (8).

Poorer populations and children are more at risk from
climate change, with impacts differing between men
and women. Overall climate change is expected to widen
existing health inequalities, both between and within
populations. Evidence of the direct and indirect health
effects of climate change and future health risks for the
WHO European Region is well established. Robust policy
is now required to push for effective mitigation and
adaptation in all sectors (2, 5, 9).

In 2009, The Lancet Commission on Managing the Health
Effects of Climate Change called climate change “the
biggest global health threat of the 21st century” (10). Six
years on, the new Commission has reached the same
conclusion, adding that responding to climate change
could be the greatest global health opportunity of the
21st century (5).

The United Nations Framework Convention on Climate
Change (UNFCCC) is the primary international and
intergovernmental forum for negotiating the global
response to climate change. The ultimate objective of
UNFCCCis to stabilize greenhouse gas concentrations
in the atmosphere at a level that will prevent dangerous
human interference with the climate system (1). The main
goal of the annual Conference of the Parties (COP) is to
review UNFCCC'’s implementation.

The ParisCOP2lagreement acknowledges that climate
change is a common concern of humankind and thus
countries should, when taking action to address climate

Revisté mjekésore - MEDICUS | 8
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change, respect, promote and consider their respective
obligations on right to health(12).

AGREEMENT CAPTURES ESSENTIAL ELEMENTS TO
DRIVE HEALTH ACTION FORWARD

The first COP took place in Berlin in 1995 and significant
meetings since then have included COP3 where the Kyoto
Protocol was adopted, COP11 where the Montreal Action
Plan was produced, and COP17 in Durban where the
Green Climate Fund was created (13, 14, 15, 16).

COP21 in Paris marks a key juncture in the work of
the UNFCCC. The Paris Agreement and the outcomes
of COP21 were agreed by 195 nations on 12 December
2015 (12). Theagreement’s main aim is to keep a global
temperature rise well below 2°C this century and drive
efforts to limit the temperature increase even further
to 1.5°C above pre-industrial levels. The 1.5°C limit is a
significantly safer defence line against the worst impacts
of a changing climate.

The agreement will be held at the United Nations in
New York and opened on 22 April 2016 for signatures for
one year. The agreement will enter into force after 55
countries that account for at least 55% of global emissions
have signed.

The agreement recognizes the social, economic, and
environmental value of voluntary mitigation actions and
their co-benefits for adaptation, health, and sustainable
development (12).

It recognizes that climate change represents an urgent
andpotentially irreversible threat to human society
and thus requires the widest possible cooperation
byallcountries, and their participation in an effective
and appropriate international response, with a view
to accelerate the reduction of global greenhouse gas
emissions (12).

Additionally, the agreement aims to strengthen the ability
to deal with the impacts of climate change, to combat
climate change, and unleash actions and investment
towards a low carbon, resilient, and sustainable future.

The agreement covers both crucial areas identified as
essential for a landmark conclusion:mitigation (reducing
emissions fast enough to achieve the temperature goal)
and adaptation (increasingcountries’ ability to deal with
climate impacts). Furthermore, it intendsto strengthen
the ability to recover from climate impacts and financial
support for nations to build clean, resilient futures.
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For WHO astrong climate agreement isalsois a vital global
health agreement, as health acts as a trigger for actions
to combat climate change. The primary role of WHO is
to direct and coordinate international health within the
United Nations system. This is an historic opportunity for
WHO and the entire health community (18). For COP21,
WHO developed a fact sheet “Did you know: by taking
action on climate change you can strengthen public
health?”, designed for specific audiences from health
ministers, health professionals, finance ministries, local
authorities and the general public (19). The climate and
health country profiles project was also introduced (20).

CLIMATE CHANGE AND HEALTH - THE WHO ROAD

In 2008, health ministers passed a World Health Assembly
resolution on climate change, with two action plans of
implementation (2009 and 2014) committing countries
to take action to protect human health from climate
change (21, 22, 23). The first WHO conference on health
and climate was held in August 2014. The assembled
high-level government representatives, development
partners, and technical experts explored ways of building
health resilience to climate risks and deliberated how
best to ensure that more sustainable and low-carbon
development choices result in improved environments
and health-care provision (24).

The WHO European Region has taken action since
1989: at the first ministerial conference on environment
and health, climate change was flagged as a growing
problem. At the 1999 ministerial conference in London,
a call for action on increasing research, monitoring, and
identification of adaptation measures as well as healthy
mitigation measures was endorsed. In 2004, after the
2003 heat-wave, countries called for increased action
on disaster management and prevention (25). At the2010
conference in Parma, European countries formally
confirmed their commitment to act on climate change
and health (26).The European environment and health
process provides an ideal platform for continuation of
the process. It brings together the ministries of health
and environment of the 53 European Member States. A
working group on health in climate change was created.
As a result, 32 countries examined their vulnerability
to climate-change-related health threats; 24 prepared
adaptation plans including health. While most countries
in the Region have taken action to reduce greenhouse
gas emissions, more needs to be done to capitalize on
the health co-benefits of energy, transport, building

and agriculture (27). Much is already happening to
adapt to climate change health impacts and to reduce
emissions, hence protecting health at local, national,
and regional levels in the Region. For example, WHO has
already supported countries in establishing heat-health
warning systems to save lives during heat-waves and
in piloting climate-resilient water-safety plans. Health
2020, the European policy for health and well-being,
providescontextual analysis, strategies, and interventions
for various policy challenges affecting public health,
including climate change (28).

In 2015, the World Health Assembly passed a resolution to
address the health impacts of air pollution. In line with
this agreement, the WHO secretariat is scaling up its
capacity to help countries implement WHO’s guidelines
for outdoor and indoor air quality (29).

A public health perspective on the benefits of climate
solutions has a key role to play in engaging people in
issues related to climate change and in driving more
ambitious climate policy. There remains a long way to go
to ensure that all countries in the Region have adequately
integrated healthinto their national climate change plans.
Thus, countries must work or continue to build capacity
to address the local health risks posed by climate change;
assess health benefits of mitigation options; and develop,
implement, and evaluate health-focused interventions
through an integrated, multisectoral approach.

INVESTING IN BETTER HEALTH

To protect health from risks derived from climate
change, decision-makers, from national leaders to
individual citizens, need access to the best information
possible on the risks and any opportunities for action.
In preparation for COP21, countries made important
commitments to cut greenhouse gas emissions and
scale up adaptation to climate change, but more needs
to be done.Implementing and enforcing higher standards
for vehicle emissions and engine efficiency can reduce
emissions of short-lived climate pollutants, such as black
carbon and methane. Doing so could save at least 2.4
million lives a year by 2030 and reduce global warming
by about 0.5 °C by 2050. New estimates could raise that to
3.5 million lives saved annually by 2030, and 3-5 million
lives per year by 2050. There are direct health benefits
from reduced air pollution, since nearly all non-carbon
dioxideair pollutants that alter climate (e.g. black carbon
and ozone-producing gases) have direct adverse effects on
health. Policies that promote walking and cycling bring
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added dividends for health. Placing a price on polluting
fuels to compensate their negative health impacts would
be expected to cut outdoor air pollution deaths by half,
reduce carbon dioxide emissions by more than 20%, and
raise approximately USS 3 trillion per year in revenue -
over half the total value of health spending by all of the
world’s governments (30, 31).

The new Paris funding mechanism must be used to
protect health by providing financing explicitly for
strengthening health systems, and targeting the social
determinants of health in order to strengthen community
resilience. Investments in low-carbon development, clean
renewable energy, and greater climate resilience are also
investments in better health.

The health sector can also improve its own practices and
simultaneously minimise its carbon emissions. Health
services in some developed countries are responsible for
between 5-15% of carbon emissions. Reducing the 4.2%
of annual CO, emissions of European health care could
eliminate 15 000-30 000 cases of illness. Energy efficiency,
shifting to renewables, and greener procurement and
delivery chains can all improve services and cut carbon
emissions (31).

In order to address the challenges posed by climate
change and to create climate-resilient communities, the
health sector will probably have to undertake measures
such as:

m enhancing disease surveillance, especially for
climate-sensitive vector-borne diseases;

monitoring changing environmental exposures;

ensuring essential medical supplies and health
services during disasters;

m improving preparedness, planning, and response for
heat-waves and other extreme events; and

m facilitating coordination between health and other
sectors to deal with changes in the incidence and
geographical range of diseases (31).

WHO is developing the operational framework for
building climate resilient health systems which aim
to respond to policy mandates at global, regional and,
increasingly, national levels(32). It includes resolutions
of the World Health Assembly and WHO Regional
Committee for Europe on health protection from climate
change, strengthening national health emergency and
disaster management capacities for managing the risks
of weather extreme events, health system strengthening,
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and implementation of International Health Regulations
(33). It responds to requests by UNFCCC Partiesfor
support in planning adaptation to climate change in
key sectors,including health. It responds to the post-
2015 development agenda and associated Sustainable
Development Goals and the Sendai framework for
disaster risk reduction (34, 35).

CONCLUSION

This Paris climate agreement is essential for public
health:it reinforces the original UNFCCC principle of
health as a motivation for action; identifies health as
an adaptation priority; and promotes climate change
mitigation policies that also bring health benefits, would
be even more beneficial. It will help bring about cleaner
air, safer freshwater and food, more effective health and
social protection systems - and as a result, healthier
people. Puttingthe Paris agreement into practice will
need to happen primarily at the national level. Health
professionals, and WHO more broadly, have a vital role to
play in ensuring the progress on climate change we need
to protect and promote health worldwide.
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TPOMEHH

Vladimir Kendrovski

EBponcku llenTap 3a Exonoruja u 3gpasje, Pernonannara Katienapuja 3a EBpona Ha C30, bon, I'epmanuja

ABrop 3a KopecnonzeHnyja; e-mail: kendrovskiv@who.int

N3BAJZIOK

[TpoMmeHaTa Ha rIobasnHaTa KiMMa BiiFjae Bp3 3/1paBjeTo Ha yreTo, Oarococtojoara v KMUBOTOT Ha 3eMjaTa. [lokasuTe
3a 371paBcTBeHUTe eheKTU Of] KIIMMATCKUTE TIPOMEHHU U 33 UJIHWUTe PU3UILIM 110 3paBjeTo Ha EBPOICKUOT PeruoH Ha
C30 ce jacHu. HoBuor [lorosop of [Tapu3 3a KiMMaTa MMa CYIITUHCKO 3HaUeHe 3a 3alllTUTa Ha jaBHOTO 3[71paBje, 3aToa
IITO Ke MPUJIoHece 3a Mo7io0po 37IpaBje, MOUUCT BO3yX, obe30eiHa BoJia 3a TIMehe U XpaHa, KaKO U KOH MoeuKacH!
1 rodep cucTeMM Ha 371paBCTBEHA U COlWjasiHa 3allTUTa. 371PAaBCTBEHNOT CEKTOpP, MCTO TaKa, MOKe Jia ja Tofjobpu
cBojata (hyHKIIMOHATHOCT M NUCTOBPEMEHO [1a T CMasii eMUCHnTe Ha jarsepopl. CBeTcKaTa 3/ipaBCTBeHa opraHusalyja
(C30) pabott Ha uUAEHTUQUKYBathe Ha MOIUTUKNATE CO KOM OM MOMKesle Jla ce TIpeBeHNpaaT3/ipaBcTBeHuTe eheKTr
OJ1 KJTMMATCKUTEe ITPOMEHU, HO U Ha TIPAKTUKUTE 3a MOJIOTBEHOCT U OJIFOBOP Ha Te pusuiiu. Toa Moske jia 6ujie efHa
ofl HajrosiemMmuTe rIoHasHY MOMKHOCTH3a 3[IPABCTBOTO BO OBOj Bek. 3npaBcTBeHuTe pabOTHULIM, MUHUCTEPCTBATA 3a
3apaBctBo U C30 MMaar BUTaJIHA yiora Bo 06e30elyBambeTo Ha HAIMTPEeIOKOT BO OJIHOC HA aKIUWTe 38 MUTUTAIIAja 1
37paBCTBeHA ajianTaliyja KOH KIMMaTCKUTe TIPOMEeHH; CuTe HUe Tpeba /1a ro 3allTUTUMe M TTPOMOBHpaMe 37paBjeTo
BO LIeJIUOT CBeT.

Knyuyuu 360poBM: KIMMATCKU TTPOMEHH, 3[paBje, 3IpaBCTBeHa TOMNTHKA, jaBHO 37pasje, CBeTCKA 3[paBCTBEHA
opraHusaiiyja.
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ABSTRACT

Introduction and Objectives: The minimally invasive surgical approach (MISA) consisting in various techniques
such as right-anterior mini-thoracotomy (MT) or mini-sternotomy (MS) are the techniques of choice, especially
in female patients requiring cardiac surgery. We are presenting our experience with MISA in terms of hospital
outcome and patient’s satisfaction.

Materials and methods: Between February 2010 and February 2015, 60 patients (Group I) with simple congenital
heart defects (sCHD) and 13 patients (Group II) with mitral valve (MV) disease underwent MISA. In Group I, 30
patients had atrial septal defect (ASD) secundum type, 12 had subaortic ventricular septal defect, 10 ASD sinus
venosus type, 6 posterior extension ventricular septal defect, 2 muscular ventricular septal defect. In Group II,
6 patients had (MV) regurgitation and 7 MV stenosis. All patients were followed with a physical examination
1-month, 1-year and 3-years after surgery to assess the quality of the cosmetic result.

Results: None of the patients required to be converted to a classic full sternotomy or a larger thoracotomy. All
patients survived and were discharged home on the 5% postoperative day. Only one patient developed femoral
thromboembolism and later cholecystectomy.

Conclusions: Such operations, rarely employed even in Europian countries, now are feasible with excellent
outcome even in Albania.

Keywords: MISA, MT, MS, sCHD, valvular heart diseases.

INTRODUCTION

What can cardiac robotics offer that other simpler and
less expensive techniques cannot? Improved surgical
results in patients with simple congenital heart disease
(SCHD) and valvular heart diseases have stimulated the
surgeons to adopt minimally invasive techniques, with
the aim of combining a good functional outcome with a
better cosmetic result. The aim of this study is presenting
our experience with minimally invasive surgical approach
(MISA), since 2010 in terms of hospital outcome and
patient’s satisfaction.

METHODS

In this study the data were collected retrospectively,
from clinical charts of the Biostatistical Department
between February 2010 and February 2015. We included
73 patients, 60 patients (Group I) with congenital heart
defect and 13 patients (Group II) with mitral valve (MV)
disease. All patients underwent MISA. Patients were
all managed under the same postoperative practice
guidelines: 1-Early extubation (less than 6 hours after
surgery) 2 - Early discharge (less than 24 hours) from the
intensive care unit (ICU). In Group I, 30 patients had ASD
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secundum type (fig.2), 12 had subaortic ventricular septal
defect, 10 ASD sinus venosus type, 6 posterior extension
ventricular septal defect, 2 muscular ventricular septal
defect. In Group II, 6 MV regurgitation and 7 MV stenosis.
All patients were followed with a physical examination
I-month, 1-year and 3-years after surgery to assess the
quality of the cosmetic result. Late results of surgical
repair and patient’s satisfaction were also evaluated
by means of direct contact with a patient or a phone
interview.

Tab.1 Diagnosis leading to surgery in Group I (n=60
patients) and Group 2 (n=13 patients)
. . MT MS Total
Diagnosis (n=53pt) | (n=20pt) | (n=73pt)
ASD secundum type 30 0 30
Subaortic Ventricular Septal
Defect 0 12 12
ASD sinus venosus type 10 0 10
Posterior Extension 0 6 6
Ventricular Septal Defect
Muscular Ventricular Septal
Defect 0 2 2
Mitral valve regurgitation 6 0
Mitral valve stenosis

Tab.2 Variables

Follow-up variables
m Self health assessment (described as excellent,
good, medium, fair)

m Exercise tolerance, compared to peers (described as
equal to peers or 100%, 50%, 25%, or < 25% )

m Personal satisfaction for the cosmetic result
(satisfied or unsatisfied)

Additional variables for female patients who
underwent mini-thoracotomy

m  Occurrence of scoliosis

m Breast asymmetry

m Restriction of shoulder motility
]

Sensibility deficit presence or persistence at the
mammary area.

m Eventual onset of lactation disturbances after

pregnancy.

RESULTS

In Group I all patients were discharged home in good
clinical conditions, without residual intracardiac
shunts at the pre-discharge echocardiography and none
required a re-operation. 40 patients underwent MT in the
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4™ intercostals space (fig. 1), 20 upper MS (fig.3). During
the operation, induced ventricular fibrillation (IVF) was
employed in 40 patients, while the aorta was cross-
clamped in the remaining patients. None of the patients
required to be converted to a classic full sternotomy or
a larger thoracotomy. Median follow-up time was 24
months (range 4-84 months).There were no cardiac-
related deaths. In Group I, all patients underwent MT on
the 3" or 4™ intercostals space through subclavian vein
and femoral vein and artery cannulation. With arrested
heart the MV was replaced in 7 patients and repaired in 6
of them. In Group II, the youngest patient was a 17 years
old female and the oldest 62 years. All patients survived
and were discharged on the 5" postoperative day. Only
one patient developed femoral thromboembolism
and later cholecystectomy. 7 of 40 (17%) MT patients
complained temporary (<6 months after surgery) mild
sensitive skin deficits in the mammary area at the
physical examination. None of the 13 pre-puberal patients
who underwent MT had asymmetric breast development,
shoulder movement deficit, scoliosis and no lactation
problems were reported in those 2 patients who had
pregnancy. The vast majority of patients in both groups
were satisfied with the cosmetic result of surgery and the
satisfaction rate was greater in MT patients. The reason
of non satisfaction was represented by the presence of
a “too long/visible scar” or for a cheloid at the incision
level.

DISCUSSION

Are we doing this, “just because it could be done”
or is it really advantageous for our patients? Since
1998 in the study made by Chang [2], their results
suggested that minimally invasive surgical approach
(MISA) is a good option for surgical closure of ASD
(Atrial septal defect) and the study by Lin [3] showed
that minimally invasive cardiac surgical techniques were
technically feasible and an alternative option for the
repair of a ventricular septal defect. The minimal
access via lower partial sternotomy for congenital heart
defects , operated by surgeon staff and residents, showed
no difference in results and clinical course, in the study
made by Nigishaki K, in 2005 [4].

Thoracic scoliosis should, however, be remembered as
a possible complication after lateral thoracotomy in
childhood [5]. In the study of Bleiziffer S, in 2004,
according to the orthopedic investigation, this surgical
approach does not cause a higher rate of scoliosis. A long-
term follow-up in prepubescent female patients after
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right anterolateral thoracotomy revealed significantly
impaired unilateral breast development, so was
proposed to abandon right anterolateral thoracotomy
in this subgroup of patients, although the subjective
satisfaction with the cosmetic result was high. To avoid
potential damage of future breast tissue, other surgical
approaches, such as right posterior thoracotomy, should
be considered[6].

In the study of Padova in 2009, routinely used a minimally

invasive sex-differentiated surgical approach for surgical
repair of various simple congenital heart diseases, mostly
including a right anterior minithoracotomy in female
subjects and a midline ministernotomy in male subjects.
The sex-differentiated surgical approach for simple
congenital heart disease resulted a safe procedure,
providing both excellent functional and cosmetic results.
Anterolateral minithoracotomy is a valid and highly
appreciated procedure in female patients [7].

It can be performed with the same degree of ease and
speed as a conventional operation, with no difference in
mortality. It provides access to the relevant parts of the
heart and reduces dissection of other areas. It greatly
facilitates a reoperation at a later date, as the lower part
of the pericardium remains closed [1].

There are also objective elements to this field which
have concluded that current clinical data suggest
that minimally invasive mitral valve surgery is a safe
and a durable alternative to a conventional approach
and is associated with less morbidity [8]. There were
no complications, only one of the patients developed
femoral thromboembolism and later cholecystectomy,
but a meta-analysis and systematic review comparing
minimally invasive versus conventional open mitral valve
surgery,shows that the risk of stroke is higher, but they
have not come up with the results of what is causing it[9].
Also, the recent meta-analysis examining the difference
of minimally invasive versus conventional mitral valve
repair for patients with degenerative mitral disease,
shows that is not worse, it may be equivalent, but the
duration of stay in the ICU was significantly shorter than
conventional mitral valve repair [10].

As for the subjective elements there are cosmetic ones,
especiallyin female patients requiring cardiac surgery and
also those who underwent MT. None of the 13 pre-puberal
patients who underwent MT had asymmetric breast
development, shoulder movement deficit, scoliosis and
no lactation problems were reported in those 2 patients

Original scientific paper I

who had pregnancy. It shows to have quicker recovery,
since the patients were discharged at the 5 postoperative
day. Only 17% of MT patients complained temporary (<6
months after surgery) mild sensitive skin deficits in the
mammary area at the physical examination, so it also has
pain related advantages. It is also cost effective and there
is no apparent detriment.

Such operations are now feasible with excellent outcome
even in Albania, they are safe and effective alternative to
the conventional approach and are associated with better
short-term outcomes and a trend towards longer survival.
It seems that the future of cardiac surgery is going to be
minimally invasive surgical approach.

5%/ A

- L < v L A 4
Figure 1. Mini-thoracotomy (MT)- A 3.5-4.5 cm skin
incision in the 4™ inter-costal space

Figure 2. Mini-thoracotomy (MT)- An 54 years old
woman after atrial septal defect (ASD)
closure, type Il

15 | Medical Journal - MEDICUS

AN



0000000000000

I Original scientific paper

'.~

Figure 3. Mini éternotomy (MS)-A5 ye‘érs old child
after ventricular septal defect (VSD) closure

Ps. All the photos were taken in the University Hospital
Centre “ Mother Theresa” ‘s operation theatre, Depart-
ment of Cardiac Surgery.

REFERENCES

1. Cohn.H.Lawrence ,(2008). Cardiac surgery in the adult.
doi:10.1036/0071469133

2. Chang CH, Lin PJ, Chu J], et al (1998) Surgical closure
of atrial septal defect. Minimally invasive cardiac sur-
gery or median sternotomy? Surg Endosc.12(6):820-4.
PMID:9601998

3. Lin PJ, Chang CH, Chu JJ, et al (1998) Minimally
invasive cardiac surgical techniques in the closure of

10.

ventricular septal defect: an alternative approach. Ann
Thorac Surg. 65(1):165-9; PMID:9456111

Nishigaki K, Nishi H, Kume Y, et al (2005) Minimal access
via lower partial sternotomy for congenital heart defects.
Asian Cardiovasc Thorac Ann. 13(1):42-6. PMID:15793050

Westfelt JN, Nordwall A. (1991) Thoracotomy and scolio-
sis. Spine (Phila Pa 1976) 16(9):1124-5. PMID:1948403

Bleiziffer S, Schreiber C, Burgkart R, et al (2004) The
influence of right anterolateral thoracotomy in prepu-
bescent female patients on late breast development

and on the incidence of scoliosis. ] Thorac Cardiovasc
Surg127(5):1474-80. PMID:15116010

Vida VL, Padalino MA, Boccuzzo G, Veshti AA, et al.
(2009) Minimally invasive operation for congenital heart
disease: a sex-differentiated approach.] Thorac Cardio-
vasc Surg. 138(4):933-6. doi: 10.1016/jjtcvs.2009.03.015.
PMID:19769883

Modi P, Hassan A, Chitwood WR Jr.(2008)Minimally
invasive mitral valve surgery: a systematic review and
meta-analysis. Eur ] Cardiothorac Surg. 34(5):943-52.
doi: 10.1016/j.ejcts.2008.07.057 PMID: 18829343

Cheng DC, Martin ], Lal A, Diegeler A, et al(2011)
Minimally invasive versus conventional open mi-
tral valve surgery: a meta-analysis and systematic
review. Innovations (Phila) ;6(2):84-103doi: 10.1097/
IMI.0b013e3182167feb PMID:22437892

Cao C, Gupta S, Chandrakumar D, et al. (2013)A meta-
analysis of minimally invasive versus conventional
mitral valve repair for patients with degenerative mi-
tral disease. Ann Cardiothorac Surg. ;2(6):693-703. doi:
10.3978/j.issn.2225-319X.2013.11.08 PMID:24349970

EKSPERIENCA FILLESTARE NE KIRURGJINE MINI INVASIVE KARDIAKE NE SHQIPERI

Zerja A, Hoxha B.", Prifti E.2, Veshti A.2

IStudent i Fakultetit té Mjekésisé, Universiteti i Mjekésisé, Tirané, Shqipéri

2 Departamenti i kardiokirurgjisé, QSUT “Néné Tereza", Tirané, Shqipéri

Autori korrespondent: e-mail: arjanazerja91@gmail.com

ABSTRAKTI

Hyrje dhe Objektivat: Kirurgjia mini-invazive kardiake (MISA- minimal invasive surgical approach) konsiston né
teknikat e ndryshme té tilla si mini-torakotomia (MT) anteriore e djathté, ose mini-sternotomi (MS), jané teknikat
e zgjedhjes vecanérisht né pacientét femra gé kérkojné kirurgji kardiake. Ne po paragesim eksperiencen toné me
MISA né aspektin e rezultateve spitalore dhe sa kané mbetur té kénaqur pacientét me rezultatin kozmetik.
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Materialet dhe metodat: Midis Shkurtit 2010 dhe Shkurtit 2015, 60 pacienté (grupi I) me defekte té thjeshta
lindura té zemrés (sCHD) dhe 13 pacienté (Grupi II) me sémundje té valvulés mitrale (MV) ju nénshtruan MISA.
Né Grupin I, 30 pacienté kishin defekt té septumit atrial (ASD) tip ostium secundum, 12 kishin defekt septal
ventrikular subaortal, 10 ASD tip sinus venosus, 6 defekt septal ventrikular me zgjerim posterior, 2 defekt septal
ventrikular muskulor. Né grupin I, 6 pacienté kishin regurgitacion té valvulés mitrale (MV) dhe 7 stenozé té saj. Té
gjithé pacientét jané ndjekur me njé ekzaminim fizik né 1-muaj, 1-vit dhe 3-vjet pas operacionit pér té vlerésuar
cilésiné e rezultatit kozmetik.

Rezultatet: Asnjé nga operacionet nuk u konvertua né njé sternotomi mediane klasike té apo njé torakotomi té
zgjeruar. Té gjithé pacientét mbijetuan dhe shkuan né shtépi né ditén e 5-postoperative. Vetém njé pacient zhvilloi
trombemboli femorale dhe mé voné kolecistektomi.

Konkluzione: Operacione té tilla, rrallé té kryera edhe né vende europiane, tashmé jané té realizueshme me
rezultate té shkélgyera edhe né Shqgipéri.

Fjalét kyge: MISA, MT, MS, sCHD, sémundjet valvulare té zemrés.
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ABSTRACT

Background: The basis for the design ofcurricula in bioethics education for medical student should be the level
of knowledge which the students have from their pre-university education.

The aim of this paper is to compare the knowledge and understanding of first-year medical students with those of
students who are in their last year of studies (V-VI) in order to observe the influence of medical education during
the university years with the purpose of evaluating the current situation upon which proposals could be made
over ways in which to improve medical education containing bioethical studies.

Material and methods: We have conducted a survey based on standardized questionnaire with questions that
reflect frequent ethical dilemmas in every day medical practice. Total number of 120 first year studentsand 80 last
year students of the Medical Faculty of the University of Tetovo and the Medical Faculty of the University of Skopje
have completed the questionnaires. The obtained answers were entered into the software program SPSS 16.0.

Results: show that first year students have a low level of knowledge on bioethical issues and a burden of worldviews
which are carried largely from their family tradition. The results of the answers by last year students show an
unsatisfactory improvement of knowledge and very small change of worldviews.

Discussion: medical studies must strengthen the curricula to increase knowledge of bioethics. Our findings are
in accordance with many other studies which have been made in other countries.

Key words: bioethics education, medical students, Republic of Macedonia.

INTRODUCTION

Ethics is a philosophical discipline pertaining to notions
of good and bad, right and wrong, our moral life in
community, as a such, it was subject of interest since
Socrates, understanding ethics as a name given to our
concerns with good behavior [1], Plato, Aristotle, Epicurus
in antic period,being followed in the middle age by Saint
Augustine, rehabilitating the platonic philosophy; and
Saint ThomasAquinas, reaffirming approach based in the
reinterpretation of Aristotelic philosophy [2].
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Ethics has become main topic in modern age as well, being
in the center of observations of the philosophers (the
rationalist, with Descartes as major exponent), and the
empiricist, (with a participation of Thomas Hobbes, John
Locke and David Hume). Immanuel Kant, in his Critics
of Reason, will refuse the supremacy of any of these
theories, basing his moral in the autonomy of reason.
Kant sustained that moral standards should emerge from
human reason, with man acting in accordance to duty [3].
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According to this current conception, the concepts
of value, moral, and ethics are introjected from life
experience. Thus, morality would be a system of values,
from which results norms considered as correct by
certain social or professional group [4].

The discussion about human nature and the possibility
of teaching ethics falls back to Ancient Times. Plato, who
dedicate excessively to this topic, questioning if virtue
can be taught [5]. It is necessary that degrees attest not
only knowledge of intellectual order but also from the
psychological and moral outcomes [6]. This warning,
important for any area of formation, is essential for
medicine, whose graduates, as seen, need to be gifted
fully both technically and ethically.

One of the major questioning coming from such
requirements, nowadays, regards to if it is possible
to teach medical ethics and bioethics to medical
students during the formal and regular course, that is,
if it is possible to teach attitudes and skills by means of
theoretical classes with slides and pictures [2].

Ethics, taught at schools, should be a transversal topic
in the curricula, in general. However, the majority of
medical schools just do not do it, as it is not thought that
this is how it should be.

Bioethics is the application of ethics to the field of
medicine and healthcare. The term “bioethics” was
first coined in 1971 (by University of Wisconsin-Kennedy
Institute in Washington) as a part of ethics, bioethics is
multidisciplinary. It blends philosophy, theology, history,
and law with medicine, nursing, health policy, and the
medical humanities. Insights from various disciplines
are brought to bear on the complex interaction of human
life, science, and technology.

Bioethicists explore even deeper issues such as the
meaning of life and death, pain and suffering, and rights
and responsibilities. During the past decade, hiomedical
ethics (commonly called bioethics) has become a popular
topic. This is largely due to increased complexity of
caring for patients and the difficult decisions that new
technologies demand.

The concept of integrative bioethicsasaninterdisciplinary
scholarly and pluriperspectivistic area goes beyond
such one-sided determinations, both philosophical and
scientific, and intends to integrate the philosophical
approach to bioethics with its particular scientific
contents, as well as different cultural dimensions and
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perspectives [7].

Bioethics education for medical practice is essential in
today’s complex world because: Practicing medicine today
often involves decisions about ethical and other patient
issues, medical policies and patient rights legislation are
ever-changing, health care systems function differently
than before, clinical practice now involves decision-
making about many new issueslike: the human genome
project, cloning, patenting of human tissue products, and
transplants, other issues such as ensuring patient self-
determination and proper informed consent for medical
procedures, end-of-life decision making, research ethics,
reproductive medicine, and managed care and related
economic issues.

In the early seventies medical colleges introduce formal
teaching of bioethics. In Medical schools in Republic
of Macedonia, bioethics as e subjects was introduced
2005/2006. Based on this fact, it is understandable that
bioethics could not be consolidated as efficiently complete
subject; therefore the specific interest represents the
evaluation of knowledge on ethical values and attitudes
of the students of medicine towards those values.

The aimof this paper is to compare the knowledge and
understanding of first-year medical students with those
of students who are in their last year of studies (V-VI)
in order to observe the influence of medical education
during the university years with the purpose of evaluating
the current situation upon which proposals could be
made over ways in which to improve medical education
containing bioethical studies.

MATERIAL AND METHOD

Total number of 120 first year students and 80 last year
students in the Medical Faculty of the State University of
Tetovo and the Medical Faculty of the University of Skopje
have completed the questionnaires. We have conducted a
survey based on standardized Likert-type and frequency
scales with a five-choice format. Questionnaire with
questions that reflect frequent ethical dilemmas in every
day medical practice.

The questionnaire consisted of 12 questions, but we will
present here, in addition to those regarding demographic
data, only the four that are related to the aim of this
paper:

The obtained answers were entered into the software
program SPSS 16.0.
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RESULTS

Frequency of population was representatively distributed,
abaut 60% represents undergraduatesand about 40%
graduated students.

Master Total

Graduate

Valid

K m Frequency m Percent

Graphic 1. Frequency of the population - student
participants: 111 undergraduates (or 58.4 %)
and 79 graduate/master (or 41.6 %)
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Graphic 2.The patient’s right to know the truth about
theirs health condition
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Graphic 3. Student’sview on organ donation

Both, undergraduate and graduate/master students had
a similar opinion on organ donation. Namely, they were
pro 68 and 70 %, respectively, 18 and 16 %, and a neutral
were 14 % on both sides.
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Graphic 4. Student’s views on abortion

Justifications for abortion were as follow: undergraduates-
34% to keep mothers health, 32% to prevent birth with
defects, graduates - 25% for mother’s health, 57% to
prevent defective births)

Students’ attitude towards abortion significantly changes
according to the level of studies. For example, while only
3.6% of the graduate level students are pro abortion,
there is a huge difference at the graduate/master level
with 46.84 %.
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Graphic 5. Student’s views on euthanasia
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When asked about euthanasia, the students responded
mostly against (81 % at undergraduate level, 71% at
graduate/master level) - pro were more from the graduate
level (24 %) and only 9% from the undergraduates.

DISCUSSION

As we mentioned in themethodology, to assess
influence of education in student’s attitude for ethical
values respectively evaluating the development of
ethical attitudes during the process of education,
we drafted only a few questions in order to giveus
thesome basic information. These questions have also
practical importance because they are more frequently
encountered in clinical practice as a dilemma requiring
appropriate answers from the medical personnel.
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First question, regarding, personal attitude to the right
of the patient to be informed about his health? From the
results we can see that students in last years of education
mostly approve the patient’s right to know the truth about
their health condition, in a comparison with students of
first year.

To the second question regarding their moral attitude
to organ transplantation. Both, undergraduate and
graduate/master students had a similar opinion on organ
transplantation. Namely, they were pro 68 and 70 %,
respectively, 18 and 16 %, and a neutral were 14 % on both
sides.

Personal moral stance on abortion (artificial termination
of pregnancy).The circumstances that justify abortion
are:

Justifications for abortion were as follow: undergraduates-
34% to keep mothers health, 32% to prevent birth with
defects, graduates - 25% for mothers health, 57% to
prevent defective births).Students’ attitude towards
abortion significantly changes according to the level of
studies. For example, while only 3.6% of the graduate level
students are pro-abortion, there is a huge difference at
the graduate/master level with 46.84 %. Do you consider
abortion as an acceptable method of family planning?

Last question was related to their attitude towards
euthanasia. To the question “do you approve the right of
doctors to end the life of the patient if he is in the terminal
stage of the disease?”. The students responded mostly
against (81 % at undergraduate level, 71% at graduate/
master level) - pro were more from the graduate level (24
%) and only 9% from the undergraduates.

The results show that first year students have a low
level of knowledge on bioethical issues and a burden of
worldviews which are carried largely from their family
cultivated by tradition, religious and other principles.

The results of the answers by last year students show
an unsatisfactory improvement of knowledge and very
small change of worldviews. Even thou we can see slight
changes of views in the last years of studies.

Facing similarities in a different studies in the different
parts of the word, ethical education has become
important topic in clinical practice and research with
the aim to find the ways to strengthen and to consolidate
ethics education as an integral part of medical education.
There are different approaches and experiences.
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All proponents and opponents agree that the values of
respect for human life and for individuals’ autonomy are
relevant to the debate [8].

In recent years, medical practice has followed two
different paradigms: evidence-based medicine (EBM)
and values-based medicine (VBM). There is an urgent
need to promote medical education that strengthens the
relationship between these two paradigms [9].

Physicians are trained, since their university formation
(and this has been a vicious cycle), to decide based just in
facts. In the past century, the great physiologist Claude
Bernard definitively introduced medicine into the realm
of science, taking it from the governing empiricism at the
time. Since then, physicians began to turn into objective
everything that was subjective by quantifying and
measuring. Decisions were taken based in facts and the
clinic, example of working area with strict observation
and interpretation of phenomena from sensitive reality,
it became sovereign [10].

Currently, medical ethics is studied formally, either
through vertical transmission of contents related to
deontological and bioethics principles or by the analysis
of ethical and moral problems met in clinical practice.
These attempts to incorporate ethical and moral
values in the teaching-learning process derive from the
understanding that a medical ethics code is not enough
to guide professionals’ behavior; to speak in medical
ethics is to speak on moral and on decision-making that
transcend purely cognitive features currently so valuated
in medical ambience [11,12].

In face of the credibility crisis that affects professional
practice, it became primary to give particular attention to
medical students who, during their academic formation,
should acquire not just a range of technical knowledge,
but, equally, ethical knowledge and values that will guide
them throughout their professional life, according to
contemporary medical morality concepts.

Bioethics education has not cumulative impact in
knowledge, rather it should be consider as an integral
part of all education and professional period [13].

Any medical school that intends to establish a better
ethical humanist formation of the future physician needs
to be aware that a program targeted to student’s ethical
development needs to interact will all discipline, from the
first until the sixth year of schooling. In order to awaken
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and stimulate ethical stands in students, professors
should receive specific formation and training.

Routine bioethics education for medical students and
resident physicians, and continuing medical education
for practicing doctors, are the best ways to accomplish
this goal. Over the past few years bioethics has become an
integral component of medical education worldwide. In
the early seventies, only 4% of American medical colleges
taught bioethics as a formal course. By 1994, all medical
colleges in the United States had bioethics as a required
part of the medical curriculum. In the United Kingdom
(UK) formal teaching of bioethics was also introduced
around same time. The General Medical Council code of
ethics stipulates that medical ethics should be taught in
every medical school in the UK, Ireland and fortunately
bioethics has found its way into formal medical curricula
[13].

Authors have begun to discuss professional identity
formation (PIF), distinguishing it as the foundational
process one experiences during the transformation from
lay person to physician. This integrative developmental
process involves the establishment of core values, moral
principles, and self-awareness [14].

Healthcare education is a process of socialization,
of moral enculturation, transmitting a distinctive
morality [15]. Clinical bioethics employs clinical cases
and situations as an instrument for discussion. These
discussions entail analysis of not only the facts and
circumstances surrounding each case, but also the values
which lead to patients, health teams and institutions
opting to recommend, accept or refuse a given conduct
[16].

The most critical barrier to achieving uniform bioethics
education in the medical curriculum is financial
constraints. Most bioethics programs in medical schools
are not funded in a way that ensures their continuation.

A review of the literature reveals that studies
consistently have failed to uncover any significant
effect of ethics education on the moral reasoning,
moral competency, and/or moral development
of medical professionals.  Further, in the
absence of any firm empirical basis, calls for
ethics education for medical professionals and ethics
committee members should be rethought [18].

The objective of teaching bioethics is not to create
bioethicists but to equip the graduate with adequate
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reasoning skills to be able to identify ethical dilemmas
as they occur in his practice and to attempt judicious
resolution using the knowledge and experience imparted
during training.

If having an excellent bioethics program in a medical
school and affiliated teaching hospitals can reduce expo-
sure to legal risks. It is vital that physicians understand
basic aspects of law and the legal system in order to
practice good medicine. Improving doctor’s knowledge of
medical law can help them better understand and esti-
mate risks.

As a firs survey conducted recently in Republic of
Macedonia. Weconsider this animportant work because
it deals with sensitive questions such bioethics. Level of
knowledge basic understanding of medical student for
bioethical values. Those basic information’s can help in a
process of evaluation, development and consolidation of
curriculum for medical students. In addition we have got
some basic but very important information regarding the
impact of biomedical studies on their bioethical views.

Having in mind that Macedonia is characterized with a
diversified cultural heritage, where traditional values
still have impact on peoples’ views, this study needs to be
expanded to see the traditional cultural impact on these
views upon the medical students.

CONCLUSIONS

Students have a low level of knowledge on bioethical
issues and a burden of worldviews which are carried
largely from their family cultivated by tradition, religious
and other principles.

The results of the answers by last year students show
an unsatisfactory improvement of knowledge and very
small change of worldviews. Even thou we can see slight
changes of views in the last years of studies.

Therefore it can be concluded that medical studies
must strengthen the curricula and teaching methods to
improve knowledge of bioethics.

REFERENCES

1. Cotrim G. Basic Philosophy. 15 ed. Sao Paulo: Saraiva;
2000.

2. Murray ME. Moral development and moral education:
an overview [Internet]. In: Nucci L. Studies in social and
moral development and education: developing fairness



ANy

Original scientific paper I

and concern for others [Internet]. Chicago: University past, present, and future.Acad Med. 1995 Sep; 70(9):761-
of Illinois; 1995 [last update December 1, 20008; ac- 9. [PubMed - indexed for MEDLINE]

cessed in May 30, 2010. Av:flilable at: http://tiggeruic. 11, Van Rooy W1, Pollard L. Teaching and learning about
edu/~Inucci/MoralEd/overviewtext.html. bioscience ethics with undergraduates. Educ Health
3. Kant I. The fundamental principles of the Metaphysic (Abingdon). 2002;15(3):381-5.

of ethics New York ; London : D. Appleton-Century, 1938 12 Athanazio RA, Lemos KM, Fonseca DC, Cunha MS,

(Series Philosophical Texts). Braghiroli MIFM, Almeida AM et al. Academética: um
4. Cohen C, Segre M. Medical ethics and bioethics as re- novo método de estudocontinuadosobreéticamédica e
quirement of the moral being: teaching humanitarian bioética. Rev Bras Educ Med 2004; 28(1):73-8.
skills in medicine. Bioética 1994; 2(1): 19-24. 13 Fox E, Arnold RM, Brody B;Medical ethics education:
5. Plato: Complete Works, ].M. Cooper & D.S. Hutchinson past, present, and future.Acad Med. 1995 Sep; 70(9):761-
(eds.), Indianapolis: Hackett, 1997. 9[PubMed - indexed for MEDLINE]
6  Carrel A.Réflexionssur la conduite de la vie, Alexis Car- 14. Holden M, Buck E, Clark M, Szauter K, TrumbleJ; Pro-
rel, éd. Plon, 1950, p. 115. fessional identity formation in medical education: the
7. KukocM;Development of integrative bioethics in the convergence of multiple domains.HEC Forum. 2012 Dec;

Mediterranean area of South-East Europe.Med Health ?4(4)5245'55- doi: 10.1007/s10730-012-9197-6.[PubMed -
Care Philos. 2012 Nov; 15(4):453-60. doi: 10.1007/s11019- indexed for MEDLINE]

012-9381-0 15. Hafferty FW, Franks R. The hidden curriculum, ethics
8. Boudreau JD1, Somerville MA.Euthanasia is not medi- teaching, and the structure of medical education.(Acad

cal treatment.Br Med Bull. 2013; 106:45-66. doi: 101093/~ Med. 1994 Nov;69(11):861-71.

bmb/1dt010. Epub 2013 Mar 26. 16. De Oliveira RA, Oselka G, Cohen C, Costa Si.;Clinicalbio
9. Altamirano-Bustamante MM, Altamirano-Bustaman- ethics]IntBioethique. 2008 Mar-Jun; 19(1-2):157-64, 204.

te NE, Lifshitz A, Mora-Magana I, de Hoyos A, Avila-Oso- [PubMed - indexed for MEDLINE]

rio MT, Quintana-Vargas S, Aguirre JA and al..:Promoting 17 Fox E, Arnold RM, Brody B. Medical ethics education:

networks between evidence-based medicine and val- past present and future. Acad Med 1995; 70: 761-68.

ues-based medicine in continuing medicaleducation. 18 Bardon A;Ethics education and value prioritization

10. Fox E, Arnold RM, Brody B;Medical ethics education: KennedyInst Ethics J. 2004 Dec; 14(4):395-406; [PubMed

- indexed for MEDLINE]
EDUKIMI MBI BIOETIKEN TE STUDENTET E MJEKSISE NE REPUBLIKEN E MAQEDONISE

Pollozhani A."2, Rexhepi A2, Iseni A.!, Tushi B.3

IInstituti i Shéndetit Publikté Republikés sé Magedonisé
2Universiteti Shtetérori Tetovés, Republika e Magedonisé
SInstituti pér studime politike dhe ndérkulturore, Shkup

Autori korrespondent: e-mail: akpollozhani@iph.mk

ABSTARKTI

Hyrja Baza pér hartimin e kurrikulave té bioetikés pér student e mjekésisé duhet té jeté niveli i njohurive té tyre
pér kéto vlera nga edukimi i tyre parauniversitar.

Qéllimi i kétij punimi éshté gé té krahasojné njohurité dhe té kuptuarit e studentéve té mjekésisé té vitit té paré
me ato té studentéve té cilét jané né vitin e fundit té studimeve (V-VI), pér té paré shkallén e ndikimit té edukimit
té bioetikés gjaté viteve té studimit né universitetit me géllim té vlerésimit té gjendjes pér ta patur si bazé pér
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propozimin e ményrave pér té pérmirésuar studimet pér njohurité bioetike.

Materiali dhe metoda. Eshté kryer njé studim bazuar mbi pyetésoré té standardizuar me pyetje qé reflektojné
dilemat etike mé téshpeshta né praktikén mjekésore. Pyetésoréi kané mbushurr 120 studenté té vitit té pare dhe
80 studentét e viteve té fundit té Fakultetit té Mjekésisé té Universitetit té Tetovés dhe Fakultetit té Mjekésisé té
Universitetit té Shkupit. Pérgjigjet e marra ishin té pérpunuar né program softwerik SPSS 16.0.

Rezultatet tregojné se studentét e vitit té paré kané nivel té ulét té njohurive mbi ¢éshtjet bioetike dhe njé barré
té botékuptimeve me prejardhje nga tradita e tyre familjare. Rezultatet e pérgjigjeve nga studentét e vitit té fundit
tregojné njé pérmirésim té pakénagshém té dijes dhe ndryshim té vogél té botékuptimeve pér kéto vlera..

Discusion: Néstudimet e mjeksisé duhet forcuar korikula me géllim té rritjes sé njohurive mbi bioetikén. Té
dhénat e konstatuara jané né pérputhje me tédhénat e shumé studime gé jané béré né vende tétjera.

Fjalét kyc: edukimi bioetik, studentét e mjekésisé, Republika e Magedonisé.
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ABSTRACT

Objective of study: The study’s objective is to compare five-year overall survival among patients treated with
concurrent chemoradiotherapy and those treated with radiotherapy alone in Albania’s Oncology Hospital at
‘Mother Theresa’ University Hospital Center.

Methods: Patients with uterine cervical cancer diagnosis, treated with either radiation or concurrent
chemoradiation who completed full treatment were selected for the study. Kaplan-Meier 5-year survival analysis
and multivariate Cox regression were conducted to determine the effect of treatment on survival.

Results: Number of patients that fulfilled study’s selection criteria was 379. Kaplan-Meier analysis revealed a
survival probability of 60% (95% CI: 45-71) vs. 76% (95% CI: 64-85) in the radiotherapy and chemoradiotherapy groups,
respectively (p=0.06). While, in advanced-stage patients, survival probability was 25% (95% CI: 19-33) and 54% (95%
CI: 43-64) in radiotherapy and chemoradiotherapy groups, respectively (p<0.05). Patients in the chemoradiotherapy
group had a hazard ratio of death of 0.50 (95% CI: 0.36-0.69) compared to radiotherapy (reference category).
Stage and treatment group were the only statistically significant factors in predicting survival, while age and
histopathology were not.

Conclusion: This study concludes that in the Oncology Hospital of Albania, concurrent chemoradiotherapy
improved overall survival more than radiotherapy alone in uterine cervical cancer patients.

Key-words: Concurrent chemoradiotherapy, radiotherapy, uterine cervical cancer, overall survival.

INTRODUCTION

According to the World Health Organization’s report
of cancer in the world, uterine cervical cancer (cervical
cancer) is one of the five most common cancer worldwide.
[1]. According to the International Agency for Research
on Cancer, uterine cervical cancer in Albania is among
the ten most frequent cancers in women, and among top
ten cancers with the highest mortality [2].

Most cervical carcinomas originate at the columnar -
squamous epithelial junction and may involve the outer
squamous cells as well as inner glandular cells [3]. The
major risk factor for this disease is the human papilloma
virus infection [4].

Depending on the degree of cancer invasion, clinical
stages of uterine cervical cancer have been defined [4].
Thus, if carcinoma is confined strictly to the cervix, it
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is defined as stage I. Stage I can further be classified as
stage IA, if invasive carcinoma can be diagnosed only
by microscopy and as stage IB when there are clinically
visible lesions. Stage II carcinomas are defined as
carcinomas that extend beyond cervix, but have not
reached to the pelvic wall or to the lower one third of the
vagina. Stage IIA is defined as stage II carcinoma without
parametrial invasion. If parametrial invasion is present,
then it is called stage IIB. If tumor extends to the pelvic
wall and/or involves lower one third of the vagina and/or
causes hydronephrosis or nonfunctioning kidney, then it
is defined as stage III cervical cancer. If a stage III tumor
involves lower third of the vagina with no extension to the
pelvic wall, then it is defined as stage IIIA tumor. If there
is extension to the pelvic wall and/or hydronephrosis or
nonfunctioning kidney, then it is defined as stage IIIB
cancer. If carcinoma has extended beyond true pelvis
to the adjacent organs then it is defined as stage IVA. If
spread of carcinoma is extended to distant organs, then it
is defined as stage IVB [4].

Stages with no parametrial invasion such as IA, IB and
IIA, are considered as early stages of disease, while stages
[IB, IIl and IV are advanced stages of cervical cancer [5].

Early stages of cervical cancer have traditionally been
treated with radiation and/or surgery. Meanwhile,
treatment of advanced stage cervical cancer has been
subject to changes due to challenges encountered in
defeating the disease. So, until the end of ‘90s, radiation
therapy (radiotherapy) was the standard of care for
advanced-stage cervical cancer. In 1999, the National
Cancer Institute (NCI) (USA), after reviewing data from
five ongoing clinical trials, announced that survival
of advanced-stage cervical cancer patients might
improve if in addition to radiotherapy, they are treated
with chemotherapy concurrently [6]. Nowadays, the
National Comprehensive Cancer Network, a network of
most developed cancer treatment centers in the USA,
recommends that concurrent treatment of radiation and
chemotherapy should begin at stage IB [6].

In this study, concurrent radiation and chemotherapy
treatment will be referred to as ‘concurrent
chemoradiotherapy’ or simply ‘chemoradiatiotherapy’.

Concurrent chemoradiotherapy is thought to be more
successful than radiotherapy alone, because it combines
benefits of radiation with those of chemotherapy which
also acts as a sensitizer of cells to radiation [7].

As with any type of cancer, cervical cancer treatment
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effectiveness may be measured by evaluating patient’s
survival time after treatment. It has been found from
studies that beside type of treatment, factors such as
cancer stage, histopathology, age, tumor size, positive
periaortic nodes and hilateral disease influence survival
of patients [4].

In Albania’s Oncology Hospital at ‘Mother Theresa 'Uni-
versity Hospital Center’, chemotherapy was added to the
cervical cancer treatment protocol in 2004 [8]. Before
2004, cervical cancer patients in this center were treated
by radiation and/or surgery. Concurrent chemoradio-
therapy, also known as combined treatment, was begun
in several patients in 2004, and by 2006 it was used al-
most in all advanced cervical cancer patients. According
to treatment protocol, all advanced-stage cancer patients
should be treated with concurrent chemoradiotherapy.
Although controlled clinical studies suggest an increased
survival of concurrent chemoradiotherapy compared to
radiotherapy alone, until today no study has compared
these two treatments’ effectiveness in terms of overall
survival in patients of Oncology Hospital at ‘Mother The-
resa’ University Hospital Center.

This study aims at identifying any difference in overall
survival among patients treated with concurrent
chemoradiotherapy and those treated with radiotherapy
alone.

MATERIAL AND METHODS
Patient selection

This is a retrospective cohort study based on patient
charts’ data at the Oncology Hospital, ‘Mother Theresa’
University Hospital Center. Records of patients registered
at the Gynecology Unit during 2002-2010 were reviewed.
Patients were included in the study if they fulfilled the
following criteria: 1) uterine cervical cancer diagnosis; 2)
treatment with radiation or concurrent chemoradiation,
3) patients should have started and completed treatment
in the Oncology Hospital. Patients that, for any reason,
did not complete either treatment were not included in
this study.

Treatment

Cervical cancer treatments were radiation and
concurrent chemoradiation (w/o surgery). Radiotherapy
consisted of 1.8 Gy daily for 5 days a week for 28 days on
the pelvic region by four-field box technique, totaling 50.4
Gy of radiation for the whole treatment.
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Concurrent chemoradiotherapy consists of concomitant
chemotherapy and radiation. Chemotherapy is adminis-
tered as a single dose 50 mg of cisplatin once a week for
5 weeks. In addition to treatments mentioned above, hys-
terectomy is performed in the early stages of the disease,
by protocol.

Patient characteristics

The following data were selected for each patient in
the study: age, number of pregnancies, living area,
histopathology (squamous or other carcinomas), FIGO
stage of cancer, year of diagnosis, treatment group, and
whether patient has undergone hysterectomy (yes/no).

Definition of the treatment outcome

The selected treatment outcome was overall patient
survival within five years after treatment. Patients were
followed up for a five-year period, during which time
patient’s condition is assessed periodically (every three
months for the first two years, and every 4-6 months for
the next three years). Five-year overall patient survival
was defined as patients’s survival status (alive/deceased)
within five years from completion of treatment. If patient
survives disease is confirmed within follow-up time
period, then five-year survival is noted as yes. Otherwise,
if patient did not survive then five-year survival is
noted as ‘no’ along with the time patient survived since
completion of treatment. If patient who has received
treatment, leaves the study, i.e., does not show in routine
follow-up visits (lost to follow-up), then patient’s follow-
up time is noted.

Statistical Analysis

Data from patients records were electronically listed
in excel worksheet and analyzed statistically by SAS
University Edition Virtual Application (Release 3.1 basic)
(SAS Institute Inc.Cary, NC, USA). Descriptive analysis
of patients’ characteristics were performed to analyze
patients’ characteristics as well as distribution of these
characteristics across treatment groups. Chisquared
test of association [9] and T tests [100 were performed to
compare distribution of patients characteristics across
treatment groups.

Kaplan-Meier analysis [11] was performed to calculate
the probability of overall survival of patients in the two
treatment groups and these probabilities were compared
using log-rank test. Then survival probabilities were
separately estimated and compared across treatment
groups for patients with early-stage and those with
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advanced-stage disease. Kaplan-Meier analysis calculates
the probability of survival by taking into consideration the
time to death. In addition, data of patients that leave the
study early (lost to follow-up) are taken into consideration
for the time period they participated in the study.

Power analyses were conducted to test whether there was
enough power to detect a difference across treatment
groups for the early- and advanced-stage patients,
separately. Results showed that our data was adequate
to perform Kaplan Meier analysis in early and advanced-
stage patients, separately (power =99.9%).

Cox-regression [11, 12] analysis of proportional hazards
was conducted to identify any difference in overall
survival across treatment groups after controlling for
other factors. Cox regression analysis predicts hazards
of death based on a model of variables, i.e. treatment
group and other co-factors selected by the researcher
as influencing factors on treatment failure. Other
factors, except treatment group, thought to be related to
treatment failure and included in the study were: stage,
histopathology and age. Co-factor selection was based
on previous literature [4, 5] and our data availability.
Based on clinical significance of each cancer stage, stage
variable was divided in the following categories: early-
stage cancer, stage IIB (majority of patients) and stage III
or higher. In our overall survival predicting regression
model, the hysterectomy variable (ves/no) was not
included in the regression model, as hysterectomy’s role
in predicting overall survival is heavily confounded by its
association to early stages (IA, IB, IIA) of disease where
survival probability is higher than in the advanced stages.
Hysterectomy is not a treatment option in advanced-
stage cervical cancer patients as it is not beneficial to the
patient.

Statistical significance was set at p=0.05 and 95%
confidence intervals (CI) were reported for the estimated
survival probabilities or hazard ratios (HR).

This study does not involve human subjects directly; data
collected on individuals are used. No attempts are made
by the authors to identify any participants in the study.
Patient data are kept in strict confidence in a password-
protected file.

RESULTS

During 2002-2010, 379 uterine cervical cancer patients
of the Oncology Hospital fulfilled the study’s selection
criteria. Median follow-up time was 24 (0-60) months.
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Number of patients selected each year varied from 31
to 55. Patients’ average age was 49.9 years (median: 49.0
years). Average number of pregnancies was 4.3 (median:
4). Most patients (82.7%) live in urban areas, while 64
patients (17.3%) live in rural areas. Histopathology
data revealed that 351 patients (92.6%) had squamous
carcinoma and 28 patients (74%) have carcinomas of
other types (adenocarcinoma or clear cell carcinoma).

Of 379 patients, 1 (0.26%) was diagnosed with stage 1A
cancer, 39 (10.3%) with stage IB cancer, 83 (21.8%) with
stage 1A, 159 (41.8%) with stage IIB, 5 (1.3%) with stage
ITIA and 92 (24.2%) with stage IIIB. Hysterectomy was
performed in 156 (58.8%) patients (Table 1).

Chi-squaredtestsofassociation(table 1)betweentreatment
group and characteristics such as histopathology, age

0000000000000

and number of pregnancies resulted not statistically
significant (p>0.05). Meanwhile, chi-squared tests revealed
significant associations between treatment group and
stage, living area and hysterectomy (p<0.05). Accordingly,
there were more advanced stage patients in radiotherapy
group than in the concurrent chemoradiotherapy
group. Fewer patients in the radiotherapy group had
received hysterectomy than patients in the concurrent
chemoradiotherapy group. Fewer patients in rural areas
received chemoradiotherapy than patients in urban
areas. No test of association was performed between
treatment group and vear of patient diagnosis, as it is a
fact that concurrent chemoradiotherapy started on a few
patients in 2004 and 2005 and was fully implemented the
subsequent years.

Table1. Characteristics of uterine cervical cancer

patients
Patient characteristics Treatment group p value
Characteristic categories* | Radiation (n=226) (%) Ch?gl:(i%()i&t)wn Test of a;gomatlon
Cervical cancer stage (according 5 I 19(84) 21(13.7)
to FIGO] Early-stage 1A 40 (174) 43 (28.1) 00
Advanced- 1B 105 (46.5) 54 (35.3) :
stage 11 62 (274) 35(22.9)
Living area Rural area 47 (21.7) 17 (11.)) 001
& Urban area 170 (78.3) 136 (88.9) ’
. Squamous carcinoma 207 (91.6) 144 (94.1)
Histopathology Other carcinomas 19(8.4) 9(5.9) 036
- . Hysterectomy 80 (35.4) 76 (49.7)
Surgical intervention No hysterectomy 146 (64.6) 77(503) 0.01
2002 31(13.7) 0(0.0)
2003 40 (177 0(0.0)
2004 41(18.) 3(2.0)
2005 30 (13.3) 4(2.6)
Year of diagnosis 2006 29(12.8) 16 (10.5) See note below**
2007 11(4.9) 36(23.5)
2008 14(6.2) 32(20.9)
2009 9(4.0) 28(18.3)
2010 21(9.3) 34(22.2)
p value (T test)
Age (years) 50.5 (+10.8) 489(+9.4) 013
Interval 25-79 28-77 :
Number of pregnancies 4'50(_%9) 4'10(3%'4) 0.07

* Note: Overall number of patients accross categories of a variable might not total 379 due to missing values in our data.

** Note: No test of association performed.

Number of patients who survived during the five-year
follow-up period was 185 (49%). Of 226 patients who were
treated with radiotherapy, 38% (87 patients) survived
within 5 years. Of 153 patients who were treated with
concurrent chemoradiotherapy 64% (98 patients)
survived within 5 years.
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Kaplan Meier analysis was performed to detect any
difference in five-year overall survival across treatment
groups. A Kaplan Meier analysis was conducted for the
two treatment groups. Five-year survival probabilities
were 64 % (95% CI 55 - 71) for chemoradiotherapy group
and 34% (95% CI 28 - 41) for the radiotherapy group
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(p< 0.0001). This analysis was separately conducted
across stage strata, i.e. early-stage and advanced-stage
disease. Overall survival probability in early-stage cancer o8-
patients was 60% (95% CI: 45-71) and 76% (95% CI: 64-85) in
radiotherapyand chemoradiotherapy groups, respectively
(p=0.0371). While, in advanced-stage patients, overall
survival probability was 25% (95% CI: 19-33) and 54% 02
(95% CI: 43-64) in radiotherapy and chemoradiotherapy

~

Five-year survival in advanced-stage cervical cancer \

+ Censored

0.6 Chemoradiotherapy

0.4

Survival Probabifty

Radiotherapy

0.0

groups, respectively (p=0.0002) (Table 2). N ° ° s * w/
Table 2. Five-year survival probabilities (percentage)* Figure 2. Survival probability of advanced-stage disease
Stage Radiation Chemoradiation | p value patients versus time (months).

N (%) N (%) . . .
Farlystage | 59 | 60%(4571) | 64 | 76% (64-85) | 0.0571 | '+ means censored observations, which are patients who

Advanced have survived during the follow-up time.
stage

167 | 25%(19-33) | 89 | 54% (43-64) | 0.0002

Cox regression analysis of proportional hazards is a

Graph outputs were produced where probability of multivariate analysis that predicts death hazards by

survival versus time graphs are shown across treatment controllingfortreatmentgroupandother patientvariables
groups for the early-stage (figure 1) and advanced-stage that affect survival. The Likelihood Ratio test resulted in

cancer patients (figure 2), separately. p<0.05, showing that overall model significantly predicts
- : : — : : ~ survival. Patients in the chemoradiotherapy group had a

1o e e | hazard ratio of death of 0.50 (95% CI: 0.36-0.69) compared
to radiotherapy (reference category).

Chemoradiotheraj
0.8 iid

Radiotherapy

Among the other predicting factors, cancer stage,
treatment group were significant factors (p<0.05). Thus,
keeping early-stage cancer as reference category, hazard
02 ratio of death for stage IIB patients was 1.90 (95% CI: 1.30-
2.85). Stage III patients had a hazard ratio of 4.12 (95% CI:

0.6

Survival Probability

0.4

0.0

T T T T T T
o 10 20 30 40 50

_ o | 2.77-6.25) as compared to the early stage cancer patients
NS el " (veference category).
Figure 1. Survival probability of early-stage disease ) )
8 patients versus time (months). 8 Other variables in the model such as age (p=0.57) and

histopathology (p=0.56) were not found statistically

‘+’ means censored observations, which are patientswho ~." . } :
significant in our analysis (table 3).

have survived during the follow-up time.

Table 3. Cox regression analysis of proportional hazards for five-year survival.

Cox regression analysis of proportional hazards (N=379)
Patient characteristics Charcteristic categories Parameter estimate (95% COHI?fZ‘l?lI(‘?(IiI(Ii‘g[ilr(l)teI‘VEll) p value
Iand ITA Reference category 1.00
Ca cervix uteri stage (FIGO) 1B 0.64 1.90 (1.30-2.85) 0.0013
111 1.42 412 (2.77-6.25) <0.0001
Treatment group Radiation Reference category 1.00
Chemoradiation -0.69 0.50 (0.36-0.69) <0.0001
Age -0.004 0.996 (0.98-1.01) 0.57
Histopathology Other carcinomas Reference category 1.00
Squamous carcinoma -0.17 0.85 (0.53-1.54) 0.56
Likelihood ratio test: Chi-Square= 79.3511, p<0.0001.
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DISCUSSION

This study’s objective was to detect any difference in
overall survival among patients receiving two different
treatments: radiation and concurrent chemoradiation.
This is the first time that a survival analysis is being
conducted on cervical cancer patients of Oncology
Hospital in ‘Mother Theresa’ University Hospital Center
in Tirana, Albania. The outcome of study was five-year
overall survival of patients after treatment.

Analysis of association between each patient charac-
teristic and treatment groups showed that there is an
association between treatment group and cancer stage.
In the radiotherapy group there are more patients with
advanced-stage disease than in the chemoradiotherapy
group. This may be explained from the fact that before
2004, all patients were treated with radiation, and even
after 2004, the vear when concurrent chemoradiation
entered standard treatment protocol, there were still
several advanced-stage disease patients who received
only radiation as treatment. The reason that advanced-
stage cancer patients did not receive chemotherapy may
be the inability of the patient to tolerate chemotherapy
(side effects) or to purchase high - cost chemotherapy
agents when the chemotherapy drugs were unavailable
by patient’s health care insurance.

There were fewer patients in the radiotherapy group
undergoing hysterectomy than in the chemoradiotherapy
group (p<0.05). The reason might be the fact that in
the radiotherapy group there are more patients with
advanced-stage cancer, where hysterectomy is not a
treatment option.

Fewer patients living in the rural areas received
chemoradiotherapy than those living in the urban areas.
Further analysis to identify any connection between
cancer stage and living area revealed non-significant
results (patients in rural areas were not sicker than those
in urban areas). This could be explained with the inability
of patients of rural areas to purchase the high-cost
chemotherapy drugs when chemotherapy agents were
unavailable by patient’s health care insurance.

Kaplan-Meier analysis in early-stage cancer patients
revealed that probability of overall survival was higher in
the chemoradiotherapy group than in radiotherapy group
(73% vs. 57%). However, the result was not statistically
significant (p=0.06). While, in the advanced-stage cancer
patients, -overall survival probability was significantly
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higher in the chemoradiotherapy group as compared to
the radiation group, 54% vs. 26%.

Studies analyzing survival probabilities in cervical cancer
patients are many; however treatment regimens, as well
as follow-up periods are different among these studies.
Below we discuss our results with those of several clinical
studies with similar treatment and follow-up times.

The RTOG trial of 403 patients with disease stage IB to
IVA compared treatment of cisplatin and fluoruracil
plus radiotherapy with extended field radiotherapy [13].
Patients in the chemoradiotherapy and radiotherapy
group had 73% vs 52% 5-year survival probability,
respectively. Among patients with tumor stage of IB and
II, those in the chemoradiotherapy group had higher
five-year overall survival probability than patients in
the radiotherapy group (79% vs. 55%). Among patients of
stages IIT and IVA, those in the chemoradiotherapy group
had also better survival than patients in the radiotherapy
group (59 % vs. 45 %).

Another clinical trial study by Peters et al. compared the
effect of the two treatments (radiotherapy vs radiotherapy
plus chemotherapy with cisplatin and fluorouracil) on
243 early-stage cancer patients [14]. Four-year overall
survival was similar to our results, 81% vs. 71%. All
patients had undergone a radical hysterectomy and pelvic
lymphadenctomy before treatment, and chemotherapy
agents used were cisplatin and 5-fluorouracil.

In their randomized clinical trial, Stehman et al.
examined the six-year survival in stage IB cervical cancer
patients [15]. A 0.63 hazard ratio was reported in favor
of concurrent chemoradiation or 78% vs. 64% survival
probability in chemoradiation and radiation treatment
groups, respectively.

Cox regression analysis revealed that stage and treatment
group were the only significant factorsin survival analysis.
Hazards of death decreased by 50% when patients were
treated by concurrent chemoradiotherapy as compared
to radiaotherapy alone (HR=0.50, 95% CI: 0.36-0.69).

Our Cox regression analysis results agree with the studies
mentioned above, in that concurrent chemoradiotherapy
increases survival more than radiotherapy. Clinical trials
have shown a similar result of a reduction in relative
risk of death or recurrence of by 30%-50% [16]. Other
predicting factors of survival such as stage and treatment
were significant predictors, while histopathology and
age resulted non-significant. However, in literature
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histopathology is mentioned as an influencing factor
on survival [17]. In our study, majority of patients had
squamous carcinoma, and only few of them (28 patients)
had adenosquamous or clear cell carcinoma. This
might have contributed in non-significant result for
histopathology.

In literature, other factors such as tumor grade, enlarged
paraaortic and pelvic lymph nodes are reported as
predicting factors of survival [17, 18]. It was not possible
to collect all these data in our study and this might have
affected accurate estimation of survival hazard ratio
across treatment groups.

One of the strengths of our study is the sufficient
number of patients to conduct survival analysis. This
number of patients was achieved by reviewing patient
records registered in 13 years, including two years of
patients’ data before implementation of concurrent
chemoradiotherapy protocol.

It was noticed that not all eligible patients benefited from
concurrent chemoradiotherapy due to unavailability
of chemotherapy agents provided by the health care
insurance fund; further attempts by the healthcare
policymakers are necessary to acquire the necessary
quantities of chemotherapy agents for cancer patients.

More than half of patients had advanced-stage disease;
more work should be done for prevention and early
diagnosis of this disease, as probability of survival is
greater at these stages.

CONCLUSIONS

This study aimed at comparing overall survival across
radiotherapy and chemoradiotherapy treatment groups
of uterine cervical cancer patients. In early-stage cancer
patients, overall survival probability was higher in the
chemoradiotherapy group, although it was statistically
non-significant. In advanced-stage cancer patients,
survival probability was significantly higher in the
chemoradiotherapy group.

After controlling for other factors, Cox regression analysis
revealed that the only significant predicting factors for
overall survival were stage and treatment group. This
study concludes that concurrent chemoradiotherapy
treatment at the Oncology Hospital improved overall
survival as compared to radiotherapy alone in uterine
cervical cancer patients. Our study results match the
results of previously conducted clinical trials.

Original scientific paper I

REFERENCES

L

10.

11.

12.

Cancer mortality and morbidity. World Health Organi-
zation. Available from http://wwwwho.int/gho/ncd/
mortality_morbidity/cancer_text/en/

EUCAN - Country fact sheet. Country:Albania.
Available from: http://eco.iarc.fr/EUCAN/Country.
aspx?ISOCountryCd=8#block-chart-f

De Vita V, Hellman S, Rosenberg SA.(editors).Cancer:
Principles and practice of oncology, 7th ed. Lippincot
Williams and Wilkins, Philadelphia, PA, USA. 2005. p
1297

National Cancer Institute: PDQ® Cervical Cancer Treat-
ment. Bethesda, MD: National Cancer Institute. Date
last modified: 9 January 2015. Available from: http://
cancer.gov/cancertopics/pdq/treatment/cervical/
HealthProfessional

National Comprehensive Cancer Network. NCCN Guide-
lines: Cervical cancer, versionl.2015, 2015. p. MS-10.
[Electronic version].

National Institute of Health. NIH News Advisory. NCI
issues clinical announcement on cervical cancer: chem-
otherapy plus radiation improves survival. Available
from: http://www.nih.gov/news/pr/feb99 /nci-22.htm

Krivak TC, McBroom JW, Elkas JC. Cervical and vaginal
cancer. In: Berek JS, editor. Novak,s gynecology. 13" edi-
tion. Philadelphia: Lippincott Williams and Wilkins;
2002: 1199-1245.

Treatment protocol of uterine cervical canceri of the
Oncology Hospital, ‘Mother Theresa University Hospi-
tal Center, Tirana, Albania.

Analysis of categorical data. In: Forthofer RN, Lee ES,
Hernandez M. Biostatistics: a guide to design, analysis,
and discovery. Burlington-San Diego-London. Elsevier;
2007: 269-95.

Tests of hypothesis. In: Forthofer RN, Lee ES, Hernan-
dez M. Biostatistics: a guide to design, analysis, and dis-

covery. Burlington-San Diego-London. Elsevier; 2007
213-48

Introduction to Survival Analysis in SAS UCLA: Statis-
tical Consulting Group. Available from http://www.ats.
ucla.edu/stat/sas/notes2/

Analysis of Survival Data. Tests of hypothesis. In:
Forthofer RN, Lee ES, Hernandez M. Biostatistics: a
guide to design, analysis, and discovery. Burlington-San
Diego-London. Elsevier; 2007: 297-320.

31 | Medical Journal - MEDICUS

AN



0000000000000

I Original scientific paper

13. Eifel PJ, Winter K, Morris M, Levenback Ch, Grigsby PW, carcinoma; follow-up of a gynecological oncology group
Cooper J, Rotman M et al. Pelvic irradiation with concur- trial. Am J Obstet Gynecol. 2007; 197(5): 503.e1-503.e6.
rent chemotherapy versus pelvic para-aorticirradiation 16, Rose PG. Concurrent chemoradiation for locally ad-
for high risk cervical cancer: an update of Radiation vanced carcinoma of the cevix: where are we in 2006?
Therapy Oncology Group Trial (RTOG) 90-01. Journal of Ann Oncol. 2006 Sep;17 Suppl 10:x224-9.

Clinical Oncology 2004;22(5): 872-80. 17. Yalman D, Aras AB, Ozkok S, Duransoy A, Celik OK,

14. Peters WA III, Liu PY, Barret R] II, Stock RJ, Monk JS, Ozsaran Z, Haydaroglu A. Prognostic factors in defini-
Berek JS, Souhami L et al. Concurrent chemotherapy tive radiotherapy of uterine cervical cancer. Eur ] Gy-
and pelvic radiation therapy compared with pelvic ra- naecol Oncol. 2003;24(3-4):309-14.
diation therapy alone as adjuvant therapy after radical 18. Monk BJ, Tian C, Rose PG, Lanciano R. Which clinical/
surgery in bigh—risk early stage cancer of the cervix. pathologic factors matter in the era of chemoradiation
Journal of Clinical Oncology 2000; 18 (8): 1606-13. as treatment for locally advanced cervical carcinoma?

15. Stehman FB, Ali S, Keys HM, Muderspach LI, Chafe Analysis of two Gynecologic Oncology Group (GOG) tri-

WE, Gallup DG, Walker JL et al. Radiation therapy with

als. Gynecol Oncol. 2007 May;105(2):427-33.

or without weekly cisplatin for bulky stage IB cervical

EFEKTI 1 KIMIORADIOTERAPISE NE MBJETESEN E PERGJITHSHME [ KRAHASUAR ME
EFEKTIN E RADIOTERAPISE NE PACIENTE TE KANCERIT TE CERVIKSIT TE UTERUSIT NE
SPITALIN ONKOLOGJIK TE SHQIPERISE
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ABSTRAKTI:

Qéllimi i studimit: Qéllimi i kétij studimi éshté krahasimi i efektit té kimioradioterapisé né mbijetesén e
pérgjithshme 5-viecare me efektin e radioterapisé né pacienté té kancerit té cerviksit té uterusit té trajtuar né
Spitalin Onkologjik né Qendrén Spitalore Universitare “Néné Tereza”, Shqipéri.

Metoda dhe materiali: Né studim u pérzgjodhén pacientét me diagnozé kanceri té cerviksit té trajtuar
me rrezatim ose me kimioradioterapi konkomitante té cilét pérfunduan trajtimin. Analiza Kaplan-Meier dhe
regressioni multivariat Cox i té dhénave u kryen pér té pércaktuar efektin e trajtimit né mbijetesén e pérgjithshme
5 - vjecare té pacienteve.

Rezultatet: Numri i pacienteve gé u pérfshiné né studim ishte 379. Sipas analizés Kaplan-Meier probabiliteti
i mbijetesés ishte 60% (95% intervali i konfidencés: 45-71) pérkundrejt. 76% (95% intervali i konfidencés: 64-85)
pérkatésisht né grupet e trajtimit me radioterapi dhe kimioradioterapi né pacientét né fazé té hershme té
sémundjes (p=0.06). Ndérsa, né pacienté né fazé té avancuar té sémundjes, probabiliteti i mbijetesés ishte 25% (95%
intervalii konfidencés: 19-33) dhe 54% (95% intervali i konfidencés: 43-64), pérkatésisht né grupet e radioterapisé dhe
kimoradioterapisé (p<0.05). Pasi u mor parasysh stadi i sémundjes, pacientét né grupin e kimioradioterapisé kishin
50% (intervali i konfidencés: 31% - 64%) mé shumé mundési mbijetese se pacientét né grupin e radiotherapisé..

Pérfundime: Né Spitalin Onkologjik té Shqipérisé, kimioradioterapia konkomitante pérmiréson mbijetésén mé
shumeé se radioterapia né paciente me kancer té cerviksit té uterusit.

Fjalét kycg: Kimioradioterapi konkomitante, radioterapi, kancer i cerviksit té uterusit, mbijetesé e pérgjithshme.
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ABSTRACT

Introduction: Chemical, biological and radiological agents (CBR) are constantly significant threat to public health.
An adequate hospital preparedness is an essential condition for reducing the impact of this kind of major medical
incidents.

Aim: Evaluation of the hospital preparedness of the Health System of the Republic of Macedonia for response to
major medical incidents with CBR agents.

Material and methods: The evaluation is performed based on a survey conducted on twenty four major medical
institutions in the Republic of Macedonia.

Conclusion: Health institutions in the country are not fully prepared for an adequate response in the event of a
major incident with CBR agents.

The fact that 77.8% of hospitals do not provide annual fund for possible major medical incidents with CBR agents
is warning information for timely provision of financial and medical resources.

The implementation of continual education and training of the hospital staff to work in conditions during incidents
with CBR agents, and the introduction of specialization of disaster medicine are necessary to ensure a higher level
of hospital preparedness of the health system of the Republic Macedonia.

Keywords: CBR agents, hospital preparedness, disaster medicine, hospital preparedness plan, continuing medical
education.

INTRODUCTION

The chemical, biological and radiological agents
represent more common threat to public health. They
can be released and cause significant human and material
losses in case of: technological and industrial accidents,
natural disasters, acts of war, terrorism and occupational
exposure [1,2,3].

The first use of biological agents as a weapon is recorded
in 600 BC when the Athenian statesman Solon used the

purgative herb Helebora, during the siege of the city
Cristo. With the further development of the science and
technology the production of hiological agents becomes
simpler, and thus the possibility of their use as special
weapons becoming more common. So the bacterium
Yersinia pestis was used as a biological weapon by Japan
during the 1932-1945 war with China, causing 260 000
deaths [4,5]. However biological agents throughout
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history caused the most disastrous effect during various
epidemics. Among the most significant pandemics of the
21st century include: pandemic of SARS-severe acute
respiratory syndrome 2002-2004, with 8273 cases and 775
deaths, the pandemic of “swine flu” virus HIN1 with 89
million cases and 18,200 deaths and Ebola virus pandemic
in 2014 which took over 4,500 lives [6.7].

The rapid development of the chemical industry in the
19th century was accompanied by numerous crashes and
poisoning with toxic substances. The chemical agent
chlorine gas was used for the first time as a weapon of
mass destruction in World War I, in the region Ipres
(Belgium) [8,9,10]. Today the use of the chemical agents
in military and terrorist purpose is more current. During
the terrorist attack with the gas poison Sarin in Tokyo
subway on 20™ of March 1995, 12 people lost their lives,
50 were injured and more than 1000 received visual
impairment.

The use of nuclear bombs on Hiroshima and Nagasaki
in August 1945 by the United States remains a unique
historical event of the use of radiological agents for
military purposes. Today medical accidents with
radiological agents commonly occur in crashes nuclear
reactors. The first disaster was recorded in 1957 at the
plant for atomic bomb Kumberlend-UK, which were cast
by 20000q (Curie) of radioactive material.

The explosion of the nuclear reactor in 1986 in Chernobyl,
Ukraine, is the largest medical incident with radiological
agent in the postwar period. During this event over 300
000 inhabitants were evacuated and irradiation caused
several thousand cases of cancer.

The latest disaster in 2011 in Fukushima, Japan, is a
combination of natural disasters and medical incident
with radiological agent. Thus it caused the death of
several workers, outage, evacuation of thousands of
people and huge material damage [11,12,13,14,15].

In today’s world more than 3.38 billion dollars are spent
for production of equipment for protection against
CBR agents. While in the last 50 years over 60 different
protective products against this kind of incidents were
invented [16].

AIM

Purpose of the evaluation is to determine the readiness of
hospital health system of the Republic of Macedonia for
medical response to major incidents involving chemical,
biological and radiological agents.
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MATERIAL AND METHODS

The evaluation system for preparedness and response to
threats caused by CBR agents or the hospital readiness
of the Republic of Macedonia, is based on data obtained
from a questionnaire specially designed for this purpose.
The questionnaire was developed at the Institute of Public
Health of the Republic of Macedonia in 2013. It contains
14 questions divided into two groups:

a) questions about the existence of specialized medical
staff, number of hospital beds allocated in case of
major medical incident, existence of spare medicines,
medical equipment, antidotes, personal and collective
protection in the event of a major incident with CBR
agents and

b) questions about the existence of a hospital plan
stratification (increase of hospital capacity in the event
of a major medical incident), perform of continuous
medical education, participation in local and regional
medical exercises and the existence of annual budget
allocated to the response to an incident with CBR
agents.

The questionnaire surveyed 24 health institutions in
Macedonia, which would be the main carriers of response
during possible major incident with CBR agents.

RESULTS

Completed answers by the hospitals were applied
generally to all kinds of agents (chemical, biological
and radiological), without specifically differentiating
readiness in relation to specific agents listed in the
questionnaire. The completed questionnaires showed
the following information about the current readiness of
the hospitals in the Republic Macedonia, regarding the
adequate medical response to major incidents with CBR
agents:

In terms of whether hospitals have a sufficient number
of qualified personnel for the treatment and detection
of injured and sick in major incidents with CBR agents,
55% said they do not have and do not intend in the next 6
months to obtain such staff, while 45% reported sufficient
number of suitable qualified staff for such conditions.

The majority of hospitals (55%) reported that they have
provided a sufficient number of hospital beds in case
of need stratification in major medical incident with
CBR agents and 45% of them said they do not have such
conditions and do not intend to provide for the next 6
months.
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Asked whether the hospital has sufficient stocks of
medicines, equipment and antidotes for 3 days in case of
major incidents with CBR agents, 66.7% said they do not
have and do not plan to fill in the future, 11.1% said no,
but they plan to fill and 22.2% that have provided enough
medicines and supplies for three days.

The lack of personal and collective protection in case of
major injuries and suffering from CBR agents is evident
in most of the hospitals in Macedonia (77.8% said they do
not have and do not plan to provide in due time, 11.1%
do not have but plan to provide and only 11.1% have such
assets).

In terms of existing laboratory facilities and experts for
detection and treatment of designated hiological agents:
44.5% said they do not have such opportunities and 55.5%
that have a sufficient number of experts and laboratory
facilities for such cases.

Regarding the personal and collective protection from
biological agents in particular, currently available only in
22.2% of the hospitals in Macedonia, while the remaining
66.7% said that they did not have and 11.1% do not have
but plan to buy in the next 6 months.

Currently 55.5% of the hospitals do not have a plan for
isolation (quarantine) for larger number of patients in
case of mass disorders with biological agents (isolation
rooms, disinfectants, clothes etc.), 11.1% said no, but work
on preparing such plan and only 33.3% have developed an
appropriate plan.

Overall, in terms of all designated CBR agents in the
questionnaire, 55.5% of the hospitals said they do not
have and do not intend in the next 6 months to draw up a
plan for responding to major medical incidents and 45%
reported having such a plan and it is continually updated.

In 66.7% of the hospitals there is no any continuing
education and training related to work during major
medical incidents with CBR agents, 22.2% of the hospitals
have performed the same but not in the last 2 years and
11.1 % said that it is regularly performed and evaluated.

The majority (66.7%) of the surveyed hospitals provided
evidence that their medical personnel have not
participated in local or regional medical exercises as
preparation for medical response to major injuries
from CBR agents, unlike other 33.3% where they have
participated.

So far 88.9% of the hospitals have not been assessed for
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the level of preparedness for response to major medical
incidents from CBR agents. Only 11.1% were evaluated
in various medical exercises, but not specifically for
response to major incidents combined with chemical,
biological or radiological contamination.

All of the hospitals showed lack of fund that would cover
financial losses in event of a major incident with CBR
agents. Most of the large hospitals (77.8%) reported no
such budget and no plan for the next year and 22.2% do
not, but plan to provide finance for such purposes in the
coming vear. Data from the survey findings are presented

in Table 1.
Table1 Level of preparedness of the hospitals in the
Republic of Macedonia for response to major
incidents involving chemical, biological and
radiological agents

Chemical
agents

Radiological
agents

Biological
agents

Level of
preparedness

Sufficient professional

staff for response 45%

55% 45%

Sufficient number of

hospital beds 55%

55% 55%

Reserve medications,
equipment and
antidotes for 3 days

22,2% 33,3% 22,2%

Personal and

collective protection 222%

22,2% 22,2%

Developed a work plan
for major incidents
with CBR agents

33,3% 33,3% 33,3%

Continuing education 11,1% 11,1% 11,1%

Annual budget for
medical incidents
with CBR agents

10% 10% 10%

DISCUSSION

The hospital preparedness to major medical incidents
with CBR agents recently has tremendous importance,
especially because of the fact that in the event of such
major incidents, over 80% of the victims, would seek
urgent medical aid directly into one of the closest
hospitals without prior medical assistance from the
emergency medical aid or the local health stations [22].
Such a situation would be expected also in the Republic of
Macedonia considering its demographic and topographic
distribution of the population and the fact that every
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major township has a general hospital or medical health
center.

The analysis of the survey showed lack of sufficient
supplies of materials, technical facilities, laboratories for
identification of agents, equipment for communication
and personal and collective protection for working
during CBR contamination. Also it showed an evident
lack of a sufficient number of specialized, educated
and trained medical staff, and a system for continuous
education, practicing and checking the knowledge of
all the structures that would be involved in this type of
medical incidents.

An important segment in the planning of the preparation
for response to CBR agents, is the planning and training
of the medical staff (“staffing”). Introducing programs of
Medicine disasters and incidents is the most productive
way to educate physicians about the basics of planning
and response in times of crisis. In the so-called “Code
of Medical Ethics” of the American Medical Association
under number 9067 described the requirement of
physician preparedness for response in case of disasters,
which contains an obligation for providing emergency
care during accidents and major disasters including
acquisition and maintenance of the relevant knowledge
[17,18,19,20,21].

The necessity of specific education and training of the
medical staff for an adequate response to incidents with
CBR agents in the health system of the R. of Macedonia
initiates need not only for continuing education but
also for development of national consensus on ethical
behavior of doctors during disasters and formulation
of a professional practicum for handling in extreme
situations.

Given the fact that definitive care of injured and sick
patients in case of major incidents with CBR agents
should take place in hospitals, the existence of a plan for
working during this type of emergencies, is an essential
prerequisite for adequate response.

According to our survey only 33% of the hospitals have
prepared hospital plan for response to major medical
incident with CBR agents. These hospital plans also
have not been updated and standardized according the
national plan for response to such medical incidents.

An example of a well developed plan for hospital
preparedness response to major medical incidents is
the “Hospital Preparedness Plan”(HPP) of the US health
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care system. Within this plan there is also a special
plan for hospital preparedness called “Hospital Surge
Model” which was prepared with an intention to assess
the resources required for the treatment of injured and
sick during attacks with biological (anthrax, measles and
flu), chemical (chlorine, mustard gas and Sarin), nuclear
(blasts from 1 to 10KT) and radiological agents (means for
dispersion and radiation sources) [22].

The preparedness of the health institutions of the R. of
Macedonia (hospitals, health centers, medical centers
and clinics), for quick and efficient response to major
incidents with large number of injured and suffering
from CBR agents directly would depend on two factors:

1. existence of adequate well trained and specialized
medical personnel who continuously go through
regular medical training and exercises associated with
this kind of specific situations, and

2. equipping health facilities with adequate and sufficient
amount of: personal and collective protection,
medicines, vaccines and other medical supplies for
at least 3 days in case of a massive number of injured
and diseased, sufficient number of beds and adequate
space for isolation , decontamination and treatment of
contaminated or irradiated patients.

In April 2009 the European Commission adopted a
three-year programme (2009-2011) to fight terrorism,
trafficking and proliferation of chemical, biological,
radiological and nuclear (CBRN) materials and weapons
of mass destruction with a budget of €225 million.

The newly created “Health Security” EU Programme for
Research, FP7, has an overall budget of €1.3 hillion for
2007-2013. This budget is entirely dedicated to develop
civil security research activities in support of EU policies
and industry, aiming at developing the new knowledge
and technologies needed to ensure security of citizens
against threats such as CBRN agents, natural disasters
and industrial accidents, while respecting fundamental
human rights [23].

The fact that only 10% of the surveyed hospitals in the R.
of Macedonia have annual budget for response to major
incidents with CBR agents, indicates need for an urgent
financial intervention in this sector of the health system.

The major medical incidents with CBR agents are
commonly combined with traumatic injuries of the
population, the law enforcement and military personnel,
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because it usually occur as a result of various industrial
accidents, explosions, acts of war, natural disasters
or terrorist attacks. When it incurs the contaminated
injuries or wounds require adequate decontamination or
neutralization of the chemical, biological or radioactive
agent prior to the surgical treatment of the injury.
Inadequate access to this type of patients can easily
jeopardize not only theirs but also the lives of medical
personnel due to insufficient knowledge of the principles
in treating contaminated patients or due to lack or non-
use of appropriate personal and collective protection
[23,24,25]. Surgical interventions in terms of chemical
or radiological contamination of the environment or the
hospital, according to some research conducted having
a significant reduction in the speed of execution of
around 30%, due to the need to use personal protective
equipment in the operating room [26,27,28].

Therefore organizing continuing education of hospital
staff on proper, timely and effective care of the wounded
and suffering from CBR agents is one of the basic
prerequisites for reducing the impact of this kind of
major medical incidents [29,30,31,32,33,34].

CONCLUSION

From the survey findings it can be concluded that the
health institutions in the country are not fully prepared
for a timely and adequate response in the event of possible
major incidents with CBR agents.

The fact that 77.8% of the hospital’s annual budget does
not provide fund for massive injuries and sufferings from
CBR agents is warning information for timely provision
of necessary funds for equipment, medicines, protective
equipment, sanitary materials and etc., so as to enable
quick and appropriate medical response throughout the
country.

The evident lack of specialists in emergency medicine in
55.5% of the surveyed hospitals, indicate need for regular
organization of continuing education for working during
medical incidents with CBR agents and introducing
specialization of Disaster Medicine, as is the practice in
developed health and educational systems in the world.

The specific surgical principles, methods and means of
taking care of injured and sick in major medical incidents
with CBR agents determined in this study, as sublimation
of the latest world standards and practices, can serve as
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a basis for drawing up a protocol for surgical treatment
of injured and suffering from CBR agents for the health
system of the Republic of Macedonia.
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EBAJIYALIITJA HA XOCITUTA/THATA ITOATOTBEHOCT 3A OZITOBOP ITPH MACOBHH
MEJUITMHCKU HHOUAEHTH CO XEMUCKHU, bBUOTOUIKH U PATHOJTOIIKM ATEHCH BO
PEITYB/TUKA MAKEJTIOHHJA

lBues.).!, bekapoBcku H.%, iBueBa H.!, CtrkoBa E.3

! Onmrra I'pajcka bonauma “8 CenremBpu - Skopje
2 Tokcukornolka KiuHuka Ckorje

> MHcTuTyT 3a jaBHO 3apasje Ha PM , Ckomje

ABTop 3a KopecnoHpeHLyja: e-mail: jovanivchev@yahoo.com

PE3UME

BoBem: Xemuckure, OMOIOMIKM K PajMoIOMKK areHcn (XBuP) nipercraByBaaT ce rouecTta 3akaHa 10 37paBjeTo
Ha HacejleHMeTo. AJIeKBaTHa XOCIMTa/IHa IOATOTBEHOCT ITPEeTCTaByBa OCHOBEH IIPEIyC/IOB 3a HaMasyBarme Ha

rocjaegvunTe o 0BOj BMI Ha MaCOBHM MeJULIMHCKY MHIMOEHTH.

Ien: EBanyanuja Ha XOCTIUTATHATA TTOATOTBEHOCT Ha 37IPaBCTBEHMOT CUCTEM Ha Perybika MaKeioHMja 3a OJiIroBOp
MPY MacOBHU MEeOULIMHCKY MHLKIeHTH co XBuP areHcu.

MaTepujas u MeTogM: EBasnyaljata e U3BpIlleHa Bp3 OCHOBa Ha CIIpoBeJleHa aHKeTa Ha 24 HajroleMu MeIUITMHCKU
yCcTaHOBU BO Perybiimka MaKe[ioHHja, 3a IITO € U3TOTBEeH rocebeH MpanlaaHuK.

33KHY‘10K: BHpaBCTBeHI/ITe YCTaHOBHM BO PQHY6HI/IKB MHKGHOHI/I]H He ce [eJIOCHO TTOATOTBEHHU 3a aJleKBaTeH OJAIOBOP
I[Ipn eBeHTyaJ/IeH MaCOBEH MHIWUIEHT CO XbuP arencu.

daxrToT feka 77,8% o OOMHUIIATE He TpeABUAyBaaT rojiuiieH (hoH 1 3a MAaCOBHM MoBpenn 1 3abonenn o XbuP arencn
TIpeTCcTaByBa IMpenyIpeayBauky MOJaToOK 3a HaBpeMeHo obe3beyBare Ha MOTpeOHUTe (PUHAHCUCKA U MEIULIMHCKA
CpeICTBa.

BoBenyBameTo Ha KOHTMHYMpaHa eflyKalija M oOyKa Ha OOJTHUUKMOT IepcoHarl, 3a paboTa BO YC/IOBU 3a BpeMe Ha
vHOUAeHTH co XBuP areHcu, Kako 1 BOBeIyBaHEeTO Ha CIlelyjan3aliyja 1o MeIulMHa Ha KaTacTpodu ce HeOIIXOIHU 3a
obe3beqyBame Ha ITOBUCOKO HUBO Ha OOJTHMUKA ITOIOTBEHOCT Ha 34PaBCTBEHUOT CUCTEM Ha Perybiika MakegoHMja.

KHY‘IHI/I 360p0BI/IZ XbuP arencu, xocmurajiHa IOATOTBEHOCT, MeAuvllMHa Ha KaTaCTpOCbI/I, [IJlaHa 3a XOCIIMTaJIHa
[NoATrOTBEHOCT, KOHTHHYMPaHa MeOMIMHCKa e,HYKaLLI/Ija.
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ABSTRACT

Background: Renal colic is a frequent disorder with incidence of less than 1%. Guidelines are recommended as
the best clinical practice , they facilitate decision-making in clinical diagnostic and therapeutic process, improve
clinical practice, minimize the potential harms and reduce variations in the delivery of health care in the state.

Aim is to evaluate implementation of current guidelines for renal colic in general hospitals and university hospitals

Material and Methods: thirty-five urologists from eight general hospitals (GH) and sixteen urologists from two
university hospitals (UH) were invited to participate in the survey.

Results: Application of renal colic guidelines in (GH) was 3/21 versus 5/9 in UH. Urinalysis was performed almost
equally in both GH and UH.Regarding the imaging methods, majority performX-ray urography and ultrasound in
both hospitals and CT is only used in UH. According to the therapy of acute renal colic in GH as first line treatment
is trospium chloride unlike in UH, where NSAIDs are prescribed in 65%.

Conclusion: Administration of medicament therapy presents differences between GH and UH. Physicians in both

type of hospitals need better implementation of guidelines.

Key words: renal colic, guidelines, general hospital, university hospital

INTRODUCTION

Approximately one in ten people will be affected by renal
colic at some stage in their life.It is estimated that 12%
of males and 6% of females will experience an episode
of renal colic at some stage in their life, with incidence
peaking between age 40 and 60 years for males, and in the
late 20’s for females [2]. Renal colic is caused by stones in
the urinary tract (urolithiasis) predominantly upper tract
calculi that obstruct the flow of urine [1]. The blockage in
the ureter causes an increase in tension in the urinary
tract wall, stimulating the synthesis of prostaglandins,
causing vasodilatation and muscle spasm of the ureter
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resulting in the waves of pain (colic). Individual urinary
stones are aggregations of crystals in a noncrystalline
protein matrix [2]. The pain of renal colic develops
suddenly and is often described by patients as “the worst
pain they have ever felt” [3] many patients with renal colic
can be managed in primary care with a watchful waiting
approach where their pain can be controlled. Referring to
an urologist is advisable in order to confirm the diagnosis
[2]. If CT urogram is not available then a kidney-bladder
ultrasound in combination with an x-ray can achieve
detection rates for urinary stones that approach those
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of CT urogram [2,4]. Ultrasound is the preferred imaging
technique for patients who are unable to be x-rayed, e.g. a
female who is pregnant, and is also useful for identifying
urate stones which cannot be detected with standard
x-ray [3,4]. NSAIDs are the first-line treatment for renal
colic pain because they have been shown to achieve
greater reductions in pain scores, have a longer duration
of action and result in a reduced need for additional
analgesia in the short-term, compared with patients
treated with opioid analgesics [5]. Opioid analgesics
can be prescribed in addition to, or as an alternative,
to NSAIDs for patients with renal colic who are at risk
of NSAID-induced adverse effects, e.g. in patients with
chronic renal impairment, who are dehydrated or have a
history of peptic ulcers. Paracetamol and a weak opioid,
e.g. codeine or tramadol, can be prescribed for ongoing
pain management if NSAIDs are not appropriate once
any nausea and vomiting has passed [6]. Alpha-receptor
blockers, e.g. doxazosin and terazosin can accelerate the
passage of urinary stones by relaxing smooth muscle
without preventing peristalsis [7,8]

All of the above is a content of our guidelines
recommendations for the treatment of renal colic since
2014. In clinical practice it has proved to be the simplest
and most effective type of treatment.

According to the use of renal colic guidelines we were
interested if there are any differences in diagnosis,
treatment and recommendations given to patients with
renal colic in emergency departments (ED) in general
hospitals (GH) and university hospitals (UH). Since
2014, the use of updated guidelines for renal colic is an
obligation for all family doctors and urologists in the
country. Previously there were wide differences in the
treatment of this condition.

MATERIAL AND METHODS

In our study we used open format questionnaire. The
methodology used is key informant approach, where the
target group consists of urologists from different parts
of the country. Statistical analysis is made by presenting
results for each question in percents in tables.

Thirty-five (35) physicians from ED in eight general
hospitals (GH) and sixteen (16) physicians from ED in
two university hospitals (UH) were invited to participate
in survey about their practice regarding Cochran’s
guidelines of the diagnosis, treating and counseling
patients with renal/ureteral colic in September 2015.
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Twenty-one doctors from GH and nine from UH responded
on a survey.

RESULTS

Table 1. Investigations performed in GH(General
Hospital) and UH(University Hospital)

G A » = 7]
= °Sg| & .4 5 ] =
Z2|5E| 5 |B2|85 gl 2| §| 2
SrHENLHE I O
= |28 S « 5| S
GH | 60% | 95% | 20% | 15% | 87% | 23% | 5% | 9% | 14%
UH | 56% |100% | 55% | 45% | 90% | 55% | 66% | 88% | 55%

As shown in Table 1, implementation of urolithiasis
guidelines in GH was 3/21 versus 5/9 in UH. In GH ninety-
five percent (95%) urinalysis was performed, in 15% urine
culture, blood analysis (number of leukocytes, serum
creatinine and urea) was performed in 20%. Regarding
imaging methods, eighty-seven percent (87%) of urologists
prefer X-ray urography, twenty three percent (23%) use
noncontrast CT, IVU in 35% and ultrasonography is
performed in fifty-nine percent (59%).Physicians in UH
performed in 100% urinalysis, laboratory analysis(blood
analysis for leucocytes number, creatinine, uric acid,
serum calcium)- 55%. 45% use urine culture test. From
imaging procedures 55% of urologist use non contrast CT,
X-ray urography in 90%, IVU in 60%, ultrasonography-
95%.

Table 2. Medicament therapy in different hospitals

(=]
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GH 30% 20% 90% 5% 71% 24%

UH 65% 45% 55% 10% 7% 44%

The first line therapy of acute renal colic in GH is trospi-
um chloride-antimuscarins-90%, NSAID-30% and opioids
in 20%, combination of NSAID and opioids in 25%, tam-
sulosin-5%. Physicians from UH prescribe NSAID in 65%,
trospium chloride in 55%, opioids in 45%,combination of
NSAID and opioids in 45% and tamsulosin-10%., as shown
in Table 2. Patients with septic signs and obstructive find-
ing were treated in UH.
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DISCUSSION

According to the Guidelines,patients with an uncompli-
cated presentation of renal colic can often be managed
in primary care, following prompt referral for imaging to
confirm the diagnosis (same-day if possible). Non-steroi-
dal anti-inflammatory drugs (NSAIDs) are generally pre-
ferred over morphine for pain management in patients
with renal colic. Most urinary stones will pass spontane-
ously, however, alpha-blockers are now recommended to
accelerate their passage.

There are a few studies that evaluate current practice
patterns in different types of hospitals for the diagnosis,
treatment, and counseling of patients with ureteral
calculi. In an American study of current practices in
an emergency department (ED) it is established a need
for educational opportunities for ED physicians in the
management of renal colic and establishing collaborative
practice guidelines between urology and emergency
medicine associations [9]

In the survey we performed during September 2015,
we found out that urologists in GH are less likely to
implement guidelines regarding the diagnostic and
treatment options for renal/ureteral colic i.e. 15% in GH
versus 60% in UH.

The rate of urinalysis performed in GH isclose to UH,
urine culture was three times less investigated in GH
15% than in UH, where 45% of renal colic patients
needed it. Blood analysis in GH revealedonly urea
and creatinine measurement in 20% of the patients
compared to UH where in 55% of patientscalcium and
uric acidwere analyzed as well. There is great difference
in implementation of imaging investigation especially
ultrasonography, IVU and non-contrast CT; in GH in
smaller percent then UH. Only X-ray urography is in a
close percent.The difference in the diagnostic approaches
might relay on the equipment which is poor in the regions
where general hospitals are located.

Administration of medicament therapy presents differ-
ences between GH and UH. In GH Trospium chloride is
the first line drug administrated in renal colic patients,
after that follows NSAID, opioids,combination of NSAID
and opioids and only 5% use expulsive therapy. On the
other side in UH the first line of treatment are NSAIDs,
after that follows trospium chloride and opioids and the
combination of NSAIDs and opioids in similar percentage.

Hyperhidratation with intravenous fluids is dominant
in both type of hospitals which is in contrast with
recommendations from guidelines
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It is a fact that both GH and UH have all kinds of pharma-
ceutical medicaments needed for renal colic treatment.
It is only the familiarity and up to date with the guide-
lines instructions that is individual and varies in differ-
ent types of hospitals. This is probably because of the fact
is that University hospital's urologists are more likely to
follow up to dates either by online advanced learning or
intensively taking part of congresses and other teaching
activities.

Physicians in both types of hospitals need better
implementation of guidelines.

The development of collaborative practice guidelines
between urologists in general hospitals and university
hospitals may be warranted in order to establish unique
approach in diagnosis and treatment of renal/ureteral
colic.
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ABCTPAKT

BoBej: penasiia KoJiMKa € 4ecTo HapyllyBame CO MHIMIEHIA ToMasiky of 1%. Bomudor compyku rperopaky 3a
Hajmobpa KIMHNUKA ITpaKkca, KOU I'o oJIecHyBaaT ITPOoLiecoT Ha AUjarHOCTULINparbe , JOHeCyBambe OIJTyKH, TTO00pyBame
Ha KJIMHWYKAaTa [Ipakca, MUHUMU3Mpamke Ha MTOTeHLIWjaJTHUTe IITeTH M HaMaJTyBake Ha BapHjallduTe BO MCIIopaKa Ha
3[paBCTBEHATA 3allTUTA BO ApsKaBara.

L[eHTa € a Ce OLEeHM CIIpOoBedyBambeTO Ha TEKOBHUMTE HaCOKKM 3a pEeHa/IHa KOJIMKa BO OIIITUTE 6OHHI/H_[I/I "
YHUBEP3UTETCKUTE 6OHHI/ILU/I copsKaH1 BO BOOWYOT.

Ma’repnian HMeTOoau: TpUeceT M IIeT YPOJIO3U O1 OCYM OIITIITH 6OHHI/H_[I/I M IecHaeCeT YpoJ/1031 ol AIB€ YHUBEP3UTETCKN
6OJ'IHI/ILII/I Oea ToKaHeTH [a ydeCTByBaaT BO UCTPaKyBarbeTo.

PesyaraTu: [IpyMeHaTa Ha BOJMUOT 3a PEHAJHA KOJIMKA BO oOMTUTe OoiHMIM Oemie 3/21 HacmpoTd 5/9 Bo
YHUBEP3UTETCKUTEe. AHa/M3a Ha ypuHarTa e u3BplleHa peuncu rnopenHakso n Bo OB u YB. Illto ce onHecyBa [0
METOMOT Ha IMjarHOCUKa, MHO3MHCTBOTO MHAuLMpaaT PTI yporpaduja u yaTpas3ByK Bo aBara Tura bomaHuiy, a KT
ce KopucTu caMo Bo Y06. Bo ofHoC Ha Teparuja Ha akyTHa peHaiHa KojirMka Bo OB Kako IpBa JIMHMja Ha TPeTMaH e
TpOCIUyM XJ10pu7] 3a pasnuka of Yb, kage HCAUJI ce mponuiianu co 65%.

3axknayuoK: AMUHUCTpAlMjaTa Ha MeIMKaMeHTO3Ha Teparujarta e pasiudda Bo Ob u YB. Jlekapute Bo ABarta Turia
Ha 6onHuLuTe Tpeba rnogo0po [a ru CripoBeyBaaT yriarcTBara.

KHY‘IHI/I 36OPOBI/I: peHaJIHa KOJIMKa, BOAWY,OITITa 6OHHI/IL[a, YHUBEP3UTETCKa 6OJ'IHI/IL[8.
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ABSTRACT

Albania has witnessed during the last twenty years great transformations in demographic, political, economic,
health and social fields. This period in Albania can be defined as years of demographic, epidemiological and
nutritional transition. According to current infant mortality rate, reduction of fertile population, lengthening life
expectancy and population aging it seems Albania has entered into last phase of demographic transition. Infant
Mortality Rate (IMR) shows a dramatic and constant reduction during this period, which relates to improved
health, sanitary and economic conditions of Albanian population. The Neonatal Mortality Rate (NMR) reduction,
on the other side, doesn’t follow the overall improvement of IMR, which represent the next coming pitfall for
the paediatric health system to tackle. Despite the significant control of infectious diseases in the country, still
these diseases are responsible for a great number of deaths amongst paediatric population. Nutritional status
follows pretty well the IMR as a trend during the last 20 years, as well as in its distribution amongst urban and
rural areas. On the other side, the increasing overweight and obesity frequency amongst children in Albania is
increasing steadily although still far behind neighbouring Italian children. Health protection of every child in
Albania represents a big challenge for health system, which need to provide high quality services and equally
distributed for all social categories.

Key words: demographic transition, infant mortality, malnutrition paediatric care, obesity

BACKGROUND

improvement change of social and cultural structure of
the Albanian society.

During the last twenty years in Albania have occurred
great transformations in political, economical, cultural
and social arena. The change from dictatorship to
free market democracy has requested a difficult
transformation, not only for the Albanian society and
economy of the country but also a hard transition, which
takes place every day in the household level [1,2].

The most significant example of the painful part of this
process is related to the mass migrations to foreign
countries, especially in the neighbouring ones such as
Greece and Italy. Instead in the last 10 years we have
seen a peacefully economic transformation happening in

During this period this process has gone through different
stages, some were fairly dramatic and destabilizing other
instead have brought to marked economic recovery, an
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The objectives of this work are multiple a) to draw some
of the most important changes that occurred in relation
to the health and nutritional status of the Albanian
paediatric population since the early nineties to the
present time (1994 to 2014); b) to describe, according to
this data analyses the development of the country in
general, and specific health programs; and at the end c) to
conclude on the paediatric health needs and recommend
health priorities based on the Italian experience.

MATERIALS AND METHODS

This work represents a literature review on publications
in scientific journals in Albania and abroad in the field of
paediatrics. Periodic reports issued from INSTAT, Ministry
of Health, UNICEF and WHO have been reviewed as well.
An important reference to be mentioned is the data
coming from programs implemented from Sant’Egidio
Community targeting the malnutrition in paediatric

Original scientific paper I

age-groups in north and north-east areas of Albania and
health promotion and education campaigns affecting
both health personnel and community in those regions.

RESULTS AND DISCUSSIONS

These twenty years has lead to a demographic, epidemio-
logical and nutritional transition. [6]. According to the
current demographic scenario Albania seems to have
entered into the final stage of demographic transition
according to the reduction of paediatric population (0-14
years old), an equally decrease of population in the child-
bearing age (hetween 30 and 40 years old), lengthening
life expectancy, an aging population, reduction of mortal-
ity and birth rates. Figures 1 and 2 express the reduction
of the Albanian population in general as well as the paedi-
atric age-group, and the figure 3 shows the modification
of population age pyramid of Albanian population in only
10 years time space [7,8].

Figure 1 Figure 2
0 The trend of Albanian population Pediatric population trend for the period 2001 - 2014
5  (inthausands) for the period 2004 - 2014 (according to each subgroup)
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The infant mortality rate in Albania confirms a decreasing
trend in the last twenty years, a significant indicator of
improved economic and sanitary conditions. Although
there is a difference between the estimates of infant
mortality compared by government agencies versus
assessments carried out by UN agencies specialized on
children’s health and rights in Albania, there is a common
decreasing trend characterizing this twenty years period.
Figure 4, according to data sourced from the Ministry of
Health, shows the trend of infant mortality which started
from a value of 35/1000 in 1993, was reduced in 16/1000
in year 2000 and reaches 10/1000 in year 2009 and we
believe it continues to a further decline until the present
days [9,10].
Figure 4 The infant mortality trend (per 1000 live
births) during the period 1993 - 2009 (the 2015

value shows the millennium objective set for
Albania)

i,
g
§:
&>
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The drastic reduction of child mortality is primarily due
to the improvement of socio-economic conditions of the
country and is critically related to the excellent control
of infectious diseases. The vaccination program has
ensured high vaccination coverage rates in childhood
age (see Figure 5). This program reflects the renewed
National Health Service; plus the continuous enrichment
vaccination childhood schedule with new antigens[11]. We
must recognize these years were difficult for the country
because they were characterized by complex political
events - external and internal economic migration,
flooding of Kosovo refugees in 1999, local political and
economic crisis etc.

There are three different mortality rates, which represent
various trends and describe different aspects of paediatric
age groups: infant mortality, which shows a drastic
reduction during this 2 decades’ study and neonatal
mortality and perinatal mortality whose reduction rates
are minor according to figure 6. The interpretation
of each singular trend can be used to identify existing
barriers and come up with specific interventions to be
implemented accordingly. According to the same figure
6, the neonatal mortality shrinks clearly more slowly and
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less effectively than the infant mortality. While infant
mortality is reduced by almost 70% in twenty years time
interval, the neonatal mortality is reduced by only 40%
(from 11.5 per thousand it goes to 7 per thousand) for the
same time laps. Perinatal mortality shows a similar trend
wit neonatal mortality rates because its values from
around 15 per thousand during nineties go to around
10/1000 in 2010. These data provide good evidence
about specific programs that Ministry of Health need to
support in order achieve further improvements relative
to neonatal and perinatal mortality rates [13,14].

Figure 5 WHO vaccine-preventible diseases:

monitoring system. 2014 global summary
(vaccination coverage expressed in percentage

rates)
Last updated 15 Jul 2014
Vacciness| 2013 {2010 120082006 2004]2002({2000{1998 {1996 (1994
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Figure 6 Trends of various mortality rates in pediatric
age during the period 1993-2011
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Although the reduction of paediatric mortality rates were
achieved through a better control of infectious diseases
in the population, along with maintaining high vaccine
coverage, we still observe high incidence of these diseases
as a cause of death. As reference we have taken and
compared the same indicators in Italy and Albanian in
two periods of times close to each other (2011 for Albania
and 2007 for Italy). The graph (figure 7) shows the causes
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of death during the first year of life, you can see that in
Albania still remains a high death rate for respiratory
diseases, equivalent to 9.6 deaths per 10,000; while in
Italy this ratio is 0.07 for 10,000 deaths. (14,15,16). The
cities where these deaths occur mostly are Tirana and
Elbasan. This mortality in excess could perhaps be related
to major environmental pollution of these two cities. The
same mortality in excess for respiratory diseases is also
identified in the figure 8,which shows the distribution of
causes of death for children in between 1 and 4 years old
in both countries. The figure 9 shows the death causes
for children between 5 to 14 years old, the first things to
note is that the rates between the two countries, for this
age group, are quite close. The other evident problem is
the mortality in excess due to accidents and incidents
in Albania compared to Italy. Based on the reports of
the Institute of Public Health there are frequent traffic
deaths involving children in the city of Tirana where it
is emphasized the urgent need to tackle this problem.
[17,18].

Figure 7

Causes of deaths 0-1 years
Italy 2007
Mortality rate 35.18 per 1000

Causes of deaths 0-1 years -
Albania 2011
Mortality Rate 68.82 per 10.000

Causes of deaths 1-4 years -
Albania 2011
Mortality rate 4.77 per 10.000

Causes of deaths 1-4 years -
Italia 2007
Mortality rate 1.09 per 10.000

Causes of deaths 5-14 years -
Italia 2007
Mortality rate 1.09 per 10.000

Causes of deaths 5-14 years -
Albania 2011
Mortality rate 2.02 per 10.000
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Child malnutrition is considered as another health
determinant, and according to data from various sources
collected during the period 1994 - 2008, we have noticed
an impressive reduction of malnutrition rate among
children under-5 years of age. According the figure 10,
the malnutrition is recorded at values around 20% in
the vear 1994, to a value around 10% in 2001 and 6% in
2008 [19,20]. The following figure 11 shows the on-going
pattern of under-5 mortality in children Albanians
during the same period (1997 - 2007). With surprising
punctuality you can see from different sources and
studies on children under-5 years, that malnutrition is
reduced with a very similar trend to that of mortality rate
[21,22,23]. It is important to emphasise a clear difference
of malnutrition rate between rural and urban areas, with
a higher proportion of malnourished children in rural
areas. This disparity highlights the more vulnerable
conditions of rural children, which would require more
specific interventions in rural and peripheral inhabited
areas, in order to remove these conditions.

Figure 10 1077-2008: The Albanian trend of Children
Malnutrition Weiht for Age <- zscore
(5-69 months)
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Figure 11 Trend in under-5 mortality rates.
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When analysing nutritional status we have noted
another important aspect, which is the emergence, the
distribution and trend of overweight and obesity in the
paediatric population. As a result of the demographic
transition of the Albanian population, it has also been
modified the epidemiology of the disease that affect adult
population. Today 50% of the causes of death among
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adults are due to cardiovascular diseases, strongly
related to excess of weight. This condition also affects
the paediatric population based on the data coming from
the following two studies: the first was conducted in the
paediatric population frequenting kindergartens in the
city of Tirana which were selected in three different areas
of the city. [24]. According to the anthropometric data of
the sample, the figure 12 shows a distribution of weight
for age where 6% of the sample are overweight or obese
and only 1.7% are underweight. Despite this sample is not
representative of the paediatric population in Albania
(the selected children, all from Tirana, come mostly
from families with a certain standard of living), it is
interesting to note the increase of obesity in comparison
to malnutrition. The other study has recruited school
population children between 7 and 10 vears old and
has estimate the prevalence of overweight and obesity
equal to 20% in urban area and 9% in rural area with
national rate of around 15% (see figure 13) [25,26]. The
very low proportion of underweight index indicates the
nutrition transition currently occurring in the paediatric
population in Albania. However the overweight and obese
rates in Albania are fortunately still far below those in
Italians, whose regional prevalence varies amongst 25%
and 40% of the paediatric population.

Figure 12 Nutritional Status in Albanian pre-school age
children in Tirana - 2003
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Figure 13 Albania - Obesity 2013: Rural vs Urban 7 to 9
years old
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CONCLUSIONS

As a conclusion of this analysis about epidemiological
and nutritional transition and its impact on the health
status of Albanian population, we can confirm that
Albania in the last two decades has profoundly improved
the health and nutrition status its paediatric population.
On the other side, Albania is currently dealing with
problems very similar with other European countries.
As an example there are the chronic degenerative
diseases such as tumours or excess of mortality for road
accidents as well as emerging of overweight and obesity
as predictors for diabetes and cardiovascular disease
in later ages. Health protection of Albanian children
remains a challenge for the national health system and
will require better equity, both territorial and social, for
health care services targeting especially neonatal age
group [27,28]. Among many challenges Albania is facing
in health sector, one of them should certainly be the
improvement of paediatric care services, which need to
build a health care environment that guarantees to all
the best possible access to the health care, and is open to
research and innovation.
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ABSTRAKTI

Albania gjaté 20 viteve té fundit ka géné déshmitare e transofmimeve té médha né fushén demografike,
politike, ekonomike, shéndetésore dhe até sociale. Kjo periudhé mund té quhet edhe si tranzicioni demografik,
epidemiologjik dhe atij nutricional. Té dhénat e vdekshmérisé foshnjore (VF), pakésimi i popullatés fertilite, zgjatja
e viteve té jetés si dhe rritja e moshés mesatare tw popullatws shpjegojné hyrjen e Shqgipérisé né fazén e fundit té
tranzicionit demografik. Vihet re njé reduktim dramatik dhe i géndrueshém i vlerave té VF e cila mund té jeté e
lidhur me pérmirésimin e kushteve shéndetésore, shogérore dhe ekonomike té popullatés shgipértare.

Reduktimi i vdekshméria neonatale nuk ndjek plotwsisht trendin pérmirésues té VF duke pérfagésuar njé nga
pikat e dobéta té shérbimeve pediatrike. Pavarésisht nga kontrolli shumé i miré i sémundjeve infektive, ende
shumeé prej tyre jané pérgjegjése pér njé numér té madh rastesh vdekje né popullatén pediatrike.

Gjéndja nutricionale ndjek trendin e VF té vérejtur gjaté 20 viteve té fundit. Prevalenca kequshqyerjes né nivel
kombétar ulet pothuaj 3 heré gjaté késaj periudhe 20 vjecare. Ndérkohé gé mbipesha dhe obeziteti po kthehen né
njé fenomen gjithmoné e mé té shpeshté ndonése ky nivel éshté mjaft mé i ulét sesa grup-mosha pediatrike né
Italiné fginjé. Mbrojtja e shéndetit té cdo fémijé né Shqipéri paraget njé sfidé té madhe pér sistemin shéndetésor
me qéllim gé ky i fundit té ofrojé shérbime mjekésore cilésore dhe té shpérndara né ményré homogjene pér té
gjitha kategorité sociale né vénd.

Fjalét kyce: tranzicioni demografik, vdekshmeéria foshnjore, kujdesi i kequshqgyerjes né moshén pediatrike,
obeziteti.
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ABSTRAKTTI:

Konvulsionet Febrile jané lloji mé i shpeshté i konvulsioneve tek fémijét nén moshén 5 vjec. Ato vazhdojné té jené
subjekt i interesit dhe kundérshtive qé vazhdojné té lidhen me ményrén se si duhet te trajtohen.

Qéllimi i Studimit: T¢é evidentojé se cila éshté ményra me e mire e trajtimit te konvulsioneve Febrile Komplekse
me terapi intermitente apo profilaksi me antiepileptiké.

Materiali dhe Metoda: Né studim u morén 106 fémijé me Konvulsione Febrile Komplekse. Pacientét u ndané
né 2 grupe. Né grupin e paré pérfshiheshin pacienté me Konvulsione Febrile Komplekse tek té cilét terapia e
rekomanduar ishte Diazepam dhe Antipiretike sa heré qé fémija paragiste temperaturé, dhe né grupin e dyté fémijé
me Konvulsione Febrile Komplekse té cilét mjekimi i rekomanduar ishte trajtim profilaktik me Phenobarbital ose
Acid Valproic pér njé vit pa ndérprerje. Pasi u mjekuan pér njé vit pacientet u monitoruan pér njé periudhe 3
viecare. Te dhénat u hodhén ne njé databaze te programuar paraprakisht bazuar ne te dhénat ge déshironim te
analizonim. Te dhénat u analizuan népérmjet programit SPSS.

Rezultatet: Nuk u gjenden ndryshime me sinjifikance statistikore midis grupeve pérsa i pérket riskut pér relaps
ne te 2 grupet e trajtuara. Pacientet e trajtuar pa AED treguan te dhéna EEG anormale sinjifikante ne krahasim
me grupin e trajtuar me AED.

Konkluzion: Ne konvulsionet Febrile Komplex rekomandohet ndjekja népérmjet EEG pasi sipas studimit
ndryshimet EEG kane lidhje me rikthimin e krizave. Trajtimi me antiepileptike nuk éshté i rekomandueshém
pérvec rasteve me risk te larte.

Fjale Kyce: Konvulsion febril, Epilepsi, antiepileptiké, EEG

HYRJE

Konvulsionet Febrile jané lloji me i shpeshté i konvulsion- hjéra ane ekziston frika né lidhje me efektet anésore gé

eve tek fémijét e moshés nén 5 vjec. Ndonése ato konsi-
derohen pérgjithésisht beninje, krijojné moment paniku
tek prindérit pér shkak té riskut té larté pér pérséritje.
Sipas Akademise Amerikane té Pediatrisé (1999), Konvul-
sionet febrile té thjeshta nuk kérkojné mjekim [3]. Por
pérsa i pérket Konvulsioneve Febrile komplekse ende ka
debate pér ményrén e trajtimin pér vete kompleksitetin
qé ato paraqesin. Ekziston dilema nése duhen trajtuar
me profilaksi antiepileptike apo jo. Kjo pér arsye se nga

kané barnat antiepileptike dhe nga ana tjetér démtimet
gé mund té shkaktojné krizat konvulsive sidomos ato té
zgjatura. Studimet tek kafshét kané treguar se krizat me
kohézgjatje mbi 20 minuta shkaktojné démtime cerebrale
permanente [23].

Ndér faktorét gé¢ mund té influencojné né vendimin
toné pér profilaksi afatgjaté me antiepileptike mund té
pérmendim:

m Insistimi i prindérve pér shkak té frikés nga krizat
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m Risku pér pérséritje
m Risku pér epilepsi
m Mundésia e statusit epileptik afebril

OBJEKTIVAT

Té evidentojé se cila éshté ményra me e mire e trajtimit té
Konvulsioneve Febrile Komplekse me terapi intermitente
apo profilaksi me antiepileptiké.

METODA

Né studim u morén 106 fémijé me Konvulsione Febrile
Komplekse.

Pacientét e marré né studim jané trajtuar nga Qershori
2009- Qershor 2011 prané Poliklinikés sé Specialiteteve
nr.3 Tirané. Pérvec pacientéve té paragitur pér heré té
paré né shérbimin toné ne kemi analizuar dhe kartela té
pacientéve té paragitur mé paré né shérbimin toné, apo
pacienté té klinikave té tjera qé paraqgiteshin tek ne pér
arsye té sistemit té referimit.

Kritere pérjashtuese nga studimi:

m Fémijét me Konvulsione Febrile té thjeshta.

m Fémijét qé kishin béré kriza konvulsive afebrile mé
paré.

m Fémijét me ekzaminim neurologjik jonormal.

m Fémijét me té dhéna Imazherike jonormale.

m Fémijét me infeksion té SNQ

Né klasifikuam Konvulsionet Febrile Komplekse bazuar
né kriteret e vitit 1993:

1) Krize fokale, 2) kohézgjatja mbi 15 minuta (Berg and
Shinnar, 1996; Nelson and Ellenberg,

1978) [5-21] ose kriza té pérséritura brenda 24 oréve nga
episodi i paré (Nelson and Ellenberg, 1976; Annegers et al,
1987) [1].

Faktorét gqé kané ndikim né shfagjen e konvulsioneve
febrile si:

Mosha, gjinia dhe vendbanimi;

Histori familjare pozitive pér konvulsione febrile;
Lloji i krizave;

Numri i krizave;

EEG [4]

Pacientét u ndogén pér njé periudhé 3 vjecare nga
moment qé u ndérprené mjekimet.
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Pacientét e marré né studim (n=106) u ndané né 2 grupe
pérkatésisht grupi i paré me 61 pacienté dhe grupi i dyté
me 45 pacienté.

Pérpara se té vendosnim se né cilin grup do té
kategorizonim secilin prej fémijéve, prindérve té tyre
iu sqarua paraprakisht mbi 2 modelet e trajtimit dhe
balanca risk pérfitim dhe ne mirékuptim té ploté u mor
vendimin se né cilin grup do té vendoseshin.

Arsyeja pérse u bé kjo ndarje e pabarabarté ishte pasi u
morén né konsiderate disa faktoré si fakti qé disa prindér
ishin kundér njé trajtimi afatgjate pér shkak té frikés nga
efektet anésore té barnave, apo e kundérta disa prindér té
tjeré ishin pro mjekimit afatgjaté pér arsye se kishin frike
se nuk mund té pérballeshin me faktin nése fémija do te
bénte kriza konvulsive si dhe frika pér komplikacione te
mundshme.

Figura 1. Ndarja e pacientéve sipas grupeve:

/ Kovulsione Febrile \
Kompleks
Grupil p I Grupill
(n=61) (n=45)
Grupila Grupi lb Grupilia Grupi llb
(n=38) (n=23) (n=27) (n=18)
K pa kriza me kriza pa kriza me kriza /
Analiza Statistikore

Te gjitha te dhénat u hodhén ne njé databazé te ndértuar
paraprakisht dhe u analizuar né ményre statistikore me
programin SPSS. Vlera P<0.05 u konsiderua statistikisht
sinjifikative

REZULTATET
Tabela 1. Karakteristikat e pacientéve té studiuar

Karakteristikat e pacienteve te studiuar (n=106)

Mosha (muaj) 3-60
Mesatare 21.2
Gjinia

Mashkull 61 (57%)
Femér 45 (43%)
Histori familjare pozitive pér KF 24 (22.6%)
EEG anormal 32(30.2%)
Lloji i krizave

Parciale 90(84.9%)
Te gjeneralizuara 16(15.1%)
Patienté pa terapi antiepileptike 61 (57%)
Patienté me terapi antiepileptike 45 (43 %)
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Né tabelen nr.l jepen karakteristikat e pacientéve té
studiuar. Mosha e 106 pacientéve te marré né studim ka
gené 3-60 muaj. Numri mé i madh i té sémuréve kané
gené té gjinisé mashkullore 61/106 (57.5%) dhe 45/106
(42.5%) té gjinisé femérore. 22,6% e pacientéve kané
raportuar histori familjare pozitive pér konvulsione
febrile. Ne regjistrimet EEG, 30.2% kané rezultuar me
té dhéna EEG jonormale. Krizat parciale jané hasur ne
84.9% te pacienteve dhe krizat e gjenealizuara né 15.1%.

Tabela 2. Risku pér relaps sipas grupeve

Original scientific paper I
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W Grupil

11 mGrupill

Numri i pacientéve qé kané béré kriza gjaté Figura 3. Ndrysh_imet E_EG'midis.dy gupeve qé kané héré
ndjekjes 3 vjecare sipas grupeve né raport me kriza gjaté ndjekjes 3 vjecare.
totalin e pacienteve
N=106
Grupi Grupi Il Ne krahasimet e té dhénave EEG midis dy grupeve gjaté
N % N % P ndjekjes 3 vjecare kemi evidentuar ndryshim sinjifikant
Me kriza 23 21% 18 16% 0.34 statistikor P=0.002.
- ~ Tabela 4. Risku pér relaps sipas mjekimit.
100 9 Lidhja midis ﬁrupeve pérsa i pérket riskut pér relaps gjaté
ndjekjes 3 vjecare sipas mjekimeve
80 9 Me kriza Pa kriza
N=41 N=65 P
60 1 N | % | N[ %
Diazepam dhe 0,81
40 1 21 16 antipiretiks 23 | 5609 | 38 | 5846
0 o Acid Valproic 10 24,39 14 21,53 0,73
= Phenobarbital 8 19,51 13 20 0,95
0 -
9 Grupil Grupi I ) Ne krahasimet midis 2 grupeve jané vene ndryshime

Figura nr.2. Risku per relaps

Shkalla e relapsit mbas ndérprerjes té mjekimit ishte 16%
ne grupin me AED dhe 21% ne grupin pa AED. Studime te
ndryshme japin shkallé relapsi nga 12-44%.

Tabela 3. Ndjekja 3 vjecare pas ndérprerjes sé mjekimit.

Lidhja e parametrave midis dy gupeve ge kané béré kriza gjaté
ndjekjes 3 vjecare
Grupi Ib Grupi ITh P
N=23 N=18

N| % | N| %
Gjinia
Mashkull 13 | 565 | 10 | 55.5 0.94
Femér 10 | 435 8 455 0.89
E&;}fig‘ef%g‘gg{fepsi 8 | 348 | 5 | 2728 | 064
EEG abormale 14 | 60% 2 11% 0.002
Lloji i krizave
Te gjeneralizuara 5 21.8 3 16.6 0.67
Parciale 18 | 78.2 15 | 834 0.68

te vogla ne favor te terapisé AED por jo statistikisht
sinjifikative.

Tabela 5. Risku pér relaps sipas moshés

Korrelacioni i moshés sé fillimit té krizave
pérpara fillimit té terapisé me pacientet qé
kané béreé kriza gjaté ndjekjes 3 vjecare.
Mosha N eig”
N % N % P
0-12 9 39,13 10 55,55 030
13-24 8 34,78 4 22,22 0.38
25-36 5 2173 3 16,66 0.68
37-48 1 4,54 1 5.55 0.85
49-60 0 0 0 0

Ne krahasimet midis 2 grupeve sipas moshave nuk jané
véne ndryshime statistikisht sinjifikative pérsa i pérket
riskut pér relaps.
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DISKUTIM

Ne studimin tone kemi konstatuar dominim té gjinisé
mashkullore. Njé dominim i lehté té gjinisé mashkullore
shihet edhe né punimet té tjera [21]. Disa kété e shpjegojné
me dominim té gjinisé mashkullore né popullaté por kjo
nuk shihet né punimet e shumé autoréve Japonez (Tsuboi
[25]. Késhtu Fois gjen raportin 55.15%-44.85% né favor té
meshkujve [28].

Numri mé i madh i rasteve kané gené té moshés nen 12
muaj (44.3 %) pérqgindje lehtesisht me e larte se grupmosha
13-24 muaj (25.47 %). Shifra te péraférta shihen edhe né
studime té tjera [24-27]. Duke ardhur ne rend zbrités me
rritjen e moshés 25-36 muaj (18.86 %), grupmosha 37-48
muaj 9.4%, grupmosha 49-60 muaj 1,8%. Shohim se me
rritjien e moshés ulet rreziku pér Konvulsione Febrile
Komplekse.

Né studimin tone ne evidentuam dy periudha piku né
incidencén e konvulsioneve febrile, Néntor-Janar (qé
korrespondon me pikun infeksioneve virale qé prekin
traktin e sipérm respirator, dhe Korrik-Gusht (kohé kur
sémundjet gastrointestinale jané mé té shpeshta. Te
dhéna te ngjashme pérshkruhen ne literature dhe ne
studime te tjera [26].

Historia familjare pozitive pér Konvulsione Febrile ishte
pozitive né 22.6% té rasteve.

Studime te tjera japin shifra 20% deri ne 40% [15-17]

Shkalla e relapsit mbas ndérprerjes té mjekimit ishte 16%
ne grupin me AED dhe 21% ne grupin pa AED. Studime te
ndryshme japin shkallé relapsi nga 12-44% [2].

Né punimet e autoréve té huaj pérgindja e relapsi varion.
Ka punime qé flasin pér relaps deri 30%, deri né pérqgindje
shumé té madhe té relapsit deri 80% te punimet e
autoréve japonezé.

Berg gjithashtu precizoi faktorét  parashikues té
mundshém pér pérséritje te konvulsioneve febrile: mosha
e hershme, anamneza familjare pozitive, temperature e
ulét né krizén e paré, crregullimet neurologjike si dhe
anomalité né EEG [8].

Por sidogofté shkalla e relapsit varet nga njé séré
faktorésh gé kané té bé&jné me ményrén e dizenjimit té
studimit por dhe vecori té ndryshme social ekonomike.

Krizat konvulsive parciale ishin lloji mé i shpeshté i
krizave né popullatén e marré né studim 90(84.9%).
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Ne vumeé re se prezenca e historisé familjare pozitive pér
konvulsione febrile, lloji i krizave nuk kishin ndonjé efekt
persa i pérket riskut pér relaps.

Ne pacientet me te dhéna elektroencefalografike
abnormale verehet njé risk i larte pér relaps (statistikisht
sinjifikant).

Ndryshimet mé té médha né EEG i véren né javén e paré
Yamamura. Né studimet né seri té médha prezantohen
ndryshime anormale né 35%-45% te fémijét deri né
moshén 5 vjecare, ndérsa ndryshime fokale deri 10% ka
vérejtur né studimet te tjera.

Né njé studim me 676 fémijéve Sofijanov ka vérejtur se
22% té fémijéve kané pasur ndryshime né EEG [14].

Edhe pse nuk éshté metodé e sigurt né parashikimin
e prognozés sé konvulsioneve febrile EEG si metodé
jo invazive mbetet e réndésishme né vértetimin e
ndryshimeve elektrocerebrale si dhe si prediktor i
kushtézuar né prognozén e konvulsioneve febrile dhe
kalimin e tyre né epilepsi. Ne studimin tone nuk éshté
evidentuar ndonjé ndryshim sinjifikativ midis grupeve
me dhe pa AED ne riskun pér relaps.

KONKLUZION

Ne Konvulsionet Febrile Komplekse rekomandohet ndjekja
népérmjet EEG pasi sipas studimit ndryshimet EEG kane
lidhje me rikthimin e krizave. Trajtimi me antiepileptike
nuk éshté i rekomandueshém pérvec rasteve me risk té
larté qé kemi pérmendur né kété studim.

REKOMANDIME

Né konvulsionet Febrile te Thjeshta nuk rekomandohet
trajtim me AED.

Né konvulsionet Febrile Komplekse, trajtimi me
antiepileptiké nuk éshté i rekomandueshém pérvec
rasteve me risk té larté pér rekurenca.

Né konvulsionet febrile Komplekse rekomandohet ndjekja
népérmjet EEG pasi sipas studimit ndryshimet EEG kané
lidhje me rikthimin e krizave.

Edukimi i prindérve pér ményrén e manazhimimit té
fémijes gjaté krizés konvulsive né kushtet e shtépisé, né
mungesé té ndihmés sé specializuar.

Trajtimi me antiepileptike nuk éshté i rekomandueshém
pérvec rasteve me risk té larté.
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FEBRILE SEIZURE PREVENTIVE TREATMENT OF CONVULSIVE RECURRENCES
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ABSTRACT

Febrile seizures, the most common type of seizures in infants and young children under 5 years. It continues to be
the subject of intense interest and controversy among physicians about the treatment.

Aim of study: This study was designed to identify which is the best method of treatment of Complex Febrile
Seizure with intermittent or continuous prophylaxis with AED.

Methods:106 children with diagnosis Febrile seizure Complex were included.

Patients was divided in 2 groups. Firs group patients with intermittent prophylaxis treatment Diazepam and
antipyretics during fever and second group patients with prophylactic therapy AED. Treatment duration 1 year. All
the patients was followed up for 3 years for any new seizure occur. All data were analyzed by SPSS

Results: No significant statistical difference was found between both groups regarding the rate of seizure relapse
during follow up.

It is found that presence of significantly abnormal EEG in the group treated without AED.

Conclusion: As a conclusion regarding the treatment of Complex Febrile Seizure first we must evaluate the
balance risk-benefit regarding AED treatment.

EEG monitoring in children with complex Febrile Seizure is recommended because in our study we found a
correlation between abnormal EEG and seizure relapse.

Key words: Febrile Seizure, Epilepsy, antiepileptic, EEG
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ABSTRAKT

Objektivat: Ky studim synon té vlerésojé faktorét e riskut pér Nefropatiné e Induktuar nga Kontrasti (NIK), né
pacientét qé i nénshtrohen koronarografisé ose Intervenimit Koronar Perkutan (PCI) né njé gendér spitalore
terciare, né Shqipéri

Metodat: Midis pacientéve gé i nénshtrohen koronarografisé ose PCI né Qendrén e Katerizimit té Zemrés né QSU
“Néné Tereza” Tirané, u studjuan pér faktoré risku pér NIK 1231 pacienté, nga 2010 deri né 2014. NIK u pérkufizua si
njé rritje né nivelin e kreatininés serike, mé tepér se 0.5 mg/dl ose 25% té nivelit bazal, né 48/72 oré pas ekspozimit
ndaj agjentit té kontrastit krahasuar me vlerén bazale té kreatininés. U vlerésuan faktorét konvencionalé té
riskut pér NIK, mé té pranuar né literaturé: lesioni renal pre-ekzistent, Diabeti mellitus, mosha>65 vje¢, anemia,
Insuficienca Kardiake, volumi i kontrastit; duke u pérdorur analiza e regresionit logjistik binar dhe ajo multivariate.
Incidenca e NIK u pérllogarit si njé pérgindje e totalit. U konsiderua sinjifikante vlera e p< 0.05

Resultate: Popullata e studjuar ishte 804 pacienté (427 pacienté té pérjashtuar; nuk plotésuan kriteret e
pérfshirjes). Incidenca né total e NIK ishte 14.4% . Faktorét e riskut té shogéruar me zhvillim té NIK rezultuan:
lesion renal pre-ekzistent, [OD: 1.57; C195%: 1.02-2.41] (p=0.039), mosha>65 vjec [OD: 1.52; C195%: 1.02-2.26](p=0.038),
Insuficienca Kardiake (p<0.001). Faktorét e tjeré si Diabeti mellitus, anemia, volumi i kontrastit nuk rezultuan
faktor risku té pavarur pér NIK.

Konklusion: Aférsisht 14.4% e pacientéve gé ju nénshtruan koronarografisé bén NIK, gé pérbén dhe incidencén e
NIK-ut mé té pérshkruar né literaturé. Edhe pse incidenca e NIK né prezencén e faktoréve té riskut konvencionalé
ishte mé e larté, faktoré té pavarur risku pér NIK rezultuan: lezioni renal pre-ekzistent, mosha>65 vjec, Insuficienca
Kardiake. .

Fjalét kyce: faktoré risku, NIK, incidenca, kontrast, koronarografi, PCI

HYRJE

NIK pérbén shkakun e treté té hospitalizimeve pér karakterizuar nga njé rritje sinjifikante e kreatininés
Insuficiencés renale akute (IRK), duke kontribuar né 10% serike, me mé tepér se 0.5 mg/dl ose mé tepér se 25% e
té rasteve té IRK té hospitalizuara [1]. Eshté e pékufizuar vlerés bazale té kreatininés, né 48/72 oré pas ekspozimit
zakonisht si njé pérkegésim akut i funksionit renal ndaj agjentit té kontrastit, krahasuar me vlerén bazale
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té kreatininés serike para procedurés[1]. NIK shogérohet
me rritje té vdekshmérisé, sémundshmeérisé dhe kostos
sé trajtimit[1]. Megjithése zakonisht éshté tranzitore, me
rikthim né 1-3 javé, crregullimi i funksionit renal mund
té jeté né disa raste i pérhershém me rrezik pér sémundje
renale kronike dhe nevojén pér dializé té pérkohéshme
ose té pérhershme[l]. Incidenca e raportuar nga
literatura pér NIK ndryshon gjerésisht nga 2%- 30%, duke
u varur nga popullata e studjuar, kriteret diagnostike
dhe faktorét e riskut prezenté. Duke gené se edhe numri
i pacientéve té riskuar gé ekspozohen ndaj substancés sé
kontrastit éshté gjithmoné dhe mé i madh, NIK paraget
njé problem klinik vazhdimisht né rritje. Parandalimi
éshté celési pér té reduktuar incidencén e NIK dhe kjo
fillon me identifikimin e pacientéve me risk té larté
bashké me menaxhimin e pérshtatshém periprocedurial.
Eshté gjetur njé korelacion i fugishém midis faktoréve té
riskut dhe lezionit renal preekzistent, Diabetit mellitus,
moshés sé avansuar, insuficiencés kardiake kongjestive,
volumit dhe llojit té substancés sé kontrastit, pérdorimit
konkomitant té substancave nefrotoksike, dehidrimit [1].
Synimi i kétij studimi éshté té béjé njé profil té pacientéve
té cilét zhcillojné NIK pas koronarografisé dhe/ose
PCI, duke synuar marrjen e masave té pérshtatéshme
parandaluese, népérmjet analizés sé faktoréve té riskut,
té pranuar mé gjerésisht né literaturé.

Qéllimet e studimit:

m Té identifikojé dhe vlerésojé faktorét e riskut pér NIK
né pacientét qé i nénshtrohen procedurave interven-
cionuese koronare, né Qendrén e Kateterizimit té
Zemrés, né QSU “Néné Tereza” Tirané, né njé periud-
hén kohore Janar 2010 - Dhjetor 2014.

Kriteret e pérfshirjes né studim:

m Pacienté gé kryejné koronarografi ose PCI, né Qen-
drén e Kateterizmit té Zemrés, QSU “Néné Tereza”
Tirané (2010-2014).

m Pacienté té ciléve u matet kreatinina para procedurés
invazive koronare dhe né 48/72 oré pas procedurés
me kontrast intra-arterial.

Kriteret e pérjashtimit:

m Pacienté né dializé kronike

m Pacienté té ciléve nuk u arrit t'u matet kreatinina
serike (KrS) para procedurés me kontrast dhe té
paktén 48/72 oré pas procedurés.

Pikémbérritjet:
Primare:

m incidenca e NIK né 48/72 oré.
m vlerésimi i faktoreve té riskut pér NIK
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Sekondare:
m Roliivlerés absolute té KrS para procedurés si faktor
risku pér NIK (KrS >1.5 mg/dl).

MATERIALE DHE METODA

Studimi éshté prospektiv case-control, qé pérfshiu 1231
pacienté, gé realizuan koronarografi dhe/ose ndérhyrjes
perkutane koronare ( PCI) né Qendrén e Kateterizimit té
Zemrés né QSU “Néné Tereza” Tirané , prej vitit 2010-
2014.

U mat vlera e KrS para procedurés dhe 48/72 oré pas
procedurés. U monitoruan faktorét e rrezikut madhoré
pér zhvillimin e NIK mé gjerésisht té pranuar né litera-
turé: (mosha, diabeti mellitus (DM), lezioni renal pre-
ekzistent (LRP), anemia, insuficienca kardiake (IK), sasia
e kontrastit té pérdorur) dhe u vlerésua sinjifikanca e se-
cilit prej tyre.

NIK u konsiderua rritja e vlerés sé kreatininés pas 48/72
orésh né vleré relative me >25% dhe/ose né vleré absolute
me 20.5 mg/dL krahasuar me vlerén e kreatininés se
fundit para procedurés.

Lezioni renal pre-ekzistent i pérkufizuar si GFR (Glomer-
ular Filtration Rate) <60/ml (Shkalla e filtrimit glomeru-
lar); gjithashtu pacientét me kreatinine para procedurés
>1.5 mg/dL u konsideruan edhe ata me LRP, dhe u pérdor
si kriter pér analizén statistikore referuar LRP, né tjetér
ményré pérkufizimi.

m  Né pérllogaritjen e GFR u pérdor formula Cockcroft-
Gault:

Femrat:

ml) (140 — mosha{vite} - pesha{kg})
GFR {%} =085 72 - KrS{mg/dl}
Meshkuj:
GFR {ﬂ} _ (140—mosha{vite}-pesha{kg})

min 72-KrS{mg/dl}

m Pacient me anemi u konsideruan ata me vlera té
hemoglobinés (Hb)<12 mg/dl

m Pacient me insuficiencé kardiake u morén né
konsideraté vetém ata me disfunksion sistolik, me
EF<50%.

m  Vleré cutt-off pér moshén si faktor risku pér NIK u
mor 65 vjec.

Tek pothuajse té gjithé pacientét u pérdor lénda e

kontrastit Ultravist 370 (iopromide); njé 1éndé kontrasti

jo-jonike, me osmolaritet té ulét.



ANy

Analiza statistikore

Incidenca u mat né pérgindje ndaj totalit té rasteve
dhe u pérdor testi Hi katror pér variablat kategorike té
krahasimit midis grupeve dhe Testi i studentit -t test-
pér variablat e vazhdueshme. Vlera e p u konsiderua
sinjifikante nése <0.05. Pér gjetjen e sinjifikancés sé
faktoréve té riskut u pérdorén analiza e regresionit
logjistik binar si edhe multivariabél.

REZULTATET

Numri total i pacientéve gé u perfshiné né studim ishte
1231. U pérjashtuan nga analiza 427 pacientém té ciléve
nukju gjet e vlerésuar KrS né 48/72 oré pas procedurés me
kontrast. Pra pacienté té studjuar gé plotésonin kriteret
pér analizén toné ishin 804 pacienté. Ndér pacientét e
analizuar rezultuan 116 pacienté qé kané béré NIK 48/72
oré, me njé incidencé té NIK prej 14.4%. Pérvec néngrupit
té pacientéve me DM, incidenca e NIK né négrupet e tjeré
me faktorét klasiké té NIK éshté mé e larté se incidenca e
pérgjithéshme 14.4% (Tab.1).

Tab.1 Incidenca e NIK né néngrupe pacientésh me
faktoré risku
Faktorét e LRP, . Mosha Insuficiencé | Anemi Dial.)et
. -~ | bazuar né | >65 vje¢ . mellitus
riskut pér kardiake (91 | (159
GFR(195 | (298 ake { DI (236
NIK A e pacienté) |pacienté) L
pacienté) | pacienté) pacienté)
Incidenca | 18.9% 177% 18.6% 18.8% 13.1%

Kur faktorét e riskut té njohur, pérfshiré kétu edhe sasiné
e kontrastit, u analizuan sipas analizés sé regresionit
logjistik binar ose multivariat, rezultuan té jené faktoré
té pavarur pér NIK: LRP (GFR<60 ml/min ose KrS> 1.5
mg/dl, para procedurés me konstrast), mosha>65vjec si
edhe IK. Faktorét e tjeré si DM, sasia e kontrastit dhe
anemia nuk rezultuan faktoré ta pavarur risku pér NIK.

Lezioni renal pre-ekzistent (LRP)

Pér LRP e pérkufizuar si GFR<60 ml/min para procedurés
me kontrast, bazuar né analizén e regresionit logjistik
binar, rezulton se ka njé lidhje rastésore, statistikisht
té réndésishme mes NIK dhe LRP. Pacientét me LRP,
kané pothuaj 60% mé shumé gjasa se ato pa LRP, pér té
béré NIK [OD: 1.57; C195%: 1.02-2.41] (p=0.039)(Tab.5) Nga
pacientét me LRP, 18.9% prej tyre zhvilluan NIK, ndérsa
nga pacientét pa LRP, zhvilluan NIK vetém 12.9% prej
tyre (79 nga 609 pacienté). LRP kishte sensitivitet 31.3%
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dhe vleré prediktive pozitive té ulét 18.97%; specificitet
té larté dhe vleré prediktive negative relativisht té larté,
87.03%.

Gjithashtu LRP sipas kriterit té pérkufizimit té KrS
>1.5mg/dL (para procedurés me kontrast) rezultoi faktor
risku i pavarur pér NIK (Tabh.5). Nga pacientét me LRP
(Kr>1.5 mg/dl), 21.1%(15 nga 71 pacienté) zhvilluan NIK
48/72 oré, ndérsa nga pacientét pa LRP zhvilluan NIK
vetém 13.7% (101 nga 733pacienté) (p<0.001). Pacienét qé
kané LRP, bazuar né kété kriter, kané 3.3 heré mé tepér
risk pér té zhvilluar NIK né 48 oré. LRP kishte sensitivitet
dhe vleré prediktive pozitive té ulét pérkatésisht 12.9%
dhe 21.1%, por specificitet dhe vleré prediktive negative
té larté, pérkatésisht 91.1% dhe 86.2%.

Kur krahasohen midis tyre roli e GFR dhe vlera absolute
e kreatininés para procedurés (>1.5 mg/dl), si elemente té
pérkufizimit té LRP, rezulton se LRP e pérkufizuar si GFR
<60ml/min ka sensitivitet dhe vleré prediktive negative
pak mé té larté; specificitet dhe vleré prediktive pozitive
mé té ulur , krahasuar me LRP té pérkufizuar né bazé té
kreatininés.

Mosha

Gjithashtu duke u bazuar né analizén e regresionit
logjistik binar, rezulton se ka njé lidhje rastésore,
statistikisht té réndésishme mes NIK dhe moshés mbi 65
vjec; pacientét me moshé mbi 65 vjec, kané pothuajse 52%
mé shumé gjasa se ata nén 65 vjec, pér té béré NIK [OD:
1.52; C195%: 1.02-2.26](p=0.038). (Tab. 5)

Insuficienca kardiake (IK)

Bazuar né analizén e regresionit logjistik binar, rezulton
se nuk ka lidhje statistikisht té réndésishme mes NIK dhe
IK p=(0.22) (Tab. 5). Por né analizén multivariate té lidhjes
sé NIK-ut me faktorét e riskut u konstatua se i vetmi faktor
risku qé kishte lidhje me NIK ishte IK (p<0.001) (Tab.2).

Tab.2 Lidhja e NIK me faktorét e riskut, analiza
multivariate

Variablat Vlera p oD 95% C.I.
LRP+DM 148 4.50 .585 34.679
IK .000 4.63 2.136 10.049
Mosha >65vjec 112 1.80 872 3.726
Sasia e kontrastit 753 1.00 997 1.004

Konstant 004 424

59 | Medical Journal - MEDICUS

AN



Original scientific paper

Diabeti mellitus (DM):

Bazuar né analizén e regresionit logjistik binar, rezulton
se nuk ka lidhje statistikisht té réndésishme mes NIK dhe
DM(p=0.502)(Tah.5)

Kuruanalizuan DM dhe LRP sé bashku, u pa se si né grupin
me kéto dy faktoré risku, edhe né grupin pa kéto faktoré
risku, zhvilluan NIK pérkatésisht 14.49% dhe 14.42%.
Gjithashtu, bazuar né analizén e regresionit logjistik
binar, rezultoi se edhe shogérimi i DM me GFR<60ml/

0000000000000

se nuk ka lidhje statistikisht té réndésishme mes NIK dhe
sasisé sé kontrastit >100 ml (p=0.479)(Tab. 5).

Pérmes Testit té Studenti (t test) shihet se sasité mesatare
té kontrastit si te pacientét me NIK dhe tek ata pa NIK
jané pothuajse té barabarta (p=0.262). Pra éshté e véshtiré
té pércaktohen vlera cutt off pér sasiné e kontrastit qé té
pérbéjé faktor risku pér NIK (Tab.4). Kété e vérteton dhe
kurba ROC (Fig 1).

Tab.4 Sasia e kontrastit dhe NIK

min, nuk pérbénte faktor risku pér NIK(p=0.987), njé " —
rezultat jo konkordant me rezultatet e studimeve té tjera - | E 3| & § El = =
né literaturé ( Tab. 3). =S | EE| B |BLgE| & g
28| 2 | EE| = | F
Tab.3 Lidhja midis DM + LRP dhe NIK = =
. NIK Total ) Sasia po 116 | 189.22 | 122.44 | 1.123 | 0.262
Jo po ontrastit
) Sasia, =9 10 60 jo 688 | 17737 | 102.02
1()113\2;551}’ PO 9 me NIK 14.49%
GFR) | | Susia 629 106 5| (. ROC Curve N\
0 7% me NIK 14.42%
Sasia, 688 116 804
Total 0.8
%meNIK | 100.0% | 1000% | 100.0%
Anemia » 061
Bazuar né analizén e regresionit logjistik binar, rezulton 'E
se nuk ka lidhje statistikisht té réndésishme mes NIK | & ..
dhe pranisé sé anemisé (e pérkufizuar si Hb<12 mg/dL)
(p=0.079)(Tah.5). Edhe kur Hb u mor si njé variabél sasior i o
vazhdueshém, bazuar ne kété analizé, rezulton se nuk ka
lidhje statistikisht té réndésishme mes NIK dhe nivelit té 00 | , , , , ,
Hb(p:0171) (Tab 5) ‘ 1‘-Specificiiy
. . K Diagonal segments are produced by ties. /
Sasia e kontrastit Fig.1. Kurba ROC e lidhjes midis sasisé sé kontrastit
Bazuar né analizén e regresionit logjistik binar, rezulton dhe NIK.
Tab.5 Regresioni logjistik binar i faktoréve té riskut pér NIK
. 95% C.I. pér Exp (B)
B S.E. WALD df Sig. (p) | Exp(B) Tposhtém | Isipérm
Step 1 LRP_Bazuar_GFR 452 219 4.260 1 039 1571 1.023 2413
Kostante -1.903 121 249.092 1 .000 149 ’ ’
SteplLRP bazuar KrS para procedurés) 3.510 363 93.473 1 .000 3.340 1640 6.810
Kostante 429 243 3.121 1 077 1.536 ’ )
Step 1* Mosha_>65 vjec 419 203 4.283 1 038 1.521 1.022 2263
Kostante -1.950 135 209.82 1 .000 142 ) )
Step 12 1K 354 290 1.491 1 222 1.425 807 2515
Kostante -1.825 108 283.910 1 .000 161 ’ '
Step 1 DM -152 226 451 1 502 859
Kostante 77 | s |2 | 1 000 | 176 352 1338
Step 1*° DM+LRP bazuar né GFR .006 358 .000 1 987 1.006 499 2028
Kostante -1.781 105 287638 1 .000 169 ’ )
Step 1* Anemia -410 233 3.078 1 079 664 40 1.049
Kostante 1.868 116 260.015 1 .000 6.477 ) )
Step 1* Hemoglobina -090 .066 1.874 1 171 914 804 1.040
Kostante -602 .860 490 1 484 .548 ’ ’
Step 1° Sasia e Kotrastit>100 ml 147 207 501 1 479 1.158 7 1.739
Kostante -1.870 164 130.288 1 .000 154 ' ’
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DISKUTIM

Rezultatet e kétij studimi né lidhje me faktorét e
riskut sinjifikanté pér NIK pas koronarografisé ose
PCI pérputhen me studimet e tjera vetém pér disa nga
faktorét e riskut té studjuar. Variabiliteti i pérkufizimit
té NIK midis studimeve mund té jeté njé nga arsyet
bazé té mospérputhjes sé rezultateve. Né studimin toné
u pérdor si kriter sasior pér NIK rritja e kreatininés 48
oré pas procedurés né vleré relative >25% dhe/ose né
vleré absolute >0.5 mg/dL. Né studime té ndryshme
pérdoret vetém njéri nga kriteret; né disa studime NIK
llogaritet bazuar né vlerat e kreatininés ditén e 3-5-té
pas procedurés, q¢ mund té ndikojné né ndryshimin e
incidencés sé NIK si dhe té sinjifikancés sé faktoréve té
riskut té studjuar [2,3.

Mosha > 65 vjec rezultoi se kishte lidhje statistikisht
sinjifikante me NIK, ndoshta kjo e lidhur me faktin gé
mé té moshuarit kané veshka mé fraxhile dhe mé té
ndjeshme ndaj léndéve nefrotoksike si pér shembull
lénda e kontrastit [4].

Ekzistojné té dhéna té limituara pér té pércaktuar
epidemiologjiné e NIK tek té moshuarit. Njé meta-analizé
e studimeve mé té fundit (22 studime, me 186455 pacienté
nga té cilét 67831 ishin té moshuar >65 vjec) tregoi se
incidenca né total pér NIK tek te moshuarit ishte 13.6%,
(95% CI10.1-18.2, I’=0.496 ). Risku i zhvillimit té NIK tek
té moshuarit rezultoi mbi 2 heré mé i larté sesa né
pacientét e rinj, edhe pas azhustimit pér faktorét e tjeré
té riskut [5]; kurse né studimin toné té moshuarit (>65
viec) kishin 52% mw shumw risk pwr NIK.

LRP sido qé u pérkufizua: GFR para procedurés <60 ml/
min ose KrS para procedurés >1.5 mg/dl; rezultoi se kishte
lidhje statistikisht sinjifikante me NIK. Gjithashtu nga
analiza multivariate e faktoréve té riskut pér NIK rezultoi
se IK kishte lidhje statistikisht sinjifkante me NIK. Kéto dy
rezultat pérputhen me pothuajse té gjitha studimet [7,8,9].
Kjo pasi pacientét me LRP kané pérgjigje vazodilatatore té
reduktuar qé éshté njé faktor i réndésishém né zhvillimin
e NIK. Né té njéjtén kohé, reduktimi i filtrimit glomeral
te kéta pacienté zgjat eliminimin e léndés sé kontrastit
nga qarkullimi, duke theksuar né kété ményré efektet
e saj citotoksike dhe hemodinamike. Nga ana tjetér
insuficienca kardiake karakterizohet nga ulja e debitit
kardiak, rritja e aktivitetit neurohumoral vazokonstriktor
dhe ulja e vazodilatacionit renal i varur nga NO, gé mund
té cojé né hypoperfuzion té medulés renale.

Shénojmé qé né studimin toné specificiteti i pérdorimit té

Original scientific paper I

KrS para procedurés ishte mé i larté se GFR pér zbulimin
e pacientéve qé béjné NIK. LRP bazuar me rritje te nivelit
te KrS para procedurés eshte injohur si njé faktore risku
vendimtar per zhvillimin e NIK, i konfirmuar edhe né
kété studim. Né studimin e Gruberg dhe Mehran [24],
pavarésisht hidratimit preprocedurial dhe pérdorimit
té substancés sé kontrastit jo-jonike, NIK shfaget né 1/3 e
pacientéve gé ju nénshtruan PCI dhe kishin KrS >1.8 mg/
dL.Sa mé e larté té jeté vlera e kreatininés bazale, aq mé i
madh éshté risku pér NIK. Né njé tjetér studim tregohet se
nése vlera e kreatininés bazale éshté 1.4-1.9 mg/dL, risku
pér NIK rritet 5 fish [25]. Edhe né studimin toné pacientét
qé kishin KrS para procedurés >1.5 mg/dl, kishin 3.3 heré
mé tepér risk pér té zhvilluar NIK.

Megjithaté, kreatinina bazale nuk éshté mjaftueshém pér
té identifikuar pacientét né rrezik pér NIK. Kjo pér arsye
se KrS ndryshon me moshén, masén muskulare dhe
gjininé. Prodhimi i KrS ulet me moshén: njé vlere normale
e KrS né pacientét e moshuar korelon né pérgjithési me
njé ulje té moderuar né funksionin renal. Pér té vlerésuar
me realisht funksion renal, duhet té realizohet vlerésimi
i klirensit te kreatininés [26,27,28]. Edhe né studimin toné
sensitiviteti i GFR pér zbulimin e NIK ishte mé i larté se
aiiKrS: 31.9 vs12.9.

Fakti qé nuk gjetwm njé lidhje statistikisht sinjifikante
midis sasisé sé kontrastit >100 ml dhe NIK; as kur
kotrasti merrej si variabwl i vazhdueshém, nuk na lejon
té pércaktojmé njé vleré cut off mbi té cilin rritet shumé
rreziku pér té zhvilluar NIK. Kjo lidhet ndoshta me sasiné
jo té madhe té konstrastit té pérdorur né pacientét e
pérfshiré né studim (189+122 ml). Duke gené e njohur
nga literatura qé sasia e kontrastit pérbén njé faktor
risku pér NIK, mendojmé gé mjekét interventionisté kané
synuar té reduktojné sasiné e kontrastit té pérdorur.
Gjithashtu duhet pérmendur edhe fakti qé kontrasti i
pérdorur éshté né ményré absolute i llojit jo-jonik, me
osmolaritet té ulét (Ultravist 370 (iopromide), gé ka
shkallé té ulét démtimi té funksionit renal. Megjithaté
shumica e studimeve indikojné se volumi mé imadh
i kontrastit ndikon né ményré té qarté negativ mbi
funksionin renal sidomos né presencé edhe té faktoréve
té tjeré té riskut. Edhe doza relativisht té vogla kontrasti
( me pak se 100 ml), mund té té induktojné insuficience
renale permanente dhe nevojén pér dializé né pacientét
me sémundje renale kronike [10,17,18,19]. Por rezultat té
njéjté me studimin toné kané patur edhe né studimin :
Radiocontrast nephropathy: is it dose related ?[16],ku
éshté pérdorur Ultravist (Iopromide).
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Edhe studime té tjera té réndésishme tregojné se DM nuk
pérbén faktor risku té pavarur pér NIK. [11,12,13,14]. DM
rezulton té jeté njé faktor i pavarur pér NIK atéheré kur
shogérohet me proteinuri, gjé qé né studimin toné nuk
u arrit té pércaktohet; nuk u mat protenuria [11,13,14].
Eshté e véshtiré té gjendet njé shpjegim se pse shogérimi
i DM me LRP nuk coi né incidencé mé té madhe té NIK.
Njé nga arsyet mund té jeté se shumé pacienté me LRP té
réndésishme dhe probabilisht me DM, jané ménjanuar
nga kryerja e koronarografisé, duke u konsideruar me
risk té larté pér dializé, komplikim qé pacienti e pranon
me véshtirési. Dhe ngelet vetém njé pérgindje jo e madhe
pacientésh me LRP dhe me DM (69 pacienté) dhe gé kané
héré NIK -vetém 10 prej tyre; jo sinjifikante pér té ndikuar
né rezultate.

Grupi i pacientéve me anemi pavarésisht incidencés sé
larté té NIK (18.8 %) gjithsesi nuk rezultoi si faktor risku
i pavarur pér NIK , as kur u pérkufizua si Hgh < 12 g/dL
dhe as kur Hb u mor si variabél numeéror i vazhdueshém,
rezultat i kundért me disa studime té tjera [4,15,22,23].
Pacientét me anemi para procedurés jané mjekuar
paraprakisht pér aneminé (edhe transfuzion gjaku), duke
patur vlera té pranueshme anemie. Kjo rezulton edhe nga
té dhénat ku né grupin me NIK vlerat e Hb kané gené
12.97+1.7 kurse né até pa anemi rezultojné 13.18+1.49, duke
mos pasur ndonjé diferencé sinjifikative. Kjo mund té jeté
njé nga arsyet se pse anemia nuk ka rezultuar faktor risku
i pavarur pér NIK , rezultat i njéjté edhe me studime té
tjera si: Risk factors for contrast induced nephropathy: A
study among Italian patients [21].

KONKLUZIONE

Incidenca e NIK né popullatén e pacientéve gé ju
nénshtruan koronarografisé dhe/PCI né QSU “Néné
Tereza”, éshté e ngashme me incidencén e shumicés sé
studimeve té tjera né literaturé. Faktorét e pavarur té
riskut pér NIK siLRP, IK, Mosha>65 vjec, gé u konfirmuan
edhe né studimin toné, duhen té kihen gjithmoné parasysh
duke béré té mundur identifikimin e popullatés me risk té
larté pér NIK si edhe pér marrjen masave paraprake pér
parandalimin e saj. Nevojiten punime té tjera , me numér
mé té madh pacientésh pér té studjuar faktorét e tjeré té
riskut jo té konfirmuar né studimin toné si DM, Anemia,
sasia e kontrastit. Pavarésisht se KrS para procedurés ka
specificitet té larté pér zbulimin e pacientéve me risk pér
NIK, pér té vlerésuar me realisht funksion renal, duhet té
realizohet vlerésimi i klirensit te kreatininés (GFR).

Eshté shumé e réndésishme unifikimi i pérkufizimit né
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NIK pasi kjo do té lehtésonte krahasimin e incidencés, té
sinjifikancés sé faktoréve té riskut, por sigurisht edhe té
strategjive mé té mira pér parandalimin dhe trajtimin e
NIK.
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RISC FACTORS FOR CONTRAST INDUCED NEPHROPATHY IN PATIENTS UNDERGOING
CORONARY ANGIOGRAPHY OR PERCUTANEOUS CORONARY INTERVENTION- REZULTS OF
THE STUDY FROM “MOTHER THERESA” UNIVERSITY HOSPITAL CENTER , TIRANA
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ABSTRACT

Objectives: This study sought to evaluate the risk of Contrast Induced Nephropathy (CIN) in patients undergoing
coronary angiography or Percutaneous Coronary Intervention (PCI) in a tertiary hospital center, in Albania.
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Methods: Among patients undergoing coronary angiography or PCI at Cardiac Catheterization Center in “Mother
Theresa” UHC, Tirana, were studied for risk factors for CIN 1231 patients, from 2010 through 2014. CIN was
defined as the increase in serum creatinine levels, more than 0.5 mg/dl or 25% of baseline levels, within 48-72 h
after exposure to a contrast agent compared to baseline serum creatinine values. Incidence of CIN was calculated
as a percentage of total. The Binary logistic and Multivariate logistic regression was used to evaluated risk
factors of CIN: Pre-existent renal lesion, diabetes mellitus, age>65 years, anemia, heart failure, contrast volume.
A p-value of less than 0.05 was considered statistically significant.

Results: The study population was 804 patients ( 427 patients were excluded; they didn't met inclusion criterias).
The overall CIN incidence it was 14.4%. The risk factors associated with development of CIN included: Pre-
existent renal lesion, [OD: 1.57; C195%: 1.02-2.41] (p=0.039), age>65 years [OD: 1.52; C195%: 1.02-2.26](p=0.038), heart
failure(p<0.001). The other factors as Diabetes Mellitus, Anemia, Contrast volume didn’t resulted as independent
risk factor for CIN.

Conclusions: Approximately 14.4% of patients undergoing coronary angiography or PCI experience CIN, which is
the most incidence of CIN described in other studies. Even the incidence of CIN in the presence of conventionally
risk factors is higher, the independent risk factors of CIN resulted: pre-existent renal lesion, age>65 years, heart
failure.

Key words: risk factors, CIN, incidence, contrast, coronary angiography, PCI.
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ABSTRAKT

Hyrje: Infeksionetgenitale me natyrés bakterialdhe/ose parazitare né shtatzani pérbéjné problem madhor
té shéndetit publik né shkallé globale. Né rreth 80% té rasteve infeksioni nga chlamydia trachomatiséshté jo-
simptomatik dhe shkakton shtatzéni ektopike dhe lindje premature.

Qéllimi ikétij studimi éshté vlerésimi i ndikimit té vaginozave bakteriale né lindjen e parakohéshme dhe vlerésimi
i riskut pér té zhviluar ruptur té membranave né femrat me dhe pa Klamidiazé.

Metodologjia: Studimi i tipit kroseksional i kryer né perjudhén Janar - Gusht2015 né spitalin e pergjithshem ne
sherbimin obstetrik - gjinekologjik té Stugés. Né studim u pérfshijné 55 femra me moshé gravidance mbi 23-26 javé
dhe gé vuanin nga vaginoza bakteriale. Instrumenti i pérdorur pér grumbullimin e té dhénave ishte pyetésori i
cili pérmbanteté dhénave socio-demografike, anamneza medikale dhe até ostetrikale. Pacientet u ndogén deri né
pérfundimin e lindjes. Lindje parakohe u quajt lindja para 37 javéve dhe pesha e bebit me pak se 2500 gr.Analiza
statistikore e té dhénave éshté kryer népérmjet paketés statistikore SPSS vrs.17 dhe sinjifikanca statistikore u
konsiderua e réndésishme pér P<0.05

Rezultate: Mosha mesatare e subjekteve né studim ishte 30,22vjec 6,491 vjet.Chlamydia trachomatis u
diagnostikua né 43,6 % té rasteve, Trichomonas vaginalisné 23,6 % dhe Gardnerella vaginalisné 18,2%. 4,6% e
femrave me Klamidiazé zhvilluan ruptura té membranés (RR= 2,6 ; CI195%= 1,6-3,4)

Pérfundime:Femrat me vaginoza bakteriale kryesisht me Chlamydia trachomatis pozitive kané risk me té larté
pér té patur lindje premature krahasuar me femrat pa klamidiazé.

Fjalé kycge: rupturé, vaginozé bakteriale

HYRJE:

Infeksionet né shtatzéni me natyré bakteriale dhe/ose

parazitare pérbéjné problem madhor té shéndetit publik
né shkallé globale [1].

Literatura té cilés i jemi referuar tregojné se infeksioni
klamidial zé propocionin mé té madh midis bakteriozave
vaginale. Né rreth 80% té rasteve infeksioni nga chlamydia
trachomatis éshté jo-simptomatik, shkakton shtatzéni
ektopike dhe éshté i lidhur ngushté me shkolitjen e
parakohéshme té mebrananés fetale si dhe lindjen e
parakohéshme. Nga té njéjtat studime rezulton se risku

i lindjes premature né rastet me vaginozave bakteriale
éshté 2 deti né 11 heré mé i larté krahasuar me rastet pa
vaginozé (CI 95%, [1.8- 29.4]) [2].

Sipas njé studimi eksperimental, mikroorganizmat e
vaginozés bakteriale prodhojné faktoré duke pérfshiré
edhe proteazat (IgAse, kolagjenazés, etj) qg¢ mund té
lehtésojné transportin e baktereve té membranave fetale
dhe démtojné integritetin e cipés sé fetusit. [2].

Né Spitalin e pergjithshem ne sherbimin Obstetrik
Gjinekologjik té Strugés incidenca e lindjeve premature
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ka pésuar ulje dhe vlerésohet pér vitin 2014 té jeté 6,3%.
Pérkundrazi incidenca e vaginozave bakteriale pér té
njéjtin vit ka pésuar rritje.

Qéllimi i kétij studimi éshté vlerésimi i ndikimit té
vaginozave bakteriale, kryesisht chlamydia trachomatis,
né shkolitjen e parakohéshme té mebrananés fetale si
dhe lindjen e parakohéshme dhe vlerésimi i riskut pér
té zhvilluar rupturé té membranave fetale né femrat me
dhe pa Klamidiazé.

METODOLOGJIA

Studimi i tipit kroseksional i kryer né perjudhén Janar
- Gusht 2015 né Spitalin e pergjithshem ne sherbimin
Obstetrik Gjinekologjik té Stugés. Instrumenti i pérdorur
pér grumbullimin e té dhénave ishte pyetésori i cili
pérmbante té dhénave socio-demografike, anamneza
medikale dhe até ostetrikale. Pacientet u ndogén deri né
pérfundimin e shtatzénisé. Lindje parakohe u quajt lindja
para 37 javéve dhe pesha e bebit me pak se 2500 gr [4,
5]. Llogaritja e moshés sé gravidancés u bazua né ditén
e paré té menstruacioneve té fundit duke u konfirmuar
edhe me ekografiné e paré.

Vlerésimi i ankesave nga ana klinike éshté héré né bazé
té shtimit té sekrecioneve vaginale né njé shkallé té
lehté ose té moderuar, sekrecione kéto me eré té réndé.
Gjithashtu kjo ngjarje shéndetésore shogérohet edhe me
irritimi vulvar, disuri dhe dispareuni [3, 4, 5, 6, 7, 8].

Analiza statistikore e té dhénave éshté kryer népérmjet
paketés statistikore SPSS vrs.17 dhe sinjifikanca
statistikore u konsiderua e réndésishme pér P <0.05

REZULTATE

Né studim u pérfshijné 55 femra me moshé gravidance
mbi 23-26 javé dhe gé vuanin nga vaginoza bakteriale.

Tabela 1. Shpérndarja sipas grup - moshés sé pacienteve

Variabli Frekuenca Pérqindja
21 deri né 25 vjeg 15 273 %
26 deri né 30 vjec 15 273 %
31 deri né 35 vjeg 15 273 %
36 deriné 40 vjeg 4 71%
Mbi 40 vjeg 5 9.0 %
Mosha Mesatare 30,22 vjec * 6,491 vjet

Pér té lehtésuar kryerien e analizés statistikore, subjektet
i kemi grupuar sipas moshés. Kemi njé shpérndarjen
thuajse té barabarté midis grup moshave 21 deri né 25
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vjec, 26 deri né 30 vjec dhe 31 deri né 35 vjec. Gjithashtu
i njéjti fenomen haset dhe pér grupmoshat mbi 35 vijec.
Mosha mesatare e subjekteve né studim ishte 30,22 vjec
+ 6,491 vjet.

Tabela 2. Shpérndarja sipas vendit té banimit dhe etnisé

Variabli | Frekuenca |Pérgindja| Variabli |Frekuenca |Pérgindja
Qytet 24 43,6 Shqipétare 31 56,4
Fshat 31 56,4 | Magedonase 24 436
Total 55 100,0 Total 55 100,0

Aférsisht 56% e femrave i pérkisnin etnisé shqiptare dhe
43, 6% i pérkisnin etnisé magedonase.

Mé shumé se 54 % e subjekteve té hospitalizuar e té
pérfshira né studimin toné raportuan té jetojné né
qvtet ndérsa 43 % né fshat dhe propocioni mé i madh
kétyre grave shtatzéna jané me arsim té mesém (54,5
%). Njé pérgindje relativisht e vogél (1,8%) jané me arsim
universitar.

Pérdorimi i antibiotikeve mund té eleminojé bakteriozén
vaginale ose té modifikojé efektin e tij né rezultatin e
gravidancés. Rezultatet e té dhénave jané mbledhur
tek grate té cilat nuk kané pérdorur antibiotike gjaté
periudhés sé studimit deri né 37 javé [4, 5].

Tabela 3. Shpérndarja sipas diagnozés pérfundimtare

Diagnoza Frekuenca Pérqindja
Klamidia 24 43,6
Trikomonas 13 23,6
Gardnerella 10 18,2
Te tjera 8 14,5
Total 55 100,0

Chlamydia trachomatis u diagnostikua né 436 % té
rasteve, Trichomonas vaginalis né 23,6 % dhe Gardnerella
vaginalis né 18,2%.
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Grafiku 1. Shpérndajra sipas shenjat klinike prezente né
pacientet me bakterioza vaginale
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Grafiku 2. Shpérndajra sipas shenjat klinike prezente né
pacientet me bakterioza vaginale. Sekrecionet
vaginale

Mosha e gruas nuk pérbén faktor risku pér té zhvilluar
Klamidiazé ndérsa vendi i banimit sipas studimit ka gjasa
té ndikoj né vaginozat bakteriale (RR 1,4).

Aférsisht 5 % e femrave me Klamidiazé zhvilluan ruptura
té membranés (RR 2,6 dhe CI95% [1,6-3,4)).

DISKUTIMI

Ne gjetém njé lidhje té réndésishme midis kolonizimit
bakterial té traktit gjenital né gravidancé dhe rupturave
té membranés fetale. Ne theksojmé se efekti i florés jo
normale vaginale éshté njé parashikues i miré i lindjes
parakohe.

Infeksionet genitale me natyré bakteriale jané njé
faktor risku i réndésishém pér té shkaktuar shkolitje té
membranés fetale e si pasojé edhe lindje premature.

Gjithashtu infeksionet bakteriale né gravidancé jané njé
faktor risku i pavarur nga faktorét e tjeré qé kemi marré
ne si¢ éshté p.sh. mosha, edukimi dhe/ose punésimi pér
rupturén fetale membranore. Por, duke krahasuar kéto
gjetje me rezultatet e publikuara né literaturé boterore,
duhet té theksohet se ka patur raste ku infeksionet
bakteriale kané qené té lidhur me statusin socio-
ekonomik dhe vendin e banimit. Disa arsye qé nuk kemi
paré té njéjtén tendencé né rezultatet tona pér lidhjen
e infeksionet genitale me natyré bakteriale me statusin
socio-ekonomik pérmbledhin: 1) numrin e kufizuar té
pacienteve té pérdoruara né kété studim; 2) zonat e botes
ku u gjet njé lidhje e tillé, e cila mund té mos keté gené
shkak direkt ekonomik, por pasoj e bias-it té pjesémarrés;
dhe 3) lloji i té dhénave té pérmbledhura nga studime té
ndryshme dhe ményrat e pérkufizimit té statuseve.

Né kété studim femrat me Chlamydia trachomatis kishin
risk 2,6 here mé té larté pér lindje premature krahasuar
me femrat pa Klamidiazé.
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Studimet rast-control dhe studimet kohort rreth temés
toné né USA, Angli, dhe Indonezi e pérforconé mé shumé
besueshmériné e gjetjeve tona duke pérmbushur edhe
kriterin e konsistenceés.

Risku i lindjes premature ndérmjet grave me bakteriozé
vaginale i shkaktuar nga Chlamydia trachomatis éshté
gjetur té jeté 2,6 né studimin toné, varion nga 2.0 deri ne
11 né studimet e tjera.

Kéto gjetje jané té réndésishem edhe sepse do té shérbejné
né té ardhmen si bazé pér kryerjen e hulumtimeve mé té
detajuar rreth késaj ngjarje shéndetésore.

Gjithashtu ne mund té japim njé pérgjigje pér shéndetin
publik né lidhje me parandalimin e abortit spontan dhe
né pérfundimin jo te miré té shtatzénisé né lidhje me
floren vaginale.

PERFUNDIME

1. Ky studim ka prezantuar té dhéna signifikante pér njé
lidhje té forté midis vaginozave bakteriale dhe rupturés
membranore fetale.

2. Né shtatzéni, vaginozat bakteriale jané faktor té fu-
qishém rreziku pér té patur lindje té parakohéshme.

3. Femrat me Chlamydia trachomatis pozitive kané risk
me té larté pér té patur lindje premature krahasuar me
femrat pa klamidiazé.
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THE IMPACT OF BACTERIAL AND PARASITIC INFECTIONS IN FOETAL MEMBRANE
RUPTURE

Asani M.
Obstetric - Gynaecologic hospital of Struga, Macedonia

Corresponding author: e mail: drmeti@yahoo.com.

ABSTRACT

Background: Bacterial infections and/or parasitic infections in pregnancy represent a major public health
problem on a major scale. In 80% of cases Chlamydia trachomatis infection is non-symptomatic, causes ectopic
pregnancies and is highly connected with premature rupture of foetal membrane and premature birth.

The purpose of this study is to evaluate the impact of bacterial vaginosis, mainly Chlamydia trachomatis, in
premature rupture of foetal membrane and premature birth and risk evaluation on rupture development of foetal
membranes in women with or without Chlamydia.

Methodology: The cross-sectional study conducted in the period January - August 2015 in the obstetric -
gynaecologic hospital of Struga. The study involved 55 pregnant women over 23-26 weeks and suffering from
bacterial vaginosis. The patients were followed during the whole pregnancy and birth. Preterm birth was called
birth before 37 weeks and the baby weight less than 2500gr. Statistical analysis of data is performed through
statistical package SPSS vrs.17

Results: The average age of subjects in the study was 30.22 = 6,491 years old. Chlamydia trachomatis was diagnosed
in 43.6% of cases, Trichomatis vaginalis in 23.6% and Gardnerella vaginalis in 18.2%. 4.6% of women with Chlamydia
developed membrane rupture (RR=2.6; CI 95% .

Women’s age is not a risk factor for developing Chlamydia, while the place of residence according to the study is
likely to affect in bacterial vaginosis .

Approximately 5% of women with Chlamydia developed membrane rupture (RR 2.6 and CI 95%).

Conclusions: Women with bacterial vaginosis mainly with positive Chlamydia trachomatis have a higher risk of
having premature birth, compared to women without Chlamydia.

Key words: membrane rupture, bacterial vaginosis.
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[TPOMEHU BO XEMOTUHAMCRHUTE COCTOJbH KAJ POIWIKUTE BO
OIILITA 1 CITMHATHA AHECTE3UJA BO TEK HA HAPCKH PE3

MATERNAL HEMODYNAMIC CHANGES IN GENERAL AND SPINAL
ANESTESION DURING CESAREAN SECTION

BanoB E.!, CuBeBcku A.!, PucteBcku B.2, Kapaijosa /I.!

! YuuBep3urercka Knunuka 3a ['MHekonoruja u AkyiepcTBo, AHecTe3M0/I0THja U peaHuMaluja , MeuIMHCKK
@akynret, YauBepsuter CB. Kupun u Metopuj

2 Kmuauuka Bomauia “/1-p Tpudya [TaHoBcku” ,burona
ABTop 3a KopecroHzeHIMja: e- mail: emilijaivanov@gmail.com
Medicus 2015, Vol. 21 (1): 69 - 74

ABCTPAKT:

Pe3ume: BpOjOT Ha HapCKMW pPe30BU € 3HAUYMTEeJIHO 3roJIieMeH M 3aTOa I'0 MCITUTYBaMe BHI/IjaHI/IETO Ha BUIOOT Ha
aHeCTeBI/IjaTa BP3 XeMOOMHaMCKUTE IMTapaMeTpPpr Ha POJUJIKUTE.

Ien: []a ce criopepar edeKkTUTE HA CIIMHAJIHATA CO OIIITATa aHECTe31ja MPEKy XeMOAMHAMCKO CJIeJIerhe Ha POJIMIKUTE
U Jla ce YTBPHAT MOYKHUTE KOMIUIMKAL[UK.

MaTepujanu meToau: Vcrinranu ce 120 pou/iKu KOU ce rofieieHn Bo ABe rpyru.lpyria 1 ce cocroerie oz 60 poauiku
Bo OA. 3a nmpeMenuKanuja: aMIr.Metoxornpamu o 10mg. 3a Boseq :rrportodoi (2,0-2,5 Mr/Kr/TT) .3a olecHyBambe Ha
nHTYOaLMja CyKUMHWI XonuH (1-1,5 Mr/Kkr/TT ), i pokyporuym opomuz ( Ecmepon) (0,4 - 0,6 mr/kr/TT).ITo ekcrpaximja
Ha 110710T, faBaBMe aHereTuk Menranun (0,005 Mr/Kr/TT) 1 gernosapusaHTet pejakcanT. OpHocoT Ha racosute O,
1 N,O 6ee 3:3 JI/mun.I'pyra 2ce coctoente of 60 pogunku Bo CA. JlymbannaTa nyHkuuja Oelle U3Be/lyBaHa oMery
JL, wJI, wim JI, n 1, co urna 26 umm 27 G. Bewe anymuupan Bynusakaun 0.5% (2-3mi1). Pogunkute 6ea XuaprpaHuco
500-1000m1 NaCl0.9% wnn Punrepos pactBop. Belie cyiefieH BOIyMeHOT Ha JafeHu pacTBOPU,BKYIIHO U 10 BUIIOBU
oJ1 TIOUETOKOT [0 KpajoT Ha uHTepBeHuujata. Kaj nBete rpynu 6ea ciemenu: Al mysicoT, OpojoT Ha pecrnupaiun Bo
MIHYTa 1 caTypalyjaTa Ha IeprdepHaTta Kps co KUcaIopog (SpO.,).

PesynraTu: ['pynata co CA nokayka rorosieM 1aj; Ha All Bo ofHoc Ha rpyrarta co OA.KonuuuHaTa Ha OpArMHUpaHU
pactBopu Bo rpyraTa co OA nsnecyBamnie 1000-1500 mi, mozexa Bo rpymnaraco CA 6emie Bo paction oz 2000-2500 mit.
Hemare curunduKaHTHI pasvKy Bo cplieBaTa gppekdeHnpja 1 6pojoT Ha pecnupaliy, Kako 1 Bo SpO,.

33KHY‘IOK: KOMHapI/IpaHO CO oITaTa aHeCTeSI/Ija, CITMHaJITHaTa aHE‘CTeBI/Ija nMa ITpuopuTeT.

Knyunm 360poBu: Llapcku pes. AHecTesuja, OIIITA, CIIMHAIHA, XeMOAUHAMCKUIIPOMEHN

BOBE]

IlapckuoT pe3 mpeTcTaByBa MHOpPOJlyBale Ha JeTeTO TeXHWKH, OIIITA A PeIOHAIHa aHecTe3uja.
M0 TaT Ha orepaTHBHA MHTePBeHIMja CO MHIMU3Wja Ha
CTOMAuUHMOT SHJl M SHMJIOT Ha MaTKaTa. BopemeTo Ha
aHecTe3Mja IPM IapCKH pe3 e crierduuHo. Toa ce 10K
Ha roceOHAaTa y/ora Koja ja MMa aHeCTe3MOJIOroT: Jla ce
TPYKU MCTOBPEMEHO 3a JKMBOTOT M Ha MajKaTa 1 Ha JIeTeTo.
YpreHTHOCTa Ha I[APCKUOT pe3 o OrpaHndyBa M300poT Ha
BUZIOT Ha aHecTe3nja. Ce KOPUCTAT JIBe aHECTe3HUOJIOIIKI

[IpemHoCTHTE Ha CIMHAMHATA aHEeCTe3Wja, KaKo M Ha
OCTAHATUTe I[IeHTPAIHU HEBPOAKCHjaIHA  OJIOKOBH,
ce coCTojaT BO (haKTOT WITO MAIeHTKAaTa € CBecHa BO
TEeKOT Ha MHTepPBEHIUjaTa, JIECHO ce CJieflaT BUTATHUTE
(VHKIME ¥ MOXKe Jla ce BOCIIOCTAaBM KOHTAKTOT Mery
MajKkara 1 6e0eTo BeTHaII M0 MOPOJIYBaETO.

69 | Medical Journal - MEDICUS

AN



I Original scientific paper

Bo TekoT Ha mocnefHWTe [[Be JlelleHWH, TpaKkcaTa 3a
aHecTe3Wja MpPU IAPCKUA Pe3 BO CBETOT J[PaCTMUHO e
npomeHeta. Bo [epmaHuja, Bo MyITUIIEHTPUYHA CTY/1ja
o 1994-1995 roguna Hamza J. u cop. [1] yrBpaune geka
OIuiTaTa aHecTe3Wja Owia JajieHa Bo 66.5% ciyuan 3a
efleKTUBeH 1apcku pe3 a Bo 90.8% ciyyan 3a HeeJleKTUBEH
mapcku pe3. CrivMHamHaTa aHecTe3Wja Oua mpuUMeHeTa
camo Kaj 9.8% opn popunkute. Hacriporu Toa, Bo 2007
roguda Held F. u cop. [2] Bp3 ocHOBa Ha MOMOJIHETH
TIpallaHUIM 3a TUTIOT Ha aHecTe3ujaTa MPU LAPCKU pe3,
yTBpauie feka nypu 90% of] pofuIKuTe ce aHecTe3upaHu
CO CITMHAJTHA aHecTe3uja, a camo 10% co ommiTa aHecTe3uja.
1 Bo ipyruTe eBpOICKM 3eMjH € MTPUCYTeH UCTUOT TPeH
Ha TMOpaCT Ha CIMHAIHWUTe aHecte3uu [3,4,5). 3apagu
toa Bo 2003 KpanckuoT Konmell Ha AHeCTe3MO/I03U Of
Benuka bpuTaHuja ru mocTaBy cTaHapuTe 3a TUMOT Ha
aHecTe3ujara Mpu LapckuoT pe3. Criopes; oBUe cTaHapu
85% of1 mlapckuTe Pe30BH BO ejHA MHCTUTYIMja Tpeba fja
OuaT BOZIEHH BO PerHOHAIHY aHeCTe3uH [6).

IIEJTHA TPYIOT

[la ce cropesiat edpeKTHTe Ha CIIMHATHATA M Ha OIIIITaTa
aHecTe3uja BP3 XeMOIMHAMMKATa Kaj POJJUIKKUTE BO TEKOT
Ha I[apCKUOT pe3.

MATEPHJAJI U METOIN

HcTpaskyBameTo MpeTcTaByBa MpOCHeKTHBHA, KOMIapa-
THBHA CTY/IHja Koja ce u3Befie Bo CryskOaTa 3a AHecTe3uja,
peaHMMaIldja ¥ MHTEe3MBHO JIeKyBambe Mpu KnuHuuKaTa
oonuuia - burona. Ucnuranu ce 120 poaunku Kaj Kou
TMHEKOJIOTOT MHIULIUPA LIAPCKHU Pe3, a KOU ce Tofie/leHn
Bo 2 rpymu of o 60 pogunku.IlamueHTKUTe ce ofoupaHu
PaHJOMU3MPAHO, CIIOpe]l Pefloc/ie[lIoT Ha Joarame3a
uHTepBeHLUja. UHK/TY3MOHM KPUTEPUYMH BO CTyIWjaTa
Oea: popunku of, 18 1o 35 ropuinHa Bo3pacT, 371paBu, 0e3
opraHcku 3a0onyBama (ASA I), ¥ co ypeiHO KOHTpO/IMpaHa
opemeHocT. EXCKITY3MOHM KpUTEPUYMH BO CTyAMjaTa Oea:
POIMIIKM KOU He ce BO 0OBaa BO3pacHa I'pyla, POJUIKU CO
KapJMOBaCKy/IapHY WK JIPYTH 3a00/1yBamba, POMIIKM CO
HEKOHTPOJIMPaHa OPeMeHOCT,KaKo ¥ POJMIIKM Kaj KoM Ha
€X0 THHEKOJIOLIKY ITpervie]] € BUEHO JieKa ce paboTu 3a
aHOMAJIMH Ha TIJIOfIOT.

IIpBara rpyma ce cocroeiie of 60 pogWIKM Kou
Oea BOJeHM BO OMINTa aHecTesWja. PofauikuTe BO
npeMeqvKanyja jgooujameroknonpamuz op 10Mr. 3a
BOBOJI ce Kopucrea mporodorn (2,0-2,5 mr/kr/rr/), a 3a
ollecHyBalme Ha WMHTyOaumjata cykumuun xomud (1-1,5
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MI/KT/TT), WK POKypoHUyM Opomup (Esmeron) (0.6 mr/
Kr/TT). Bo TeKkoT Ha aHecTe3ujaTa POIMWIKHUTE J0OMBaa
ananretik (Qenrtanmn, 0.005Mr/Kr/TT) 1ocae Bajeme
Ha 0e0eTo M Jlerojapu3aHTeH PelaKCaHT POKYPOHHYM
opomup (Esmeron,0.4-0.6 mr/kr/TT). OHOCOT Ha racoOBUTE
0,1 N,0 6eme 3 : 3 JI/MuH.Jj0 eKCTpaKLjaTa Ha MIOZOT a
noroa 2 : 1. Ha KpajoT Ha uHTepBeHLjaTa POAWIKUTE Oea
JeKypapu3rpaHuco ATporyH u [IpocTurMuH.

Bropara rpyma ce coctoeire of 60 popwiku Kou Oea
BOJIEHM BO CITMHA/MHA aHecTe3wja. JlymOamHaTa MyHKIMja
ce M3Belle BO CpefHaTa JIMHWja Ha P’'OETHUOT CTOMO
BO BHCMHA Ha MHTEpBepPTeOPamHUOT MPOCTOP MOMEry
JL, w JI, v JI; m JI,,co urma 26 wi 27 G, IlanuenTkure
Oea ToOCTaByBaHM BO JieBa CTpPaHMYHA WIM CeHATa
TONIOKDA CO MCTAKHATa KWYMa CO IIeJT Jla Ce OTBOpAT
MHTepBepTeOpaHUTe IPOCTOPU. AIIMIUPaHud Oea 2-3
mn bynuBakauHn 0,5% BO 3aBUCHOCT Off BUCOUMHATA Ha
MalyeHTKaTa M T0CaKyBaHaTa BMCOUMHA Ha OJIOKOT.
CensopHaTa O70Kajja ce MpoBepyBalle cO MPOBepKa Ha
YyBCTBOTO 3a TOIUIO-NAJHO (co Tymdep co ankoxon) a
CTEIIeHOT Ha MOTOpHaTa OJI0Kajja Mo Bromage ckasnara.
3a ycreneH 070K ce cMeTale ako ce moouere II wmm
Il cremen mo Bromage, (mamueHTKaTa BOOIIITO He
MOJKe J1a TW JIBWKM JOJHUTE eKCTPeMUTETH WM TPaBu
caMo JIBIKema Ha cromajoro). OcureHaiujabeie
Op/IMHMpaHa MpeKy TpaHCIapeHTHa JuileBa Macka BO
TEKOT Ha MHTepBeHIWjata. Pomuikute Oea XujpupaHu
npeq MoueToKoT Ha HapckuoT pe3 co 500-1000 ma NaCl
0,9% umu PunrepoB pactBop. Kaj pomunkute Bo obere
T'PYIIM BO TEKOT Ha MCTPaKyBambeTo Oea CrieJieHH CIeHUTE
mapaMeTpu 3a (DYHKIMjaTa Ha KapaUOLMPKYIaTOPHUOT
CHCTeM Ha POJMJIKMTE :apTepucku mpuTrcok (All),
CHCTONEH U JujacToreH, (ppekdeHipja Ha myncoT (6poj
Ha yfjapy/MuH), OPOj Ha PecrMpardd BO MUHYTa, MYJIC
OKCHMeTpHja.

3a CTAaTUCTMUKA aHa/IM3a Ha JO0OMEHWTe pe3yITaTh
HarpaBeHa e 0a3a Ha MOJATOLM BO IporpaMoT Statistica
for Windows 7, 0 u SPSS 13.0.

PE3YJITATH

[TareHTRMTE Off [IBETE UCIUTYBAHW IPYIHU HE MOKa)Kaa
CTaTMCTHYKY 3HAYajHU Pa3/IMK{ BO OJIHOC Ha BO3pacTa U
AHTPOTIOMETPUCKUTe TapameTpu. Bo HaieTo MCTpaxky-
Bambe MOKa)kaa JieKa BUJIOT Ha aHecTe3uja Kaj elleKTHBeH
IIapCKM pe3, CMUHAJHA WM OIIITa, HeMa 3HAuyajHO
B/IMjaHWe Ha BpegHOcTa Ha TyacoT. OBOj 3aK/Iy4OK
ce 0a3Wpa Ha TecTHpaHaTa pa3jMKa BO MPOCeYHaTa



ANy

BPEIHOCT Ha cpiieBata (hpeKBeHIija Mel'y pOIUIKUTE Of
ZIBeTe TPYIM, KOja IITO pa3jiMKa CTATUCTUUKATA aHAI13a
ja moTBpM Kako HecurHugukanTHa (p=0,67). [IpoceunaTa
BPEJJHOCT Ha MYJICOT BO TpymaTa POAWIKM BOJEHU BO
ClTMHA/IHAa aHecTe3uja u3HecyBa 97,58+10,5 ymapu Bo
MUHYTa, U € He3HauajHO MOHMCKA Off MPOCEUHUOT MY/IC
perucTpupaH BO TpyraTa POAWIKM BOJEHHM BO OIIITA
aHecTe3Mja, a uMja IITO MPOCeYHa BPEJHOCT H3HeCyBa
96,4612,42 ypmapu Bo MWHYyTa. bea mpe3eHTUpaHU
MUHMMAJIHUTEe ¥ MaKCHMMaJHM BpPeJHOCTH Ha cpiieBaTa
(dbpekBeHIIja BO JiBeTe IPYNM UCIUTaHWUKM. Taka, ce
3a0esekyBa JleKa 73 ymapu Bo MUHYTa e HajHU30K MyIIC,
perucTpupaH Bo Tpynara PoJUIKU BOJEeHU BO CIIMHATHA
aHecTesuja, JofleKa MaKCMMaJHa BPeJHOCT Ha MYJICOT
o, 132 ymapu Bo MUHYTa e HOTMPaH BO IpymnaTa POJWIKA
BOJIeHH BO OIIIITA aHecTe3uja.

Tabena 1. BpemHoctu HacpiieBara (ppekBeHIja (yiapu
BO MUHYTA) Kaj MCIIUTYBaHUTE MAleHTKH

JleckpuntuBHa craTucTuka - Ilync

Min- | Std.
Max | error

73-120 | 1041
75-132 | 12,42

Tun Ha N

aHecTe3snja

meanzSD | Clformeans

CnunanHa | 60

Onmita 60
t-rect= 0,43 p=0,67

97,58 +10,41
98,48 £ 12,42

94,89 -100,27
95,27-101,69

bpojoT Ha pecniupaiuu ce IBUKM BO UHTepBan of 12 mo
14. TIpoceuynnoT 6poj Ha pecrIUpaIK BO IPYTaTa poUIKH
BOJIeHH BO CTIMHAJTHA aHecTe3uja n3HecyBa 12,77+0,93, a Bo
rpymnara pofIuIKK BOJileHH BO OILITa aHecTe3uja U3HeCyBa
12,63+0,88. TectupaHara pa3/iiKa BO IPOCEUHHOT OPOj Ha
pecrivpanuy e HecurHugukanTtHa (p=0,42). Moxkeme fa
3aKIyyuMe JieKa OpojoT Ha pecrMpaluy Ha POJIMJIKUTE
KOM Ce TIOpOoJIyBaaT €O eleKTHBEH IIapCKU pe3 He 3aBUCH
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e 100%. Moxkeme [a 3akiyuuMe JieKa caTypallujaTa Ha
nepudepHaTa KarmiapHa Mpeska co KUC/IOpoy| BO TeK Ha
eIeKTHBeH I[APCKU pe3 He 3aBUCHM CHUTHU(MKAHTHO Off
TUTIOT Ha aHecTe3uja.

Ta6ena 3. IlepudepHa KanumapHa caTyparyja co

KUCTIOPOJ
Ty Ha y JleckpunTuBHA CTaTI/ICTI/IKfl -5p0,
aHecresuja meanSD | Cl for means AI/\I,[I;IX' esri'%r
Crmuanna | 60 | 99,23 +1,60 [98,82-99,65| 90-100 | 0,21
Ommrra | 60 | 99,22 £ 0,58 | 99,06 -99,37 [ 98-100 | 0,07

t-test=0,07 p=0,94 p>0,05

Bo ofiHOC Ha apTepHCKUOT TPUTHCOK Oea Mpe3eHTHPaH!
pesyaTaTuTe KOM Ce OJfHecyBaaT Ha BPeIHOCTHTe Ha
TIOYETHUOT CUCTONIEH apTEPUCKU TIPUTUCOK, TOUETHUOT
IUjacTolieH  apTepuUcKd  TPUTUCOK, MaKCUMAJHUOT
1ajJ, Ha apTepucku CUCTOJIeH TMPUTUCOK, KAaKO W Ha
VIHTepPBeHIMjaTa Py MaJ] Ha apTePUCKUOT TIPUTUCOK Kaj
POZIUIKUTE BO TeK Ha eJIeIKTUBEH 1IapCKu pe3. Poukute
TIOPOJIeHN CO eJIeKTUBeH IIApCKU pe3, a BOJIeHW BO
CIIMHAJIHA WM OIINTa aHecTe3Wja, He ce pa3/IMKyBaaTr
3HAuajHO BO OJIHOC HAa MPOCEYHUOT TOYETeH CUCTONEH
npuTtrcoK (p=0,67). Bo rpymnaTta HCIIUTaHWYKY CO CITMHATHA
aHecTe3uja, MPOCEYHUOT TMOUYETeH CHUCTONIEH TPUTUCOK
u3HecyBa 125,72415,66 mmHg, HacmpoTu mpoceyHaTa
BpenHocT of1 126,9+15,03 mmHg Bo rpynata uCUTaHUUKK
co ommra aHectesuja. Pasmukarta op 1,18 mmHg mery
JIBETe TPYIIM € HeJloBOJIHA 3a /1 Ce MOTBP/IM CTaTUCTUUKU
KaKo CUrHU()MKaHTHA.

Tab6emna 4. BpegHoctu Ha mouetHroT All (cucToneH) Kaj
MCIIUTYBAHUTE IPYIIH

3HAUajHO Off TUIIOT HAa aHEeCTe3uja Koja UM e JajieHa BO JeckpunTiBHa craticTHKa - [Ioverna All
TEKOT Ha TOPO/IyBabETO. Tmmma |\ cuerones
. AHectesia mean+SD | Clfor means | Min- | Std.
Ta6ena 2. Bpoj Hapecnpaly Bo IPyIiTe BOJEHM BO Max | error
OILITA U CIIMHAJIHA aHecTe31ja Crmuanmsa |60 | 125,72 +15,66 | 121,76 -129,76 | 98 - 170 | 2,02
Ton na. . [leckpunTuBHa CT;I’;‘I/ICTI/IKEI I‘\/ll?ecnﬂpallg“ Ommra [60] 126,90 £ 15,03 |123,02-130,78 [ 105-180 | 1,94
aHecresmja meanzsp | Cllor -\ Min -\ Std. 1 g =042 p=0,67 p>0,05
Crmania | 60 | 12774093 | 1253-1301| 12-14 | 012 | By ek ma omepaumjara Geme perucTpupan maj Ha
Ommra | 60 | 12,63+0,88 [12,40-1286| 12-14 | 0,11 CHCTOTTHUOT MPUTUCOK BO [[BeTe Tpymu. Bo rpymata

t-test =0,8 p=0,42 p>0,05

Bo rpynara popuiku BojleHM BO CIIMHA/IHA aHeCTe3MHja,
mpoceyHaTa mepudepHa KamwiapHa caTypaiyja co
kucnopon, ce mBwku of 90 mo 100%, momeka Bo
rpynata BOJIeHM BO OIIITa aHecTe3uja MUHMMAJIHATa
caTypaliija co Kucaopop usHecyBa 98%, MakcuMmasnHaTa

POOWIIKK BOJE€HHW BO OIIITa aHECTEBI/Ija, Oeltre TIOMan
BO OJJHOC Ha rpyraTa BoJeHa BO CIIMHa/IHa aHeCTe3I/IiH.
UcToTo ce ojgHecyBa 1 3a ,I[I/IjaCTOJ'IHI/IOT I[IPAUTUCOK.

[IpoceunuTe BpeJHOCTH Ha CUCTOTHUOT ¥ JUjACTONIHIOT
IPUTHCOK KAKO ¥ PACIIOHOT Ha M3MEPEHNUTE BPEJHOCTH BO
JBeTe TPYITH ce pUKaKaH! Ha Tabesa 4 u Taberna 5.
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Tabena 5. BpenHocTu Ha nouetHuoT All (qujacToneH) Kaj
MCITUTYBAHKTE TPYITH

JleckpuntuBHa cratuctuka - [loueten All

Tun Ha N JMjacToeH

aHecTe3nja

Std.
error

1,22

Min -
Max

65-108

meantSD | Clfor means

Crmnanna | 60 | 81,22+9,48 | 78,77-83,67

67-105

Ommra | 60 | 84,27+799 | 82,20 - 86,33 1,03

0000000000000

Tabena 7. MakciMaIHHOT Maj] Ha apTEPHCKUOT
TIPUTHCOK (IUjacTONeH) Kaj MCITUTYBAaHUTE

rpynu
JleckpunTiBHa cTaTUCTHKA - MakcuManeH
TunHa_ N map Ha All ,uniac*rone.ﬂ
anecresta meantSD | Clformeans ]\lil’ll:x_ e?‘tr%r
CrmnanHa | 60 [72,75+10,68 | 69,99-7551 | 40-99 | 1,38
Ommrra | 60 | 77,78 +743 | 75,86-79,70 | 55-99 | 0,96

t - test = 3,91p=0,0006** p<0,01

bemie perucTpupaH IpoceueH MaKcHMajeH IIaj, Ha
cuTonmHUOT mpuTrcoK Ha 105,8+13,95 mmHg Bo rpynaTa
POIUIKY BOfleHH BO OIIITa aHecTe3uja, 1 Ha 110,38+10,46
mmHg Bo rpynara pojjuiKu BojieHH BO OIIIITa aHecTe3uja.
PasnukaTa Bo MakcuMaaHUOT 1aj Ha All cuctonen op 4,58
mmHg cTaTHCTUUKK ce MOTBPAY KaKo CUTHU(PUKAHTHA
3a HuBo Ha p=0,04. 3aKaV4oK e JeKa J[laBameTo Ha
CITMHAJTHA aHecTe3Wja BO TeK Ha eJIeKTUBEH I[apCKu pe3
€ acoIpaHa CO 3HAYajHO MOTOJieM IIPOCeueH Maj, Ha
CHCTOIIHMOT HPUTHUCOK BO CIOpefi0a CO JIaBambeTo Ha
OIIIITA aHeCcTe3uja.

Tabemna 6. Makcumanen naj Ha All (cucToneH) Kaj
UCIHUTYBAaHUTE IPYIU

JlecKpuNTHBHA CTAaTUCTHKa - MakcuMaseH
Tum Ha N nap Ha All cuctonen
aHecTe3mja Min- | Std.
mean=SD Clformeans Max |error
Crmuasaa | 60 | 105,80 13,95 | 102,19 - 109,40 | 68 - 140 | 1,80
Ommra |60 (110,38 10,46 | 107,68 - 113,08 [ 90 - 134 [ 1,35

t - test = 2,03p=0,044* p<0,05

Popwnkure Kou ce TOpojuiie CO 1APCKU pe3 BO
OMINTa aHaecTe3Wja MMaaT 3HAuajHO TOMaj MpPOCceueH
MakcuMajieH Maji Ha JIMjaCTOMHUOT TPUTHCOK BO
criopefidba co POAWIKATE Off TpylmaTa CoO CIMHAJHA
aHecresja (p=0,003). TIpoceuHroT MakcHMaeH Imaj Ha
IOMjacTOMHUOT IPUTUCOK H3HecyBa 72,75+10,68 mmHg
BO IpyraTa poJjM/IK/ BOJieH! BO CIIMHAJIHA aHecTe3uja, U
77,78+7,43 mmHg Bo rpynara pofuiIKu BoJieH! BO OIIITa
aHecTe3uja.

MakcumaneH maj Ha [MjaCTOTHMOT TPUTUCOK e
perucTpupaH BO TpyraTa PouIKU BOJeHU BO CIIMHAJIHA
anecre3uja og 40 mmHg. [IpoceyHnoT MakcumarseH mag
Ha [I1jacTOTHUOT MPUTUCOK e UJIeHTHYEeH BO JIBeTe TPyIu
ponuiky, u u3HecyBa 99mmHg.
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t - test = 3,0p=0,003** p<0,01

Bo Haieto ucnuTyBame BO C/TydanTe Kaj KOM MMalle majj
Ha apTepUCKUOT KPBeH MPUTUCOK e MHTEPBEHUPAHO € Kaj
9(15%) pomuIIKM 110 IaBarbe Ha CTIMHAJIHA aHeCTe3uja, ¥ Kaj
2(3,34%) ponunKu 1o JlaBakbe Ha omiiTa aHecte3uja. OBaa
pa3nuKa ce TOTBPAY Kako CMTHHU(MKAHTHA 3a HUBO Ha
p<0,05.(Tab 8).

Tabena 8. IIpukas Ha yecToTaTa Ha MHTEPBEHLIUH TIPH

nap Ha All Kaj uCIIUTYBaHUTe IPYIIA

CniuHamHa Omnmrra
MurepBeHnuja | AHECTE3HONIONIKA aHeCTe3NOoJIONIKa
mpu maj Ha All TeXHUKA TeXHHKa
N % N %
He 51 85 58 96.66
lla 9 15 2 3.34
BkymHo 60 100 60 100

Chi square = 4,91 df=1 p=0,027* p<0,05

HTepBeHIMKTe BO CJTy4aj Ha Maj] Ha KPBHUOT TIPUTUCOK
ce cocTojaT off TIpMMeHa Ha Ba3okoHcTop EdenpuH u
TaBame Ha IUTasMaekcranzep [emodyapun.Hammre
pesynrartu ce Ha Tabena 9. OTTyKa, MOKe J1a ce 3aK/Iyuu
JleKa Kaj TalMeHTKUTe Kaj Kou e HalpaBeH LIapCKU pe3
CO CTIIMHAJTHA aHecTe3uja ce jaBuIa TmorojeMa ImoTpeda 3a
UHTepBeHIIHja.

Tabemna 9. lnTepBeHIuy 1 Tepanuja npu maj Ha All

. CrnpHamHa Omnmrra
HurepBennuja aHeCcTe3HOJIOIKa aHeCcTe3UO0JIOIKa
u Tepanmz ﬂpﬂ TeXHUKa TeXHUKa

maji Ha N % N %
Hema 51 85,00 58 96,67
Edenpun 5+5 2 3,33 1 1,67
TenocyHmuH 1 1,67 1 1,67
Edenpun 5+
Tenoysaua > 8,33 / /
Edemapun 10 1 1,67 / /
BrymHo 60 100 60 100
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JUCKYCHJA

On mpusioKeHUTe pe3y/ITaTd MOKe Jla Ce BUJIU JieKa He
TMI0CTOjaT Pas3/MKK BO MOUETHUOT CUCTONIEH U JIMjacToieH
TPUTHCOK MeT'y Mal[ueHTKUTe Off 00eTe IPYITH.

Bo TekoT Ha aHecTe3WjaTa M omepalujaTa Kaj obere
TPYIH Ha Mal[MeHTKU HacTaHa Maj| Ha KpBHUOT MPUTUCOK
BO OfIHOC Ha MOYETHWUTE BPEJHOCTH KOj € CTaTUCTUUKU
sHauaeH (p<0,05). Ho, cTaTMCTHUKM 3HayajHa pa3/iMKa
nocrou u nomery rpymure. [lagor Ha AlIl (cucronen/
IWjacTosieH) 3HAuajHO ce pa3/IMKyBa IOMery TpYIuTe,
OJIHOCHO TOj € 3HauajHo MOoro/ieM BO rpyIaTa Ha POJIUIKY
BOJIeHM BO CIMHA/MHA aHecTe3wja. OBMe pe3yiTaTu ce
BO KOpe/alyja CO HajroleMuoT Opoj Ha TPYIOBHU Off
JIUTEpaTypaTa BO KOU e UCTPakyBaH 0BOj mpobiem [7,8,9].
Maayan-Matzger A. u cop. moTeHIUpaaT [ieKa IOBeKe
of TIOJIOBUHA Off POJWIKUTE KOM MPHUMaar CIUHAIHA
aHecTe3Mja UMaaT HaMaJTyBakbe Ha MPUTUCOKOT 3a TIoBeKe
on 30% op moueTHaTa BpeJHOTC, ofeka Shearer u cop.
KOHCTaTupase fieka Kaj /0% off poJM/IKUTe ce pas3BUiIa
XUIIOTeH3Hja [0 CIIMHAJIHATa MyHKIuja [10].

Kaj ommitute aHecTe3uu ce oueKyBa MCTO TaKa M3BECHO
HamanyBate Ha AIl Bo omHoc Ha Al u3mepeH mpep
TMIOYETOKOT Ha aHecTe3WjaTa, KaKo pe3y/iITaT Ha Bo30yza
npeJ, VHTEPBEHIMja M XUIOTeH3UBHUTE e(eKTH Ha
aHeCTeTHKOT (mporodon, POKYpOHMYM) edeKTH Ha
MOroJIeMHOT Opoj aHeCTeTMUKM Cpe[iCTBA KOM  Ce
yroTpeOyBaaT BO BOBEJIOT Ha aHecTe3ujaTa (rporodor,
POKYPOHUYM, XUITePBEHTHIaIH]a

Jlomeka mMak Kaj rpymara IalideHTH BOJEHH BO
CIMHAJIHA ~ aHecTe3Wja M TOKpPaj  OUEKYBaHMOT
1opacT Ha xemojuHaMmckuTe mapamerpu (AIl u myc)
UMa Taj Topajgu CHelM(UUHOTO [IejCTYBaBie Ha
AHeCTETHKOT Bp3 cuMmaTukycot. Toj pesyarupa co
nag Ha All (cuctonen u pgujactonen).lIpmunHa 3a oBa
€ OTCYCTBOTO Ha IapacUMIIATHUKK HEPBHHU BJIAKHA BO
TopakoabgomuHaHKUOT Aen Ha medulla spinalis.

NuTensureror Ha magoT Ha AIl HajMHOry 3aBuCH Off
BUCMHATA Ha OnoKoT. (Du3MomoImKaTa KOpeKihja Ha
XUIIOTeH3MjaTa ce BPIIM CO Ba3OKOHCTPHKIIMjAa Ha
He3aaTeHuTe JIe/I0BU O] YOBEUKOTO TeJI0 M Pa30MPIIMBO €
7leKa BUCOKUTe 0JIOKOBH Ke T'0 HaMaJiaT 0B0j (PU3HMOOIIKI
OJrOBOp. 3apaju Toa HEemoTpeOHO BMCOKMOT OJIOK Ke
moBefie 0 CHMIATOIUIETHMja Ha TMOTOJIEMHOT [iel Off
TEJIOTO KOja KOHCEKYTHBHO Ke JIoBele U JI0 MOrojieM Tiaf
Ha KpBHHOT npuTrcok.HamanyBamero Ha All (cucrtonen/
IWjacTosieH) M Ha MYJICOT BO HAIIETO WCIUTYBaibe He
Oellle TONMKY JpacTUueH KOMKY IITO OM ce oueKyBaJo.
Jlypu HM ekcTpemHute BpegHOcTH (68/40 MMXI) Kaj
nalyeHTKaTa co HajronmeM maj Ha All ceyuite He ce BoO
PaHT Ha JKMBOTO3arpo3yBauka coctojoa. OBa 300pyBa fieka
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TO3UPameTo Ha aHeCTeTHMIUTe, TO3MIMOHMPAmeTo Ha
TaIeHTKUTe 3a BpeMe 1 110 TyMOaJTHaTa MyHKIWja, a TIpeft
ce HaBPeMEeHOTO pearrpamwe Ha XMIOTeH3ujaTa MPaBUTHO
CMe ja u3BeflyBajie, He 103BO/YBajKM TALHEHTKUTE Jla ce
Haj7aT BO KPUTUYHY CUTYAIIUH.

Bo Hamero wucnuTyBame 3a IapaMeTapoT IyJICHA
(bpekBeHIIMja He HajmoBMe CUTHU()MKAHTHU PasIUKH
Mery TalMeHTKUTe Of [BeTe WCIUTYBAaHU TPYIIN.
[Ipoceunara myncHa ¢pekdeHIja Kaj MalUeHTKUTe BO
cyHajHaTta rpyma Oeme 97,5 ymapu/MuH, JofeKa Kaj
OHHe Off TpyIara co OmiuTa aHecte3uja 98,4 ymapu/MuH.
Jlecnata TaxuKapauvja Kaj CIMHAJHATA aHecTe3uja e
pe3yaTar Ha Bo30yzlaTa Koja e oueKyBaHa Kaj Mal[eHTH
CO OYyBaHa CBECHOCT, a Kaj Tpymara Bo OIIITa aHecTe3uja
Taa e pe3y/TaT Ha peJlaTUBHO MOBPIIHATA aHeCTe3uja Koja
ce 7laBa JI0 MOMEHTOT Ha K/IeMyBambeTO Ha MalYaHUKOT Ha
HOBOPOJIEHOTO.

Kaj mnapamerapoT ,pecnupanuy BO MMHyTa“ He
3abefie)kaBMe pas3/MKU TIOMery TpymuTe OUjejKM BO
ONIITa aHecTe3Wja Oelle JWKTUPAH Of HAlla CTpaHa
(pecrmpaTopeH amapar), a Kaj CliiHa/IHaTa aHeCTe3nja Kako
pe3y/ITaT Ha PeCclMpaTOPHUOT IieHTap Ha MallieHTKaTa.

Bo cekoj ciydaj Kaj HUTY eflHa pojiiiIKa BO UCIIUTYBAbETO
He 3a0eie)kaBMe eMu30[M Ha TellKa XHUIIOOKCHja
TpoITpaTeHy CO XUTIePKaIHuUja v alju103a.

3AK/IYYOK

[lBaTa BufOBM aHecTe3Wja JloBefjoa [0 Onar maj Ha
KPBHUOT MPUTHCOK 0e3 3HauajHO BJWjaHUe BP3 MYJICOT U
nepucepHara carypanuja co O, kaj pogukure. Ilagor Ha
KPBHUOT IIPUTUCOK Oeliie T0M3pa3eH BO TPyTaTa BofieHa BO
CNIMHAJIHA aHecTe3uja, Ho Oellle BO 03BO/IEHUTE IPAHMULIY.
[IperopauyBame Bo UJjHIHA 3a TIOPO/IyBatbe CO eIeKTHBEH
1IapCKu pe3 7a ce opcupa CrMHATHATA aHecTe3nja Kako
1of100pa 1 MOKBa/IUTETHA aHECTEe3UOOIIKA TeXHHKA.
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MATERNAL HEMODYNAMIC CHANGES IN GENERAL AND SPINAL ANESTESION DURING
CESAREAN SECTION

Ivanov E.}, Sivevski A.}, Ristevski V.2, Karadzova D.!
! University clinics for Gynecology and Obstetrics,Anestesiology and Reanimation, Medical
Faculty, UniversitySt.Kiril and Methodij
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ABSTRACT

Background:Number of caesarean sectionshas drastically increased and thus arose the idea to research the
effect of the type of anesthesia.

The aim of the study:To compare SA and GA through overseeing the hemodynamics of the birthmother and to
define and compare the incidence and type of complications.

Material and methodology: 120 patients divided in two groupshave been examined.Gorup 1 was with 60 patients
with GA. The patients received 10mg i.v. of metoclopramide as premedication. For introduction propofol (2.0-2.5
mg/kg/bm),and for intubation succinyl choline (1-1.5 mg/kg/bw), or rocuronium bromide (Esmeron) (0.4 - 0.6 mg/
kg/bw). During the course of the anesthesia, after the extraction of the fetus, the patients were given Fentanyl
(0.005 mg/kg/bw) and a depolarizing relaxant. The gas ratio of O, and N,O was 3:3 L/min. Group 2 was with 60
patients withSA. The lumbar puncture was performed between L, and L or L, and L, with a needle with 26 or 27 G
width. Bupivacain 0.5% (2-3 ml) was applied. The patients were hydrated with 500 - 1000mL of 0.9% NaCl or Ringer
solution. The volume of administered solutions, both in total and by type was monitored from the beginning to the
end of the procedure. The following parameters were observed in both groups: AP, pulse frequency, the number of
respirations per minute and the peripheral blood oxygen saturation (SpO,).

Results:The group with SA showed a larger fall in AP compared to the group lead with GA. The quantity of
administered solutions in the group with GA was 1000 - 1500 ml, whereas in the group with SA it ranged from
2000 - 2500 ml. There were no significant differences in heart rate and respirations per minute, as well as in SpO,.
Conclusion: SA has a priority over GA.

Key words: Caesarean section, Anesthesia, general, spinal, hemodynamic changes
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METHODS USED IN DETERMINING THE AGE OF BRUISES

METO/IY 3A OPEJTYBAILE HA CTAPOCTA HA KPBHUTE IIOJIUBU
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ABSTRACT

Bruises are common skin lesions that can be found in persons died a violent death and therefore have a forensic
significance. In practice there are cases of violent death when it is difficult to determine with certainty the age of
the bruises. But according to the biological processes associated with the reparation of the bruises, we could get
reliable information about their age. Common methods for determining the age of the bruises, such as observation,
colorimetry, spectrophotometry and patho-histological analysis are presented in this review paper.

Determination of the age of bruises according to their color is a method used by most experts in the initial analysis.
The observation of the yellow color, not brown or orange, points out a bruise that is not fresh. However, the
possibility of visual observation is limited by the morphology and physiology of the human eye. Spectrophotometric
analysis of data can offer useful and objective information. Histological analysis is suitable as a method only
in post-mortem examinations. In this field of work there is a lack of published information on the histological
analysis about the aging of bruises, which restricts the information for more precise determination of their age.

Keywords: bruises, methods for determining the age of bruises

INTRODUCTION

A bruise represent extravasation of blood in the
connective tissue of the skin [1]. Upon the occurrence of
the bruise, smaller blood vessels in the connective tissue
of the skin are damaged, macroscopic recorded as a red
spot on the skin. Usually blood is extravasated between
the dermis and hypodermis, because there is a greater
amount of rare connective tissue. If blood is deeper into
the skin then, macroscopic, the bruise is seen as blue or
purple patch on the skin. Old bruise is seen as yellow spot
on the skin, with vaguely defined border to surrounding
healthy tissue. There have to be fulfilled 3 criteria to
occure the bruise. The first criterion is the force acting
on the skin, it should cause laceration of the blood vessels
in it, but without thereby damaging the integrity of the
skin. The pressure force is usually from a blunt object,
otherwise it would cut the skin [2]. The second criterion
is the blood pressure. Once lacerated blood vessels,
there should be sufficiently high blood pressure which
allows extravasation of blood in the connective tissue
of the skin. The third criterion is the location of the
extravasated blood. Blood should be close enough to the

surface of the skin, and so could be observed as bruise [3].
Bruise occured during life may not be visible due to the
effect of opalescentness of the skin [3,4], but post mortal
will be revealed due to the emergence of reflection in it
[5]. Early manifestation of bruise depends on two factors:
extravasation of blood from the blood vessels into the
surrounding tissue and depth in the skin where blood is
found [6,7,8].

Bruises are not insignificant injuries because they can lead
to death if extensive [9]. They are very common injuries
and determining their age is one of the most significant
data in forensic investigations, especially when it comes
to cases of violent death and abuse in children [10].

In the interpretation of the age of the bruises are used
different methods, some of which are used in post-
mortem analysis. The simplest, but not the most accurate
method is visual observation by direct inspection of
the bruise or interpretation of the bruise seen on
photograph. Histological analysis offers precise data on
the age of the bruises. Previous analyzes mainly are based
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on visual observation and monitoring of the change in the
color of the bruises. Patho-histological analysis includes
determining of the cell population found in the area of
bruise and also specific permanent changes of the tissue.
Immunohistochemical method in determining the age
of bruises detects the presense of specific enzym in the
inflammatory cells found in the area of bruises. These
methods offer exact information in determining the age
of bruises.

The purpose of this paper is to review the literature data
and previously published results that provide information
about the different methods applied in the interpretation
of the age of bruises.

MATERIAL AND METHODS

This paper presents analysed results of the searched
databases Google scholar and Pubmed central, made on
May 15, 2014, in order to get published data about the
research field to determine the age of the bruises. Also
are analyzed and discussed studies cited in the review
article of Langlois (2007).

RESULTS AND DISCUSSION

Most commonly applied method in the interpretation of
the age of bruises is the method of visual observation.
The good side of this method is the convenience and non-
invasiveness for application in clinical forensic medicine.
But the weakness is the fact that often this method is quite
accurate because it is affected by several factors, such as
the color perception of observers, the current lighting
and pigmentation of the skin of the victim. [1] When we
analyze the color of the bruise, we should consider that it
could be presented with a delay, it could migrate and it
could take different time of resolution [10].

The presence of hemoglobin near the surface of the skin
will appear red, but if hemoglobin is located deeper in
the tissue it is noticed blue, the effect which is associated
with Raighley phenomenon of dispersion, the absorption
coefficient of the skin and visual interpretation system
[6,8,17,18]. Extravasation of blood in connective tissue
causes an inflammatory reaction [14] and this reaction can
be aggravated by tissue damage from blunt injury [15,16].
Neutrophils are the first cells that infiltrate the bruise,
but they probably can not metabolize the hemoglobin
in erythrocytes [2.19]. Other inflammatory response
cells, the macrophages, can phagocytose erythrocytes
[20], because they possess the enzyme heme oxygenase
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(HO) which provides the first step in metabolism of
hemoglobin. This enzyme converts hemoglobin in
biliverdin [21]. Biliverdin is green pigment and is quickly
converted to bilirubin, a yellow pigment, mediated by the
enzyme biliverdin reductase (BVR). BVR is an enzyme
that is found in all tissues under normal conditions, but
especially in reticulocytes and macrophages of the liver
and spleen [22 23].

The initial appearance of the bruise is associated with
presence of blood into the skin. The bruise may become
visible as early as 15-20 minutes of injury [24]. According
to published data, the initial color of the bruise depends
on the location where blood is extravasated into the skin
[8,17,25]. We can see the red, blue, purple, black or green,
but these colors are not indicators about the age of the
bruise [26]. Color change in bruises can occur due to alter
of the position of blood against the surface of the skin [27]
and can be emphasized by hemoglobin released during
conversion of the oxyhemoglobin to deoxyhemoglobin
[28]. It takes time for influx of macrophages, induction of
enzyme HO and metabolism of hemoglobin at site of the
bruise for the production of bilirubin and hemosiderin
that give the color of the bruise [29]. The development of
yellow color in bruise is due to local production of bilirubin
[22,30] that can be demonstrated in the serum with it's
concentration [48]. There is a significant difference in
the average time of appearance of the yellow color in
people younger than 65 years [20]. Literature data with
experimental animal studies suggest that bruises recover
faster in younger individuals [11] and that the function of
macrophages is impaired in older individuals [12,13].

According to the metabolism of hemoglobin and changing
the color of bruise, it has been concluded that only the
appearance of yellow color in the bruise can provide
information about its age, when using observation as a
simple method for determining the age of the bruise [20
|. Stephenson in his paper outlines the five schemes of
different authors to interpret the age of bruises, according
to their color [55], table 1. The initial color of bruise is
almost always red, unless the bruise is deeply into the
skin and then it is purple or blue. Yellow coloration can
not be seen earlier than 18 hours after the occurrence
of the bruise [20]. This color is usually noticed after a
week and disappears at the end of the second week. In
interpretation of the age of bruises very important role
have anamnestic data, or time of occurrence of the injury
which is different from the time of occurrence of the
bruise [33].
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Table 1. Classification of the age of bruises by color, by
5 schemes published by different authors

Adelson | Rentoule | Camps | Poison Spitz

igi})ﬁll“ Red/blue | Violet Red lﬁgg]’( Blue/red

) Blue/ Dark Blue/ | Purple, | Purple,
13 days brown blue brown | black black

1 week Yggg‘?{/ Green Green Green ggﬁg&l/
8-10 days Yellow | Yellow Brown
2 weeks Normal | Normal | Yellow | Normal

Figure 3. Bruise in children in regression.

Intermediate between the red and yellow coloration on
the skin

Figure 1. Fresh bruise

There is irregular formation with red coloration on the
skin

Figure 4. Old bruise and new bruise

Spectrophotometry and hyperspectral imaging can
be used in the interpretation of the age of bruises.
Spectrophotometry provides objective data analysis of
color, while avoiding individual variations during the
interpretation of the color of bruises [43,44]. This method
allows measurement of multiple points in the eyesight
field [45]. Their intensity can be measured at intervals of
1 nm for the entire field of red (700 nm) and blue (400 nm)
color [46,47,48]. Data obtained from spectrophotometric
analysis of tissue with bruise can provide guidelines
in determining its age [49,50]. Outgoing published
There is a formation in yellow coloration on the skin experimental data in the literature on the application

Figure 2. Old bruise
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of spectrophotometry using advanced mathematical
analysis offers promising results in determining the age
of bruises [51].

Hyperspectral imaging has the potential to provide
spectrophotometric data of large areas of the body
where bruises are located [52]. The location and extent of
bleeding and the presence of bilirubin in the bruise can
be measured, but also the bleeding can be isolated and
analyzed in relation to the imaged area [53,54].

An accurate method for determining the age of bruises
is histological analysis of the tissue where the bruise is
located. This method is used only in the post-mortem
analysis of bruises in forensic medicine. Histological
analysis monitor cellular response upon the occurrence
of a bruise. Besides the initial signs of tissue damage, such
as edema near haemorrhage resulting in expansion of the
fibrous septa, erythrocytes outside the vessels activate
the body’s inflammatory response, thus in connective
tissue soon appears infiltration by inflammatory cells [2].
For approximately 4 hours of the occurrence of the bruise,
there is migration of polymorphonuclear neutrophilsinit,
but they can not phagocyte erythrocytes. Neutrophils are
not presentinnormal skin and because of it, their presence
is considered significant in findings [34]. Later, after
nearly nine hours of the occurrence of the bruise, there is
migration of mononuclear leukocytes, macrophages [35].
Erythrocyte phagocytic macrophages are noted after 15-
17 hours of the occurrence of bruises [35]. Macrophages
are present in normal skin [34] and it hinders their
determination when the infiltration in bruised area is
assessed. In human skin lessions, macrophages migrate
after 3 [36], or 7 hours, with peak of migration of 1-2 days
after injury [37]. Erythrophagocytosis occurs later, after 3
days [36]. Macrophages filled with hemosiderin as residue
from phagocyted erythrocytes, detected by staining Perl's
Prossian Blue (Figure 5), can clearly be seen earliest 24-48
hours from the occurrence of the bruise, but usually are
observed after 4-8 days. Haemosiderin is usually located
in the tissue 90 hours after the occurrence of the bruise,
while hematoidin is found occasionally 9 hours after the
occurrence of the bruise [35]. The hematoidin is a pigment
which is chemically identical with bilirubin. It occurs
in the tissues due to metabolism of the hemoglobin,
especially in conditions of reduced oxygen concentration.
Hematoidin contains iron, and is formed intracellular,
presumably in the reticuloendothelial cells, but often
located extracellular after 5-7 days prior foci of bleeding.
Histological it is noted as refractile, yellow-brown or
orange-red granules, but the characteristic diamond
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tiles are arranged in a radial pattern, etc. hematoidin
burrs. The finding of hematoidin is sign of bleeding in the
direction of resolution. Staining method Perl's Prossian
Blue easily makes difference between hematoidin and
haemosiderin. Haemosiderin gives blue colored particles
in the field of bleeding while hematoidin remains as light
brown staining [35].

Betz and Eisenmenger in their morphometric study
describes a significant amount of hemosiderin, about 20%
more in the visual field, which indicates the age of the
bruise of about 1 week [38].

Raekallio J. found the presence of fibrin in subcutaneous
hemorrhages, but concluded thatclotintissue hemorrhage
can occur and posthumously and that it is not evidence of
a vital reaction. Because postmortem fibrinolysis occurs
one day after hemorrhages, finding a well-preserved
fibrin network in subcutaneous hemorrhages, analyzed
by autopsy 2-3 days after death, indicates vital or agonal
origin of the hemorrhage or bruise [35].

Accurately determining the age of bruises is extremely
important when dealing with cases of child abuse,
accompanied with violent death.

PN
N

Figure 5. Skin bruise, stained Peri‘s Prossian Biue,
x 100

Microphotograph shows presence of macrophages filled
with hemosiderin in the connective tissue of the skin

Another method used to determine the age of the
bruises is determination of the activity of the enzyme
heme oxygenase (HO), expressed in macrophages that
infiltrate bruises. This method is used only in the
post-mortem analysis of bruises in forensic medicine.
Expression of HO can be demonstrated and measured
by immunohistochemistry, using ELISA technique.
This enzyme has a potential role in modulating the
immune response [19]. There are two forms of the
enzyme, inducible form heme oxygenase-1 (HO-1) and



ANy

constitutively form heme oxygenase-2 (HO-2), which
has been detected in many tissues [21,39]. Form HO-1 is
present in macrophages and is normally found in small
amounts in them [29]. Heme oxygenase enzyme is also
present in fibroblasts, in inducible form, but these cells
do not have a role in the metabolism of hemoglobin in
bruises [40]. The amount of enzyme HO-1in macrophages
increases in red-blood-cell phagocytosis [19,20,41] or in
the exposure only of hemoglobin [22]. In HO-1 positive
cells, which correspond to the field of bleeding, the
enzyme can be early detected 3 hours after bleeding, but
a peak of expression is noticed after 3 days. [35]. Nakajima
T et al. in the paper of subcutaneous bleeding analyzed
the expression of HO-1 enzyme and infiltration by
macrophages. They came to the conclusion that defining
the HO-1 expression may provide useful information in
determining the age of bruises [42].

CONCLUSION

Of all the methods used for analyzing bruises and
determining their age, often applied is the method of
visual inspection for quick orientation about the age of
the bruise. However, this method is not specific and here
is considered subjectivity by the expert.

Accurately to determine the age of the bruises is
necessary to apply histological analysis of the tissue. Data
published in the literature suggest that iron in the bruise
can be demonstrated by histological staining after 3 days
of injury.

The precise determination of the age of bruises is often
sought information in court expertise and has great
importance in cases of child abuse when analyzing

subsequent bruises and when required the exact cause of
death.

Also in forensic investigations is required to confirm the
fact whether bruises occured during life or posthumously.
In these cases, the increased presence of macrophages
in the bruise may indicate that it occured during life.
However all authors advise caution to interpret the age
of bruises due to the multiplicity of factors involved in
their creation, presentation and resorption.
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METO/IM 3A OZIPE/TYBAIbE HA CTAPOCTA HA KPBHUTE ITO/JJ/IUBH

KocrapunoBa-IlerpoBa 1.}, Janecka b.2, MuteBcka E.!, Munenkosa J1.!, KocroBcka H.!, [leneBa E.!

"MHcTutyT 3a Xuctonoruja u emopuonoruja, Meguiiacku akynret, Ckorje, Makemonuja
2 IncruryT 3a Cyzicka MeII[MHA ¥ KpUMUHAIUCTHKA, MemuimHcku dakynret, Ckomje, MakefoH1ja

ABTOp 3a KopecnoHzeHLyja; e-mail: irena.petrovall@yahoo.com

ABCTPAKT

KpBHUTE MOIMBY Ce yeCcTH MOBpeid Ha KOyKaTa KOM ce cpeKaBaaT Kaj 1uiiata MounHaTh off HACWJIHA CMPT 1 3aToa
MMaar CyIcKo-MeIMIIMHCKO 3Hauerhe. Bo mpakcaTa ce jaByBaaT cjiydan Kora e IMCKyTaOMIHO J1a ce OAPein CO CUTYPHOCT
cTapocTa Ha KpBHUTe MOUIMBU. MeryToa co mo3HaBameTo Ha OMOIOIIKUTE MTPOLleck acollMpaHu co perapaliyjata Ha
KPBHUTE TOJIJIMBY O MOKeJIo 1a ce AoOujaT MoCUrypHr MHMOPMALIMKY 38 HUBHATA CTAPOCT. PACTUIONIIMBUTE METOITU
3a OJIpeJlyBabe Ha cTapocTa Ha KPBHUTE TMOJJIMBU KAKO IITO Ce orcepBalinfja, KOJIOPUMEeTpUja, crieKTpodoToMeTpuja
1 11aTO-XUCTOIONIKA aHAINM3a Ce PEBUCKU MTPe3eHTUPaHu BO OBOj TPY/I.

OppefyBatbe Ha CcrapocTa Ha KpBHUTE TMOIJIMBU Cropef; OojaTa € MeTOf, KOj o KOPUCTAT TIOBeKeTO BellTallu,
npu npBUuYHaTa aHaju3a. OricepBalyjata Ha >Kojtata 0oja, MpuToa He KadeaBa WM MOPTOKAJIOBA, acolypa Ha
KpPBEH TIO[UIMB KOj He e cBeyk. MeryToa, MOMKHOCTa 3a BU3YeJiHa oricepBalifja e orpaHuuyeHa co mopdororujata 1
dusnonorrjaTa Ha YOBEUKOTO OKO. AHA/M3aTa Ha CreKTPO(OTOMETPUCKUTE TIOJIATOLIN MOYKe /la TIOHYAU TO/Ie3HU 1
objekTuBHN MHPOPMaU. XUCTOJIONIKATA aHai3a e TIorofHa KaKo MEeTOZ] 3a OflpeJlyBame Ha CTapoCTa Ha KPBHUTE
MOJIJIMBM CAMO BO TIOCTMOPTaJIHUTE UCJIeflyBama. Bo oBa rosie Ha paboTa MOCTOM HEeJOCTAaTOK Off MyOJIMKyBaHU
vHMOpMAaLIMK 3a XUCTOJIONIKATA aHA/IM3a Ha KPBHUTE TMOJIMBU IITO TM OpaHUUyBa CO3HAHMjaTa BP3 Kou OU ce
TEMEJIOJO TOMPeLM3HOTO OfIpe/lyBarbe Ha HUBHATA CTApOCT.

Knyuuu 300poBuU: KPBHU MMOJINBY, METOJIM 3 OJIPe[lyBarbe Ha CTAPOCTa Ha TMOJTUBUTE

81 | Medical Journal - MEDICUS

AN



Review

L )

SEASONAL VARIATION IN GRAM-NEGATIVE BACTERIA AS AGENTS OF
INTRA-HOSPITAL INFECTIONS
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ABSTRACT

Seasonal variations in community-acquired infections are well-studied, while little is known about seasonal
variations in healthcare-associated infections. Seasonal variations in bacteria are important environment
condition in hospital eco-systems because they can predict infection, adequate diagnosis and therapy. Seasonal
variations can influence on decisions for infection prevention. The aim of this study was to determine seasonal
variation in Gram-negative bacteria, as agents of intra-hospital infections in correlation with seasonal changes.
Literature research was performed for the purpose of this study, with combinations of the keywords: ,seasonal
variations®, ,Gram-negative bacteria“, ,intra-hospital infections“ and ,climate, to retrieve full-text articles
written in English published in peer-review journals from March 1979 to September 2015. Results from 25 scientific
studies have shown that certain climate parameters correspond with seasonal variations in nosocomial Gram-
negative bacterial infection and bacterial acquisition in health-care environment. The highest incidences of
these infections occur in the warmest months and the months with the highest humidity. These findings lead to
conclusion that stronger preventive precautions are necessary in the critical seasons to prevent Gram-negative
bacteria acquisition in the hospital environment.

Keywords: seasonal variations, Gram-negative bacteria, intra-hospital infections, climate

INTRODUCTION

Intra-hospital infections (IHI) are significant public health
problem in developed countries, as well as in developing
countries [1].

Most IHI occur in the Intensive Care Unit (ICU).
Treatments in ICU require use of intravenous catheters,
urinary catheters, respirators, which depress resistance

mechanisms and make patients susceptible to infections
[1,2].

The most common isolated pathogens related to hospital
acquired infections are Gram-negative bacilli [3].

There are data for seasonal variations of nosocomial
infections.
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Seasonal variations in community-acquired infections
are well-studied, while little is known about seasonal
variations in healthcare-associated infections [4].

Seasonality is defined as a periodic surge in disease
incidence corresponding to seasons or other predefined
calendar periods [5].

Seasonalvariationsinbacteriaareimportant environment
condition because they can predict infection, adequate
diagnosis and therapy and can influence on decisions
for infection prevention. The occurrence of seasonal
variation is associated with certain meteorological
parameters and climate changes.
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Seasonal variations are especially noticeable for
Gram-negative bacteria. They have seasonal trends in
infections incidence. In Eber et al. study, Acinetobacter
spp. infections exhibited the greatest seasonal variations,
with a 52% increase in the summer as compared with the
winter months [6].

AIM

The aim of this study was to determine seasonal variation
in Gram-negative bacteria as agents of intra-hospital
infections in correlation with seasonal changes.

MATERIAL AND METHODS

A literature research was performed with combinations
of the keywords: ,seasonal variations“, ,Gram-negative
bacteria“, ,intra-hospital infections“ and ,climate“, to
retrieve full-text articles written in English published in
peer-review journals from March 1979 to September 2015.

RESULTS

This review study presents results from 25 scientific
studies where seasonal variations are well-identified
in these Gram-negative bacteria: Acinetobacter spp.,
Klebsiella spp. and Escherichia coli.

Acinetobacter spp.

The most known trend of seasonality is seen in
Acinetobacter species.

Acinetobacter is a harmless coloniser on the mucosal
surfaces and skin of healthy people. While Acinetobacter
spp. affect few risks to healthy individuals, they are an
important cause of nosocomial infection, with a tendency
for developing multidrug resistance [7].

These Gram-negative bacteria are important nosocomial
pathogens in hospitals and they are associated with
seasonal variation in isolation and infection rates.

Surviving environmental conditions for weeks, a
characteristic that promotes transmission through
fomite contamination in hospitals, gives Acinetobacter
special importance as nosocomial pathogen. This is due
to its ability to maintain long periods of high humidity or
under dry conditions [8].

Seasonal increasing isolation of Acinetobacter baumannii
in warm months, especially summer has been reported
since 1970s. Gaynes and Edwards study of Acinetobacter
infections reported to the National Nosocomial Infections
Surveillance (NNIS) System of USA between 1974 and
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1977 was based on hospital-wide surveillance data.
Findings included a rate of 3 infections per 10,000 patient
discharges and an unexplained increase in infection rates
during the late summer months. Infection rates were
twice as high in late summer months as in early winter
months [9, 10].

Another study of seasonal variation of Acinetobacter
infection reported to the National Nosocomial Infections
Surveillance (NNIS) System of USA was made between 1987
and 1996 by McDonald et al. Study findings represented a
total of 3447 Acinetobacter infections during 5.5 million
patient-days of ICU-component surveillance and increase
in infection rates during the late summer months of July-
October. Incidence rate of infections was higher for 54%
during the warmest months (July-October) in comparison
with the other months of the year [11].

Same results were represented by study made in Queen
Mary Hospital, Hong Kong, P.R. China in the period
from 1990 to 1993. Siau et al. study represented increase
infection rates during the late summer months (July-
October) [12].

Also, there are data forits outbreak in Intensive Care Units
in Queen’s Medical Centre, Nottingham, Great Britain,
that indicates spring and winter as critical seasons when
patients with acute and chronic lung disease require
admission to the ICU for artificial ventilation [13, 14].

Seasonal variation of Acinetobacter baumannii isolated

from intubated surgical ICU patients was estimated
for three years period (2010-2012) at the Clinic for
anestesiology, reanimation and intensive care, Skopje,
Republic of Macedonia. Seasonal index pointed the
highest rates of isolation during the spring months
(March to June) and winter months (December, January
and February) when the humidity was on the highest level
during each year of the investigated period (Figure 1).
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Figure 1. Acinetobacter baumannii seasonal index

(2010-2012)
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Acinetobacter isolates in investigated period showed
variety of seasonal variations. In 2010, largest number of
isolates was recorded during winter months, early spring
and early autumn. High isolation incidence was observed
in spring and winter months in 2011. The highest rates
of isolation in 2012 were detected in summer and winter
[15].

Klebsiella spp.

Klebsiella spp. invades rapidly the hospital environment
and often causes nosocomial outbreaks. These outbreaks
are especially observed in neonatal ICU [16, 17].

Seasonal variations are also seen in Klebisella spp.

Anderson et al. made large study on four continents
(Europe, Australia, North America and Asia) to determine
seasonal variation in Klebisella bloodstream infections.
The authors analysed surveillance data from 2001 to
2006 at four hospitals (Durham, North Carolina, USA;
Marseille, France; Melbourne, Australia; and Taipei,
Taiwan).

Incidence rate of Klebsiella from bloodstream infections
varied between institutions, but highest incidence was
recorded during the warmest four months of the vyear.
The study results showed that summer months are most
critical for acquisition for Klebsiella spp. [5, 17].

Escherichia coli

Escherichia coli is the most well-studied Gram-negative
bacteria in microbiology. Escherichia coli is one of the
most frequent isolated Gram-negative bacteria and
cause most of community and nosocomial urinary tract
infection (UTI) [18, 19].

Trend of seasonality in infections with Escherichia coli are
also described.

A study made in Minnesota from 1998 to 2007, presented
results that Escherichia coli is mostly isolated from urine
samples, during the warmest 4 months of the year (June
through September). Incidence rate was a 44% higher in
the two warmest months in the year in comparison with
the other 10 months [6, 20, 21].

Results from the original scientific studies have shown
that certain climate parameters correspond with
seasonal variations in intra-hospital Gram-negative
bacterial infection and bacterial acquisition in health-
care environment. Seasonality of the Gram negative
bacteria and correlation with the temperature are shown
on Table 1.
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Table1. Microorganism seasonality and correlation
with temperature
. : . Correlation with

Microorganism Seasonality temperature
Acinetobacter spp. Yes Yes
Klebsiella spp. Yes Yes
Escherichia coli Yes Yes

DISSCUSION

The heterogeneity of these studies made their synthesis
difficult. They are difficult to compare because they
represent different places of the world and different
periods of time.

Differently designed studies made analysis of the data
more difficult.

Drawback of these studies is not presenting extensive
meteorological parameters. Studies should contain
detailed information about the temperature and humidity
of the air [22, 23].

All available studies for seasonal variations of Escherichia
coli and Klebsiella spp. highlighted warmest months as
critical for acquisition of these bacteria.

High incidence of Acinetobacter isolation and infections
was registered during periods of high humidity but also
during summer months. Winter is also critical season
for Acinetobacter infection. Number of patients which
require admission to the ICU, for artificial ventilation,
increases in winter.

The incidence of endemic Acinetobacter spp. isolated from
intubated surgical patients from Clinic for anesthesiology,
reanimation and intensive care, Skopje, Republic of
Macedonia in the last two decades was in range between
29-40%. High percentage of isolation characterizes this
organism as the most important nosocomial pathogen in
the intensive care unit.

Seasonal index of Acinetobacter baumannii estimated for
the 3 year period (2010-2012) had shown that Acinetobacter
has been isolated mostly in spring (April to June) and
beginning of winter (December). These seasons have
the highest humidity which correlates with the ecology
of Acinetobacter spp. This is due to the ability of the
bacterium to disseminate rapidly in wet environmental
conditions.
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High rate of isolation was observed in the summer months
in 2012. Increasing isolation incidence in summer months
is correlated with the most findings from scientific
literature [6, 15].

Seasonal variation data from the Republic of Macedonia
comply with the data from foreign literature.

In accordance with all obtained literature data, results
pointed the highest rates of Gram-negative bacteria
infections during summer months. Summer season
and higher monthly temperature are associated with
nosocomial infections caused by Gram-negative bacteria.

Higher temperature promotes growth of Gram-negative
bacteria. Ecology and epidemiology of these bacteria
enable them to maintain in the hospital environment.
Lack of hospital staff during the summer is also a reason
for increasing of intra-hospital infections [6, 7, 13-15, 23-
25].

These findings can be used for infection prevention,
diagnosis and empirical therapy against Gram-negative
bacteria and as prevention for bacterial acquisition in
hospital in correlation with seasonal changes.

CONCLUSION

Preventive prediction of seasonal variations in Gram-
negative bacteria could prevent intra-hospital infections
and it would improve the health of patients, reduce
hospital days, and costs of treatment. It would reduce the
risk of transmission and infection of other patients and
hospital staff.

Stronger precautions are necessary in the critical seasons
to prevent Gram-negative bacteria acquisition in health
care centers.

REFERENCES

1. Custovi¢ A, Zulci¢-Nakic V, Asceri¢ M, Hadzic S. Sur-
veillance of intra-hospital infections at the clinic for
gynaecology and obstetrics. Bosn ] Basic Med Sci 2009;
9(1):66-70.

2. Becerra MR, Tantalean JA, Suérez VJ, Alvarado MC, Can-
dela JL, Urcia FC. Epidemiologic surveillance of nosoco-
mial infections in a Pediatric Intensive Care Unit of a
developing country. BMC Pediatr 2010; 10(1):66

3. Gaynes R, Edwards JR. Overview of nosocomial infec-
tions caused by gram-negative bacilli. Clin Infect Dis
2005; 41(6):848-54.

4, Dowell SE. Seasonal variation in host susceptibility and

10.

11.

12.

13.

14.

15.

Review I

cycles of certain infectious diseases. Emerg Infect Dis
2001; 7(3):369-74.

Richet H. Seasonality in Gram-negative and health-
care-associated infections. Clin Microbiol Infect 2012;
18(10):934-40.

Eber MR, Shardell M, Schweizer ML, Laxminarayan R,
Perencevich EN. Seasonal and temperature-associated
increases in gram-negative bacterial bloodstream in-
fections among hospitalized patients. PLoS One 2011;
6(9):25298.

Bergogne-Bérézin E, Towner KJ. Acinetobacter spp.
as nosocomial pathogens: microbiological, clinical,
and epidemiological features. Clin Microbiol Rev 1996;
9(2):148-65.

Jawad A, Seifert H, Snelling AM, Heritage ], Hawkey PM.
Survival of Acinetobacter baumannii on dry surfaces:
comparison of outbreak and sporadic isolates. J Clin Mi-
crobiol 1998; 36(7):1938-41.

Fukuta Y, Clarke LG, Shields RK, Wagener MM, Pasculle
AW, Doi Y. Lack of seasonality in the occurrence of mul-
tidrug-resistant Acinectobacter baumannii complex.
Infect Control Hosp Epidemiol 2012; 33(10):1051-2.
Retailliau HF, Hightower AW, Dixon RE, Allen JR. Acine-
tobacter calcoaceticus: a nosocomial pathogen with an
unusual seasonal pattern. J Infect Dis 1979; 139(3):371-5.
McDonald LC, Banerjee SN, Jarvis WR. Seasonal varia-
tion of Acinetobacter infections: 1987-1996. Nosocomial
Infections Surveillance System. Clin Infect Dis 1999;
29(5):1133-7.

Siau H, Yuen KY, Wong SS, Ho PL, Luk WK. The epidemi-
ology of Acinetobacter infections in Hong Kong. ] Med
Microbiol 1996; 44(5):340-7.

Crowe M, Towner KJ, Humphreys H. Clinical and epi-
demiological features of an outbreak of Acinetobacter
infection in an intensive therapy unit. ] Med Microbiol
1995; 43(1):55-62.

Gales AC,Jones RN, Ferward KR, Linares J, Sadec HS, Ver-
hoef ]. Emerging importance of multidrug-resistant Aci-
netobacter species and Stenotrophomonas maltophilia as
pathogens in seriously ill patients: geographic patterns,
epidemiological features, and trends in the SENTRY
Antimicrobial Surveillance Program (1997-1999) . Clin
Infect Dis 2001; 32(suppl 21):104 - 113.

Petrovska B., Popovska K., Zdravkovska M., Petrovska
M., Stojkova V,, Osmani D., Memeti Sh., Kiroska Petres-
ka E. Seasonal variation of endemic strains of Acineto-
bacter baumannii isolated from intubated surgical ICU
patients. Medicus 2014; Vol. 19 (2): 268 - 272

85 | Medical Journal - MEDICUS

AN



0000000000000

I Review

16. Podschun R, Ullmann U. Klebsiella spp. as nosocomial 21. Chazan B, Colodner R, Edelstein H, Raz R. Seasonal
pathogens: epidemiology, taxonomy, typing methods, variations in Escherichia coli bloodstream infections in
and pathogenicity factors. Clin Microbiol Rev 1998; northern Israel . Clin Microbiol Infect 2011; 17:851-854.
11(4):589-603. 22. Freeman J, Anderson D, Sexton DJ. Emerging evidence

17. Anderson DJ, Richet H, Chen LF, Spelman DW, Hung Y-, for seasonality of gram-negative bacterial infections.
Huang AT, et al. Seasonal variation in Klebsiella pneu- Infect Control Hosp Epidemiol 2009; 30(8):813-4.
moniae bloodstream infection on 4 continents. J Infect 23. Alcorn K, Gerrard ], Macbeth DA, Steele M. Seasonal var-
Dis 2008; 197(5):752-6. iation in health care-associated bloodstream infection:

18. Bean DC, Krahe D, Wareham DW. Antimicrobial resist- Increase in the incidence of gram-negative bacteremia
ance in community and nosocomial Escherichia coli in nonhospitalized patientsduring summer (Internet).
urinary tract isolates, London 2005-2006. Ann Clin Mi- United States; 2014 Available from: http://www98.grif-
crobiol Antimicrob 2008; 7:13. fith.edu.au/dspace/handle/10072/61447

19. Toval F, Kohler C-D, Vogel U, Wagenlehner F, Mellmann 24. Perencevich EN, McGregor JC, Shardell M et al. Sum-
A, Fruth A, et al. Characterization of Escherichia coli mer peaks in the incidences of Gram-negative bacterial
isolates from hospital inpatients or outpatients with infection among hospitalized patients. Infect Control
urinary tract infection. J Clin Microbiol 2014; 52(2):407- Hosp Epidemiol 2008; 29:1124-1131.
18. 25. Durkin MJ, Dicks K V, Baker AW, Lewis SS, Moehring RW,

20. Al-Hasan MN, Lahr BD, Eckel-Passow JE, Baddour LM. Chen LEF, et al. Seasonal Variation of Common Surgical

Seasonal variation in Escherichia coli bloodstream in-
fection: a population-based study. Clin Microbiol Infect
2009;15(10):947-50.

Site Infections: Does Season Matter? Infect Control
Hosp Epidemiol 2015; 36(9):1011-6.

CE30HCKH BAPUJALII HA TPAM-HETATUBHI BAKTEPUY - TPEJTI3BUKYBAYN HA
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N3BAJZIOK

Ce30HCKHUTE Bapujaluy Kaj MHMEKIMUTe CTeKHATU BO 3aeflHWIlaTa ce JoOpo IpoydeHH, JofleKa MajKy ce 3Hae 3a
CE30HCKUTE BapHjalldM Kaj MHTpaxocIuTajHuTe MHMeKIuu. Ce30HCKUTe BapujalluM Ha OakTepuuTe ce BayKHU
CJIyuyBakba BO OOJTHUUKUTE €KO-CUCTeMU, OMIejKU BP3 OCHOBA Ha HUMB MOJKe ce NpeaBuau NHMeKIUja U Jia ce ofIpean
COOJIBeTHA [IMjarHo3a 1 Teparnuja. Tue MoyKar [a B/injaaT Bp3 MEPKUTE 3a IIpeBeHLIrja Ha ofpeneHn nHdekiuu. Lenra
Ha OBa UCTPayKyBame e fa ce ofpenar Ce30HCKUTe Bapujalny Ha ['paM-HeratMBHU OAKTepUM - Mpearn3BUKyBaull Ha
MHTPaXOCTIMTAIHA MH(MEKLINNA BO Koperalija co Ce30HCKUTe IMMPOoMeHH. 3a n3paboTKa Ha oBaa CTyauja Oellle n3BejeHo
eJIeKTPOHCKO TpebapyBae Ha JMTepaTypHU TIOJIATOIM Ha aHITIMCKM jasuK, 00jaBeHM BO pelleH3MpaHU JacOoInCH,
M3aJeHu BO IIeprooT: of MapT 1979 mo cenremBpu 2015 rommHa, co KOMOMHaILIM]a Ha CJIEIHUTE KIIYUHU 300DPOBU:
,Ce30HCKM Bapujauuu”’, ,['paM-HeraTuBHU OaKTepun”, ,MHTPaXOCHUTaJIHU MHGpeKuun” U ,Kiauma’. Pesynrature of
25 HAyYHU CTYIUM TTOKaXKaa [leKa ofipefleHr KJIMMAaTCKK TTapaMeTpy KOPecTIoHMpaaT co Ce30HCKUTe Bapujalnd Ha
OONMHNUKNUTE MH(MEKLUY NTpean3BUKaHu of ['pam-HeratuBHU Oakrepun. Hajromem mpoleHT Ha OBUe MHMEKIUU ce
jaByBaaT BO HajTOIUIMTE Mecell U MecelluTe Co HajrojieMa BiiaykHocT. OBMe co3HaHMja JoBeAyBaaT [10 3aK/IyUOK JleKa
ce TIoTpeOHM TTOCUITHY MTPEBEHTHUBHU MEPKU BO KPUTUUHUTE CE30HU 3a J1a Ce CIIPeulr pa3BojoT Ha [ paM-HeraTUBHUTE
OakTepun BO OOJIHUUKATA CPearHa.

Knyunm 300poBu: ce30HCKM Bapujaluy, ['paM-HeraTuBHY OaKTepuu, MHTPAXOCIIUTAIHA MHMEeKLUY, KITMMa

Revisté mjekésore - MEDICUS | 86

IS ISP



L Case report J
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ABSTRACT

Background: Wiskott-Aldrich syndrome (WAS) is a rare X-linked primary immunodeficiency (PID) characterized
by micro-thrombocytopenia, recurrent infections, eczema.

Methods: Clinic, immunologic and genetic examinations and gene therapy were performed.

Results: We report a 11 years old, boy, who was admitted for the first time in the Onco-Hematologic Service on
the UHC, eight years ago. He, continuously, showed frequent cutaneous manifestations, diffuse petechiae and
ecchymosis of the skin, oral mucosa and bloody diarrhea, recurrent cutaneous infections, bronchopneumonia.
No HLA-identical donor sibling. He had presented inclusion criteria to be enrolled in the experimental protocol
of treatment with gene therapy for WAS when he was 10 years old. He was performed upon premedication, the
infusion of the transduced autologous bone marrow cells, engenireed with the lentiviral vector containing the
WAS cDNA.

Conclusion: Hematopoietic stem/progenitor cell (HSPC) transplants can be curative, but, when matched donors
are unavailable, infusion of autologous HSPCs modified ex vivo by gene therapy is an alternative approach. WAS
is amenable to hematopoietic stem cell gene therapy. New trials using lentiviral vectors are expected to improve
efficacy and safety profiles.

Key words: WAS, boy, infections, gene therapy.

INTRODUCTION

Wiskott-Aldrich syndrome (WAS) is an X-linked recessive
immunodeficiency disorder characterized by the triad of
recurrent bacterial sinopulmonary infections, eczema
(atopic like dermatitis), and a bleeding diathesis caused
by thrombocytopenia and platelet dysfunction, which is
associated with a high incidence of auto-immunity and
lymphoreticular malignancy [1,2,13]. Wiskott-Aldrich
syndrome (WAS) was first described by Wiskott in 1937
and was further characterized by Aldrich in 1954. It has
joined the list of Primary Immune Deficiency Diseases in
the 1960’s.[15]

It is WAS arises from mutations in the Wiskott-Aldrich
Syndrome protein (WASp), a cytoplasmic protein that
links signaling by cell surface receptors such as the
T-cell receptor and integrins to actin polymerization.
WASp promotes the functions of multiple cell types
that support immune responses, but also is important
for the function of regulatory T cells and in TCR-
induced apoptosis, two negative mechanisms of immune
regulation that maintain peripheral immune tolerance.
[6,7,11] WASP has been reported to interact with many
cytoplasmic molecules linking cellular signaling to the
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actin cytoskeleton. [2,3,4,5] Studies of Wiskott-Aldrich
syndrome protein-deficient cell lines and wasp-knockout
mice have paved the way for possible gene therapy [11].
One of the first diseases to be successfully treated by
allogeneic hematopoietic stem cell transplantation,
WAS is currently the subject of several phase I/II gene
therapy trials for patients without HLA-compatible
donors [17]. Since Wiskott-Aldrich syndrome protein
is expressed exclusively in hematopoietic stem cells,
and because Wiskott-Aldrich syndrome protein exerts
a strong selective pressure, gene therapy is expected to
cure the disease [16, 18]. Hematopoietic stem/progenitor
cell (HSPC) transplants can be curative, but, when
matched donors are unavailable, infusion of autologous
HSPCs modified ex vivo by gene therapy is an alternative
approach[9].

AIMS

To describe clinic, laboratory; immunologic examinations
and genetic features of the patient with Wiskott -Aldrich
before and after gene therapy.

CASE REPORT

Patient SH.G, 11 years old, boy, who was admitted for the
first time in the our unit of the UHC, eight years ago. He,
continuously, showed frequent cutaneous manifestations,
diffuse petechiae and ecchymosis of the skin, oral mucosa
and bloody diarrhea, recurrent cutaneous infections,
bronchopneumonia, otitis, faringitis and eczema (very
dry skin), some episodes of hives, since he was 4 months.
An hemorragic ocular infection was appeared at the age
of 3 years old with visual impairment, photophobia. On
2013 another ocular infection was occurred, involving
both eyes. This infection brought to a corneal ulceration
on the right eye with desmatocele, so he underwent
performant keratoplastic. He is regularly followed
for his issues in our center. Blood picture revealed
microthrombocytopenia, high IgA, IgE and normal IgG,
and low IgM levels, congenital defect of antithombin
(40-50%). Platelet levels average around 15000/microl
(10000- 20000). Bone Marrow aspirate morphology:
Hematopoietic series are present in all maturative
stages. Molecular analisis of mutation of the WAS’gene
of patient: presence of alteration c[735-2A>GJ;[0]. The
analisis of mutation of the WAS’gene of patient’s mother:
c[735-2A>Gl:[=]. In the citofluorimetric analisis, there
was evidenced a several deficit of WASp in the level of all
leucocyte populations evaluated. Non-consanguineous
parents. His maternal uncle died at the age 25 of a cerebral
hemorrhage, three pro-maternal uncles (brothers of his
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maternal grandmother) respectively 51; 53 and 72 years
old, died intracranial hemorrhage.

Our data confirmed a WAS’diagnosis, that was based in the
familiar, personal history; the clinic and the immunologic
parameters; and severely reduced WAS protein expression
are consistent with a severe phenotype. No HLA-identical
donor sibling, so he had presented inclusion criteria to be
enrolled in the experimental protocol of treatment with
gene therapy for WAS.

The patient started the anti-infective prophylaxis in 2013
with co-trimoxazole, acyclovir, nystatin, intravenous
Imunoglobulin, antibioticotherapy, etc. The patient
performed blood tests and instrumental tests required
by the baseline phase of the protocol. He started
the peripheric mobilization of CSE with G-SCF with
Myelostim on July 2014 with a good response, then he
was performed upon premedication, the infusion of the
transduced autologous bone marrow cells, engenireed
with the lentiviral vector containing the WAS cDNA.

The patient received gene therapy with autologous CD34+
cells transduced with a lentiviral vector encoding WAS at
the Scientific Institute HS Raffaele, Milan, Italy.

He performed hemograms once a month with platelets
value around 80000-180000/microl., with normal
platelet volume, he is showing a progressive recovery
of lymphocyte counts, after transient lymphopenia
following conditioning. At the present, total lymphocyte
count is still below normal level for age, as are T cells,
but they are expected to progressively increase in next
months. As a number of CD4+ and CD8+ cells raised. B
and NK cell counts are instead normal for age. Over the
course of several months, the patient has always been in
good general conditions, the cutaneous manifestations of
viral disease resolved completely and a patient remains
clinically well and free of infectious complications and no
bleeding episodes at 1 year, after transplantation.

DISCUSSION

Wiskott-Aldrich  syndrome (WAS) is an X-linked
recessive immunodeficiency disorder characterized by
the triad of eczema (atopic like dermatitis), recurrent
bacterial infections and a bleeding diathesis caused by
thrombocytopenia and platelet dysfunction. WAS is
caused by various mutations in the gene that code for the
WASp.[9]

The incidence of WAS in the USAis 4in 1000 000 live male
births [14]. The frequency in the European population is
similar to that of the United States. The same study also
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examined the prevalence of Wiskott-Aldrich syndrome in
several national registries (ie, Italy, Japan, Switzerland,
Sweden) and found that this condition occurred in 2-8.8%
of patients with primary immunodeficiencies [8,14]. WAS
is an X-linked disorder that is manifest in males, with an
absence of clinical symptomatology in obligate female
carriers[12).

Examination for Wiskott-Aldrich disease includes
evaluation for signs of bleeding, infection, malignancy and
atopy, general appearance and vital signs, dermatologic,
pulmonary, neurologic assessment. Laboratory studies
used in the evaluation of Wiskott-Aldrich syndrome,
CBC count supports the diagnosis, quantitative serum
immunoglobulin levels, functional testing of the humoral
and cellular components of the immune system, genetic
testing, major histocompatibility tests of the patient,
parents, and siblings to determine feasibility for stem
cell transplantation, screening of patient and potential
donor for infectious agents (HIV, CMV, hepatitis viruses,
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etc), radiography, particularly of the chest, is part of
the assessment for new infections [12, 14]. Without
appropriate care and intervention, morbidity and
mortality are frequent. With appropriate care and
timely intervention, patients with WAS have an excellent
prognosis. As an example, long-term survival following
the use of allogeneic HSCT is >80%. WAS is amenable to
hematopoietic stem cell gene therapy. It is very important
to draw the attention of pediatricians to suspect WAS
in cases of children with a long history of recurrent
infections, cutaneous manifestations, bleeding episodes
that do not respond to standard therapy, moreover when
they see the life-threatening complications such as
gastrointestinal hemorrhage, intracranial hemorrhage.
Hematopoietic stem/progenitor cell (HSPC) transplants
can be curative, but, when matched donors are
unavailable, infusion of autologous HSPCs modified ex
vivo by gene therapy is an alternative approach[10]. New
trials using lentiviral vectors are expected to improve
efficacy and safety profiles [5].

Fig. 2. Corneal transplantation in the boy affected

by Wiskott-Aldrich Syndrome

Eczema in the boy affected by Wiskott-Aldrich Syndrome
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CONCLUSION

Understanding the types of Primary Immunodeficiency
(PI) and the related clinical manifestations can help
pediatricians see beyond the presenting symptoms
and lead to improved recognition and diagnosis of PI.
Timely diagnosis is of utmost importance in PI, as recent
advances in bone transplantation and immunoglobulin
replacement therapy, as well as future gene therapies,
provide effective ways to prevent significant mortality
and morbidity. Gene therapy is a good treatment
alternative in patients with WAS, because it gives
them chance for long remission and improvement
of quality of life. Beyond proof of principle, ongoing
international efforts to coordinate trials of gene therapy
for the WAS may also provide a model for the expedited
development of new treatments for other rare diseases.
It should be noted that thanks to the close cooperation
with the Italian colleagues, it was made possible
performing this important procedure, being the first
Albanian patient with WAS who has committed gene
therapy.
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APSTRAKTI

Hyrje: Sindromi Wiskott-Aldrich (WAS) éshté njé imunodeficiencé primare e rrallé e lidhur me X qé karakterizohet
nga mikro-trombocitopenia, infeksione té pérséritura, ekzema.

Metodat: U kryen ekzaminimet klinike, imunologjike, gjenetike si dhe terapia gjenike.

Rezultatet: Ne raportojmé njé djalé 11 vjecar, i cili u pranua pér heré té paré né Shérbimin e Onko-hematologjisé
né QSU, teté vjet mé paré. Ai vazhdimisht parageste manifestime te shpeshta né lékuré, petekie dhe ekimoza té
pérhapura né lékuré e né mukoza te gojés dhe diarre me gjak, infeksione té shpeshta né lékuré, bronkopneumoni.
Nuk ka donator familjar pér HLA-né (motér ose vélla). Ai plotésoi kriteret e pérfshirjes né protokollin eksperimental
té trajtimit me terapi gjenike pér WAS dhe u pérfshi né té né moshén 10 vjecare. Ai iu nénshtrua premedikimit,
infuzionit me geliza autologe té palcés sé kockés, me vektor lentiviral gé pérmban WAS cDNA.

Konkluzion: Transplantet me geliza staminale mund té jené kurative, por, kur nuk ka donator familjar, transplanti
autologi modifikuar ex vivo nga terapia gjenike eshte nje qasje alternative. WAS éshté i pérshtatshém per aplikimin
e terapise gjenike. Pérdorimi i vektoréve lentiviral pritet té pérmirésojné efikasitetin dhe siguriné e métejshme.

Fjalétkyce: WAS, djalé, infeksione, terapi gjenike.

91 | Medical Journal - MEDICUS

AN



Case report

L

ANGINA PECTORIS WITH SLOW CORONARY FLOW
PHENOMENON: A CASE REPORT
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ABSTRACT

Objectives and background: Coronary slow flow phenomenon (CSFP) was identified as an exclusive clinical
entity in 1972 [1] where the distal opacification of the coronary artery is delayed on angiography in the absence of
significant coronary artery disease. It is a frequent finding, typically observed in patients presenting with acute
coronary syndromes. Although it is well known to interventional cardiologists, but the pathogenic mechanisms
remain unclear. The clinical implications are significant, with over 80% of patients experiencing recurrent chest
pain, resulting in considerable impairment in quality of life.

Methods, procedures and results: We present a clinical case of 54 years old female patient complaining of
recurrent chest pain. Physical examination showed non-specific signs. She had a history of high blood pressure,
dislipidemia more than 5 years, and a genetic history of coronary artery disease. At the beginning she was
treated with antihypertensive therapy with ACE inhibitors and beta blokers. We performed blood laboratory,
ECG, echocardiography (ECHO), 24h ambulatory blood pressure monitoring (ABPM), coronary exercise stress
test, coronary angiography and myocardial perfusion scintigraphy (MPS) after two years of hospitalisation. After
coronary angiography, the diagnosis of slow coronary flow of LAD was confirmed. She was followed up two years
after and treated with antihypertensive and antihyperlipemic therapy-statins and dipiridamol.

Conclusion: Coronary slow flow phenomenon is not an infrequent angiographic finding and contributes to
morbidity. This phenomenon should be considered a separate clinical entity with peculiar characteristics,
pathogenic mechanisms, and defined diagnostic criteria.

Keywords: coronary slow flow phenomenon, coronary artery, chest pain.

INTRODUCTION

Although a number of formal definitions have been
proposed, the CSFP essentially consists of a delay
in the progression of the contrast injected into the
coronary arteries during coronary angiography [1, 2].
This condition, which may affect one or all coronaries,
was originally described by Tambe et al. in 1972 [5].
Since then it has been accepted as an independent
clinical entity, which is called “CSFP”, “coronary slow
flow syndrome” “syndrome Y”, or “primary” coronary
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slow flow [6-9]. Importantly, “primary” CSFP should be
distinguished from the delay in the contrast progression
in the context of coronary reperfusion therapy such as
angioplasty or stenting for acute myocardial infarction,
or other “secondary” causes of coronary slow flow [8-
10], coronary ectasia or spasm, ventricular dysfunction,
valvular heart disease and connective tissue disorders.
Incidence of coronary slow-flow is reported to be 1-7% of
all coronary angiograms.
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Clinically, this phenomenon occurs most commonly in
young men and smokers, and patient admitted with acute
coronarysyndrome[12]. The clinical courseis complicated,
with over 80% of patients experiencing recurrent chest
pain, most occurring at rest, necessitating readmission
to the coronary care unit in almost 20% of affected
patients [12]. Most importantly, coronary slow flow has
been described to be associated with life-threatening
arrhythmias and sudden cardiac death [3, 4], probably due
to increased QTc dispersion in these patients.

Further, Yilmaz et al. [14] recently delineated the clinical
and laboratory features of CSFP compared to the
control subjects without CSFP. Metabolic syndrome was
more frequent in CSFP in the presence of higher total
cholesterol, low-density lipoprotein-cholesterol, fasting
glucose and body mass index levels. These data are in
line with the observations that insulin resistant states
[15] and impaired glucose tolerance [16] correlate with
CSFP occurrence. These data suggest that a common
underlying pathophysiologic mechanism of the metabolic
syndrome and CSFP may be endothelial dysfunction.

Diagnosis and evaluation of CSFP in coronary
angiographic studies was initially described subjectively
by visual judgement [5]. A semi-quantitative assessment
of coronary blood flow is the thrombolysis in myocardial
infarction (TIMI) flow grade classification, which reflects
the speed and completeness of the passage of the injected
contrast through the coronary tree [17,19]. Although
this widely used method of grading coronary flow has
been a valuable tool for comparison of flow data in
clinical trials, variability in the visual assessment may
limit the broad clinical applicability. In contrast, as an
objective, quantitative index of coronary flow, corrected
TIMI frame count (CTFC) facilitates the standardization
of TIMI flow grades and flow assessment. It represents
the number of cine-frames required for contrast to
first reach standard distal coronary landmarks [18].
Currently, by using CTFC as a quantitative index of
coronary flow, coronary angiography is the only tool
for the diagnosis and assessment of CSFP. Despite good
prognosis of CSFP patients, the subsequent progress is
frequently characterized by remitting, relapsing anginal
episodes resulting in considerable impairment in quality
of life. Unfortunately, currently available anti-anginal
agents are of limited clinical value. It was shown that
dipyridamole and mibefradil, which both influence
functional obstruction in arteries <200 pm, normalized
CTFC but nitroglycerine, which dilates arteries with
diameters >200 pm, did not [20,21]. Importantly, statins

Case report I

appear beneficial for patients with CSFP, likely in part
due to their anti-inflammatory properties [22-24]. More
recently, several studies demonstrated that nebivolol
can both improve endothelial function and markedly
ameliorate symptoms, thereby improving quality of life
in patients with CSFP [25-27]. Besides its beta-receptor
blocking activity, nebivolol can cause endothelium-
dependent vasodilatation through increased nitric oxide
release [25].

CLINICAL PRESENTATION

A 54-year-old female was admitted to the cardiology
department with a history of exertional angina for one
year duration and past medical history of hyperlipidemia
and hypertension. Chest pain was described as a pressure-
like sensation in the middle of her chest. Right upon
admission vital signs were stable. Her blood pressure was
150/90 mmHg, heart rate was 94/min, and heart sounds
were normal. Systematic examination showed no further
significant symptoms. There was a family history of
coronary artery disease, her father died from myocardial
infarction. She was not a smoker. The resting 12-lead ECG
was unremarkable. (Fig.1). We performed ABPM (Fig.2)
and results showed that blood pressure was not well
controlled.
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Transthoracic echocardiographic evaluation showed
a normal left ventricular function and no regional
wall motion abnormality. The patient underwent a
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treadmill exercise stress test using the Bruce protocol.
He experienced typical angina at 6. min of exercise,
with nearly a 2-mm ST-segment depression in V4-V6
derivations and coronary test was interpreted as a
positive (Fig 3).
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Fig. 3 ECG changes (V4-V6) during exersice coronary test

Coronary angiography was performed for suspected
coronary artery disease. During left heart catheterization,
systemic arterial pressure was normal and there was
no gradient across the aortic valve. A left ventricular
angiogram obtained in the right anterior oblique view
revealed no regional wall motion abnormality. The
Thrombolysis in Myocardial Infarction (TIMI) frame-
count method was used to evaluate the degree of the slow
antegrade filling. The corrected TIMI frame counts were
observed to be 41 frames for the left anterior descending
coronary artery (LAD) (Fig 4, 5). Coronary angiography
revealed no stenosis of the right coronary artery (RCA)
and left circumflex coronary artery (LCx). The angiogram
showed normal coronary arteries without evidence of
coronary vasospasm or an existing myocardial bridge.
Slow flow, however, was noted in the left anterior
descending artery (LAD). After 4 days of hospitalization
patient was discharged from the hospital with advise
for regular use of antihypertensive therapy, statins,
dipiridamol and regular controls.

Fig.4 Coronary anatomy and flow of LAD
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Fig.5 Coronary anatomy and flow of LAD

After two vyears of follow-up and regular ambulatory
check-ups, patient continued to have occasional chest
pain and we have decided to perform MPS. Myocardial
perfusion scintigraphy showed reversible perfusion
abnormalities of apical segment of anterior wall (6%) with
good ejection fraction (Fig.6, Fig 7).
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Fig.7 Regional wall abnormalities during MPS

DISCUSSION

This is a case of female patient with coronary slow flow
phenomenon which is manifested with chest pain and
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need further investigations to determine its etiology. Past
medical history of dislipidemia and hypertension as well
as family history of coronary artery disease increase her
total risk for coronary artery disease development. She
was treated with antihypertensive therapy, statins and
occasionally aspirin. Clinical investigations especially
treadmill exercise stress test was positive without
regional wall motion abnormality on transthoracic
echocardiographic evaluation. Coronary angiography
showed normal coronary arteries without evidence of
coronary vasospasm or significant stenosis but slow flow
was noted in the left anterior descending artery (LAD).
The possible pathophysiological mechanism for CSFP
in our case may be a small vessel dysfunction based on
observations including microvascular tone dysfunction,
endothelial thickening of the small vessels, and impaired
endothelial release of nitric oxide (NO). Patient was
treated with regular medical therapy consisting of
antihypertensive medications, statins and dipiridamol
and further follow up showed improvement in her
exercise tolerance.

CONCLUSION

Coronary slow flow phenomenon is not an infrequent
angiographic finding and it contributes to higher
cardiovascular  morbidity. Coronary slow flow
phenomenon usually has a benign long term outcome but
may be associated with relapses. Occasional ventricular
arrhythmias and even sudden cardiac death have been
reported. Treatment modalities for CSFP are not well
established and further studies are necessary.
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ABCTPAKT

Ienu: deHomeHOT Ha OaBeH KOPOHAPEH MPOTOK € UIeHTU(UKYBAH KaKko mocebeH KIMHUUKKU eHTuTeT Bo 1972 Kora
nucranHara onanuduKaldja Ha KOpoHapHara apTrepuja e ofjio’keHa Ha aHruorpacduja BO OTCYCTBO Ha 3HauajHa
KopoHapHa aprepucka 6osiect.Toa e yecT HaO/, TUTTMUEH Kaj TIALIMEHTH KOj UMaaT Mpe3eHTalja Ha akyTeH KopoHapeH
CUHAPOM. MaKo oBOj eHTUTET e 100po MOo3HAT Kaj MHTePBEHTUTE KapIMOoiI03U,I1aToO/IONIKMOT MEXaHW3aM OCTaHyBa
HejaceH. KIMHUUKKUTE UMIUIMKALIMKM ce 3HauajHu,co roBeke of 80% off nareHTuTe nMaat IoBTOPYBaUKK eMU30/11 Ha
rpajiiy OOIKKM Pe3yITUPAjKU CO 3HAUAjHO HAPYIIyBarhe Ha KBAJIUTETOT HA YKUBOT.

MeTopau, mpoueypu U pe3yITaTH: [ [pe3eHTUpaMe KIMHWUKY CJTydaj Ha MalueHT Ha 54 TofInIIHA BO3PACT, }KeHCKU
TIOJT KOj Ce >KaiM Ha MOBTOPYBAUKM e300 Ha rpagHa 6orka. MU3MKaaIHuoT mpersief] e 6e3 criennruyan 3Halu.
[TaruenTKaTa MMa UCTOpWja Ha TOKAUYeHM BPeHOCTU Ha KPBeH TPUTHUCOK, AUCIUTIHIIEMUja TIOBeKe off 5 TojiuHHU,
reHeTcKa TIpeIUCIIO3NIIMja 3a KOpoHapHa aprepucka 6Oormect. HanpaBuBme mabopaTopucKku ucrutyBarbe, EKI
exokapauorpaduja, 24 yacoBeH XOITEp 3a KPBEH MPUTUCOK, KOPOHAPEH CTpec TecT, KopoHapHa aHruorpaduja u
MUOKapzHa riepdusyoHa ciuHTUrpadmja rocjie 1Be TOIWHU OJf XOcIUTajau3aluja. 1o HarpaBeHara KopoHapHa
anrrorpaduja aujarHosara 3a deHoMeH Ha baBeH KopoHapeH Ipotok Ha LAD e norBppena. Ilaipenrkara 6etie
crefleHa iBe TOAVHU 1 Oellle TTocTaBeHa Ha aHTUXUTIePTeH3MBHA, aHTUIUTIeMUYHA Tepanuja-CTaTUHA U AUTTPaiaMort.

3akayuok: DeHoMeHOT Ha baBeH KOpOHAaPeH IMPOTOK He € PeJIoK aHrMorpad K Hao U ITPUJI0HeCyBa 3a MOPOUIUTET.
OBoj deHOMeH Tpeba fa Oume cMeTaH KaKo MoceOeH KIWMHUUKM EeHTUTET CO CHelUPUUHU KapaKTepPUCTUKY,
TaTOTeHeTCKN MeXaHW3MU U AeUHNPaHU AUjarHOCTUUKU KPUTEPUYMU.

Knyuuu 360poBu: heHoMeH Ha baBeH KOpoHapeH MMPOTOK, KopoHapHa apTepuja, rpajgHa 6oska
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ARYTEH TAHKPEATUT MHJIYLPAH O] JIEK

DRUG INDUCED ACUTE PANCREATITIS

Criuposcka T., Cemmmun P., KysmanoBcka b., Kaptanos A., MukyHoBuk Jb., AHoHOBCKa b.
Knunuka 3a Tpaymaronoruja, Opronenuja, AHecte3uja, Peanumariuja, UaTen3uBHo JlekyBame 1 YpreHTeH
[enrap.
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AIICTPAKT

AKYTeH TTaHKpeaTUT e TelIKa OoiecT co 3HAUMTesIeH MOPOUIUTET U MOPTAIUTET. AKYTHUOT TTAHKPEaTUT MHIOYLIMpaH
OJ1 JIEK € PeJOK, CO IpoleHeTa uHuuaeHaTa ox 0,1-2%. [ToBeke ox 100 1ekoBu OMjie BMeLIaH! BO ITPeIM3BUKYBambeTO
Ha Oosecra: alleTaMMHOMEHOT e [IOBP3aH CO aKyTeH MTaHKPeaTUT BO CJIyJanuTe Kajle LITO UMAa MPeo3uPaHOCT CO OBOj
nex. Cerak, uectoTaTa e Maja. Bp3 ocHoBa Ha aHajM3a Ha HUBOTO Ha JoKas3W, 4 Kjacu Ha JIeKOBU MOKAT Jla bumar
UIIeHTU(PUKYBaAHN.

Bu mipeseHTHpame ciyuaj Ha 28-TOAMIIHUOT Mayk Koj Mpe3eHTHpalle abjoMuHaiHa O0IKa U TToOKaueHU TTaHKpeacHU
eH3MMU YKa)KyBajKu Ha aKyTeH TaHKpeaTWT, Tellka MeTaboiHa alujo3a ¥ CUCTEMCKU MHQIAMATOpPeH OJIrOBOP
CUHZIPOM TIO TIpefio3uparbe Ha JieK mTo coipyku arjeramuHoden. Toj 3emarie arleraMuHodeH TOBeKe 071 5 g CceKoj
TleH /iBe Heflenu. JlujarHoCTUIIMparmeTo BKIIYUyBajKu yITpasByK, KT ckeH, MUKPOOMOJONIKY 1 CEPOJIONIKN aHATTU3Y He
ycriea fa OTKpUe HUKaKBa OUUIvie[IHa eTUOJIOTUja 3a MaHKPeaTUTUCOT. MoyKHOCTA 3a TTAaHKPeaTUTUC MPeAU3BUKaH O]l
JIEKOBU Ce 3efie BO 003Up U alleTaMUHO(EHOT ce MUCIIelle [IeKa € BepPOojaTHO eTUOJIONIKUOT areHc u bellle rnpeKkuHar.
[Tpernes Ha pesieBaHTHA JIUTEPATYpPa UCTO TaKa € TpeTCTaBeHa.

AKYTEHMOT TaHKpeaTUT MHAYLMPaH Of JIEKOBU € TPEeIM3BUK 3a JIeKapuUTe U [eTaJIeHUOT MeXaHW3aM e HellO3HaT.
MHoOTY e BayKHO J1a ce UCKJIyul [TaHKPeaTUTUC Mpean3BUKaH Of] JIEKOBU KOra Ce JIEKyBa [TaHKPeaTUTUC CO Hello3HaTa
eTUOJIOTHja.

Knyunm 360poBu: [1pukas Ha ciyuaj. Jlek ungyuupad. AuetaMuiodeH. AKYTeH ITaHKPEeaTUTHC.

BOBE]]

AKyTeH TaHKpeaTUT e BOCIAJMTeJIHO 3a00yBame Ha aKyTeH [aHKpeaTUT NpeJu3BUKAH Of JIEKOBU, KaKO U
IIaHKpeacoT €O HeHajieeH moueTok. Moxke fja buje Bo KacuduKalyja Ha TeKOBUTE MPe[u3BUKYBAUM.

Omara (hopMa ma 70 MyJITHOpPraHCKa MHCY(hUIMEHIHja.

[lmjarHo3ata ce 0as3upa BpP3 KIMHUUKATE 3HAIN MIPE3EHTAITMJA HA CITYYA]J

TMIOTKpPeIeH: Co 1abapaToOPUCKU ¥ PaJMOIONIKY TeXHUKY.  28-TOJMIIHUOT Ma)k KOj TIpe3eHTHpaiie abIoMUHaIHA
0OnKa W TIOKaueHW MaHKPeaTHMYH! eH3MMH VKayKyBajKu
Ha aKyTeH MaHKpeaTuT, Tellka MeTabolHa aluj03a
M CHCTEMCKM MH(IAMaTOPeH OJIrOBOP CHHPOM IO
Tnpeio3upame Ha JIeK IITO COJPXKU alleTaMUHO(eEH.
Toj 3eman ateramuHO(eH MOBeKe 0off 5 g CeKoj [ieH JiBe
Hegenu. Ha npuem kpBen mputucok 80/40 mmHg, nync
150 ymapu Bo MuHyTa, amypesa momana of 0.5 ml/kg.
IlenTa Ha OBaj TPY/ € Jla ce IPUKAsKaT fie/ Oy IIpoHajienuTe  Jlabopatopucku anammsu: RBC = 4.56, Hgb = 160, Hct =
TOJIATOLM BO BPCKa CO MEXaHM3MOT U JujarHosata Ha (046, ALT =579 (0-40), AST = 525 (0-40), LDH = 5367 U/L,

1,4% Op cute perucTpupaHd MaHKpeaTUTH OTMara
Ha aKyTeH TaHKpeaTUT MHJYLMPaH Off JIeKOBU, Kafe
TIOMUHUPA >KeHCKaTa ToMy/ialjija ¥ MoMJIajiaTa Bo3pacT.
MexanusmuTe Ha MMOBpefa Ha MAHKPEACHOTO TKUBO
Kaj OBaj BUJ Ha MAaHKPEATUT KAKO U JIMjarHOCTUUKUTE
TIOCTAIKHU Ce TUCKYTaOMIHU.
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Ca =163, Na =141, K = 5.89, BUN = 9.25, Kreatinin = 396,
Amylase = 3446; CRP = 376. pH = 7.15, pCO, = 3.47, pO, =
12.54, Be = - 19.7; Lactate = 14.59, Glucose = 778 , aPTT =
46s ( 33s).

JyjarHoCTULIIPambEeTOo BKJIVUYBajKU VIITpa3BYK
(maHKTeaTHT CO efleMaTO3eH TAHKpPeac W MepUIlaH-
kpeatudeH eziem), KT ckeH (eKcymaTMBeH MaHKpeaTUT
CO rojieMa KOJMYMHA Ha TEYHOCT OKOMY MaHKPeacoT),
MHUKPOOUOJIONIKY ¥ CePOIOIIKA aHaTU3U He TIOMOTHaa
BO OTKpMBale HA jacHa eTHONOTMja 3a IiojaBaTa
Ha MaHKpeatuToT. MOXKHOCTA 3a JIeK - HHAYIMpaH
MaHKpeaTUT Oellle pasryiefiaHa UM aleTaMUHOGMEHOT ce
CcMeTaille 3a MOKeH eTHOJIONIKY areHC MOPajii ITo Oerre
HpeKHaT.

JTUCKYCHJA

AKyTeH MaHKpeaTHT e BOCTAJUTENHO 3a0ojyBame Ha
MaHKpeacoT co HeHajleeH MoueToK. KIMHUUKWTe 3HAIM
MOKe [Ja BapupaaT off Omara ¢opma Kaj MOBeKeTo
MaleHTH 10 MYITH - OpraHcka WHCY(bMIMeHIuja u
cerica Kaj okony 20% op marentute [1, 2]. JlujarHos3ata
Ha aKyTeH MaHKpeaTHT ce 0Oas3Wpa BpP3 BHUMATETHO
KIMHWUYKO WCIUTYBAake CO CYNOPTUBHM [IOKa3u Off
71a00PaTOPUCKU ¥ PAIMOIONIKK TeXHUKHM [3]. TpeTMaHOT
Ha aKyTeH TaHKpeaTUT 3aBUCH Of Heropara TeKHHA.
HeKonKky MpOrHOCTMYKU MOJIeNIM Ce Pa3BUEHU CO IIef
ma ce uyeHTH(UKYBaaT MAlMeHTHTe CO BUCOK PU3MK
3a Pa3Boj Ha TekOK cTeneH Ha maHkpeatuT. APACHE 11
CKOPOT e TIpel[i3eH U MO3Ke Jia Oufie MpoljeHeT BO TPBUTE
24 vaca no npuemor. Il-peakruBuuot npoteud (CRP) e
HAajIIPaKTUYHUOT TPEUKTOP, HO € Mpelu3eH caMo Mo
48 daca [4]. MepemeTo Ha TPUIICHHOTEH AKTMBMPAUYKH
TeNTH]] BO YPHUHA € CO BeTYBauKM pa3Boj [5]

Jlex - mHpyuupaH akyteH mnaHkpeatuT (AIl) e peTko
3abonyBarse. [IpBuTe M3BelTan ce objaBeHH yiurre Bo 1950
TOJIUHA Ha MUHATHOT BeK, off Zion U COpabOTHUIUTE U
CceKoja rojiuHa ce 3rojieMyBa JIUCTATa Ha JIeKOBH MOBP3aHU
co AIL(6) [TocTojaT MHOTY €THOMOIIKK PU3KK (haKTOPH 3a
All, BKTyuyBajKK aHaMHe3a 3a 37I0YIOTPeda Ha ajiKoXorl,
KaMemha BO JKOMUYHO Kece, eHJIOCKONCKAa peTporpajiHa
XOJaHrMonmaHKpeatorpaduja M MaHOMETpHja, Tpayma
WIM XUPYPIIKM MPOIeSypH BO O/M3MHA HA MAHKPeacor,
OflpefileHN JIeKOBM, XUIepIUIUIeMUja, HWH(eKIuja u
XPOHMYHA XUIepKaiemuja [7,8].

Jledbunniyja: ,3HaUNTENHO ILITETHA WIA HeIpUjaTHA
peakiiuja, Koja Mpou3JieryBa ofi MHTepBeHIIMja MoBp3aHa
Co yroTpeba Ha MeMIIMHCKY TIPOU3BOJI, KOj TPe/IBUIyBa
OMAacHOCT Off MOHATAMOIITHO aJIMUHUCTPUpame W Hajara
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TpeBeHKparbe WK Cren(uueH TpeTMaH, Wii MeHyBatbe
Ha DPEXHUMOT Ha JI03Mpame, WIM II0BJEKyBame Ha
npousBogoT” [9].

[lo3HaBaweTo Ha BUCTUHCKATAa UHIUJIEHI]A Ha JIeK -
unpyipat All 3aBucy o KTMHUYIAPKUTe KOU T UCKITyuKie
JIPYTUTe MOKHU TPUUMHM U TO ITpUjaBuie HacTaHOT. Moxke
7la OujIe TEIIKO Jja ce MCKIYYaT OCTAHATUTe TPHINHUTETH
3a All, moceOHO Kaj Hal@eHTHTe KOM MMaaT IIOBeKe
KOMOPOUTUTETH, KOPUCTAT TOBeKe JIeKOBM M MMaaT
TIOTEHIIUja/THY HeTo3HaTH 0a3uuHU PU3MK (PaKTOPH.
PeTpocmekTBHa CTyAuja chpoBeleHa Bo [epMaHuja
KOHCTaTHpa JleKa UHIMeHIaTa Ha ek - uHayiupan All
e 1,4% [10]. EqHo HaL[MOHATHO MCTPaKYBaibe U3BPLIEHO
Bo Jamonuja Bo 1999 ropuHa, objaBu jeka 1,2% on cute
cnyyau Ha All Oune mpeau3sBukanu off iekoBu [8]. JIek -
uHayimpad All e pefok, Ho Tpeba f1a ce 3eMe BO 003up
Kaj manueHT Koj mpesenTupa upuonarcku All. Hekonky
TMONY/IallMd CO BHCOK PU3MK Owie ueHTH(UKYBaHH
TNIpU UCTPa)KyBamhe Ha JieK - MHAYIMPaHU MaHKPeaTUTH.
[Ipemucrionrpauku  nemMorpacku  KapakTepUCTHKM e
JKEHCKM TOl M TomJIazia Bo3pacT. OHOCOT Mask/KeHa
e o0OpaTeH BO Of[HOC Ha [PyruTe THIIOBM Ha aKyTeH
naHkpeatut, HajManky 1:1.3. Mcro Taka mouecTo ce
cpeKaBa Kaj ToMJIaiM TIaljueHTH, CO UCKJIYYOK Kaj felja
[11,12]. 3roneMeHHOT PU3MK Kaj MOCTEPM IALMEHTH KOU
KODHUCTAT TIOBeKe JIEKOBM Ce CMeTa 3a 0ajac: PU3MKOT e
BO ymoTep0ara Ha MoBeKe JIEKOBH Kaj MOTONEMHUOT JiefT
oJ oBaa MOMY/Ialja OTKONKY camaTa Bo3pacT [13]. Tpu
BUJIOBM Ha 3a00/TyBarba OwJie Mperno3HaeHn Kako HajuecTu
TPeMCTIOHMPAYKK 37[paBCTBeHN (haKTOpu: BOCIaNeHuja
Ha MoueH Meyp, XVB uHpeKimja ¥ KapluHOM TpeTHpaH
co KombuHupaHa xemotepanuja [14]. [Tomery mpuurHUTE
30IITO He Ce 3Hae BUCTUHCKATa MHIUJIEHIIA Ha JieK
- MHJYIMPaHUOT aKyTeH IIaHKpeaTHT, HajBepOBAaTHO
Haj3HavyajHu ce TIOTEIIKOTMUTE BO TOCTABYBAIETO Ha
nujarto3ara. Kako mro e BooOMYaeHO €O TIOTONEMUOT
Ten off UIMOCUHKPATCKU HecaKaH! Peakiud Ha JIEKOT,
He e JIOCTamleH creluguueH TecT 3a MOCTaByBame Ha
IWjarHo3a 3a JieK - MHAyIMpaH maHkpeatut [15]. Criopep
TOa, [MjarHo3aTa OOMYHO ce Oa3uWpa Bp3 CJIeTHUBE
KpUTEPUYMU:

A. AKyTeH TaHKpeaTUT ce TII0jaByBa BO TeK Ha

a[]MMHUCTPUPAkbe Ha JIeK;
b. Cute ocTaHaTH 4ecTy MPUUMHUTENN Ce UCKITYUeHH;

B. CummToMuTe Ha aKyTeH IaHKpeaTUT MCYe3HyBaaT
T0CJIe TIOBJIEKYBAETO Ha JIEKOT;

I. CumMnTOMUTE TTOBTOPHO Ce M0jaByBaaT Mo MOBTOPHOTO
BK/TyUyBakhe Ha CYCIIEKTHUOT JIeK.
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3HaeMe IeKa aK THBHPaeTo Ha TPUIICKHOT MOKe [ja IoBe/ie
110 aBTOJIUTECTHja HA MTAaHKPEACOT U MOCTIeI0BATEHO 0
aKyTeH MaHKpeaTHT, HO MeXaHHW3aMOT CO KOj OfjpeJieHH
JIEKOBH MOJKe Jia [IPeIM3BKUKAAT IIAaHKPeaTHT He e MO3HAT
[16, 17). O6muHO ce cpeKaBaaT JjBa MOKHI MeXaHU3MH Ha
TOBpe/ia Ha MaHKPeacoT MpeJn3BUKAaHa Off JIEKOBH, HO
VIITe TP MEXaHM3MH MCTO TaKa Tpeba J1a ce CIOMEHaT:

A. JlupekTteH ToKcUueH eeKT BP3 MaHKPeacHOTO TKUBO,
b. UpyocuHKpaTCcKa peakiyja;
B. BnijaHueTo Ha 1eKOT Bp3 IPOTOKOT Ha JKOMUKATa,

I. 3acunyBate Ha JIMPEKTHMOT TOKCHUeH edeKT Ha
€TaHOJIOT BP3 MAHKPeaCHOTO TKUBO;

[I. CekyHIapHO OIITETYBakbhe Ha MAHKPeacoT.

JIMPeKTHOTO TOKCHMYHO OLITETYBame Ha ITaHKPeacHOTO
TKMBO € CJIMYHO Ha Xe[aTajHOTO OIITeTYBambe
TpeIu3BUKAHO O] HEKOM JIEKOBHY MJT HUBHUTE META0OTUTH
(Ha mp. mnapameramon). lako aKyTeH ITaHKpPeaTUT
TIOHEeKorall ce pa3BMBa BO YCIOBM Ha IMpejo3upame €O
HEeKOM JIeKOBM, HeroBaTa HHIMIEHIIAa OCTaHyBa TOJKY
peTKa IITO OCHOBHATa IpeIMCIIO3WIja MOpa Jia urpa
y/ora Kaj oBue ciyyau - I'eHeTCKM NpeguCIIOHHPauKu
daxrop. Camo HEKOJIKY BU/IOBM Ha JIEKOBH Ce HPUjaBeHH
Kako npegusBukyBauu Ha DIP, mpu mpeposupame co:
mapameramon (i - aneTaMuHO(eH), epUTPOMUIMH
u KapbamasermuH. Mcro Taka, ce MpeTHOCTaByBa
KYMV/IaTHBeH JI03HO - 3aBHCeH e(eKT Ha TOKCHYHU
MeTabONUTH - BajIpoar, JUAAHOCHH, TaMOKCH(EeHOT,
XJI0poTHA3U] 1 ecTporeH [18].

NnrocuHKpatcka peakiyja - CuHa Kopealyja co HeKou
MMYHOJIOIIKM 3a0onyBama (rmaBHO KpoHoBa Oomect u
XIB uHbeKmy) MMITTMIMPA KMYHOJIOIIKHM TOCpe/yBaHa
peakIgja Kako TJlaBeH TpeJU3BUKYBauKu (hakTop Ha
oomecta. MIMyHO - TIOCpeTyBaHMOT IpoIleC € HeCOMHEHO
raToreHCKaTa MPUPOJla HA MHOTY UecTH HecaKaHU
PeaKIuK TIOBP3aHHU CO JIEKOBUTE CIIOMEHATH TT0rope, KaKo
JIeK - MHAYLIMPaH MepUKapUTHC, TYIYC HAJIMK CHHJIPOM
KaKo M HEKOM THIIOBH Ha JieK - UHIYI[UPaHu OIITeTyBamba
Ha IPHUOT 7po0. MOKHO e cHMTe OBWe peaKIuu J1a
UMaaT 3aelHMYKA MMYHO - TOCpeJyBaHa MpUpofa U
CcHelM(UUHKOT OpraH e MOBPeieH BCYIIHOCT ,,CTy4ajHo”
KaKO0 MOMEHTAJTHO MeCTO €O ToMajt oTmop (locus minoris
resistentiae) [19].

OcraHaThTe TpH MEXaHWU3MHU He Ce TOJIKY MpeleBaHTHH
KaKo IITO wu3raenaaT. HeKomKy eKoBM MHBOBUPAHU
BO aKyTeH MaHKPeaTUT ce BKIIYUeHW Mpeu3BUKYBajKu
XO/ecTaTCcKa TIOBpefjla Ha IPHUOT [pob, Ha mp.
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a3aTUONPHH, LUTAPAaOUH, €CTPOTeHH W EePUTPOMUIIMH.
KomeuHoT, MOpMHOT U HEKOM JPYrd JIEKOBH MOKHO
e 7la Tpeau3BUKaaT cra3aM Ha Ofy - eBUOT cUHKTE.
Hcro Taka, e omuiuaHa TojaBaTa Ha JIeK - MH/YIMpaH
MaHKPeaTUT Kaj MaljueHTH KOM KOH3YMUpAaT aJKOXoTl,
HO Ha OBa Mpallame He e MOCBeTeHO MHOTY BHUMAaHHe.
CekyHJapHa TIOBpella Ha ITIAHKPEAaCHOTO TKUBO MCTO
TaKa e MOKHO Kaj HeKoM JIeKoBH. HjupeKkTHUTe eheKTH
Ha JIeKOBMTe Bp3 MaHKpeacoT orgaKaaT ucxeMuja
(a3aTHOMpPHH, AMYPETHIIM), XUMepKasleMuja (THa3UIHU
IUYPEeTHIH), TPOMOO03a Ha TTAaHKPeaCHUTe KPBHUTE CafI0BU
(ecTporenu), Kako M 3rojieMyBame Ha BHCKO3HOCTA Ha
TAHKPeacoT COK (quypeTuiiy, mentamuzuH) [20].

3a jKaJ, MOJATOIMTe 3a JIeK - MHAVIMPaH MaHKpeaTHT
OCTaHyBaaT OCKYHM U TOBEKETO ce COOMpaHd o]
eKCIIepMMEHTAJTHI MCTPIKYBatba, TPUKa3u Ha CJTyJau Kako
1 KOHTPOJIHHU CTYIUH.

Bo 1991 roguna Mofenson HC, Caraccio TR mpujaBuie
CJIy4yaj Ha aKyTeH IMaHKpeaTUT IOBP3aH CO Mpelo3upabe
co aneramuHoden. Mcro taka, Bo 2009 roguna Roman
Fernandes mpujaBuin maHKpeaTMT IPeIU3BUKAH O
aleTaMUHO(eH.

OCYMCTOTMHM ¥ YeTHPUHAECeT MAIL[eHTH CO TPYeme Co
TaparieTaMos Ousie aHa/IM3MPaHU U CaMo TPUECET U TPH
MaleHTH Ouie [UjarHOCTUIMPAHA CO IapareTaMorl
acoIMpaH aKyTeH maHkpeartur [21].

[lpyra ctymuja crnpoBefieHa Bo JlaHcka ucrutana 602
TAIMEeHTH TPUMEHHU CO TIPeJIO3MPAHOCT CO MaparleTaMor.
Crynujata oTKpua 33 caydyau Ha IapaleTaMor - acolpaH
aKyTeH MaHKpearur [22].

Bulera orkpun: Kaj rnyBuy, maparieTaMon - apelupaHu
TIPOTEMHH Ce JIeTeKTUPAaT BO MAHKPeaCHOTO TKMBO VIITe
1o 4 yaca off aIMUHUCTPUPabETO HA TOKCMYHA /103a Ha
TaparieTaMoI, IITO OJM BO MpPHIOT JIeKa MaHKPeacoT e
TMPEKTHO TIOJ/I0}KeH Ha TOKCMIHOCTA Ha MapaleTaMoioT
[23].

Su u copaboTHuimTe Bo 2006 rofiHa, OTKpUIIE TI0jaBa Ha
yMepeH MaHKpeaTUT Kaj TTYBIIM, CTAOPLIY U KyuHiba Tocyie
aJIMMHUCTpAaIIja Ha Lepy/uH [24].

Dawra u copabotHunure Bo 2007 ropuHa, Kaj IJyBIU
W CTAopIM YTBpAWIe T0jaBa Ha TAHKPeaTUT Mocie
MHTpanepuToHearHa arMKamyja Ha JI- aprusut [25].

Bo kputuuku ocsptu of 1980, moTeHIMjaoT Ha JIEKOT
ma mpemu3BrKa All 0w TmporieHeT Kako Jie(hMHUTHBEH,
BepojaTeH 1 MoKeH [26, 27]

99 | Medical Journal - MEDICUS

AN



I Case report

Bo 2005 Trivedi u Pitchumoni ru knmacudwuiupane
PU3HMUHKUTE JIeKOBM Bp3 0a3a Ha MCTpakyBame Ha
npujaBeHn ciyyaun Bo HarmoHamHata OMONMMOTeKa 3a
Mepununa |/ ITadbmep om 1966 mo 2004. JlekoBute Ouie
rpynupanu Bo Knacu I-111 [14].

Hcro Taka, Badalov u cop. pasrnenane Medline usBenrran
Ha 7eKk - uaaynupad All og 1955 mo 2006. ABTopute ru
Knacuuippase MpujaBeHUTe JTEKOBH BO UETHPH KITACH
Bp3 0a3a Ha o0jaBeHaTa TeKMHA Ha JIOKa3 3a CEKOj
areHc U MOJe/NOT Ha KJIMHUUKA Tipe3eHTanuja. Kmaca
I BKnyuyyBaaT 1eKOBM KOM HajMajIKy BO efleH CiIydaj e
OTMIIAHO TIOBTOPYBakme Ha aKYTHUOT MAHKPeaTUT IpH

0000000000000

TIOBTOPHO KOH3yMUpame Ha jekoT. Knaca Il BkiyuyBaat
JIeKOBM Kaj KOM TI0CTOW JIaTEHTHOCT BO 75% WM TOBeKe
op npujaBeHuTe ciaydau. Kmaca III BKiaydyBaaT nekoBu
KOM MMAaT JIBa UM TTIOBeKe CJTyJar 00jaBeHo, HO HUTY TIpH
MIOBTOPHO KOH3YMHUpame, HUTY JI0 MPUCYTeH JiaTeHTeH
nepuop. Knaca IV ce nekoBu crmmuniu co kKanca III, Ho camo
eJleH c/yyaj ou objase [28].

[lo meHec, mocTtojaT 525 pa3IMyHK JIEKOBU BO Da3aTa Ha
noparory Ha C30, Kou MoKaT Jja Mpeiu3BUKaaT aKyTeH
naHkpeatut. Ho, caMo HEeKONKy JIeKOBM MMaaT JI0BOJTHO
cuHa 0a3a Ha JIOKasM 3a Jia OM7IaT jacHO TOBP3aHHU CO
0Baa peTKa HecaKkaHa peakijdja. Tue ce HaBeleHHM BO:

Pusuuna knaca Pusuuna Kknaca BooOuyaeH moueTox
Knaca #a nexor Hue Ha neKoT Trivedi Badalov Ha JIATEHTHOCT
AHanreTuiu KOJlenH" [ la 1 nen
[Tapanieramon 11 11 1 nen
CynuHpaK I Ia “/ 30 mena
AHecreTuim [Tporochon 11 Il 1 j1eH
AHTHRja0eTHIIN eKceHaTux*
CHUTAIIUINH"
AHTH - TH(EKTUBHU
AHTUBMpATHU JupaHo3ux I 11 “/ 30 mena
JlaMMBYIMH 11 Ib
AHTHOAKTEPUCKU KoTpumokcason | la 1-30 gena
Epurpomuniun Il Il 1 nen
TeTpaiuknun I la
AHTUIIAPa3UTCKU areHcu [lenTaMuguH I Ih 1-30 geHa
cTUOOTTYKOHAT I la 1-30 gena
AHTUKOHBY/I3UBH Banmpoar I [ull “/ 30 nena
AHTUHEOIIACTUYHHU areHCH AcnaparyHasa I Il 1-30 gena
Ilutapabun I Ib 1-30 gena
KapzmoBackynapHu jieKoBU
AIIE unxuouTop* Exanmanpun I la “/ 30 neHa
Jlnyperuim DOypocemup [ Ib
CratuHu* IIpaBacTaTin 11 la “/ 30 nena
['acTpOMHTECTUHATIHY JIEKOBH MecaJIasut | la 1-30 gena
Owmenpason 111 Ib “/ 30 pena
CTepouiHu XOPMOHU ecrporeHu* I Ib “/ 30 nexa
TJTYKOKOPTUKOUIN I Ih 1-30 eHa
NmyHocynpecuBu Asarronpux | Ibull 1-30 gena
Cyndacaasun I la 1-30 ena

JlekoBU OOMYHO AacOIMpaHW €O JIeK - WHAYIMpaH
HaHKpeaTurt (* Kiaca edekT Bepojatet) [28]

TpeTmMaHOT Ha JleK HMHAVIMpAaH IAHKPeaTHT He ce
pa3/IMKyBa Off TPETMaHOT Ha MAaHKpaTUTHUTe Off Jpyra
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eTrosoruja. JIMcKyTabu/IHa M 3arpiyKyBauKa e ymorpebaTa
Ha JIEKOBH BO C/TyYaeBKTE Kajie HeMaMe CUTYpHa TToTBp/ia
Ha JieKk nepausBrKyBau. Ce mperopauyBa JI€KOBUTE CO
TOMaJl PU3KK [la ce BKJIYJaT MpBH, JIa He ce BHeCyBaar
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T0BeKe JIeKOBM HCTOBPEMEHO, a CYCIIeKTHHTE JIeKOBH
fla ce 3aMeHaT CO HMBHHUTE aHAJO03M CO JIpyra XeMucKa
cTpyKTypa [29].

Axo areraMuHO(DEHOT e JI0KaKaH Kako MPUUUHUTENT U
cTaHyBa 300p 3a MpeJo3Mparbe BeJHANI Ce 3alouyHyBa
co N-acetylcystein. Mcto Taka HOTHpaH € e[leH CJTyyaj
Ha ymorpeba HAa KOHTHMHYMpaHa apTePUOBEHCKa
xeMo(UITpallKja 3a TPETMAHOT Ha MeTa0o/IHaTa aLu/[03a
Tpe/Ii3BUKAaHA Off AlleTAMMHO(EHOT HO M KOHTHHYMPaHaTa
xeMmoguadunTpaiuja Moxke ga oue edukacta [30,31,32].

3AKJIYYOK

Jlek - MHAYIMpPAHUOT aKyTeH ITaHKpPeaTUT € MHOTY
peTka MpUUMHA 3a TAHKpaTUTUT. [laTodhusuonorujata
Ha OojiecTa He e JIeTaJlHO Mo3HATa. [ofeM Tpeu3BUK
e 3a JIeKapupuTe U € MHOTY BayKHO [la Ce MCKIYUH JieK -
MHJTYIIMPaH TAHKPeaTHT [PU JIeKyBarbe Ha MaHKpeaTUT co
HeTl03HaTa eTHOJIOTHja.
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ABSTRACT

Acute pancreatitis is a severe disease with considerable morbidity and mortality. Drug-induced acute pancreatitis
is rare, with an estimated incidence of 0.1-2%. More than 100 drugs have been implicated in causing the disease:
acetaminophen has been associated with acute pancreatitis in cases where there has been an overdose of drugs;
however, the frequency is rare. Based on analysis of the level of evidence, 4 classes of drugs could be identified.

We report the case of a 28-year-old man who presented abdominal pain and elevated pancreatic enzymes suggesting
acute pancreatitis, severe metabolic acidosis and systemic inflammatory response syndrome after overdosing on
a drug containing acetaminophen. He was taking acetaminophen more than 5 g every day two weeks.Workup
including an ultrasound,CT scan, microbiological and serological analysis failed to reveal any obvious etiology for
the pancreatitis. The possibility of drug-induced pancreatitis was considered and acetaminophen was thought to
be the probable etiologic agent and discontinued. A review of the relevant literature is also presented.

Drug-induced acute pancreatitis is challenging for clinicians and a detailed mechanism is unknown. It is very
important to rule out drug-induced pancreatitis when treating pancreatitis with an unknown etiology.

Keywords: Case report. Drug induced. Acetaminophen, Acute pancreatitis.
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ABSTRAKTI

Vasa Previa éshté njé gjendje e rrallé por mjaft e réndé né té cilén enét e gjakut té kordonit umbilikal té fetusit
kalojné pérgjaté orificiumit uterin té brendshém (hapja e brendshme e qgafés sé mitrés). Kéto ené té gjakut
shpérndahen brenda membranave amnionale, té pambrojtura nga kordoni umbilikal ose indi i placentés dhe
paragesin njé rrezik pér rupturé né rast té démtimit té pjesés sé membranave ku jané té ngjitura. Vasa previa
bartin njé pérgindje té larté té mortalitetit, 50% e rasteve té padiagnostikuara mbarojné me vdekje té fetusit.
Fatmirésisht kjo gjendje éshté e rrallé dhe paragitet 1 né 2000 shtatzani.

Qéllimi i punimit: Qéllimi i punimit ishte té fokusohet mbi réndésiné e zbulimit té hershém té pranisé sé vasa
previa tek njé grua shtatzéné dhe né kété ményré té kemi mundesiné gé té planifikojmé lindjen né kohe si dhe té
intervenohet né ményré korrekte pas zbulimit té késaj patologjie.

Materiali dhe metodat: Kemi paragitur njé paciente e cila u shtrua né spitalin toné pasi u diagnostikua me
pélcitje té parakohshme té membranave amnionale dhe gjakderdhje ex utero né javén e 35 té shtatzanisé.

Rezultati: Gjaté ekzaminimit te placentés dhe cipave amnionale me sy té liré, jané konstatuar ndryshime té
dukshme té enéve té gjakut té kordonit umbilikal, prania e enéve té gjakut né membrana dhe inserimi velamentoz
i kordonit.

Pérfundimi: Eshté e réndésishme qé té vlerésohet prania e gjakderdhjeve gjaté shtatzanisé pér té pércaktuar

sakté origjinén e saj dhe pér té pérshtatur né kohé trajtimin adekuat té rastit.

Fjalét kyc: kordoni umbilikal, vasa previa, gjakderdhje ex utero.

HYRJE

Njé ekzaminim i shtatzanés me kujdes té vecanté pér
giendjen e placentés dhe membranave amnionale
sidomos gjaté fazés aktive té lindjes, né dhomén e lindjes
sé pacientes, jep njé informacion té réndésishém pér
nénén dhe frytin. Gjaté ekzaminimit té placentés duhet té
vlerésohet: madhésia, trashésia, konsistenca dhe térésia
e saj e gjithashtu edhe prania e lobeve shtesé, infarktet
placentare, hemoragjité, tumorét dhe nodulet. Kordoni
umbilikal duhet té vlerésohet pér gjatésiné, kapjen apo
ngjitjen e tij, numrin e enéve té gjakut, praniné e nyjeve
dhe praniné e substancés Wharton. Duhet té vlerésohet
edhe ngjyra, tejdukshméria dhe aroma e membranave
fetale si dhe prania e enéve té gjakut né membrane [1,3,8].

Placenta pas daljes sé saj né lindjet né kohé, éshté e
gjaté 22 cm dhe 2.5 cm e gjeré, peshon péraférsisht
470 gram. Sipérfagja maternale e placentés éshté me

ngjyré té mbyllur dhe e ndaré né lodule ose si¢c quhen
ndryshe kotiledone. Kjo strukturé e kotiledoneve duhet
té jeté komplete pa mungesé té tyre. Sipérfagja fetale e
placentés éshté e shéndritshme me ngjyré té hirté dhe
té tejdukshme. Neé lindjet né kohé, gjatésia e kordonit
umbilikal éshté 55 deri 60 cm dhe gjérési 2.0 deri 2.5 cm
[2,4,57).

Kordoni normal umbilikal pérbéhet prej dy arterieve
dhe njé vene. Abnormalitetet e inserimit té kordonit
umbilikal:

Kordoni umbilikal normalisht éshté i ngjitur afér
gendrés sé sipérfages fetale té placentés. Ngjitja Furcate:
Né raste té rralla enét e gjakut té kordonit umbilikal
ndahen nga substanca e kordonit para ngjitjes brenda
né placenté. Ngjitja Marginale: Eshté ngjitje e kordonit
né pjesén marginale té placentés. Eshté gjetur né 7% té
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placentave té lindura pas lindjes né kohé (Benirschke dhe
Kaufmann 2000). Ngjitje Velamentoze: Kordoni umbilikal
éshté i ngjitur né membranat amnionale. Benirschke
dhe Kaufmann (2000), ndogén 195,000 lindje dhe gjetén
kété ngjitje vetém né 1.1% te rasteve. Ngjitja velamentoze
shfaget mé shumé tek shtatzanité binjake ndérsa Feldman
me bashkpunétoré (2002) e gjetén né 28% té shtatzanive
me trenjakeé [1,10].

Vasa Previa paraget njé patologji e cila e shogéruar me
ngjitje velamentoze té kordonit ka té béjé me praniné
e vazave fetale té gjakut né membranat amnionale dhe
pikérisht né regjionin e pjesés prezantuese té fetusit. Lee
me bashkpunétoré (2000) ekzaminuan regjionin e qafés
sé mitrés me ekografi 94,000 gra shtatzana né tremujorin
e treté té shtatzanisé. Vasa previa u gjet ne 18 paciente
pra njé incidence prej 1 né 5200 shtatzani. Gjysma e
tyre u diagnostikuan edhe me inserimin velamentoz
té kordonit umbilikal, kurse gjysma tjetér i pérkisnin
inserimit marginal dhe inserimit né lobin succenturiate
té pranishém té placentés [1,4,10].

Pér shkak té sensitivitetit té ulur té pamjeve té vasa
previa me ultratingull, ekzaminimi me color Doppler
éshté i rekomanduar nése ka dyshime pér vasa previa
(Harris dhe Aleksander, 2000; Lee me bashkpunétor,
2000; Nomiyama me bashkpunétoré, 1998). Né njé studim
tek 155 raste nga Oyelese me bashkpunétoré (2004),
diagnoza prenatale u shogérua me rritje té mbijetesés tek
keto paciente prej 97 deri ne 44% [1,5,6,9].

Né njé studim tjetér Fung dhe Lau (1998), gjetén se né
rastet e pranisé sé placentés me inserim té ulur ( low-
lying placenta), rreziku pér praniné e vasa previa shkonte
deri né 80%. Ata gjithashtu gjetén qé diagnoza antenatale
shogérohej me ulje té mortalitetit fetal krahasuar me
diagnozén gjaté lindjes. Oyelese me bashkpunétoré (1999)
rekomanduan bérjen e ekzaminimit me ultratingull
bashké me color Doppler pér pacientet ku ishin té
pranishém faktorét e rrezikut. Kéta faktoré pérfshijné:
placenta me dy lobe, succenturiate, inserim i ulur i
placentés, shtatzani multifetale dhe shtatzani pérmes
IVE.Né njé studim 8 vjecar ku u pérfshiné 90,000 paciente
dhe tek té cilat ishte béré ekzaminimi me ultratingull
dhe ku ishe paré prania e "linjave ehogjenike paralele
ose cirkulare afér cervixit”, u preferua té béhej edhe
ekzaminimi me color Doppler. Késhtu u bé e mundur qé té
detektohet vasa previa tek pacientet asimptomatike qysh
né tremujorin e dyté.Né rastet e hemoragjise antepartum
ose intrapartum, ekziston mundésia e pranisé sé vasa
previa dhe ruptures sé enéve té gjakut té fetusit [1,9,10].
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Fig.1 Paraqitje skematike e enéve té gjakut poshté
pjesés prezantuese dhe pamje e color
Dopplerit né enét e gjakut

QELLIMI I PUNIMIT

Qéllimi i punimit ishte té fokusohet mbi réndésiné e
zbulimit té hershém té pranisé sé vasa previa tek njé grua
shtatzéné dhe né kété ményré té kemi mundesiné qé té
planifikojmé lindjen né kohe si dhe té intervenohet né
ményré korrekte pas zbulimit té késaj patologjie.

MATERIALI DHE METODAT

Eshté marré né studim pacientja né javén e 35 té
shtatzanisé, me gjakderdhje ex utero, né Spitalin Special
pér Gjinekologji dhe Obstetriké né Cair-Shkup. Jané
béré analizat e nevojshme laboratorike, hematologjike,
urinare, ekzaminimi me ultrasonografi, ekzaminimi
i frytit in utero me ané te kardiotokografisé si dhe
ekzaminimi bimanual i pacientes. Placenta dhe cipat
amnionale kané shérbyer pér dallimin makroskopik té
pranisé sé vasa previa si dhe pér ngjitjen velamentoze té
kordonit umbilikal.

PREZANTIMI I RASTIT

Pacientja N.Z. e lindur né vitin 1991, e martuar, me
shkollim té mesém dhe amvise me profesion éshté
paragitur né Spitalin Gjinekologjik-Obstetrik “ Néna
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Tereze” né Cair me daté 02.09.2015 né ora 21:40. Ankesat:
gjakderdhje ex utero menjéheré pas pélcitjes spontane
té membranave amnionale, rrjedhje e léngut amnional i
pérzier me gjak té freskét dhe dhimbje té lehta né pjesén
e poshtme té barkut dhe pjesén e poshtme té shpinés.
Béhet ekzaminimi gjinekologjik bimanual ( me ané té
dy gishtave) dhe gjendja ka gené: Vagina me thellési
normale e kalueshme pér 3 gishta, porcioni i vaginés
dhe mitrés i gjaté 1cm, orificiumi i jashtém uterin 3 cm,
dhe prekén pjesé té imta té frytit si pjesé prezantuese,
cipat amnionale té pélcitura para 15 minutave (ashtu siq
referon pacientja). Nga vagina rrjedh gjak i freskét.

Né ndérkohé mirret edhe anamneza prej pacientes.
Pacientja gjaté késaj shtatzanie e cila ishte e dyta me
rradhé ( shtatzania e paré ka pérfunduar né termin
me lindje spontane, gjinia mashkull me peshé totale té
lindjes 3550 gram), ka béré gjithsej 6 ekzaminime me
ultrasonografi, gjithashtu éshté ekzaminuar edhe pér
skrining dhe Doppler né javén e 21 té shtatzanisé. Pacientja
pin cigare (deri né 15 né dité), dhe nuk pin alkool. Mohon
sémundjet e kaluara gjaté fémijérisé si dhe sémundjet né
familje. Béhet majta e tensionit arterial i cili ishte 135/70
mmHg, pulsi 70 rrahje né minuté.

Case report I

Mirret gjaku pér pasqyré té gjakut (Le: 12.06, Er: 3.92, Hgb:
102, Het 0.30, PLT: 185), dhe béhet ekzaminimi me echo
pér té verifikuar rrahjet e zemrés fetale dhe biometriné.
Biometria i pérgjigjej moshés sé shtatzanisé pér 35 javé
gestative dhe rrahjet e zemrés fetale ishin pozitive.

Pacientja pranohet né spital me diagnozén e pranimit:
Graviditas 35 javé gestative. RVS. Partus praetemporarius
incipiens. Metrorrhagia.

Pas késaj pacientja transportohet né repartin e sallés
sé lindjes dhe pas pérgaditjes sé shpejté (kateterizimi i
fshikzés urinare), dérgohet né sallé té operacionit dhe
vendoset gé lindja té kryhet me operacion pér shkak té
gjakderdhjes ex utero. Lindja pérfundohet me prerje
Cesariane, fryti térhiget pér kémbésh pasi ato ishin pjesé
prezantuese dhe né ora 22:20 té po késaj date nxirret fryt
i gjallé i gjinisé mashkull me peshé totale té lindjes 2350
dhe gjatési 48 cm, Apgar Score 4/7 té vlerésuar nga ana
e Neonatologut gé ishte prezent gjaté lindjes. Placenta
nxirret me doré dhe pas nxjerrjes sé saj vlerésohet me
kujdes ajo. Vihet re gé kordoni umbilikal kishte inserim
velamentoz dhe gjithashtu enét e gjakut té kordonit ishin
té vendosura né membranat amnionale.

Fig.2. Pamje e inseri

mit velamentoz té kordonit umbilikal dhe vasa previa né placenté pas daljes sé saj.

Reparti: Sallat e Operacionit, Spitali Special Obstetrik-Gjinekologjik, Cair, Shkup
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Si pérfundim, pacientja e pérballoi miré intervenimin
ndérsa fémiu pércillet pér né repartin e Neonatologjisé
pér trajtim té métutjeshém. Né fazén postoperative éshté
ordinuar terapia me uterotoniké, antibiotiké, analgjeziké
dhe infuzione. Pasqyra e gjakut e datés 03.09.2015:
Leukocitet: 14.85, Eritrocitet: 3.81, Hemoglobina: 99,
Hematokriti: 0.29, Trombocitet: 185. Diagnoza e léshimit:
Graviditas 35 javé gestative. RVS. Praesentatio pedes.
Insertio velamentosa funiculi umbilicalis.Vasa Previa.
Partus praetemporarius cum Sectio Cesarea sec. Dorfler.
Laparatomia transversalis sec. Pfannenstiel.

DISKUTIMI

Autorét preferojné qé kur diagnostikohet vasa previa,
duhet té béhet Sectio Cesarea para fillimit té lindjes pér
té shpétuar jetén e frytit. Sectio Cesarea duhet té béhet
sa mé herét pér té shmangur urgjencat e ndérhyrjes por
edhe sa mé voné gé té jeté e mundur pér ti shmangur
problemet gé viné nga prematuriteti [6.9,10].

Gjithashtu né rast té diagnostikimit té hershém té vasa
previa sipas autoréve tjeré, duhet te mirret né konsideraté
administrimi i kortikosteroideve prej javés sé 28 deri né
té 32 dhe pacienjta duhet té hospitalizohet né javén e 30-
32 [11].

Madje disa autoré preferojné té héhet screening rutiné
pér vasa previa né javén e 18 deri 20 té shtatzanisé pér té
paré lokalizimin e kordonit umbilikal dhe vlerésimin se a
ekziston njé lob shtesé i placentes apo jo [1,4,8,9,10].

Ashtu si né spitalin toné edhe autorét tjeré mendojné
qé lindja detyrimisht duhet té kryhet me Sectio Cesarea
té planifikuar dhe ate para fillimit té lindjes. Pér aq
kohé sa qafa e mitrés éshté e mbyllur pacientja duhet
té monitorohet me ultratingull kurse hospitalizimi i
pacientes dhe eventualisht kryerja e lindjes béhet nga
java e 35(2,3,6,11].

PERFUNDIMI

Triada e njohur né rastin e vasa previa: Pélcitje spontane
ose artificiale e membranave amnionale, gjakderdhje
vaginale dhe bradikardi fetale. Gjakderdhja né kéto raste
éshté gjak fetal ndérsa inserimi i placentés éshté normal,
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kordoni umbilikal merr origjinén né membrana e jo né
diskun e placentés si¢c ndodh normalisht (jané enét e
gjakut té cilat kalojné népér cervix e jo placenta). Faktorét
e rrezikut jané: Inserimi velamentoz i kordonit, prania
e lobit shtesé té placentés dhe shtatzanité multiple.
Trajtimi éshté operativ me Sectio Cesarea, ndérsa
komplikim serioz éshté vdekja fetale gé vjen si rezultat i
hipovolemisé.
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ABSTRACT

Vasa previa is rare but devastating condition in which fetal umbilical cord blood vessels cross or run in close
proximity to the inner cervical os (the internal opening in the cervix separating the uterine cavity from the
vagina). These vessels course within the membranes, unsupported by the umbilical cord or placental tissue, and
are at risk of rupture if the supporting membranes are damaged. Vasa previa carries a high mortality rate, 50 %
of undiagnosed cases end in the death of the fetus. Fortunately this condition is rare, occurring in only one out of
every 2000 pregnancies.

The aim: The aim was to focus on importance of early discovery of vasa previa in pregnant women and by this to
have an opportunities to plan delivery in time and to do the correct intervention after this.

Methods: We presented a pregnant women hospitalizated in our hospital after she was diagnosed with premature
rupture of membranes and ex utero bleeding at the 35 weeks of pregnancy. Placenta, umbilical cord and membranes
were examinated for macroscopic changes of vasa previa.

Results: During the macroscopic examination of the placenta and membranes we determine significant changes
of vessels of umbilical cord, the presence of blood vessels through the membranes and the velamentous insertion
of cord.

Conclusion: It is very important to evaluate the bleeding during pregnancy to defined the origin of blood and to
undertake appropriate ways for adequate and effective treatment.

Key words: umbilical cord, vasa previa, ex utero bleeding.
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ABSTRACT

Introduction: Down syndrome is the most common chromosome anomaly. Patients with Down syndrome have
an increased risk of a number of health problems including ocular disorders.

Aim: To identify the ocular disorders in patients with Down syndrome.

Material and methods: Seven patients with Down syndrome were treated for a period of 18 months at the
University Eye Clinic in Skopje. The patients were at the age between 3 years and 39 years.

Results: Ocular findings in our patients were the following: epicanthal folds, cataract, hypermetropia, strabismus,
astigmatism, myopiaalta, blepharitis and blepharoconjunctivitis.

Conclusion: Early diagnosis and treatment of the ocular disorders at the patients with Down syndrome has
enabled them improved quality of life and has minimized their disability.

Key words: Down syndrome,ocular disorders.

INTRODUCTION

Down syndrome is the most common chromosome
anomaly [1,2]. This syndrome is caused by a duplication
of all or part of chromosome 21 by making three copies
of the chromosome rather than the usual two copies.
The possibility of having a baby with Down syndrome
increases with the age of the parents, primarily the
mother [3]. Recent advances in prenatal diagnosis have
allowed the earlier detection, in utero, of chromosomal
anomalies [4]

The frequency of Down syndrome is approximately 1 in
every 800 to 1000 births [5]. Patients with Down syndrome
nearly always have physical and intellectual disabilities
[6-8]. They have also an increased risk of a number of
other health problems including congenital heart disease,
leukemia and thyroid disorders [1]. Current data suggests
that these patients are at risk for variety ocular disorders
[1,5,9]. Fortunately, many of these eye problems can be
treated, especially if discovered at early age.
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Life expectancy is around 50 to 60 years in the developed
world with proper health care [9].

AIM

To identify the ocular disorders in patients with Down
syndrome.

MATERIAL AND METHODS

Seven patients with Down syndrome were treated for a
period of 18 months at the University Eye Clinic in Skopje.
The patients were at the age between 3 years and 39 years.
The ophthalmological examination included:

m global inspection of orbit and bulbus oculi,

m evaluation of visual acuity,

m evaluation of ocular motility,
B cover test,

[ ]

slit-lamp biomicroscopy,
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B tonometry,
m cycloplegicskiascopy and
m ophthalmoscopy.

Snellen letters, numbers, or picture charts were used to
assess visual acuity.

Tonometry was performed through using of contactless
tonometer.

Cycloplegicskiascopy was performed, 45 minutes after
three to five installations of one drop cyclopentolate 1%.

Emmetropia was defined as a refractive error between
-0,75diopter (D) spherical equivalent and +0,75 D
spherical equivalent [1]. Myopia was defined as less
than -0,75Dspherical equivalent, and hypermetropia
was defined as more than +0,75D spherical equivalent.
Astigmatism was defined as refractive error more than
+/-0,75D of cylinder [1].

RESULTS
Ocular findings in our patients were the following:

epicanthal folds (2patients),
blepharitis (1 patient),
blepharoconjunctivitis (1 patient),
cataract (1 patient),
hypermetropia (2 patients),
strabismus (2 patients),

astigmatism (1 patient),
m myopiaalta (1 patient).

Some of the patients with trisomy 21 had more than one
ocular disorder.

We have performed conjunctivitis swab with antibiogram
on the patient with blepharoconjunctivitis, through
which a Streptococcuspneumoniaewas isolated and
a local antibiotic therapy was ordinated after the
antibiogram. (photo.

Photo 1. Blepharoconjunctivitisacuta on the left eye

Brief communications I

The patient with chronicalblepharitis was advised for a
treatment of eyelid hygiene and topical antibiotics.

An operation of phacoemulsification of the lens with
implantation of IOL was performed on the patient with
age of 39 vears, suffering from presenile cataract on
the both eyes as well as myopia alta (according to the
preoperational performed biometry, IOL in PC of +15,0D
on both eye was implanted). (Photo2) Post operationally,
his visual acuity was 6/9 cum IOL on hoth eyes.

W u
Photo 2. Patient with Down syndrome after cataract
surgery on bhoth eyes

After the performed cycloplegicretinoscopy and auto
refractometry on the patients with hypermetropiaand
astigmatismushypermetropicus, eyeglasses were ordi-
nated to them.

The patients with strabismus, after glasses prescription,
have been given an advice for patching for the treatment
of amblyopia. (Photo 3)

Photo 3. Patient with strabismus and
astigmatismushypermetropicus

DISCUSSION

About 60% of patients with Down syndrome have
ophthalmicdisorders.(9) A number of conducted studies
so far for analysis of eye and visual disorders on patients
with trisomy 21, in which a larger number of patients were
included over a longer period, aside for the previously
stated ocular changes and refractive anomalies, the
following was additionally diagnosed:keratoconus,
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retinal anomalies, congenital nasolacrimal duct
obstruction,congenital glaucoma,iris anomalies
(Brushfield spots, stromal hypoplasia) and nystagmus [(1,
5,10-12].

Patients with Down syndrome may develop amblyopia
due to strabismus, refractive errors, or media opacities
associated to corneal hydrops or cataracts.

As more patients with Down syndrome live into
adulthood, the ophthalmologist plays an increasing role
in allowing them to lead productive and meaningful lives
[13].

Some authorities recommend an ophthalmic evaluation
in infants with Down’s syndrome within the first 6
months of life, with subsequent follow up examinations
to be performed every 1-2 years during childhood and
adolescence [5,14]. The aim of this is early detection
and therapy of high ametropia, strabismus, amblyopia,
nystagmus and cataractand achievement of best possible
visual results [5].

For adults with Down syndrome, it is advised that they
should perform ophthalmological examinations, at least
on every two years and even more frequent in case of
already diagnosed specific ophthalmological disorder
[9]. By doing so, the possible complications will be
diagnosed on time, which will enable their treatment and
a reduction of visual acuity will be prevented.

CONCLUSION

Appearance of different ocular disorder findings has
caused the necessity for an ophthalmic screening
program for the persons with Down syndrome.

The early recognition, diagnosis and treatmentof ocular
disorders in patients with Down syndromeimprove the
quality of life they live and minimize their handicaps.
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ABCTPAKT

Bogeg;: [layH cuHpoM e HajuecTaTa XpoMO30MCKa aHoMasuja. [latenTure co JlayH CMHIIPOM UMAaAaT 3rojieMeH PU3UK
01 TI0jaBa Ha rojiemM Opoj 371paBCTBEHU MPOOIeMU, BKIIYUYBAjKU T U OKYJITAPHUTE TTOPEMETYBatbha.

Ien: /la ce unentuduKyBaaT oKyiapHUTe MIOpeMeTyBarba Kaj narueHTure co JlayH-oB CUHPOM.

Matepujan u meToau: CeyM TaleHT co JlayH CUHAPOM ce JIeKYBaHU Ha YHUBEP3UTEeTCKaTa KIIMHUKATA 38 OUHU
bomnectu Bo CKorije, Bo rmepuof of 18 Meceru. [laimmenTuTe 6ea Ha BO3pacT of] 3 110 39 TOAUHMU.

PesynraTu: Kaj oBue nanyeHTy Oea JUjarHOCTUIIMPAHU CIEeJIHUTE OKYJIApHU TIOpeMeTyBama:epicatus, cataracta,
hypermetropia, strabismus, astigmatismus, myopia alta, blepharitisublepharoconjunctivitis.

3akiydok: HaBpeMeHOTO [ujarHOCTUIIMparke U JeKyBame Ha OKy/IapHM MopeMeTyBarba Ha IalldeHThuTe co JlayH
CHUHIIPOM MM OBO3MOKH TTOKBAJIUTETEH KUBOT M 'O MUHUMU3MPa HUBHUOT XeHUKETT.

Knyunu 360poBu: /layH CUHIPOM, OKy/IapHU [TOpeMeTyBarba.
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MILITIRY HOSPITALS IN THE VARDAR REGION OF
MACEDONIAN FROM THE OTTOMAN PERIOD

BOEH! bOTHULIN BO BAPTAPCKMOT PETHOH HA
MAKEJIOHIJA BO OTOMAHCKUOT ITEPHO]

Verica Josimovska

Fakulty of education,Univerity “Goce Delcev” Stip, R. Makedonija

Abstract

In the paper are processed beginning of construction of hospital facilities in Vardar Macedonia in the 19th century
during the Ottoman rule. The need for medical treatment of soldiers and their officers felt due to frequent wars
they fought the Empire and the huge number of infectious diseases that reigned in the region. Syphilis as severe
infectious disease that quickly spread among the troops was good reason for the reduced number of soldiers of
war. Therefore the Turkish army began construction of military hospitals in Skopje, Bitola, Stip, Veles, Debar
and Strumica. All these hospitals are individually displayed data for their location, year of construction, hospital
facilities and structure of hospital staff.

Key words: Turkish army, infectious diseases, hospital facilities XIX century.

The need of building of hospitals and healing of the
civil population was imposed not just of the conquering
wars that Ottoman Empire led and the appearance of
the syphilis and other diseases among the soldiers of
the Turkish Army in the European part of the Ottoman
Empire. That is why in the second half of the XIX
century the medicine concept began to change. Besides
the opening of the hospitals another question about
prevention from the zymotic disease. Under the pressure
of Europe and with an aim to stop the spread of the
zymotic diseases quarantine measures were introduced
and the travel to the epidemic countries was forbidden.

Several military hospitals in Bitola, Skopje, Stip, Veles, The first turkish hospital Bitola from 1850 (old postcard)

Strumica and Debar were built in the Vardar region of In the period of Serbian - Turkish and Russian - Turkish

Macedonia since the second half of the XIX century [1].

Bitola was an important economic centre in the Empire
but also it was a centre of constant disturbances. A
result of that is the founding of the colonel’s barracks. A
new hospital was opened in 1846 and it was completely
finished in 1850.1 The manager of the hospital was dr
Fetulah Efendi. Four doctors, five pharmacists and four
surgeons were employed in the hospital up to 1867 [2].
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war from 1877 to 1878 the manager of the hospital was
colonel dr Andon Bej, his assistant was dr Mehmed who
at the same time was the mayor of Bitola. Beside these
two doctors, the colonel Mustafa Arif, three surgeons
and several pharmacists worked at the hospital. This
hospital team was increasing permanently. Dr Hasan,
colonel Mehmed Galip, six doctors, 12 surgeons and
others were employed in 1878. The cavalry units were
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stationed in Bitola in this period and because of that the
need for bigger hospital increased. Pasha Fazli and Pasa
Jemal started the building of the new hospital in 1885.
The building of the hospital was finished by Ahmet Ejup
Pasha in 1893. Doctors Ali Riza, Konstantin, Kond Rijetis,
Rajt, Bdul Halim, captains Behiri and Selim, and four
pharmacists worked in the hospital at that time.

Doctors Xemal, Salih, Mehmed, Haki, five pharmacists,
four surgeons and others started to work in 1899. The
manager of the hospital was dr Husein Remzi. During the
Turkish - Greek war in 1897 the army and the population
suffered massive smallpox. Dr Xemal, bacteriologist
Vasfi Ethem, Mustafa Hajrulah and others made massive
vaccination and stopped the spreading of the epidemic.
The manager of the Bitola’s hospital was the surgeon dr
Rifki Osman Bej. During the Ilinden Uprising in 1903 the
manager of the hospital was dr Ibrahim Pasha from Egypt,
and the doctors that worked then were Arif, captains Faik
Fikret and Vasif. During the Young Turk Revolution the
manager of the hospital was the dr Mehmed Arif, and as
doctors worked the captain Refik Sajdam who became
a minister of health later and the prime minister of the
Republic Turkey.

In 1910 the manager of the hospital was the doctor
Miralaj Mustafa Ali, and vice manager and mayor of
Bitola was the surgeon doctor Fuat Ali.Before the first
Balkan war and during the war at the hospital worked
the dermatologist dr Saban, the surgeon dr Rexep, majors
Hajrula and Hulisi and captains Tefik, Fazli and Zekli
Hamdi. After conquering Bitola in 1912 the Serbian Army
took the hospital and the barracks.

Accoriding to the records of the mayor of Skopje Hivzi
Pasa, Skopje’s military hospital was built in 1844 [3].

The first Turkish military hospital at Skopje’s fortress
from 1844 (old postcard)

From our tradition I

Hivsi Pasha took this duty by the order of the Belgrade
Pasha region. Skopje’s military hospital was named as
Bey’s and in the middle of the XIX century the doctor
Albaj Konstantin and major Jani Mihal worked in it.
According the records of Sejud

Mehmed Tahir pasha, since 30 March 1883, found in the
Istanbul library, fortress with warehouse was built for the
hospitals’ need. Beside the fortress other war buildings
and granges were built.

According to the material prepared by the local general

hospital in Ankara and ,Annals” from 1889, 1892, 1894,
1896, this hospital was formed in the Skopje’s fortress
barracks county.

On 23 October 1884, according to the same sources, the
soldiers of Sahane helped by the Skopje’s citizens built
a new modern military hospital with two floor and 17
rooms with a capacity of 350 beds on the Skopje’s fortress.
In both army hospitals on the Fortress during the period
between 1844 and 1905 worked many doctors Constantin,
Jani Mihail, (1844); doctors Aleksandar, Constantin, Jani
Mihail (1866); dr Hasan, dr Matkovik (1867); dr Mustafa,
dr Ali (1877); dr Jemal (1883); dr Hadi, dr Harun Bey (1887);
dr Niko, dr Ahmet Ferhat (1888); Primarius dr Sulejman
Fahri, dr Rasid, head dr primarius dr Jusuf Azis, dr Refik
(1889).

Head surgeon at that time was dr Mehmed, second
surgeon dr Hasif Mustafa, and third surgeon dr Ali
Mustafa. Head pharmacist was Avram, second Zekiria,
third Karambeg. In 1892 the director of the hospital was
Alaj Kjatibi, dr Ahmed, secretary dr Bezat, head doctor dr
Rasid, prim. dr Jusuf Azis and dr Galib. Responsible of
the surgery department was dr Osman, head surgeon dr
Edem, second surgeon dr Jakub, third surgeon dr Mehmed
and fourth surgeon dr Isak.

Another Turkish military hospital at Skopje’s fortress
from 1884 (old postcard)
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In 1905, from Skopje to the road of Kumanovo a new
military hospital of the Red Cross

was built, but because of the Islamic character of the
country the hospital got the name “Red Half Moon” later
called only Half Moon.

Turkish Military Hospital “ Red Crescent “ from 1905 (old
postcard)

The military hospital in Stip was built in the second half
of the XIX century.

The manager of the hospital was captain doctor Haxi
Nuri. From 1905 to 1911 in the military

The ruins of the Turkish military hospital in Stip

hospital in Stip worked captain Mehmet Nuri (urologist)
captain Haxi Faik Fikret, captain Remzi, captain Rifki
(surgeon), captain Hilmi, region captain Mehmet Zekirija,
captain Mustafa Hulusi and captaion Galip Basri. Just
before the Balkan wars the team was increased by colonel
Hilmi Izet, surgeon, lieutenant-colonel Abdul Kabir,
region colonel Hasan Jamil, captain Mahmut Mustafa
and others. This hospital also became part of the Serbian
army after the Balkan wars.

In the absence of relevant data for a Turkish military
hospital in Veles1 that exists on postcards from that time
I decided that I display as well.
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Turkish military hospital on the hill above Veles

The military hospital in Debarl was built in 1847. The
manager of the hospital from 1873 to 1891 was colonel
doctor Sakir Ibrahim Bey. His assistant was major dr
Mustafa Bey, and also the colonels dr Ahmet and dr
Kirkor. During the Greek-Turkish war in 1897 the hospital
in Debar had a lot of work. The manager of the hospital
from 1908 to 1910 was dr Husein Dora. This hospital also
became part of the Serbian army after the Balkan wars
in 1912.

There was also a military hospital in Strumical. According
the records during the period from 1909 to 1911 the
manager of the hospital was dr Fehmi Mehmet Bey. After
the FWW was finished Strumica was under Bulgarian
reign. Strumica went under the reign of Bulgaria and its
hospital was converted into a war medical school.
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ArncTpakT

Bo Tpyzmor ce obpaboryBaaT royeToluTe Ha M3rpanda Ha OOJTHUUKY YCTAaHOBH, BO BapZapcKuoT gest on MakemoHMja
BO 19 Bek, Bo Bpeme Ha OCMAHINMCKOTO Bjiafieere. [loTpebaTa off OOMTHUYKK TpeTMAH Ha BOJHUIIUTE U HUBHUTE
CTapelMHy ce YyBCTBYBaJIa 0Pajid UeCTUTE BOJHU IIITO M Bojiesia VIMIiepujaTa 1 orpoMHUOT Opoj Ha 3apa3Hu 60s1ecTr
KOj LlapyBaJs1 Ha oBue rmpoctopu. CUMUINCOT KaKo TelIKa 3apa3Ha 0oj1ecT, Koja Opry ce mupesa Mery BOjHULINUTe, Ou
cepro3Ha MMPUUKHA 338 HaMasleHnoT Opoj Ha BOjHMIIM crtiocoOHU 3a BojHA. [Topasy Toa TypckaTa apMuja 3ariodHasia co
n3rpajida Ha Boenu bonnuir Bo Ckorije, burona, [T, Benec, Tebap u Crpymuiia.Cute oBre HOTHUIIN TTOEAUHEYHO
ce MpUKaKaHM CO MOMIATOLM 3a HUBHATA MEeCTOIosokba, rofuia Ha u3rpaioa, GOMHUUKK KamaluTeT U CTPYKTypa
Ha OOJTHUUKUOT TTePCOHAJ.

Knyunm 360poBu: Typcka apMmuja, 3apasiu 6oiect, 60THUUKY yeTaHoBH, XIX Bek
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Letér redaksisé - deri 2 fage

Sé bashku me doréshkrimin, dorézoni njé fage me
titullin e artikullit; emrin/at e autorit/ve, duke pérfshiré
emrin me jo mé shumé se dy tituj shkencor; emrin e
departamentit dhe institucionit né té cilin éshté héré
punimi; institucioni ku punon ( pér secilin autor); si dhe
emri dhe adresa e autorit té cilit do ti adresohen kérkesat
nga ana e Redaksisé (shihni Informacionet plotésuese pér
autorét)

Abstrakti duhet te jete me jo mé shumé se 250 fjalé.
Duhet té konsistojé né katér paragrafé, i klasifikuar né
Hyrje, Metodat, Rezultatet dhe Diskutimi (Pérfundimet).
Ato duhet té pérshkruhen shkurt, respektivisht, problem
genésor i studimit, se si éshté kryer studimi, rezultatet e
fituara, dhe perfundimi.

Tabelat, figurat dhe legjendat (shihni Informacionet
plotésuese pér autorét)

Fjalét kyqe -Tri deri pesé flaje apo fraza te shkurtéra
duhet t'i shtohen pjesés sé fundme té fages sé abstraktit.

Citatet e referencave né tekst duhet fillimisht té jené nga
revistat e indeksuara né PubMed. Stili i referencave gé
kérkohet nga Medicus éshté i formatit Vancouver (shihni
Informacionet plotésuese pér autorét).

Shkurtimet (akronimet) pérdoren pér njésité matése,
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.
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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 kyge: 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 ti
testoni ato, si dhe pérshkruani qéllimet 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 gé do té raportohet.

2. Metodat & Materialet: Ky paragraf duhet té pérfshijé até
informacion qé ishte né dispozicion né kohén gé 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 t'i
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
statisTtikore, shkurtesat dhe mé sé shumti simbolet. Specifikoni
programin kompjuterik qé éshté pérdorur.

3. Rezultatet: Ky paragraf duhet t'i béjé gjetjet tuaja té qarta.
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-bilitetit (p) dhe té tregoni
se éshté shprehés (sinjig né nivelin qé 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 I

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 kéqija. 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 fuqginé 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
gjithmoné 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 hibliografi..

Shénoni té gjithé autorét kur jané gjashté e mé pak; kur jané
shtaté ose mé tepér, shénoni tre té parét, pastaj shtoni “et.al.”
Pas emrave té autoréve shkruhet titullii artikullit; emriirevistés
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, titulli i
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.

List all authors when there are six or fewer; when there are
seven or more, list the first three, then add “et al.” 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
vear 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
pérg-jaté 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-
ries in 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
Shoqatés 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
nga ndonjé tjetér publikim vendoset né fund té legjendés. (Leja e
ribotimit duhet té sigurohet nga botuesi i kétij botimi).
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