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SUMMARY

Pain is the basic evolutionary mechanism and one of
the oldest stressors known. Nevertheless, unlike other med-
ical problems, today, in the 21st century, the pain remains
on the margin of interest of healthcare professionals and so-
ciety in general. A person usually does not think about pain
until it happens to him or until someone from his close en-
vironment suffers from pain. And then, the pain becomes
a terrifying master of life. He seizes the whole personality,
seizes all attention and changes life from its foundations. In
the practice of today’s medicine, the dominant role belong
to a scientific concept over three centuries old, whose roots
can be found in the ancient era. Recognizing physical signs
and symptoms and treating them, alongside suppression of
mental problems that cause pain, more than any other ill-
ness, is still the primary form of treatment for patients with
pain. Such an approach has its own evolution that we are
often unaware of. Only by its deliberation we become aware
of the significance of this problem and the relative inabili-
ty to deal with it. Even today, when medical knowledge is
on a high level, we are not able to fully control the pain.
Although science has long been viewed comprehensively,

CAXETAK

bon je ocHOBHM eBONMyLMOHM MEXaHM3aM U jeflaH Off
HajCTapyjlX MO3HATUX CTpecopa. VI moper Tora, 3a pasiu-
KY Off IPYTUX MeIMIMHCKUX IIpodieMa, faHac, y 21. Bexy,
do71 je M ja/be Ha MaprMHU MHTEPECOBaba 3[PaBCTBEHNX
pajiHVKa 1 pyIITBa yorurTe. YoBeK IPMPOJHO He pasMu-
1/ba O SOJTY JOK MY Ce He JOTOZY WM JOK Of do/Ia He ImaTu
HEKO V3 IerOBe OKOJIMHe. A Tafa, S0/ [I0CTaje 3acTpalry;jy-
hu rocnogap xmBota. Odysuma Lieny TMYHOCT, 3a0KyI/ba
CBY I€TOBY HaXKIby U Mekba SKMBOT U3 OCHOBA. Y NPaKTHu-
IM3MY laHAllllbe MeMIHe JOMUHAHTHY Y/IOTy 1IMa Hayd4-
HJM KOHIIENIT CTap IIPeKO TPU BeKa, a 4Mjyi KOPEH! ce MOTy
Hahm u y antrdakoM 1ody. YouaBarme (Hy3MKaTHUX 3HAKOBA
¥l CUMIITOMA ) JIeYelbe Ha OCHOBY HUX, y3 IOTUCKUBabE
NCUXMYKNX IpodneMa Koje dom M3asuBa, BuUIIe OF OMI0
Koje ipyre dosecTy, U jaHac je IpUMapHu odpasall iederna
nanyjeHara ¢ §ooM. Takas IIPUCTYII MMa CBOjy €BOMYLINjY
KOje 4eCTO HICMO CBecHI. Tek mbeHIM pa3MeBabeM O0CTa-
jeMO CBeCHM 3Hadyaja OBOT IIpOd/ieMa 11 pe/laTuBHe HeMohn
y cyouaBamy C BbuM. V aHac, Kaja je MeVLIMHCKO 3Hambe
BE/IMKO, HIICMO Y CTamby Aa y HOTIYHOCTY KOHTPOJIMIIEMO
don. Mako Hayka Beh myro don carnegaBa cBeodyxBaTHO,
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doctors in practice have not found a way to apply such a
comprehensive systemic approach on the patient. The first
step towards the solution is certainly the change in the at-
titude of professionals who deal with pain, which includes:
extended pain education, raising awareness about the im-
portance of the problems and treatment options, as well as
the need to engage those who are not having a professional
task, but who certainly, at some point in their lives, become
aware of how nice painless life is.

Key words: Chronic Pain, Ontology, Phenomenology, Psy-
chosomatic, Pain model

JIeKapy y MpaKCy HUCY HAllUIM HA4MH KaKo /la TaKaB CBe-
o0yXBaTHM IPUCTYII CUCTEMCKY IPYIMEHe Ha IalijeHTa.
[TpBu KOpak Ka pelley je cBaKaKo IIPOMeHa CTaBa IIpo-
¢decnonanana xoju ce domom daBe, a Koja ImogpasyMena:
IPOILMPEHY eAyKaLujy o dOIy, IOfM3ame CBECTY O 3HAYajy
npodiema u MoryhHoCTHMa JIedera, Kao ¥ 0 HoTpedu fa ce
aHTaXYjy ¥ OHU KOjMa TO HUje podecroHaaHy 3aaTaxk,
aJIM KOju CBaKaKO, Y HEKOM MOMEHTY >KMBOTA II0CTajy CBe-
CHI KOJIMKO je >KMBOT de3 dora jer.

Kmwyune peuu: Xpounuun dos, Ouronoruja, PenomeHosno-
ruja, [Icmxocomaruka, Mogen dona
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1. INTRODUCTION

The International Association for the Study of Pain
(IASP) defines pain as: “An unpleasant sensory and emo-
tional experience associated with actual or potential tissue
damage, or expressed by terms of such damage” [1].

Defining pain in this way has enabled over 50 years of
significant progress in fundamental pain research and un-
derstanding of the numerous phenomena that accompany it.

What we know for certain from the definition of
pain is the fact that pain usually occurs in the body, but it
is shaped by brain activity. That the pain is an unpleasant
subjective experience, that’s what the patient tells us to feel.
Ever since Homer’s time, pain is closely related to the notion
of suffering. Therefore, it is necessary to distinguish pain-
ful sensations (noxious stimulus awareness) from painful
experience (the general subjective experience of suffering
due to pain), which makes it primary and secondary com-
ponents of pain. Primary includes the following: sensation,
perception, discrimination and recognition of the noxious
stimulus, while secondary involves suffering and reactive
aspects (anxiety, depression, and other emotional-affective
and cognitive-discriminatory pain responses). The emo-
tional component is inextricably involved in all aspects of
painful experience [2, 3].

Pain is probably one of the oldest phylogenetic stress-
ors, as old as the life itself. At the same time, it is also the
most comprehensive form of stress and suffering that fol-
lows man from the very beginning. Despite the long-lasting
awareness of the pain and suffering caused by him, as well
as the effort to eliminate it, pain is not fully understood to-
day and can not be controlled comprehensively.

We can agree we are living and working in the time of
medical miracles. While it is quite easy to break down mol-
ecules, mark receptors, affect the genome, or even go to the
Moon, we can not say that we have simple, safe, universal
and effective options for treating pain conditions and pain.

Pain is, therefore, an integral part of life, present
during the entire evolution of the human race. As such, it
significantly affects the survival of the human race, contem-

1.YBon

Mebynaponna Acouujanuja 3a musydyaBame Ooja
(International Association for the Study of Pain — IASP) ne-
¢dunmIe d071 Kao: ,HenpujaTHO CeH30PHO ¥ eMOLIOHATHO
VICKYCTBO YAPY)XEHO Ca aKTYeTHUM VIV ITOTeHIUjaTHUM
TKMBHUM olITehemeM, Nin U3pakeHo TepPMUHMA TaKBOT
omrehema” [1].

Hedruucamwem doa Ha oBakaB HaYMH OMOTryheHO je
npeko 50 rogyHa 3Ha4YajHOT HampeTKa y QyH/jaMeHTaTHUM
UCTpaXMBambyMa dojla U pasyMeBamwy OpojHUX PeHOMeHa
KOjJ I'a Ipare.

Ono mro u3 gedpuHMIMje Oo/a MOY3IaHO 3HAMO je YuM-
meHnIa a don Hajuemrhe HacTaje y Temy, am ce OdMKyje
MOXK/jaHOM akTuBHolhy. [la je dorn HenpujaTan cydjeKTUBHM
JIO>KVB/Ba]j (MICKYCTBO), TO je OHO IITO HaM IAlVjeHT CAOIIITI
na oceha. bor je jomr ox XomepoBor BpeMeHa yCKO Be3aH 3a
nojam matme. Crora Tpeda pasnmkoBaTu OO/He CeH3alje
(cBecT 0 HOKCMYHOM CTUMYIYCY) Off SO/THOT MCKYCTBa (OIIiITe
CYOjeKTMBHO MCKYCTBO IaTibe yCiIef doma), WITO YMHYU IpU-
MapHy U CeKYH/]apHy KOMITOHeHTY dora. [IpumapHa yk/bydy-
je: ceH3aLujy, epuenLyjy, IMCKPUMIHALM]Y U IIPENIO3HaBabe
HOKCUYHOT CTUMYITYCa, IOK CeKYHZIApHA YK/bydyje Ty U
peaKTVBHe acrekTe (aHKCMO3HOCT, IEpecujy M JIpyre eMo-
IMHA/THO-a()eKTUBHE U KOTHUTUBHO-AVMCKPYIMUHATUBHE Off-
roBope Ha 0or). EMoIoHaHa KOMITOHEHTa je HepacKUAMBO
YK/bydeHa y CBe acIieKTe OO/THOT MCKYCTBa [2, 3].

Born je BepoBaTHO jeaH off GUIOreHETCKY HajCTaph-
juxX cTpecopa, cTap KOIMKO M CaM >XMBOT. VcToBpeMeHO,
TO je ¥ HajodyXBaTHMjU OONIMK CTpeca U MaTe KOji Y0Be-
Ka IIpaTy Off caMor NOCTama. V mopex Tako myre cBeCcTu
0 ¢eHOMeHY do/1a, MyKe U IaTHe KOjy OH M3a3uBa, Kao 1
HaIlopa Jia ce yKJIOHM, O/ ce HM JaHacC y IMOTIYHOCTH He
pasyMe U He MOXe ce CBeOOyXBAaTHO KOHTPO/IMCATH.

MoxeMo ce CTIOKUTH Jia XVUBJMMO ¥ PajyiMO Y Bpe-
MeHY MeMIVHCKMX dyfia. [IoK ce cacBMM JIaKO MOTY pall-
YIAHUTU MOJIEKY/IM, OOEIeXUTU PeLlelITOpY, YTULIATH Ha
reHoM wi otuhu Ha Mecen, He Mo>keMo pehu fja MMamMo
jemHOCTaBHe, Oe3denHe, yHuUBep3anHe 1 epuKkacHe Moryh-
HOCTH jIedera doya 11 OONTHMX CTama.



10| Evolution of pain comprehension (Ontological and phenomenological face of pain)

porary life in general, to the same extent as, for example,
climate and/or latitude.

2. THE MOST IMPORTANT PAIN CLASSIFICATION

Pain is classified for didactic reasons in order to facil-
itate communication between researchers, healthcare pro-
fessionals and patients. The most common division is on
acute and chronic pain [4].

Acute pain is caused by tissue damage and lasts until
its healing, from a few moments to a few weeks. It has a
significant protective function during illness, trauma, in-
flammation or numerous medical procedures. Acute pain
indicates a disorder, reminding the person that something
is wrong. It is a complex process that activates a variety of
neurophysiological, hormonal and psychological mecha-
nisms, which can be described as preparing the body for a
fight and flight response.

Unlike the previous one, chronic pain lasts longer
than the causes that led to it. Even after healing, chronic
pain is maintained and lasts over three months, sometimes
for months, even years. It is interesting that sometimes the
cause of chronic pain can not be found. This way, chronic
pain transforms from the symptoms into the disease itself.
It is complex, comprehensive, and it can even be said to be
a systemic pathophysiological process and a complicated
diagnostic-therapeutic situation. That is why it is extremely
important to have an adequate understanding and knowl-
edge of this pain. In a number of expert papers of various
scientific disciplines, it is considered how difficult it is to
identify, evaluate and treat chronic pain. The list of chronic
pain conditions is long and is usually determined by struc-
tures that are affected (back, head, muscles) or the type of
damage (neuropathic, diabetic, myofascial, carcinoma etc.).
A clinical manifestation is usually a combination of numer-
ous painful conditions. Seldom, the expression of painful
conditions is a combination of the patient’s inter-connec-
tion to the specialist whom it is reported. It is often impos-
sible to define peripheral parameters that determine pain,

bon je, nakne, cactaBHM [1€0 )XMBOTA, IPUCYTaH TO-
KOM IIeJIOKYIIHOT pas3Boja JbYACKOr popa. Kao TakaB, oH
3HaYajHO yTM4e Ha OINCTaHAK JbYACKOT pojja, Ha JaHAIlb!U
JKMBOT YOIIIITE, ¥ MICTOj MEepPY HIIp. Kao K/IMMa M/UJIN Teo-
rpadcka mmpuHa.

2. HAJ3HAUAJTHHIA KJIACH®HKAIIUIA BOJIA

Bon ce xnacudukyje us [UAAKTUYKUX pas3ora y Ha-
MepH Jia ce OjIaKIlIa KOMyHuKanuja usMeby mctpaxupaua,
30paBCTBEHNUX pajiHMKa 1 manujeHara. Hajuemha mopama
je Ha aKyTHU ¥ XpOHMYHM doTI [4].

AxyTHu don Hacraje omrehemeM TKMBa M Tpaje Jj0
FbETOBOT 3alle/berba, Off HeKOMMKO TPEHYTaKa 10 HEKOIMKO
Hezlerba. OH MMa 3HAYajHy 3aIITUTHY QYHKIUjy TOKOM O0-
JIeCTH, y TPAyMU, 3alla/belby VU IIPU SPOJHUM MeMIIIH-
CKVUM TIpolefypama. AKyTHM 0o/ ykasyje Ha mopemehaj,
onommme 0cody fa HemTo Huje y peny. OH je KOMIUIeKCaH
Ipolec Koju aKTMBMpPA YUTAB HU3 HEeypO(U3MONOIKIX,
XOPMOHA/THVX ¥ IICUXOJIOLIKMX MeXaHM3aMa, KOji ce MOTy
oIycaTy Kao npumpema tena 3a fight and flight onrosop.

3a pasnuKy of IPeTXOfHOT, XPOHMYHNU OON Tpaje
Iy>Ke Off y3poKa KOjJ je 1o ’era foseo. V moce 3aremema
XpOHMYHM OOJI Ce Ofip)KaBa M Tpaje MPeKO TPM Mecela, a
HeKaJa 1 BMIIe Mecelly, 11a ¥ ToiHa. VIHTepecaHTHoO je 1a
ce HeKazla ¥ He MoKe Hahm y3pok xpoHnynor doma. Xpo-
HIYHYU OOJI Ce Ha Taj HAYMH U3 CUMIITOMA TpaHCHOpMI-
me y dormect camy o cedu. OH je c/okeH, cBeodyXBaTaH,
MoOXe ce yak pehu cycreMcky matrousMONIOMKY MpoLec
¥ KOMIUIMKOBAaHA JVjarHOCTUYKO-TepaljcKa CUTYyaIja.
YnpaBo 3aTo je BeoMa 3HA4ajHO aJeKBAaTHO pasyMeBame
U TIO3HAaBabe OBAKBOT doma. Y OPOjHMM CTPYYHMM Pafio-
BYIMa Pa3/IMYNTUX HAYYHMX JVICIMIUIVHA HEIOfie/beHO je
MMIBEIE O TOME KOJIMKO je TEIIKO IPero3HaTy, Ipole-
HUTY U IeYUTH XPOHMYHM Q071 JIMCTa XPOHMYHMX OOTHMX
CTama je yra 1 yodudajeHo je ogpeheHa cTpykrypama koje
cy 3axBahene (1neha, rmaBa, Mumuhn) nmm Bpcrom omrrehe-
1a (HeypomaTcKu, fujadeTnynu, MuodacumjaaTam, KapIy-
HoMCKM uTh.). Knmmanuka Manugecranmja je 0dn4HO KOM-
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with the lack of effective treatment. This frustrating situa-
tion influences the patients to often change the physicians
who treat them.

When a patient refers to a doctor, it rarely comes with
a clear diagnosis. It is usually a complaint of some kind of
suffering expressed by certain symptoms. It should never
be forgotten that pain and suffering are the primary reasons
why patients refer to a doctor. That’s how it was from the
beginning of the world. At a time when medicine was not
yet recognized, a man was injured and sickened. Since then,
the attempts to remove both the pain and suffering caused
by it have been dated. Today this is considered as one of the
fundamental human rights, and in the third millennium,
the pain was recognized as the “fifth vital sign” [5].

3. THE EVOLUTION OF THE KNOWLEDGE OF PAIN

Our knowledge of pain, its causes and consequences,
was not always the same. In accordance with the knowledge
and understanding of pain in a certain time, the principles
of its treatment were set. It can be said that understand-
ing of chronic pain is a process that reflects the sole under-
standing of disease and treatment. Understanding of pain is
a typical function of knowledge and science in general. As
in other fields of science, a number of facts in medicine ac-
cumulate as sand grains that increase the amount of knowl-
edge, and then at some point in evolution a certain theory
explodes, that at that level of knowledge can best explain a
certain process or phenomenon. On the basis of such the-
ory, many principles of treatment are defined very quickly.
The shortcomings of established principles are soon recog-
nized, critical thinking arises and a new cycle of accumu-
lation of scientific evidence begins to confirm or deny the
existing knowledge. Such circles of scientific thought meet
in the entire history of the human race. As the pain is a
fundamental problem, it is recognized since forever as the
cause of suffering, and in the area of a scientific view of the
pain, the situation is similar. Therefore, today we can, his-
torically, recognize more pain theories, whose significance

Sdunanmja dpojHux donHux crama. HepeTko je excripecuja
donmHux crama komOMHanyja MebyyTuiaja marujeHra n
JleKapa cIienyjannucte Kome ce oH jaBu. Yecro je Hemoryhe
nedunucaty nepudepHe napamerpe koju oppebyjy dor, y3
HefocTaTak edukacHor nedewma. OBa ¢ppycrpupajyha cu-
Tyalyja yTu4e Ha TO Jja MALYjeHTU Y9eCTa/IO Mebajy JIeKa-
pe KoJi KOjux ce neuve.

Kapa ce manujenT odparu nexapy, peTKo Jjomasn c ja-
CHOM JMjarHO30M. YOoOM4ajeHo ce )aay Ha HeKaKBYy IaT-
By uspaxeny oppehenum cumnrommnma. He Tpeda Hukazma
M3ryOuUTH U3 BUJA Ja Cy OOJ U MaTkha IpUMapHY Pasiosn
3dor kojux ce manujenty odpahajy nexapy. Tako je dumo o
KaKo je cBeTa 1 BeKa. ¥ 100a Kajja Me[UIIMHA HUje jOLI HU
IIpeI03HaTa, Y0BeK ce mospehusao u pazdomesao. Ox tazga
[laTVpajy 1 HOKYLIajy fa ce YKIOHe 1 QO 1 MaTha Kojy OH
n3asuBa. JlaHac ce TO cMaTpa jeHUM Off OCHOBHUX IIpaBa
4JoBeKa, Te je o moyeTkoM Tpeher MmnteHujyma mperno-
3HAT Ko ,,IIeTV BUTAIHY 3HaK [5].

3. EBONIYLIMJA 3HAIHA O BOJTY

Hamre sHame 0 domy, BEroBuM y3ponyma 1 Hocre-
AuIaMa, Huje yBek Omno ncto. CXOIHO 3HAY U CXBATAmY
dona y oppeheHoM BpemeHy, IOCTaB/baM Cy Ce M IPUH-
IVIIN EerOBOT jledersa. Moxe ce pehn f1a je pasymeBame
XpOHMYHOT OO71a MpolleC KOju Ofjpa’kaBa CaMO CXBaTame
domnectn n nevyema. PasymeBame dona je TunmyaHa GyHKIm-
ja 3Hama u Hayke yormite. Kao n y apyrum HaygyHMM odrma-
CTVMMaA ¥ y MeAMILVHU Ce C BpeMeHOM HaKyIUbajy dpojHe
YMbeHNIIe KOje Kao 3pHa Iecka nosehaBajy cymy sHama, a
OHJIa Y HEKOM MOMEHTY eBO/yIMje eKCIIofupa onpehena
TeopHja, KOjoM Ce Ha TOM HMBOY 3Hama MO)Ke Hajdorbe 00-
jacuutn oppehenn mpormec nm nojasa. Beoma 6p3o ce Ha
OCHOBY TaKBe Teopyje 13pojie OpOjHY MPUHINIIN JIeYerha.
YOp3o0 ce mpeno3Hajy MambKaBOCTH YCIIOCTaB/bEHNX CTaBO-
Ba, jaB/bajy cé KPUTUYKA MULUbEbA U MOYNEbEe HOBU IU-
KJIyC HaroMuIaBama HayYHIX JJOKa3a KojuMa ce notsphyje
nmm Hermpa noctojehe 3Hame. OBakBU KPYTOBM HaydHe
MIC/I Cpehy ce TOKOM I1eIOKYTIHe MCTOpMje /bYICKOT POfia.
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is that they have influenced the way of assessment, moni-
toring and treatment of pain, as well as the level of priority
given to this treatment in practical life.

Even the emergence of medicine itself can be linked to
attempts to remove pain. Seeking adequate help and mak-
ing efforts to explain the pain, a man gradually discovers a
vast field of medical science since ancient times. Chronic
pain today, in the 21 century medicine, is a consequence
of the historical and epistemological construction. Devel-
oping knowledge and thinking about pain is a reflection of
the prevailing biomedical approach and understanding of
the disease.

In the beginning, medicine was reduced to magical
rituals with elements of witchcraft. Pain itself is perceived
as a punishment of gods or the action of ghosts. This has
ceased to be the dominant form of pain perception when a
person has been able to explain the causes of the disease and
has come to know the initial ways and purposes of healing.

The first attempts at rational explanation of pain oc-
cured in Greece (Hippocrates) and Rome (Galen) [6, 7].
The attitudes of the rationalistic approach initiated by Ga-
len extend to the Middle Ages, complemented by the teach-
ing of Avicenna [8]. Pain receives significant attention as
an important factor in the prognosis of the disease, and
not only of the resulting damage. At the end of the Middle
Ages, there were significant discoveries in chemistry, the
substances that can affect the pain are identified, and we
recognized power of opium.

However, the concept of understanding the disease,
even the pain, did not change significantly in relation to the
ancient understanding. It was necessary to identify a new
scientific model that, on the basis of new starting points,
methods and goals, would change the basics of knowledge,
both in science in general and in medicine in particular.
During the Renaissance period, new facts about the materi-
al of the human body were learned. In the 18" and 19" cen-
turies, new medical knowledge accumulated. A person gets
acquainted with microorganisms and the advancement of
the technique allows the discovery of the microscope. The
significance of the antiseptic is recognized, and the need

Kaxko je don mckoHCKM IpodiieM, Ipeno3Har ofiBajkaja Kao
Y3POUHUK IaTibe, ¥ Y 007IaCTI HAYYHOT IoT7Iefia Ha Q01 CH-
Tyalyja je CAIM4YHA. 3aTO JaHAC MOXKEMO, ICTOPMjCKM TIe-
JIaHO, TIPeTIO3HATH BUIIIE TEOPHja O dOJY, Unjy 3HAYAj TN
y TOMe Jja Cy OMTHO yTullajie Ha Ha4MH IpoleHe, mpahemwa
U 7ederba dosa, Kao ¥ Ha HUBO IIPUOPUTETA KOjU je OBOM
JIedery Ofe/bYMBAH Y IPAKTUYHOM )XMBOTY.

Yak 1 caMm HacTaHaK Me[UIVIHE MOXKe Ce Be3aT! 3a
HOKYyIIaje yKnamamwa Ooma. Tpakehm apmexsarHy momoh
u ynaxyhu Hamope ma odjacHu 8071, 4OBeK Off JaBHMHA,
IIOCTEIIeHO OTKPMBA OTPOMHO II0/be MENMIIVIHCKE HayKe.
Xpouuunu don maHac, y MepuuyHM 21. Beka, mocieguiia
je MCTOpMjCKe M eNMCTEMONIOLKe KOHCTpYKLuje. PasBuja-
e 3Haba I pasMIIIUbamba 0 001y je ogpas npeosnabyjyher
OMOMenMITHMCKOT IIPUCTYIIA Y CXBaTamba 000/beBamba.

Y noveTky ce MemMLMHA CBOAMIIA HAa MaryjCKe pUTYya-
Jie ca elleMeHTVMa BelTydaperma. CaM 001 je 10XKMB/baBaH
Kao KasHa 0oroma WM fe/ioBame AyXoBa. To je mpectao
Sutyu oMuHaHTHU OONMMK IoMMama doa Kajia je YoBeK
ycreo aa odjacHM y3poke HacTajara OO0/IeCcTH ¥ CIIO3HAO
IIOYeTHe HaulHe U CBPXY /levuelba.

[IpBu mokymaju paunoHanHoOr odjalmbemna Ooa Ha-
ctajy y [pukoj (Xunokpar) u Pumy (lanen) [6, 7]. CraBoBn
PaLMOHAIMCTUYKOT NPUCTYIA Koje je 3adeo laneH mpo-
TEXY Ce JIO CPefiiber BeKa, YIOTIYHEeH! yuelheM ABMUIie-
He [8]. bon moduja 3HaYajHYy makwy Kao OMTAH YMHMIIAL]
nporHose dosecty, a He camo Hacrtasnor omrehemwa. Kpajem
cpenber Beka gorabajy ce sHauajHa otrkpuha y xemuju, us-
HaJIa3e ce CyICTaHIle Koje MOTy ia T4y Ha SoJ1, U Ipero-
3Haje ce CHara onujyma.

Jnak, KOHIeNT cxBaTama dormecty, na u dona, Huje
Ce 3HAaYajHO NPOMEHMO Yy OJHOCY Ha aHTUYKO IOVMambe.
buro je norpedno nsHahm HOBM HayuyHU MOfieT, KOju Ou Ha
OCHOBY HOBMX IIOJIa3MIITA, METOAA M LIM/beBa, IPOMEHNO
OCHOBE 3Hama, KaKO Y HayL[M YOIIIITe TAKO M Y MEAVLIMHN
nocedHo. TokoM peHecaHce ce Ca3Hajy HOBE UMIbEHMUIIE O
rpabu /pynckor Tena. Y 18. u 19. BeKy HarommiaBa ce HOBO
MEIMIIMHCKO 3Hambe. JOBeK ce yIO3Haje C MUKPOOPraHu-
3MuMa, Halpefak TexHuke omoryhasa orkpmhe Mukpo-
ckora. CxBara ce 3Ha4aj aHTHCeIICe, a yBuba ce u nmoTpeda
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for the discovery of drugs is also required to provide for
analgesia and anesthesia. The new scientific concept, whose
outlines originated at the end of the Middle Ages, defines
its attitudes in a new, classical era, trying to reject occult
beliefs and nominal explanations of previous periods.

The psychic component of the pain has been recog-
nized by the Greeks in the ancient world (Homer), yet in
the first records of health and disease that date 500-300
years before the new era, the mind and body are observed
separately. Hippocrates advises doctors to treat what can be
spotted and palpated [6].

Such a scientific concept (supported by works of Ga-
len and Avicenna) had a decisive influence until the first
half of the 17" century. In the 17" century, the philoso-
pher and mathematician René Descartes (1596-1650) laid
the foundations of a new understanding of science, and
his teaching probably had the greatest impact on science
in the next three centuries, even today [6]. The views of
Descartes and his followers laid the foundations of modern
rationality. He experienced man as a symbiosis of two sub-
stances: soul (abstract, spiritual, thinking and indivisible)
and body (physical components, concrete and divisive). For
Descartes, the soul was so different from the body that it
could exist completely independently. The only connection
between the soul and the body is seen in the pineal gland
(epiphysis), as the place where our soul is hiding or where
the gate of our mind is. To understand Descartes as a true
philosopher, a mathematician, and above all a thinking
man, one needs to understand the context of the time and
relations he lived in. The influence of religion was crucial
at that time, both to everyday life and to scientific thought.
By defending its position and attitudes, religion suppressed
scientific thought for centuries. Since the interest of religion
was primarily related to the human soul, from the moment
when Descartes presented his philosophy, the conditions
have been created for science and religion to develop inde-
pendently without compromising one another.

The obsession of the Descartes with immortality pro-
duced one of the most significant outcomes of his opus. It
can be said that this is a new look at medicine, a medicine

3a oTkpnheM jiekoBa Koju Ou omoryhniy aHanresujy u a-
ecresujy. HoBu Hay4HM KOHIIENIT, YMju OOPIUCH Cy HACTaIN
KpajeM Cpefmer Beka, feduHIIIe CBOje CTaBOBE Y HOBOj,
KIaCMYHOj epy, ToKymasajyhu fa ogdaum oKyniTHa Bepo-
Bamba Il HOMVHA/IHA Odjallliberba IPeTXONHUX IIepIofa.

[Tcuxyyka KOMIOHeHTa 0O/a je MpernosHara joul y
cTapoM Beky ofi cTpaHe [pka (Xomep), anu unak y npBum
3ammcoMa o 3apaBby 1 domecTu Koju parupajy 500-300
TOfIVHA IIp€e HOBE €pe, YM U TEJIO Ce II0CMAaTPajy OJBOjEHO.
XUIIOKpaT CaBeTyje JIeKapuMa Jia jiede OHO IITO Ce MOXe
YOUUTH ¥ HajIyparu [6].

OBakaB Hay4YH!U KOHIIENT (TOAp>KaH pajoBuMa lase-
Ha ¥ ABUIeHe) ¥IMa IIPeCy/IH! YTUIIaj [0 IIpBe IOJI0BIHE
17. Beka. Y 17. Beky, ¢punosod u maremarnyap Pene [le-
KapT (1596-1650) mocTaBjba TeMe/be HOBOT CXBaTaba Hay-
K€, I 1beT0BO y4€Ibe je BEpOBATHO HajBMILIE YTUIIAJIO HA Ha-
yKy y cnegeha Tpu Beka, na u janac [6]. CraBosu [lekapTa
Y beTOBYIX C/IeI0€HMKA CY TOCTABIIN TeMe/be MOJiepHe pa-
nyoHanHocTy. OH je YoBeKa JJOXKMBEO Kao CUMOMO3Y JiBe
CyICTaHIle: fyule (aICTpaKkTHe, JyXoBHe, Mucnehe u Hepe-
/puBe) 1 Tena (PpusnuKe KOMIOHEHTe, KOHKPETHE I JIe/bI-
Be). 3a [lekapTa je ayma dua TOMMKO pasindnuTa Off Tela
Za je MOITIa ITIOCTOjaTH M €r3MCTUPATH IIOTIIYHO HE3ABUCHO.
JenuHy Be3y Aylle M Tea je BULEO y MMHEATHOj >KIe3au
(ermdpm3n), Kao MeCTy IZie ce KpMje Hallla AyIIa VI ITie ce
Haslasy Kanyja Hauier yma. [la du ce pasymeo [lekapt kao
npasu ¢unosod, maremaTnyap, a mpe csera muciaehu yo-
BeK, Tpeda CXBATUTH Y KAKBOM KOHTEKCTY BpeMeHa 1 Ofi-
HOCA je OH )KIMBeO. YTIIIAj pe/Iuryje y TOM BpeMeHy je d1o
IIpecy/aH, KaKo Ha CBAKOJHEBHU JKMBOT TAKO 11 Ha HAyYHY
mucao. bpanehnu cBojy mosunmjy u craBoBe, penuruja je o
Taga Beh BekoBMMa rymmia HayuHy mmcao. Kako ce nHre-
pecoBame penuruje Ipe cBera offHOCKU/IO Ha JbYACKY AYILY,
OfI MOMeHTa Kafia je JlekapT mpe3eHTOBa0O CBOjy ¢umio30-
¢ujy, cTBOpMIN Cy Ce YCTIOBY Ja ce HayKa Y Penruja MOTy
pasBujaTy He3aBVCHO, He YIpoXkaBajyhn jemHa gpyry.

Omncennyroct exapra decMmpTHouIhy mpoussena je
jenaH of] HajsHaYajHUjMX MCXOJA Iberopor omyca. Moxe ce
pehu f1a je To HOBYM TOTTIEN], HA MEUIIVIHY, MEAULIMHY Koja je
nedna dONeCTH U TUMe ofjiarana cMprT. lekapT ce daBuo



14| Evolution of pain comprehension (Ontological and phenomenological face of pain)

that has been curing the diseases and delaying death. Des-
cartes dealt with the methodology of body dissection, seek-
ing to understand its functioning. He concluded that the
body can be seen as a machine whose various parts perform
different functions. As a consequence of such an attitude,
that is, a human body separated from its life, a Cartesian
metaphysical and scientific form of research emerged [10,
11]. That way, Descartes could preserve the “soul” (“Mind”)
in the field of theology, and legitimately deal with scientif-
ic research of the body. This Cartesian dualism enabled a
materialistic scientific approach, removing the mind (soul)
from clinical practice for almost three following centuries.

Leder quotes a fine example of how Cartesian dualism
of Descartes was rooted in the development of medicine
and was kept until today: “Medical education still begins
with the dissection of a cadaver, just as the clinical case ends
in the pathologist’s lab” [12].

Today we are not only learning the human body by dis-
section. We have at our disposal a number of new methods
enabled by technology, starting with the simplest stetho-
scope through biochemical, radiological and many other
techniques. Patients are often asked to act like living bodies
(without the influence of their mind), lying quietly, pas-
sively and relaxed while being examined, and the questions
we ask them refer to the function of certain parts of the
body: does your knee hurt during movement? The stomach
is palpated and pressed to determine the pain. As in the
Cartesian sense, the body can be regarded as a machine;
medicine also proposes a treatment based on the mecha-
nistic principle. In surgery, the human body is opened and
the damaged part is removed or replaced, and the broken
blood vessels are connected. Cardiology saves or strength-
ens the weakened heart muscle. Doctors affect the disease
by engaging in numerous pathophysiological processes, re-
moving or replacing body parts.

The medical thought, based on the newly established
scientific concept, sees the human body as a complex
machine, composed of parts that, like in a musical en-
semble, work synchronously. The concept of medical ev-
idence-based conclusion begins to prevail. In this period,

MEeTOZOJIOTMjOM JiuceK1yje Tena xenehn f1a pasyme meroso
¢dyHnkumonncame. OH 3aK/bydyje a ce TeJI0 MOXKe IoCMa-
TpaTy Kao MAlllVHA YMjy PasINIUTH [JeTIOBYU 0daB/bajy pa-
3munte GyHkiuje. Kao mocnenmia TakBor craBa, gakie,
JbY[ICKOT TeJIa OJBOjEHOT Of )KMBOTA, HACTAO je KapTe3MjaH-
cky MeTapU3MYKM ¥ HAaYyIHY 00K MCTpakuBama [10, 11].
Ha Taj HaumH je JJekapT Morao fa cadysa ,aymy’ (,YM”)y
odnacTu Teonoruje, a ia ce TIETUTUMHO OaBM HayYHVM VC-
TpakuBamweM Tena. OBaj KapTe3ujaHCKU [[yaan3aM je OMo-
ryhmo marepujammcTvuKy Hay4HY NPUCTYII, YKIamajyhu
yM (Zy1ury) U3 KIMHIYKe IIpaKkce CKopo Tpu ciefeha Beka.
Jlenep HaBOAM Jlen IpUMeEP Kako ce J[eKapToB KapTe-
3MjAHCK! J1ya/ln3aM YKOPEHMO Yy pasBoj MeMILVHE U 3aJp-
)Kao [0 HaIuX jaHa: ,Medical education still begins with
the dissection of a cadaver, just as the clinical case ends in the
pathologist’s lab” (p. 121). ,MeguiumHcKa egyKanuja jour yBex
HOYNbe IVCEKIINjOM KalaBepa, Kao IITO ce U KIMHUYKMA CITy-
YajeBl 3aBpILaBajy y MaTo/nomKoj nadoparopuju’ [12].
JlaHac /byACcKO Teno He M3yyaBaMO CaMO JVICEKIIV-
jom. Ha pacronaramy cy HaMm dpojHe HOBe MeTOfie Koje
je omoryhmna TexHosoruja, 1mo4yeB Off HajjefHOCTaBHMjET
CTETOCKOIIA IIPEKO OMOXEeMMjCKUX, PAAMOJIOMKNX U Opoj-
HUX Apyrux TexHmka. Of mamyjeHara ce 4ecTo TPaxu fia
Cce IIOHAIIIAjy Kao >k1Ba Tena (de3 ymimsa yma), ja MUPHO,
MIACHBHO 1 OITYIITEHO JIeKe JNOK MX IperieflaMo, a MuTama
KOja MM IIOCTaB/baMO Ce OffHOCe Ha (YHKIUjy HOjefMHUX
JiefioBa Teja: Jja M Bac KojeHo domu mpu mokpery? Cro-
MaK ce IaJmpa ¥ IPUTUCKA fa ce yTBpau domHocT. Kao
IITO Ce Y KapTe3MjaHCKOM CXBaTakby TelI0 MOXKe T0CMaTpa-
TV KaO MAIlVHA, TaKO ¥ MeAVIIMHA IpeijIaxe Nedermhe 3a-
CHOBAaHO Ha MeXaHMUMCTMYKOM IPUHINILY. Y XUPYpIuUju
ce OTBOPM JbYAICKO TEJIO U M3BaJy WM 3aMeHu omreheHn
Tle0, TIOBEXXY IIOKU/IaHN KPBHMU CY[IOBU. Y KapAyOIOIMju ce
HITeAN VN jada ocnadpenHu cpyann mumnh. Jlekapu ytn-
4y Ha OJIECTM TAKO LITO Ce YK/bY4yjy Y OpojHe nmarodusn-
OJIOILIKE IIpOoLece, OACTPalbyjy UM 3aMelbyjy [eroBa Tea.
MeaunyHCcKa MMCAo, 3aCHOBaHa Ha HOBOYCIIOCTa-
B/b€HOM HayYHOM KOHIIENTY, ITOCMaTpa JbYACKO TeI0 Kao
KOMIIIEKCHY MAIIMHY, CacTaB/beHy U3 Ie/l0Ba KOji, Kao y
MY3M4YKOM aHcaMOny, page cuHXpoHO. [lounme ma mpeo-
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new substances that can be used for the treatment of pain
are also discovered. The discovery of ether and the discov-
ery of anesthesia in 1846 provide conditions for the incredi-
ble progress of surgery, which still happens. A better knowl-
edge of the anatomy of the central and peripheral nervous
system, the discovery of receptors and the understanding
of nerve conduction also affects the treatment of pain. Pain
is seen as a purely biological phenomenon that can be ex-
plained by physiological processes.

This approach to science, especially medicine, has led
to significant success. In the 19" and 20" centuries, numer-
ous revolutionary discoveries in medicine were emerging.
More and more diseases are being treated more effectively.
A curative approach leads to the prevailing of the paternal-
istic attitude of most physicians and becomes a form of our
action. Priority place in the education of a doctor takes an
exact, practical way of thinking, based on evidence only.
From the place of priority, during the last two centuries,
former important scientific disciplines such as ethics have
been slowly suppressed, and there is less and less space for
compassion in contemporary life and the work of doctors.

4. THE MOST RELEVANT THEORIES OF PAIN

In this concept of understanding of health and illness,
the first theories of pain arise [13]. They are best illustrated
through the Specificity theory and the Pattern theor. The
Specificity theory implies the existence of painful recep-
tors, which are projected from the periphery of the body to
the pain centers in the brain. Despite apparent simplicity,
this theory explicitly points to the evolution of specialized
physiological processes, and implicitly implies the assump-
tion of the significance of psychological processes associ-
ated with pain. The discovery of pain receptors (free nerve
endings), pathways of transmission, and the observation
of brain parts that could correspond to pain centers, con-
firm the physiological explicitity of the Specificity theory,
in which lies its strength and significance for the further
development of pain medicine. However, the assumption

B/IajjaBa KOHIIENT MEQUIIMHCKOT 3aK/by4MBaiba 3aCHOBAH
Ha JlOKasuMa. Y OBOM IIEpMOJY C€ OTKPUBAjy M HOBE CYII-
CTaHIle Koje ce MOIy KOPUCTUTH 3a jedere doma. OTkpu-
he erepa u otkpuhe anecresuje 1846. rogune, odeszdehyje
YCI0B€E 32 HEBEPOBATAH HAIIpeJaK XUPYpruje, Koju U Jabe
Tpaje. bo/be Mo3HaBame aHATOMMje LIEHTPATHOr U Iepu-
¢depHoOr HepBHOT cucTeMa, OTKpuhe perentopa 1 pasyme-
Bambe HEPBHOT CIpoBOhema, yTude 1 Ha edere dona. bon
ce mocMarpa Kao Y1CTO OMOJIOMIKY PeHOMEH KOju e MOXKe
odjacHnTy PU3MOIOMWIKNM ITpoLecuMa.

OBakaB IPUCTYII HAYIIM, @ TOCeOHO MEAVILIHI, JOBEO
je mo 3HavajHuX ycrexa. ¥ 19. u 20. Beky HacTajy OpojHa pe-
BoNyLoHapHa oTkpuha y meguian. Cse epukacHuje ce
nede MHore domecty. KypaTuBHM IPUCTYII ZOBOAY [0 IIpe-
OBJ/IaflaBama MaTePHAINCTIYKOT cTaBa Koy BehuHe nexapa
¥ 1ocTaje odpasarl Halller JienoBama. [IpuopureTHO MeCTO
y elyKalujy JIeKapa 3ay3JIMa er3aKTHU, IPAKTVYHU HauMH
pasMuIbamba, 3aCHOBAH Ha flokasuma. C MecTa puopu-
TeTa Ce JIaraHO, TOKOM JiBa IIOC/Ieiba BeKa, HEIIPUMETHO
IIOTUCKYjy HEKaJla 3Ha4ajHe Hay4yHe AMCUMUIUIVHE Ka0 IITO
je eTMKa, a 3a caocehame 1Ma cBe Mame BpeMeHa y caBpe-
MEHOM KMBOTY 1 pajjy /ieKapa.

4. HAJBAXXHUIE TEOPHJE BOJIA

Y BaxeheM KOHIeNTy cXBaTamwa 3ApaB/ba 1 dONIeCTN
HacTajy u npBe teopuje dona [13]. Hajnemnme cy waycrpo-
BaHe KpO3 TeopHjy crienndmyHoOCT U Teopujy y3opka. Te-
opuja crenupUIHOCTY MOApa3yMeBa MOCTOjambe OOMHMX
pelienTopa, Koju ce ¢ nepudepuje Tena IpojeKkTyjy Ao LieH-
Tapa 3a don y Mo3ry. V nopen ounriefHe jefHOCTaBHOCTH,
OBa TeopMja eKCIVIMIUTHO yKa3yje Ha eBOMYLVjOM JOCTHT -
HyTe CIleljijann3oBaHe (Gpu3noolKe Mporece, a MMIUIN-
IUTHO TIOfipasyMeBa IPEeTIIOCTaBKY O 3HAYAjHOCTY IICH-
XOJIOLIKMX ITpolieca Be3aHux 3a don. OTkpuha penentopa
3a 0o (c7modopHM HEepBHM 3aBpIIel), IyTeBa IIPEeHOCa,
Kao0 ¥ yo4aBame Je/I0Ba MO3Tra KOju OM MOITIV OiIrOBapaTy
LeHTpyMa 3a OoJ1, MOTBphyjy U3MONOUIKY eKCIUIMIIUT-
HOCT Teopyje CHeUPUIHOCTI, 8 Y TOMe JIeKN IheHa CHara
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and implicitness of the psychological component are the
essential weakness of this theory.

In reaction to this weakness, new pain theories are
emerging that can be grouped under one common name:
The Pattern theory. The basis for this group of theories is set
by Goldscheider in 1894, assuming that the intensity of the
stimulus and the central summation are basic determinants
of pain. From this concept, two types of pain theory have de-
veloped, which in their basis carry the model of the sample as
the essence of explaining painful phenomena, but while one
group ignores the fact of physiological specificity, other theo-
ries put a central summation at the central spot. Weddell and
Sinclar base their theory on the assumption that all the qual-
ities of the skin stimulus are formed by a special spatio-tem-
poral pattern rather than specialized pathways for pain.

Evidence of the existence of specialized receptors and
pathways of pain has undermined this theory. The other
Pattern theories seek an explanation primarily in central
summation mechanisms (Livingston) and recognize evi-
dence in clinical phenomena. According to these theories,
special control systems usually prevent the formation of a
summation, and the disorder of these systems causes pain.

Without going into details of these theories (which
marked a long period of pain management based on them)
it should be pointed out that the override of the Pattern
theory over the Specificity theory (Nordenbos) led to one
significant change. It distanced itself from the psychological
quality of the pain as such, which also led to the treatment
of pain. For decades, in clinical practice, pain treatment
has been approached from these points of view, and the
dominant therapeutic attempts involved numerous neuro-
surgical techniques, specific drugs, and the personality of
the patient remained at the margin of the priorities that the
clinicians dealt with.

Different theories failed to provide unique attitudes
about the view and understanding of pain. It should be
stated that the amount of experimental data that would
confirm such concepts was insufficient. Over time, accu-
mulated physiological knowledge enabled the emergence of
a new theory: Gate Control Theory of Pain [14].

¥ 3Hauaj 3a Jja/byu pa3Boj MeguuuHe dona. Vmak, mpermo-
CTaBKa ¥ UMIUIMLMTHOCT IICUXOJIONIKE KOMIIOHEHTE CY Cy-
IITMHCKA c1ad0CT OBe Teopuje.

Kao peakunja Ha 0BakBy c/1adoCT jaB/bajy ce HOBe Te-
opuje doa Koje ce MOTY IPYIICATH TIOf jeHUM 3ajeHIY-
KIIM UMeHOM: Teopuje y3opka. OCHOBY 0BOj TpyIu Teopuja
nocrasspa Jonpuajaep (Goldscheider) 1894. ronune, npet-
HoCTaB/bajyhy la Cy MHTEH3UTET CTUMY/IyCca U LIeHTpa-
Ha CyMalyja OCHOBHe fHeTepMMHaHTe doma. VI3 oBaksor
KOHI[eNITa pa3BujIe Cy ce JiBe BpCTe Teopuja dona, Koje y
CBOjOj OCHOBM HOCE MOJIeJT y30pKa Kao eCeHIujy odjalimbe-
ba donmHMX (eHOMeHa, any JIOK jeHa Ipyla MTHOPUIIe
YibeHNn1y GU3NOIOLIKe criennpuIHoCTH, Apyre Teopuje
y LleHTap 30uBama CTaB/bajy LIeHTPaIHy cymanujy. Begen
(Weddell) n (Cunknap (Sinclar) cBojy Teopujy 3acHuBajy
Ha NPeTIOCTaBLY Jja CBU KBAJIUTETU KOXXHUX CTUMYIyca
HACTajy II0CeSHMM IIPOCTOPHO-BPEMEHCKIM Y30PKOM, a He
CIlelMjaI30BaHNM Ty TeBUMA 32 SOIL

JloKkasy o IOCTOjamy CIeLMjalN30BaHNX PeLenTopa
u mmyteBa doya odapajy oBy Teopujy. [Ipyre Teopuje ysopka
odjalmbeme Tpake IIpe CBe Ta Y LeHTPATHUM MeXaHU3MU-
ma cymanuje (JluBunrcron) (Livingston) u 3a To mpermo-
3HAjy fokase y KIMHUYKMM ¢eHoMeHuMa. [Ipema oBum
TeopyjaMa CIIelVja/lHU KOHTPOIHM CUCTEeMM yodudajeHo
IIpeBeHMpajy HacTajame cyMaluje, a nopemehaj tux cucre-
Ma y3poKyje oI

He ynasehn y neraspe oBux Teopuja (koje cy odemexn-
JIe IyT Iepyoy, edera doia Ha OCHOBY biX) Tpeda ncrahm
Jia je IIpeBara Teopuja y30pKa HaJj TeOpUjoM crenuduaHo-
ctu (Hopmendoc) (Nordenbos) mosena no jenHe 3HauajHe
IpOMeHe. YIa/bUIO ce Off IICHUXOJNOIIKNX KBaauTeTa dora
Kao TaKBIX, a TO je YCIIOBMIIO U HAauyH jedersa dona. [ere-
HIjaMa ce y KIMHIYKOj IIPAKCK Jiederby do/ma MpUCTyIIano
Ca OBVMIX CTAHOBMUITA, 2 JOMVHAHTHY TEPAIIN)jCKI IOKYIIAjI
Cy mozpasyMeBany dpojHe HEYPOXMPYPILIKe TEXHVKe, CIIe-
nyduyHe IeKOBe, @ caMa IMYHOCT TAljeHTa je OcTajaia Ha
MapryHM IPUOPUTETA KOjYIMA Cy ce KIIMHIYapy OaBUJIN.

Pasnuunre Teopuje HuUCy ycnerne ga odesdene jenyH-
CTBEHe CTAaBOBe O IOITIeAY M cxBaTamwy donma. Tpeda pehn
7ia je KO/M4YMHa eKCIIepMeHTaTHUX [ofiaTaka Koju Ou mo-
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Without dealing with the details of this theory, the
work of Melzack and Wall brought about a revolution, both
in understanding pain and in the possibilities of clinical
ways of pain relief. The basic benefit of this theory is the fact
that it shifted the focus of our attention from the periphery
to the central nervous system. Introducing new terms and
accenting processes in the back horns of the spinal cord as
well as descendent pathways, and at the same time directing
our attention to the neuromatrix located in the brain, this
theory also provides significant clinical transformation. In
addition to the dominant surgical pain management tech-
niques, new methods of healing are introduced in practice:
behavioral therapy, work therapy, psychological techniques,
hypnosis, placebo and a long series of techniques that re-
turn the long-pressed, psychological component of pain to
the center of attention. Today it all seems a little odd. Young
doctors arising from the clinical practice in the 21* century
are surely wondering what the debate is all about, or how
it is possible to neglect the mental component of the pain
entirely. This can be understood if one knows the episte-
mological-ontological aspect of the evolution of knowledge
of pain, which has followed the prevailing scientific-philo-
sophical concepts of the time in question [15].

5. TOWARDS ONTOLOGY OF PAIN AND PAIN PHENOMENA

Epistemologically speaking, contemporary attitudes
about pain are the result of understanding the knowledge
of the pain accumulated over centuries and caused by nu-
merous successes and failures in its treatment. Over time,
numeorus data has been accumulated that were only onto-
logically classified, analyzed and integrated in the form of
various biomedical data. Such an approach has made great
success in numeorus medical fields. Progress in most of the
medical opus has not been adequately monitored in the
area of pain medicine. Certain problems have been identi-
fied when we are faced with the pain and other symptoms
of the disease whose main characteristic is subjectivity. Spe-
cifically, there is a certain physical component of the pain,

TBP/WIN OBaKBe KOHIIENTe nnak duia HepoBo/bHa. C Bpe-
MEHOM je HaroMmnaaHo (pu3MoIOIIKO 3Hawe oMmoryhmio
HacTaHak HoBe Teopuje: Gate Control Theory of Pain - Teo-
puje Bpara [14].

He daBehu ce geramuma oBe Teopuje, pagy Menaszaka
u Bona (Melzack R, Wall DP) je unak goHeo peBonyiujy,
KaKoO y cXBaTamwy 00/1a Tako ¥ y MoryhHocTMMa KIMHNY-
KVX HaulMHa YK/Iambama doma. OCHOBHA KOPUCT OBe Teoplje
je uMmbeHNIIA a ce ¢ oM (OKYC Hallle MaXKmbe IoMepa ¢
nepudepuje Ka LIeHTPATHOM HEPBHOM cucTeMy. YBopehu
HOBe TePMIHE U aKI[eHTYjyhu mmpolece y 3aibuM pOroBy-
Ma KIYMeHe MOXKIVHE Kao Y JleCIefleHTHIM Iy TeBUMA, & Y
JICTO BpeMe ycMepaBajyhn Hallly a>kiby Ha HeypOMaTpUKC
JIOLMPaH y BeIMKOM MO3TY, OBa Teopuja oMoryhaBa u 3Ha-
YajHy KIMHUYKY TpaHchopmauujy. [lopen noMmHaHTHMX
XUPYPUIKVX TEXHVKA Jlederba doIa, Y IIPaKCy ce TUXO, aiu
CUTYPHO, YBOJle HOBY Ha4MHY JIeUerba: d1XejBuopasHa Te-
pamnmja, pajiHa Tepamnuja, ICUXO/IOUIKe TEXHNUKE, XUITHO34,
I1anedo 1 Ayryv HU3 TeXHMKA Koje Y ILeHTap IaXmbe Bpa-
hajy gyro notucknBany, ICUXo0/IOIMIKYy KOMIIOHEHTY dora.

Hanac cBe To m3rnema HeodmuHo. Miagu nekapwu,
CTacalm 3a KIMHUYKY NIPAKCy y 21. BEeKy ce CUT'ypHO IN-
Tajy 4eMy YOIIIITE ¥ pacipaBa O TOME, MM KAKO je YOIIIITe
Moryhe 3amOCTaBUTH NMCUXMYKY KOMIIOHEeHTY dorna. To ce
MO>Ke CXBAaTUTY YKOJIUKO Ce padyMe eIMCTEeMOJIOIIKO-OH-
TOJIOLIKY aCIeKT eBOJIyLMje 3Hama O JOiy, Koje je caMo
npatwio npeosnabyjyhe HayuHo-¢dumosodcke KoHenre
aKTyeJTHOT BpeMeHa [15].

5. KA OHTOJIOTHIH BOJIA H BOJTHHX ®EHOMEHA

EnycreMonIomKy I7ejaHo, faHALIbY CTABOBU O OOy
Cy IOCTIefiUIIA calleflaBarba Ca3Hamba 0 00Ty HarOMVJIAHOT
BEKOBIUMa U Y3POKOBAHOT OPOjHMM ycIlecuMa U Heyclie-
cuMa y nederny. C BpeMeHOM ce HaroMUJIAj0 MHOIO IIO-
flaTaka KojJ Cy caMO OHTOJIOLIKM MOIJIM fia ce Kacugu-
Kyjy, aHaIM3MUPajy M VHTEIPULIY Y OOMUKY PasInuuTHX
SdmomMenyuyHCKMX nofaTaka. TakaB mpucTyI je omoryhuo
BEJIMKM yCIeX Yy OpOjHUM MeUIIMHCKUM To/puMa. Hampe-
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Table 1: Types of Pain and of Pain-Related Phenomena

History of probable causes

Signs
Sympt s Physical Basi E 1
ymptom (= Objectively Observable Features) ysical Dasts xampres

CP: Canonical Pain

Manifestation of tissue damage Activation of nociceptive Primary sunburn

tem through peripheral
PCT: Pain with Report of pain concordant with :iysssti::ldarrrlzueg periphera Pain from strained muscle
Concordant Tissue Pain stimulus sufficient to cause this tissue & .
Pain from fracture

Damage damage

Protective response Pulpitis
VP: Variant Pain

Report of pain associated with stimulus | Activation of pain system Secondary sunburn without
PNT: pain with intensity insufficient to cause tissue through cognitive mechanisms | tissue damage
peripheral trauma Pain damage regarding threat of tissue Myofascial pain disorder
but no concordant damage, the latter often based
tissue damage on peripheral non-nociceptive | Tension-type headache

input to the CNS ) )
Chronic back pain

Report of pain Disordered nociceptive system | Trigeminal neuralgia
NN: neuropathic
nociception (pain Pai No identifiable pathological peripheral | Neuropathic (for example in Post-herpetic neuralgia
with no peripheral am stimulus result of demyelination of nerve Diabetic neuropathy
trauma) fibers)

PRP: Pain-Related Phenomena Without Pain

PBWP: pain behavior
without pain

Sick role behaviors accompanied by
normal clinical examination

Report of pain discordant with physical
signs

Grossly exaggerated pain behaviors

Identified external incentives

Description of pain relates to
mental states such as anxiety,
rather than peripheral tissue
locus

Misinterpretation of sensory
signals by the emotional or
cognitive systems Deception by
patient

Factitious pain
Malingering

Anxiety-induced pain report

TWP: tissuedamage
without pain

Manifestation of tissue damage
normally of the sort to cause pain

No reported pain

Suppression of pain system by
one or other mechanism

Stress associated with sudden
emergencies

Physiological damping of

the pain process caused by
adrenalin

Placebo induced opioid
analgesia

Genetic insensitivity to pain
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Tabena 1: Tunosu bora u bonmunux penomena

AHaMHeCTHYKO IIOCTOjatbe BepOBaTHOT
y3poka

Cumn- | 3nanm
. Du310M01IKa OCHOBA IIpumepn
TOM (OdjexTUBHO yOU/BNIBE OIINKE)
Kmacianu don
ManngecTHo TKMBHO omTeheme; Omrrehemwem akTuBMpaH CyHuaHa OIIeKOTVHA;
. . . HOIMLIETITYBHY CUCTEM
Bon ca ofroBapajyhnm Bor koju ce jaB/ba Ha CTUMYITYC KOjI Vcrernyhe muunha;
bon
moBo 1o omtehera;
TKMBHUM omutehemem > DpaxTypa;
ITpOTEeKTUBHYU OArOBO
p p ynmuruc
CroHTaHu don
Bon yipysKeH ca CTUMYTycOM AxruBanuja cucrema 3a don myrem | CyHuyaHe orekoTuHe de3
HeJJOBO/bHOT IHTEHSNTETA Jla N3a30Be KOTHUTUBHMX MeXaHu3ama yce, | TkuBHoOr omteherba;
TKUBHO ouTeheme IIpeTe TKUBHNM oluTehemem; .
Bon ca nepudepHom p . ’ Mmnodacnujaman do;
TpayMoM amu Se3 IIOCTIE/iHbE j€ YeCTO 3aCHOBAHO Ha
amexsatHor npateher Bon nepudepHNM HeHOUUIeNTUBHNM | TeHsuoHa r1aBodosba;
Hagpaxajuma [JHCa
TKUBHOT ourrehersa paa) Xponnunu don y nehuma
bor; ITopemeheH HOLMIENTUBHM TpuremnuamHa Heypanrmja;
cHcTeM
Heypomnarcku don Be3 mpeno3HaT/bUBOT HATOMOLIKOT [TocTxepnernyka,
(501 de3 nepudepue Bon nepuepHOr CTUMYIyCa; Heyponarcku (H1p. JujadeTnduka Heypanruja
TpayMme)

JeMuje/IMHNA3alja HEPBHUX
BJ/IaKaHa)

Bonnn penomenn des dona

Txusno omreheme des
doma

yodnhajeHo y3pokyje do, anu des doma

Bo/HO MoHaIatbe 1 TIopef; HOPMANHOT | MeHTamHa cTarba Kao HIp. Jlaxxuu Sorm;
KJIMHIYKOT TIPerefa; AHKCMO3HOCT YMECTO TepuQepHOT
Cumynmpame;
Hecxag doma u ¢pusnka 3HAKa. TIMBHOT omrTehera;
aafn J1a VI (DU3MKATHUX 3H 5
pomo moMAMAILE De3 ’ [orpelita MHTepIpeTanuja Amkenossoct
doma [IpeTepaHo SOTHO TIOHAIIAKHE; P prip J
CeH30PHOT CUTHAA
IoTBpheH Cro/bHY NOACTHUIIA] €MOI[IOHATHUM MJT KOTHUTUBHUM
CcucreMmnmMa
Manndectro TkusHO ourreheme koje | Cympecuja cucrema sa Son Crpec;

Dusnonouko yMameme dona
afipeHaTIHOM;

ITnanedoM nHAyKOBaHA
OIMOM[IHA AHA/ITE3M]ja;

TeHeTCKa HECEH3UTUBHOCT
3a don
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which is reflected in the damaged structure of the painful
area. Sometimes this disorder is manifest and can be ex-
plained by the changed architecture of the painful area, and
sometimes it is not visible, which does not mean that it is
not present. The disorder can be at the level of nerve mem-
branes, receptors, nucleotides, within a genome, but it cer-
tainly does exist. Symptoms that we recognize (pain, agony,
disgust, anxiety, sleepiness) are just a part of the phenome-
non that we see as doctors. There are also changes that relate
to behavior and some qualities of the body that we can see
and recognize. But we are not able to adequately measure
the qualitative/quantitative aspects of these symptoms. For
these reasons, we must rightly trust a patient when he says
he is in pain. The patient’s experience of pain is interpreted
in his words and the clinician is to accept it, sincee he is not
in a position to judge that experience, except in the case of
a clear simulation.

In order to better understand the language of pain
used by patients, the types of pain and the phenomena that
result from it can be classified [16] (Table 1). This onto-
logically based approach enables better integration of data
obtained from the patient relating to its pain. It helps espe-
cially in categorizing patients and analyzing different types
of pain data. Because pain has complex characteristics, its
examination may have a heuristic value for ontological
consideration of symptoms in general. The individual pain
experience obviously imposes different approaches to the
study of this phenomenon, which are not based solely on a
complex scientific method, but also correlated, with the do-
main of experiential collaboration in a scientific approach.

6. MODIFICATION OF PARADIGM

The subjective feeling of pain is still an unknown fact
for science. Over time and through different cultures, un-
derstanding and expressing of pain reflects the contem-
porary spirit of the epoch. Usually, the human experience
begins with a painful birth and during ones lifetime this
painful experience is repeated and exists in its physical,

laK y HajBeheM ey MeAMIMHCKOT OIyca Huje efleKBaTHO
npaheH y noppydjy MeguunHe dosna. Ykasau cy ce u3Be-
CHM IIpodIeMM Kajja CMO Ce CYOuMIN ¢ OO/IOM U APYIUM
CUMIITOMNUMa dOJIeCTH YMja je I/IaBHA OfIMKA CYOjeKTUB-
HocT. Hamme, HecniopHo je npucyTtHa oppehena ¢usnuka
KOMITOHEHTa O0J1a, Koja ce OI7Iefia Y HapyIleHOj CTPYKTypu
donHor noppyyja. Hekana je taj mopemehaj manudecran
U MO>XKe ce 0QjaCHUTY M3MEHEHOM apXUTEKTYPOM dOTHOT
HOpyYja, @ HeKaja ce TO He BUAM, A/l He 3HA4YM M Ja Ia
HeMma. [Topemehaj Mo>xe 1Ty Ha HUBOY HepBHUX MeMOpa-
Ha, peleNTopa, HYKIeOTU/a, y CKIOIY HEeKOI TeHa, aju
cBaKako 1noctoju. CUMIITOMM KOje My IperiosHajemo (8o,
MyKa, rabeme, y3HeMMPEHOCT, IOCIAHOCT) CaMO Cy Jie0
(dbeHOMeHa KOjyi MM Kao JieKapu yodaBamo. Ty cy u mpo-
MeHe Koje ce OJHOCe Ha ITOHAIllambe Y HeKe KBa/luTeTe Tea
KOje MOXKEMO YOUMTH U IPENO3HATU. AJIU MY HUCMO Y MO-
ryhHOCTH fla a[ileKBaTHO MepPVMMO KBaJIMTAaTVBHO/KBAHTH-
TaTVBHE aCIIeKTe TUX CYMIITOMA. YIPaBO M3 TUX pasJiora,
C IIpaBOM MOpPaMO BepOBaT! MAlMjeHTy Kaja Kaxke Ja ra
HeuITo dosu. VIcKycTBO manumjenTta o dosy je MHTepIIpeTn-
PaHO HBEroBMM pedyMa 1 Ha KIMHUYAPY je f1a ra MpuxBa-
THU, jep HUje y TO3ULUjU Ja O TOM UCKYCTBY CyIy, OCUM y
C/Iy4ajy jacHe cUMynauuje.

[la du ce dorpe pasymeo jesuk dosa Koju KOpUCTe ma-
LVjeHT!, AUAKTUYKU Ce MOTY KIacU(pMUKOBATH TUIIOBU
dona 1 peHOMeHNM Koju Cy merosa nocnepuua [16] (Tade-
na 1). OBakaB OHTOJIOLIKY 3aCHOBaH IpUCTyH oMoryhyje
dospy MHTErpanyjy noparaka Koje fodujaMo of naumjeHa-
Ta, a Koju ce ogHoce Ha don. Hapounuro momaxe y kate-
ropyusanMjyu IalyjeHaTa M aHaIu3) PasINuUTHX TUIIOBA
nozataka o domy. bynyhu ma dom uMa cmoxxeHe KapakTe-
PUCTHKE, HErOBO MCINTUBAbE MOXe MMAaTU XeypUCTUY-
Ky BPEJHOCT 32 OHTOJIOIIKO pasMaTpame CUMITOMA YOII-
mre. VIHAMBYUAYaIHU KOKMB/Baj do/Ia ounrieqHo Hamehe
pasnu4auTe NPUCTYIE NPOydYaBamby OBOI (eHOMEHa, KOju
HUCY da3yupaHy caMo Ha CJIO)KEHOM HayYHOM MeTofy, Beh
3ajla3e M y JOMEH MCKYCTBEHOI Y CafiejCTBY C Hay4HUM
IPUCTYIIOM.
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emotional and spiritual form. It is an integral part of life
in every sense of the word. It is followed by the universal
experience of suffering.

A compartmentalized view of a man from Greek
times, enhanced by dualism of Descartes, created the con-
ditions that in the treatment of pain the focus is on the
damaged part of the body, without significant attention to
individual identity. Such a biomedical paradigm of pain
could not survive because it neglected individual experi-
ence and other non-physical aspects of pain. The turning
point was enabled by Freud’s theory, with which he put
unconsciously to the focus of our attention and its effects
on the perception of pain and behavior [17]. The conse-
quent expansion of the understanding of the importance
of psychological and social factors in the disease is present-
ed in psychoanalysis, and later through psychosomatics.
The explanation of the relationship between unconscious
and physical sensations in hysteria has served as a basis
for explaining psychogenic pain. In 1970, George L. Engel
explained the link between chronic pain and psychiatric
illnesses [18]. Depression and anxiety, alongside physio-
logical basis of pain, became the focus of our attention, and
since the 1980’, cognitive-behavioral approach to pain
and consequently the way of treatment has been associated
with this. [19] Such therapy, by learning the methods of
coping with stress and avoiding a catastrophic scenarios,
became the basic component of the interdisciplinary treat-
ment of pain that we have today [20].

Nevertheless, the holistic, biopsychosocial model of
pain described above did not give revolutionary advances
in the field of chronic pain treatment. It must be acknowl-
edged that this model of pain theory contains Cartesian du-
alism and the positivistic premise of seeking a unique real-
ity based on scientific methods. This is also reflected in the
definition of the pain that we are using today. In addition to
the still existing division of body and soul, which is present
in this concept, it must be said that such an approach nev-
ertheless made significant progress, pointing to the fact that
pain is a completely private, individual experience. When
living with the painful experience, the individuals life is

6. ITIPOMEHA TTAPAJTUTME

Cydjextusunu ocehaj dona je u gape Benuka Helo3Ha-
HMLA Hayke. TOKOM BpeMeHa U KpO3 paslInduTe KyiType,
pasyMeBame ¥ M3pakaBame Oo0/la OfjpakaBa CaBpeMEHU
IyX eroxe. Yodu4ajeHo, /byICKO VICKYCTBO NOUMIbe QOTTHUM
nopobajeM ¥ TOKOM >XMBOTa ce TO OTHO MCKYCTBO IIOHA-
B/ba U TIOCTOj) ¥ CBOM (PM3NYKOM, €MOIIVIOHATHOM U Y-
XOBHOM 00/mKy. OHO je MHTerpaIHi Jeo KMBOTA Y CBAKOM
cmucty Te peun. IIparty ra yHUBep3amIHO UCKYCTBO TaTibe.

KoMnapTmeHTa/mmM30BaHM IOIIE], HA YOBEKa je Off Ipy-
KOI' BpEMEHA, I0jayaH [JeKapTOBUM Ayanu3MOM, CTBOPUO
ycroBe Ja y nedery donma Gokyc nonupamo Ha omrrehenn
feo Tenma, de3 3HauyajHOr HocBehuBama IMaXKbe VHIAVBU-
fiyaTHOM MpeHTuTeTy. TakBa, duoMenMKanHa Hapagurma
dojta HUje MOIIa OIICTATH jep je 3aHeMapyuBaa MHANBULY-
aJIHO MICKYCTBO U fipyre Hedumamkanue acrexkre doma. IIpe-
KpeTHu1y je omoryhuma ®pojnosa Teopuja, KOjoM je OH y
(doKyc Hallle IaXibe YCMepro Ka HECBECHOM U HeroBeM
yTuIajuMa Ha nepuenuujy doma m monamame [17]. Ilo-
CIIeIVYHA €KCIIaH3Mja pasyMeBaiba 3Ha4aja IICUXOJIOIIKIX
U couyjamHux GakTopa y 0dosbeBamy IpefcTaB/beHa je y
IICMXOAHA/IN3Y, A KaCHUje Kpo3 IcuxocoMaruky. Odjaritbe-
e Bese 13Mehy HecBecHOT 1 GU3MYKMX CEH3alyja Y XUCTe-
PUju je TIOCTY>KI/IO Ka0 OCHOBA 32 0djallliberbe IICYXOTeHOT
dona. Ilopy JI. Enren je 1970. odjacHno Be3y XpOHMYHOT
dona u ncuxujarpujckux domectu [18]. empecuja n aHk-
CMO3HOCT, 3ajeHO ¢ (pM3MOIOLUIKOM OCHOBOM d071a IOCTAjy
LIEHTap Hallle ITaXKibe, a Off ocamMpieceTux ropgyuHa 20. Beka
ce TOMe IPUK/by4yje KOTHUTUBHO-OMXEjBUOPATHIA TIOT/IET,
Ha d0J1 U oC/IenYHO Ha4YMH Jiedersa [19]. TakBa Tepanuja,
ca ydemeM MeTOfa CyodyaBama ca CTPecoM U m3derabarma
KaTaCTpOQUIHOT CIieHapyja, IOCTaje OCHOBHA KOMIIOHEHTa
VHTepANCLMIUIMHAPHOT Iporpama jgedera doma fanac [20].

Jmak, H1 OBaKO IIOCTaB/beH XOMMCTUYKI, OUOIICUXO-
COLIVja/THU MOJIeI dOJIa, Huje Jao peBOMyLMOHApHE HAaIlpeT-
Ke Y II0JbY JIedera XpOHIYHOT dora. Mopa ce IpusHaTH ja
U 0Baj Mogien Teopuje doma y cedu cafpKu KapTe3anjaHCKI
flyanusaM M MO3UTUBMCTUYKY IPEMIUCY TPaXKema jefuH-
CTBEHE PeayHOCTH, 3aCHOBAHY Ha HAyYHUM MeTomama. To
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attacked to the extent that his previous experience inter-
twines and defines both the origin and the expression of
one’s own pain. The patient’s experience now includes pain,
but from the perspective of a physician, the patient himself
remains divided, compartmentalized.

7. PHENOMENOLOGICAL ASPECTS OF PAIN

In the situation in which we are today, and in the way
of perceiving the pain that is dominant in today’s medicine,
one should not dismiss the phenomenological view of pain
[21, 22]. Phenomenology seeks to master the essence of a
painful experience, trying to understand a person (individ-
ual) who, in his characteristic, overcomes a simple sum of
different parts (compartmentalism). A man is not the prod-
uct of the world in which he lives - it is a part of it. The
body, mind and the world surrounding them are in con-
stant interaction and influence [23]. This makes human life
an integral function, rather than a set of simple mathemat-
ical equations.

The phenomenological view of the pain is based on
the concept of intentionality, derived from Brentano’s
scholasticism, elaborated in the works of Husserl and oth-
er authors who attempted to propose a different view of a
man from Cartesian [24, 25]. The principle of intentional-
ity, according to Huserel, implies that consciousness is an
unambiguous consciousness of something, and that con-
sciousness is conscious only if it is directed at an object.
Conversely, an object can only be defined if it is in relation
to the consciousness of it. Intentionality is the relation of
the individual and its world, and not just the individual
or individual object, that is, the relation that the subject
and object are creating. Intentionality is the meaning that
arises from the contact of a man with the world in a con-
stant dialectical relation, whereby the dichotomy of that
relationship transcends. The singularity of the relationship
between the body, the mind, and the world was most rem-
iniscent of Merleau-Ponty, saying: “I am conscious of the
world through my body” [26].

ce ounTaBa U y feduHULNjU d0/a KOjy JaHAC KOPUCTUMO.
ITopex n pame mocrojehe mopene Ha Teo U AyX, Koja je
IPUCYTHAa Y OBOM KOHILENTY, Mopa ce pehnu aa je oBakas
Hpuia3 unak oMoryhno 3HauajaH Hampefak, ykasyjyhu Ha
YMIEHNILY Jia je 00N CacBUM IIPMBATHO, MH/VBUIYATHO
uckycrBo. JKusehu ca mckyctBoMm doja, MHAMBUYaTHU
XKMBOT YOBEKa je HaNaJHyT [IO Te Mepe Jja Ce HeroBo Jo-
Tajallbe UCKYCTBO yiinhe u geduHuIIe, Kako IOPEKIO
TAaKO U eKCIIPeCH;jy COICTBeHOT dora. VICKyCTBO manmjenrta
caga odyxBara u d0JI, anu 13 MepCIIeKTHBe JeKapa, caM Ia-
LMjEeHT OCTaje MoJle/beH, KOMIIapTMEHTa/IM30BaH.

7. ®EHOMEHOJIOIIKY ACIIEKTH BOJIA

Y curyanuju y Kojoj ce gaHac Ha/la3¥MO U Y HA4MHY
nouMarba doma KOj! je IOMMHAHTaH Y IaHAIb0j MESULIN-
HII, He Tpeda omdanyuTy GpeHOMEHONOMKN TIOTTIe, Ha SO
[21, 22]. DeHOMeHOMOTHja Ce TPYAU Jla DOKYYIM eCEHIVjy
domHor NOKMBIbaja, MOKyMaBajyhn ma pasyme yoBeka (1H-
AMBUJYY) KOjU Y CBOjOj OCOOEHOCTM IpeBasuIasy jefHo-
CTaBaH 30Up Pa3IMUNTHX [enoBa (KOMIIAPTMEHTA/IN3aM).
YoBek HHje IPOCT MPOAYKT CBeTa y KoMe XuBy, Beh je feo
mera. Tesmo, yM 1 CBeT KOji MX OKPYXKYje Cy y CTaTHOM Me-
hycoduom opHOCy u yrumajy [23]. Tume /pymcku XuBoT
IOCTaje MHTerpanHa (PyHKIUja, IIpe Hero CKYI jeJHOCTaB-
HJX MaTeMaTUYKIX jefHauMHa.

DeHOMEHONIOMKM ToIZef; Ha OO/ 3aCHOBaH je Ha
KOHIIENITY MHTEHIVIOHA/THOCTH, IPOMUCTEKIOM M3 CXOJIa-
cruiusMa bpenrana (Brentano), paspabenor y pagosuma
Xycepna (Husserl) n gpyrux ayropa, Koju ¢y moKymamm aa
Ipef/IoKe APYyTradyju MOT/Ies] Ha YOBeKa Off KapTe3UjaHCKOT
(24, 25]. IIpyHINI MTHTEHIMOHATHOCTY 110 XyCepeny Moj-
pasyMeBa fia je CBECT HEJIBOCMIC/IEHO CBECT O HedeMy, a
7la je CBeCT 0 HedeMy CBeCT CaMo aKO je yCMepeHa Ha HeKM
odjext. OOpHYTO, 0djeKT ce Moxe AedUHUCATY CAMO aKO
je y ogHOCy ca cBemhy o memy. VIHTeHIIMOHATHOCT je Ofi-
HOC MH/IUBUJIYe U1 BeHOT CBETa, a He CaMO VHAVBY/ya VN
nojenHM 0jeKT, laKjIe penanuja Kojy cydjekar u odjekt
OCTBapYjy. VIHTEHIIMOHATHOCT je 3Hauebe Koje IIpOou3uIa-
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Thus, the term lived body emerged (the body that
lives), which leads to a new understanding of the body, be-
cause man through such a body opens itself to the world
and thus experiences the world and oneself together.

As part of this thinking, to understand the pain
through the anatomo-pathological perspective, as some-
thing that happens in some part of the body, means not to
understand the experience, feeling of pain, from a human
perspective. The body that hurts is the expression of the
relationship between the individual and the environment
and under the influence of both of them all the time, taking
such specific characteristics, which, if neglected, limit the
therapeutic possibilities.

When pain occurs, persons attention is directed to a
damaged place, and pain can control this attention as no
other experience. All past and present experiences of a per-
son change in pain. It focuses on the moment in which it
experiences painful sensations, as well as the place where
the sensation originates. The appetite is lost, the interest
of any kind is limited, insomnia occurs, the libido is lost
and the movement is limited. It is interesting to say that a
person in pain completely loses interest for the future, and
only needs to end the pain, but at the same time he wants
to forget everything from the past, which reminds him of
that pain. Very often, catastrophic scenarios are formed in
the patient’s head, and life without pain can simply not be
imagined. For such pain, as a disease, which chronic pain
certainly is, it can be said that it is a special form of life. Pain
is not just a simple reflection of the site that causes it. Pain
comprehensively takes on the man and the person he rep-
resents. It involves the whole man, with all his individual
characteristics, physiologically, socially and psychological-
ly. Pain seizes attention, causes new questions and re-ex-
aminations, causes suffering, changes the role of the sick
person in the family and society in general, affects working
abilities and prevents leisure and rest.

For this reason, it is simply impossible to experience
pain only according to the number on the scale, as it is im-
possible to overcome and treat the chronic pain alone by
intervention based on experience in numerous scientific

31 13 KOHTAKTa YOBeKa Ca CBETOM y CTA/IHOM JIMjaIeKTIY-
KOM OJIHOCY, IIpM 4eMy Ce TPAaHCLieHAMpPa AUXOTOMMja TOT
opgHoca. CHMHTYTapHOCT OffHOCA Tejla, yMa U CBeTa je Haj-
yledar/buBrje u3pasmo Mepneay-IIoHTy nspekaBum: ,ja
caM CBecTaH cBeTa Kpo3 Moje teno” (,,I am conscious of the
world through my body”) [26].

Tako je Hactao mspas lived body (teno koje >xuBn),
Koju yuyhyje Ha HOBO pasyMeBame Tela, jep Y0BeK Kpo3
TAaKBO TeJI0 OTBapa cede CBETy U, CaMMM TUM, JO>KIB/baBa
cBeT 1 cede 3ajefHO.

Y ckonmy OBaKkBOT pasMMILIbamka, pasymeTn OO0
KPO3 aHaTOMO-IIATOJIOIIKY NEePCIeKTUBY, Ka0 HELITO LITO
ce JlelllaBa Y HEKOM Jie/ly TeJla, 3Ha4M He pasyMeTy HOXKU-
B/baj, ocehaj dora, 13 XymaHO-/py/CKe HepcrekTuBe. Teno
Koje 00nu je M3pas OfHOCA MHAMBUAYE VM OKOJVHE M IOJ
yTHIL[ajeM je U jeHOT M JIPYror CBe BpeMe, IONpuMajyhn
TaKo cHelyQuyIHe KapaKTepIUCTIKe, KOje, aKO ce 3aHeMape,
orpaHMYaBajy Tepamnyjcke MoryhHoctu.

Kana ce moropgu 8o, maxkma 4oBeKa ce ycMepaBa Ha
omreheHo MecTo, a dONI MOXKe Ty XKy KOHTPOJIMCATI
Kao HMjegHO Apyro uckycrso. Cee npebarmme u cajanime
MICKYCTBO YOBeKa ce Mema y dony. OH ce pokycupa Ha Tpe-
HYTaK y KOMe JOXKIB/baBa QOTHE CeH3aljyje, Kao 1 Ha Me-
CTO ca Kora ceHsanuje notudy. ['ydu ce anetur, muMurupa
MHTepecoBame OM/I0 Koje BPCTe, jaB/ba ce HeCaHMLa, rydn
ce mONMO0, OrpaHNyYaBa ce KpeTamwe. VIHTepecaHTHO je fia
4oBeK y 0oy rydu mHTepecoBame 3a OyayhHoCT u jenu-
HO IO 4Yera My je CTaso je Ja HecTaHe dOJI, a y UCTO BpeMe
JKenu fia 3adopaBy CBe U3 IMPOIUIOCTY LITO ra nojceha Ha
don. Bpro wecto ce 0dmKyjy KaTacTpoduuHy CLieHapyju
y I7IaBU IaljMjeHTa 1 XUBOT de3 doJIa ce IMPOCTO He MOXKe
HY 3aMUCINUTH. 32 OBAKO IVIeflaH 001 Kao dOJIecT, IITO XPo-
HUYHYU O/ CBaKako jecte, MoxKe ce pehm fa je mocedan
odnmuk xuBoTta. bor Huje camo jegHOCTaBaH ofipa3 MecTa
Koje ra y3pokyje. OH cBeodyxBaTHO 0dy3uMa 4OBeKa 1
JIMYHOCT KOjy OH IIPefICTaB/ba. 3a0KYI/ba LIeJIOT YOBEKa, ca
CBJM HeTOBUM VHIMBYU/YaTHUM KapaKTepPUCTUKAMA, KAaKO
(U3MOMIONUIKMM TAKO ¥ COLVjaTHUM ¥ TICUXOMIOMWKUM. born
3a0KyI/ba XY, Y3POKYje HOBA IIUTaba 1 IIPeUCINTaBa-
13, Y3pOKYyje MaTkby, Mekba yIory 0d0/Ieor y HOpoauLyu 1
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discoveries. It is impossible to help a patient with pain with-
out getting to know him. The patient’s word must be heard
to understand his pain.

Chronic pain does not exist isolated from the person
who feels it. In order to understand it, we have to under-
stand it from the perspective of a patient who is completely
unique and is never the same in different patients. People
understand in different ways, give a different meaning or
express their pain experience. Suffering in pain, a patient
creates a certain experience, which then influences and
creates an ill person. Brain in pain teaches, constantly ana-
lyzes received imputes, processes them and shapes into an
affect, through a significant emotional-affective and cogni-
tive-discriminatory experience.

Madjar describes this nicely:

“To understand pain we need to understand the per-
son in pain and a phenomenological gaze can help us to do
that. The key is our attentiveness to the lived experience of
the person in pain, and our willingness, individually and
as members of health care teams, to work as much with as
on our patients. The cognitive and technical work of pain
diagnosis and treatment needs to go hand in hand with the
supportive, and the affirming acts that make possible for
the patient’s voice to be heard and to be valued” [27].

In today’s circumstances of the fragmented concept
of health and treatment, a positivistic view of science (and
medicine) is predominant and continues to be fostered, ig-
norant of ethical, moral, social and psychological aspects of
chronic pain. It is safe to say that on the scale of our interest
and practice, a notion of mutual influence and interweav-
ing of all these factors is far behind. The psychological and
social component of the pain is most often not considered,
if the physiological component (cause of pain) can be af-
fected. Only if the cause is impossible to treat or define,
the socio-psychological aspects of pain start to be consid-
ered. This maintains and often deepens the gap between
the perceptions and the starting point of the healthcare
professionals in terms of the patient’s understanding and
expectations. Doctors often unconsciously make artificial
division of pain from anxiety, depression, suffering, and

[PYLITBY YOIIIITE, yTU4e Ha PajiHe CHOCOOHOCTHU V1 OHEMO-
ryhyje pasonony n ogmop.

3dor oBora je mpocto Hemoryhe nckycrBo dona cse-
CTM caMo Ha Opoj Ha CKajIy, Kao LITO ce He MOXKe HaJBJIa-
ATV M JIEYUTU XPOHMYHM SO/ caMO MHTepBeHLMjaMa Ha
OCHOBY MCKYCTBa y OpojHMM Hay4yHuM oTkpmhuma. Hemo-
ryhe je momohu nanujenty ¢ donom He nosnajyhu ra. Mopa
ce YyTH ped IaIlMjeHTa Ja Oy ce CXBaTHO HeroB oIl

XpoHuyHM OO/ He IOCTOjM M30/I0BAHO Off YOBeKa
Koju ra oceha. [la ducmo ra pasymeny MOpaMo ra CXBaTUTI
13 NEePCIEeKTUBE MalyjeHTa Koja je IMOTIIYHO YHMKAaTHa U’
HMKaJla HMje MCTa KOJ, PasnM4YUTUX nauujeHara. Jbyau Ha
pasnIMunTe HauMHE pasyMejy, [ajy pasauyuTH 3Ha4aj VN
UCKa3yjy cBOj moxuBspaj doma. Ilarehn y domy, odonenn
Kperpa onpeheHn [oXXuB/baj, KOj IOTOM yTU4e U Kpen-
pa odornenor. Mosak y 8oy y4m, KOHCTaHTHO aHa/IU3upa
npucrene umiyTe, odpabyje ux n yodnmnyasa y adexar,
KPO3 3Ha4yajaH eMOTVBHO-aeKTUBHM U KOTHUTUBHO-IJIC-
KPVMVHATUBHU I0XKVBb].

Mabap To0 neno onucyije:

»la drcmo pasymenn donm MopamMo pasymeTit 0cody y
dony, a GPeHOMEHOMOMKY IPUCTYII HaM MOXKe y TOMe II0-
Mohu. Kipyu je y Haloj maxmy mpema >XMBOTHOM MCKY-
cTBY 0code y 00y, Kao ¥ y Hallloj CIIPeMHOCTY, MH/VNBHU-
Jlya/IHO VIM Kao 3[PaBCTBEHU TUM, [ja HAIIOPHO PajyIMO
ca HaIIMM ManyjeHTnMa. KOrHUTYBHM M TeXHMYKY paj Ha
[MjarHO3M U JIederby dola Mopa fia ce OfjBuja PyKY IOApY-
Ky ca CymopTUBHMM ¥ apupMuuIyhum nocrynumma Koju
omoryhyjy ma ce dyje un BpepgHyje mac manujeHta. (,Io
understand pain we need to understand the person in pain
and a phenomenological gaze can help us to do that. The key
is our attentiveness to the lived experience of the person in
pain, and our willingness, individually and as members of
health care teams, to work as much with as on our patients.
The cognitive and technical work of pain diagnosis and
treatment needs to go hand in hand with the supportive,
and the affirming acts that make possible for the patient’s
voice to be heard and to be valued.”) [27].

Y naHalIBMM OKOMHOCTMMA (parMeHTMPAHOT KOH-
LenTa 37paB/ba U Jiederha, MO3UTUBUCTUYKM IIOIIe Ha
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other emotional reactions of the patient. Patients, however,
do not experience pain as a mere sensation, but rather as a
painful sensation package upgraded by suffering, anxiety,
depression, etc. [28]

In the light of the comprehension of total, personal-
ized pain, it becomes increasingly clear that a simplistic
positivistic approach to the treatment of such a complex
phenomenon is not sufficient [29]. The question is just how
to upgrade such an approach, taking into account the indi-
vidual psycho-social context. The combination of modern
treatments and significant empathy and attention to the un-
derestimated personalized features of a painful experience
can offer a possible step forward. Whether it is a possible
solution remains to be proven by complex scientific meth-
ods which, in addition to the numbers obtained by the scale
of the measurement of pain, must include other aspects of
the monitoring of the painful behavior.

Someone once said, “give me a specialist, I'll tell you
a disease”. In practice, patients are treated by different
specialists, who are not trained to step out of their every-
day work patterns. There are few or insufficiently trained
healthcare professionals whose primary interest is the treat-
ment of pain. It is even more difficult to understand that in
the 21% century the need for such healthcare professionals
is not sufficiently recognized. When considering that the
total cost of treating pain exceeds the cost of treating malig-
nancies, cardiovascular diseases and AIDS all together, the
dilemma is even greater [30].

8. CONCLUDING REMARKS

What is the possible solution to such an unusual sit-
uation where “we know a lot” and still, “we do not succeed
sufficiently”? Today, with great conviction, I believe that the
first step towards solving the problem of pain lies in edu-
cation: education of healthcare professionals, patients, and
the general population where we live in. Healthcare profes-
sionals need to learn about the pain especially during their
undergraduate studies, and postgraduate studies need to be

HayKy (1 MepmuiuHy) je mpeosnahyjyhm m nHacrasma nma
ce daBopusyje npenedperaBajyhu etmuke, MopaiHe, co-
LyjajiHe ¥ IICUXOJIONIKe aclleKTe XPOHUYHOTr doma. Moxe
ce cnodopgHO pehm fma ce Ha CKany Haller MHTEPeECOBa-
a I IIpaKce, jOLI Jja/be Ha/lasy rnouMame o Mehycodnom
YTULAjy ¥ MCHPEIIETAaHOCTY CBMX oBuX (akropa. Ilcu-
XOJIOIIKA ¥ COLMja/iHa KOMIIOHeHTa doja ce Hajyerrhe n
He pa3MaTpa YKOJIMKO Ce MOXKe yTUIaTH Ha (U3VMOJIOMWKY
KOMITOHEHTY (y3pok dona). Tex yKONMMKO je y3pOK HeMO-
ryhe ymeunTty mnim geuHMcaTH, NOYNIbY Ce pasMarpariu
COIMO-TICUXOTIOIIKY aciekTu dona. Tume ce oppkaBa u
yecTo mpopydspyje ja3 m3Mmeby cxBaTama M HOMA3NIITA
3IpaBCTBEHMX paJHMKA CIIpaM CXBaTama M OYEKVBaIba
nanujeHTa. Yecro ekapy HeCBECHO IIpaBe BEIITauKy I10-
IBOjeHOCT doja Of aHKCMO3HOCTH, Jelpecuje, maTwme u
OPYIMX eMOLVOHA/IHNX peakuuja nayujenTa. Ilanujenty,
mehyTum, He [OXKUB/BaBajy do Kao MyKy ceHsanujy, seh
Kao makeT JO/IHe ceH3alyje HaforpabheH naTkbOM, aHKCHO-
3nourhy, genpecujom nta. [28]

Y cBerny cxBaTama TOTAIHOI, INEPCOHATN30BAHOT
dona, mocraje cBe jacHuje Ja M0jeHOCTaB/bEHN TO3UTHUBMI-
CTUYKM IPUCTYI JIe4ey OBAaKO KOMIUIEKCHOT (peHOMeHa
Huje foBo/baH [29]. [IuTtame je caMo Kako TakaB NMPUCTYII
HaJoTpafiuTy, y3uMajyhu y o03up MHAMBUAYATHY TICUXO-
-conujanHy KOHTeKCT. CIloj MOflepHMX HaulHa Jledyema U
3Ha4ajHMje eMIaTuje U MaKbe Ha NOTLemheHe IEPCOHAIIN -
30BaHe OfIMKe QO/THOT JOXKMB/baja Hy/iu MOryhu McKopaxk.
Ila nu je To 1 Moryhe pelerme ocTaje fa ce TOKake KOM-
IJIEKCHUM Hay4YHMM MeTofaMa Koje Mopajy, mopex dpoje-
Ba JOOMjeHMX CKajlaMa Mepema doja, YK/bYUUTH U [ipyre
acriekte rpahema JOTHOT ITOHAIIAA.

Hexko je pekao: ,,qajre My cenujamucry, pehn hy sam
domect”. V mpakcu ce ManyjeHTH jede KOJ PasInunuTHX
CIIeLVjaINCTa, KOju 1 fia Xohe HICY 0dyueHN fia MCKopade
U3 CBOT CBaKOJHeBHOr odpaclja paga. Maso je nnn Hepo-
BOJ/PHO 0OY4eHMX 3[paBCTBEHUX NpodecroHaIana Kojuma
je IpMMapHU MHTepec Jiedere doa. Joll je TeXXe CXBATUTU
fa 'y 21. BeKy Huje y JOBO/BHOj Mepy IIpero3Hara norpeda
3a TaKBUM 3/IpaBCTBeHUM papHunyMa. Kapa ce yame y 0d-
3Up [ja YKYIIHA IieHa Jiedera dojIa IpeBas3niasy LieHy jle-
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improved and aligned with modern learning programs in
the world. Patients should be educated in order to deal with
pain more easily. Raising awareness of the general popu-
lation about the significance of this problem will alleviate
the conditions of work of healthcare professionals and the
possibilities of treating patients. A comprehensive first step
such as this one would make it possible to deal with pain
more effectively, as an integral part of life in each of its man-
ifestations. Scio me nihil scire [31].
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8. DUHAJIHA 3AMAKAA

IlITa je Moryhe pemreme oBako HeodUYHe CUTyaluje
y K0jOj ,MHOTO 3HaMO , @ ,,HelOBOJ/BHO ycIleBaMo ¢ JlaHac ¢
Be/IMKMM yOehereM MICINM [ia je IPBYU KOpPaK Ka pelraBa-
wy npodrema dorna - egykanuja. Enykannja sgpaBcTBeHux
pajIHVKa, MallMjeHaTa, alu ¥ CBeodyXBaTHe MOMYIaLje y
K0joj dMBCTBYyjeMoO. 3[paBCTBEHM pafHUIIN MOpajy o dorry
HOCeOHO YYNUTY Ha JOAUIIOMCKYMM CTYAMjaMa, a TTOCT/N-
IJIOMCKe CTyAuje Tpeda YHAIpPeAuTH U YCKIaJUTU C MO-
IepHUM IporpaMmma yduemwa y cBery. Ilanmjente Tpeda
eIlyKOBaTy JIa dM ce /laKIle CyoyaBasy M HOCUIN C OIOM.
Ilogusame cBecTM omuITe MONyIaljMje O 3Hayajy OBOTa
npodrema onakirahe ycimose pasa mpodecronanuyumMa n
moryhHocT! nedera manujeHTuma. OBaKo cBeodyXBaTHU
npBy Kopak omoryhmhe epuxacHuje cyouaBame ¢ domom
Ka0 MHTETPATHUM JIeJIOM JKMBOTA Y CBAKOM HETOBOM II0-
jaBHOM 0dnuKy. Scio me nihil scire [31].
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ET3VICTEHIIMJATTHUY CMUCAO ITATIHE
EXISTENTIAL MEANING OF SUFFERING

Dusica Leci¢-Todevski', Olivera Vukovi¢?
HOymmma Jleunh-Tomescku', Onusepa Bykosuh?

ABSTRACT

Suffering is universal, a primordial phenomenon and
an inevitable characteristic of Homo sapeins. Throughout
the entire history of human race, there would have been no
higher activity of the spirit - no culture, music or literature,
at least not in the form known to us, if human life were
devoid of suffering. In psychiatry, suffering has been dealt
with by existential phenomenology and psychoanalysis lit-
erature, while it never became a central topic of clinical psy-
chiatry. Suffering, according to existentialists, is the deepest,
most intimate and exposed aspect of human existence. It is
one of our most loyal life companions, an indisputable fact,
a presumption and proof of life. Condemned to Freedom
Homo patient must opt for life, that is, must live it instead
of having life in charge. In this article physolosophical and
psychotherapeutic meaning of suffering as well as the role
therapists’ in helping their patients in search of meaning
throughout many situations in life, coloured bu suffering.

Key words: suffering, existentialism, logotherapy

Cpricka akajieMuja Hayka ¥ yMeTHOCTH; VIHCTUTYT 3a MEHTaIHO 3apaBbe, beorpas, Cpbuja
VHCTUTYT 3a MEHTAITHO 37ipaBbe; MemuuuHcKy dakynreT YHuBepsuTeTa y beorpangy

Serbian Academy of Sciences and Arts; Institute of Mental Health, Belgrade, Serbia, dusica.lecictosevski@gmail.com
Institute of Mental Health; Faculty of Medicine University of Belgrade, olivkovic@gmail.com

CAXETAK

I[TaTma je yHuBep3anaH npadeHOMeH, Hen3de)KHa Ka-
paxTepuctuka Homo sapiensa. TokoM 11eI0KyIIHe ICTOpMje
JBYZICKOT pojia He OM IOCTOja/la HUKAKBa BUIIA AKTUBHOCT
fiyxa — He &1 duJIo KynType, My3yKe, HUTU KIbVDKEBHOCTH,
dap He y popMu y K0joj UX ITI03HajeMO, ia He IOCTOjY JORUP
IaTie y JbYACKOM JKMBOTY. Y IICUXUjaTpUjyU TeMa IaTibe
odpabyje ce y okBUpuMa ersucTeHIMjaTNCTUIKO-PeHOMe-
HOJIOIIKE U NICUXOaHA/IUTHYKE TUTEPAType U HUKaJla Huje
MMajia LEeHTPaaHy MO3ULN]y Y KAMHUYKO] ICUXUjaTpUjul.
[Tatwa je, mpemMa er3auCTEHIVjAINCTIMA, HajayO/bM, Haj-
VHTYMHMjJ ¥ HAajOrO/bE€HMjU HAYMH J/bY/ICKE er3UCTeHIje.
OHa je jeflaH off HajBePHUjUX XMBOTHMX IIpaTHIala, HEIIO-
OUTHa uYNMIbEHNUIIA, IPETIIOCTaBKa U JloKa3 xuBoTa. Ocy-
hen Ha cnodony Homo patiens mopa fa nzadepe cBoj Xu-
BOT, O/IHOCHO MOPa Jla I'a KMBU YMECTO Jja OH >KVMBU Ibera.
Y pany cy npukazanu Gpuno3odcky U ICUXOTePaIjcKu
NPUHLMIN IaTHe U y/Iora jIeKapa y oMohy manyjesTy Ha
IETOBOM IIyTy Tpa’kela CMIC/IA Y Pa3HUM XXMBOTHUM CH-
TyalujamMa Koje Cy y Be3J Ca IIaTHhOM.

Kmyune peuu: natma, eTMCcTeHIMjaIn3aM, ICUXOTepaInja
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1. INTRODUCTION

Suﬁering is a universal, primordial phenomenon, unavoid-
able aspect of the condition of Homo sapiens. Suffering
is one of the most loyal life companions, an indisputable
fact, a presumption and proof of life for Homo patiens. Each
person has an ultimately personal, intimate relationship
with suffering; we may thus say that suffering is an intimate
experience (Frankl, 1961).

Throughout the entire history of human race, there
would have been no higher activity of the spirit - no culture,
music or literature, at least not in the form known to us, if
human life were devoid of suffering. There is an endless line
of artists whose best works of art were stirred by suffering.

Suffering has been dealt with by existential phenome-
nology and psychoanalysis literature, while it never became
a central topic of clinical psychiatry. It apparently sounds
paradoxical that dealing with suffering always comes sec-
ond for those who are in constant ‘contact’ with it - through
daily meetings with those who have mental problems, or
with those who suffer. Some authors believe that the rea-
sons for this lies in the fact that clinical psychiatry exam-
ines subjective experiences of emotional pain through
clearly defined symptoms of mental disorder. Professor of
psychology of suffering and psychopathology, Ronald Mill-
er (Miller, 2004, p. 39) goes a step further, believing that
in psychiatry, as well as the medicine in general, suffering
amounts to the epiphenomenon, and that its presence has
been replaced by the diagnosis that is exact, measurable
and less difficult to “cure” Such standpoint has invoked
dualism in which a person is detached from suffering, so
that emotional pain and suffering, betrayal and grievance,
or a desperate moral choice, are being redefined as the phe-
nomena “produced” by the brain, psyche or environment.
Seen from this perspective, the meaning of suffering is
fundamentally changed, and “the very act of redefinition
is magically hidden”, as the author suggests. The works of
Nikolas Rose (2013) building on such standpoint, suggest
that biomedicine and neuroscience not only play the role in
shaping our attitude towards mental disorders, but also in

1. YBon

HaTrba je yHMBep3aaH npadeHoMeH, Heu3de)KHa Kapak-
TepUCTUKA cTamba Homo sapiensa. IlaTma je jeman op
HajBEPHMjIX )KMBOTHUX IIPATI/IALIA, HEIOOWTHA YMbEHNUIIA,
IpeTHOoCTaBKa 1 JoKas xuBota Homo patiensa. CBaka oco-
da nMa Kpajibe MM4aH, MHTYMaH OffHOC Ca IIaTHOM; OTYJ ce
MO>Ke TOBOPUTY O MHTUMHOCTH naTibe (Frankl, 1961).

TokoM ILjelIoOKyIIHe UCTOpMje JbYACKOT pofia He du 1mo-
CTOjajIa HMKaKBa BUIIA aKTVBHOCT JyXa — He &1 dusto Kyi-
Type, My3JKe, HUTI KIbVDKEBHOCTH, dap He y hopMu y Ko-
jOj MX ITO3HAjeMO, [1a He IIOCTOj! NOAUP NaTbE Y JbYICKOM
>)kuBoty. Henpernenna je nmucra ymMeTHMKa Koje je IaTba
MHCIIMPUCaIa Jja CTBOpe CBOja Hajdopa ferna.

Tema narme odpabyje ce y okBupuMa eraucTeHIja-
JIMCTUYKO-(EHOMEHOJIOIIKE U IICIXOaHA/IUTUYKe JINTepa-
Type, a HMKaJja HUje MMaja LEeHTPaJHy NO3ULN]y Y K-
HMYKOj ncuxujarpuju. Hamsrien 3Byun mapagokcaaHo fia
je daB/perbe MMATHOM Y APYroM IUIAaHY OHMMA KOji Cy Y He-
IPeKMIHOM <KOHTaKTY> Ca IOM KPO3 CBaKOJHEBHE Cycpe-
Te ca OHMMA KOjy MMajy ICUXIYKe IpodjieMe, OFHOCHO ca
ocodama Koje nare. Pasjore 3a To 1ojegyiHM ayTOpY Hajtaze
y YMEbeHNI 2 KIMHWYKA ICUXMjaTpuja carefaBa cydjek-
TYBHE JOXKVB/baje AYLIEBHOT d0/Ia Kpo3 jacHo feduHucaHe
cumnToMe MeHTanHor nopemehaja. Ilpodecop ncuxomnorn-
je matme 1 ncuxonaronoruje, Ponang Munep (Miller, 2004,
cTp. 39) uze fawe, cMaTpajyhu fa je y ncuxujarpuju, Kao u
y MeQMIVIHM YOIIIITe, IIaTiha CBeleHa Ha efiudeHoMeH, U 1
je IeHO IPUCYCTBO 3aMEHMIA [JMjarHO3a KOja je er3aKkTHa,
Mep/bMBa U JaKie ,u3ne4drBa‘. OBaKBO MUIUbEHbE YCIIO-
CTaB/ba JyajaysaM IO KojeM je 0coda ofjBojeHa Off IaTe,
TaKo Ja Ce eMOIVMOHATHM O U MaTHa, U3/aja 1 NOoBpefa,
VIV OYajHMYKY MOpanHu usdop, peneduuumy y ¢peHome-
He Koje ,[IPOM3BOJie MO3aK, IICUXa WM OKpyXKembe. [locma-
TPaHO U3 OBe IIEePCIIeKTUBE, CMUCAO TaTe je PyHJaMeH-
TaJTHO IPeJHAYeH, a ,CAM YMH IIPeVHAYeHha je Ha MarudHU
Ha4MH NIPUKPUBEH , Kako HaBoau aytop. Ha oBakaB cras,
HajoBesyjy ce pagoBu Hukomnaca Poysa (Rose, 2006) xoju
yKasyje Ha yJIOry dMoMeluIHe ¥ HeypOHayKa, He CaMo Y
00/IMKOBamy HALIMX CTAaBOBA O MEHTa/NHUM nopemehaju-
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understanding a human being. According to Rose (2003), a
human being is becoming a “neurochemical self“

It is not our intention to limit the reasons for the cur-
rent position of the suffering phenomenon within the frame-
work of clinical psychiatry to a radical criticism expressed by
postpsychiatry supporters. Neither to that of their “precur-
sors’, antipsychiatrists, above all Laing (1977) who consid-
ered that the attitude of classical psychiatry towards human
suffering was cold, rational and dehumanized. It is hard for
us to believe that the critical consciousness of a psychiatrist
- the clinician - would be subjected to the “primacy of neu-
roscience’, in lieu for the moral, social, spiritual or cultur-
al understanding of mental disorders. On the contrary. We
are witnessing this reductionism (i.e. subhumanism) taking
place far beyond the practice, among the wider public, under
the influence of mass media tending to vulgarize neurosci-
ence, backed by the so-called popular science. The Credo of
our professional (and life) orientation is, to paraphrase Vik-
tor Frankl (1987), humanization versus divination of psy-
chiatry. In the era of postmodernism and postmodern psy-
chiatry, another compatible “post-” phenomenon emerged:
the post-truth. Today, with the boundary between the truth
and falsehood being erased, it is not surprising that in 2016
the Oxford Dictionary, the term post-truth, was declared the
Word of the Year. As stated in the vocabulary, ‘post-truth’
is relating to or denoting circumstances in which objective
facts are less influential in shaping public opinion than ap-
peals to emotion and personal belief. A subtle way to mask
lies, in keeping with the spirit of time.

2. JANUS' LOGIC OF SUFFERING

2.1. Patologization of human existence

From today’s perspective of postmodernist relativism,
the approach to suffering functions according to the prin-
ciple of “Janus’ logic”> While one side pathologizes almost
any experience of suffering, the other side denies suffering,
including the death itself.

Ma, Beh 1 Ha Haiy cnuky o yoBekoBoM duhy. IIpema Poysy
(2003), pyncko duhe nocraje ,Heypoxemujcku cend.

Huje nam Hamepa a pasjiore akTyenHe mos3uiyje ge-
HOMEHA IIaTkhe Y OKBMPYMa KIMHIUYKE IICUXMjaTpuje orpa-
HUYMMO Ha pajinKajJHy KPUTUKY KOjy Hyjie IpUCTannle
nocrrcuxujarpuje. Hutu muxoBux ,npereda’, aHTUIICK-
xmjarapa, npe csera Ponanpa Jlenra (Laing, 1977) xoju je
CMaTpao /ia je OJHOC KJIacH4He IICUXMjaTpuje IpemMa by -
CKOj NaTHM X/IaJlaH, PaljMOHAa/NaH U JeXyMaHKu3o0BaH. Te-
IIKO HaM je, HauMe, fia ToBepyjeMo ja he mkazga Kputuaka
CBeCT IICMXUjaTpa KIMHNYapa nopiehn ,mpuMary Heypo-
HaykKa“ Kao Ha4MHY Jia ce ,,KOMIIEH3Yje“ MOpa/HO, COLMjasl-
HO, [YXOBHO WIN KyJITYPOJIOIIKO pa3yMeBareé MeHTaTHIX
nopemehaja. Hanporus. Cefony cMO #a ce OBakaB pe-
nykuvonnsaMm (tj. cydxymanmsam) cpehe maneko BaH op-
OVHALM)ja, Y LIMPOj jABHOCTY IO, YTUIIAjeM Mac-Mefiuja, y
KO0jOj IIOCTOjM TEHL|€HL|/ja By/IrapM3aliyije HeypOoHayKa o
OKpwbeM T3B. TonyaapHe Hayke. Credo Haie mpodecuo-
HasHe (M >)KMBOTHE) OopujeHTauuje je, fa napadpasmupamo
Bukropa ®panxina (Frakl, 1987), xymanusaumja Hacynpor
AVBVHM3ALVjM TIcuxujatpuje. Y poda IOCTMOAepHU3Ma
U IIOCTMOJIEPHUCTUYKE IICUXMjaTpHje, 0jaBUoO Ce joll je-
laH ,,II0CT-,, PeHOMEH KOju je KOMITaTMOM/IAH ca ropeHa-
Be[IeHMM — T3B. dociliuciiuna. [JaHac, kaja je madpuca-
Ha rpaHuia usMebhy ncTuHe M HeMCTNMHe, He YyAY IITO je
Oxcdopackn peunnk 2016. rogyHe, TePMUH HOCT-UCTUHA
(eng. post-truth), nsadpao 3a peu roguue. Kaxo je nasene-
HO Y peYHUKY, post-truth ce OfHOCY Ha OKOTHOCTH Y KOjI-
Ma 00jeKTVBHE YNIbeHIIIe Majy Mamb YTHUIIaj Ha 08/IIKO-
Bambe jaBHOT MIbEHa HErO eMOLMje U peakuje y JPyLTBY
WIN IMYHU U TI0jefinHauHy cTaBoBy. CyIITH/IaH HaYMH fia
ce, y CKJIajly ca JlyXOM BpeMeHa, MacKMpa JIax.

2. JAHYCOBCKA JIOTHKA TIATHE

2.1. lamonozusauuja vyodcke ez3ucmenyuje

[TocMaTpaHO U3 JjaHallbe IePCIeKTUBe MOCTMOTep-
HJCTUYKOT PeTaTUBY3MA, IIPUCTYII ATHBU QYHKIVIOHNUIITE
IO IPUHINUITY ,,jaHyCOBCKe loruke”. JJOK jefHa cTpaHa Ia-
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One of the most explicit examples of the pathologiza-
tion of human existence over the last few years is the cur-
rent position of the grief phenomenon. Grief is included in
the DSM-5 classification (APA, 2013). Those experiencing
intense sadness and emotional pain a year after a loss are
being diagnosed the Adjustment Disorder Related to Be-
reavement, since according to this classification, such an
experience is assessed as disproportionate. Under the same
circumstances it is possible to diagnose Major Depressive
Disorder. Grief is a very painful experience, but this experi-
ence is at the same time profoundly meaningful, because it
maintains the emotional relationship with the lost person.
“Grief is love that has become homeless,” it is the price of
something without which life would be devoid of meaning
and love (Brinkmann, 2013).

This example raises the question of normative suita-
bility of specific languages related to suffering, in different
contexts. To illustrate the hermeneutic “reading” of suffer-
ing, we are faced with a dilemma about when it is correct to
describe the experience of sorrow and emptiness as a clini-
cal depression (the language of clinical psychiatry), existen-
tial vacuum (an existentialist language), individually-spe-
cific response to mortality and sinfulness (the language of
religion), the guilt (moral language) or the stressful reaction
being the consequence of complexity of the life in the 21*
century (political language)? According to the theory of
correspondence dealing with the truth, in the Aristotelian
sense of this word, one of the key questions is: Which of the
above languages is correct.

Nonetheless, it is even more important to evaluate the
adequacy of the language by which the existing painful con-
dition of suffering is to be transcended and/or overcome
in the best possible way. The supporters of post-psychiatry
believe that by using the official classifications (DSM-5 and
MKB-10) we have become incapable of understanding sub-
jective experiences, such as: sadness, fear, hostility or suffer-
ing. Being aware of all the shortcomings of the current no-
sology, which is confirmed by the permanent requirement
for its revisions, we are trying not to pathologize every hu-
man experience, especially not those referred to by post-psy-

TOJIOTU3Yyje CKOPO CBAaKO MCKYCTBO HaTHe€, APYIoM CTpa-
HOM JIMIA, TIaTHha Ce Hernpa, Kao ¥ CMpT caMa.

JemaH of HAjeKCIDIMUUTHMjUX IIpYMepa IaTONOIM-
3anuje J/by/ICKe ersycTeHLMje, TOKOM IOC/IeNbNUX TOfMHa,
OfIHOCK Ce Ha aKTye/lHy HO3uINjy peHOMEeHa TyroBama.
TyroBame je ykpydeHo y pomarak [JCM-5 xnacudukanm-
je (APA, 2013). Ocodama Koje OXXVB/baBajy MHTEH3UBHY
TYTY U eMOLIMOHATHY OOJI TOAVIHY JjaHa MOC/Ie TyOUTKa II0-
craBba ce pujarHosa Ilopemehaj upunaiohasarwa oju je
y ee3u ca tiyiosarvem, jep ce mpemMa 0BOj KaacuduKaiyjn
TAaKBO MCKYCTBO IIPOLEbYje Ka0 HeCpasMepHO. Y MCTUM
okonHocTMMa Moryhe je mujarHocTukoBaty u Majop ge-
upecusHu iiopemehaj. Tyroame jecte Beoma dONIaH TOXKU-
B/baj, /U Taj JOXKUBIbA] je UCTOBPEMEHO JYOOKO CMUCAOH
jep ce BIMe Ofp>KaBa eMOLIMOHATHY OTHOC Ca M3TYO/beHOM
ocodom. ,Iyra je /pydaB koja je mocrama deckyhHmk®, oHa
je LleHa Hedvera de3 yera Oyl >KMBOT OMO JIMIIIEH CMICTIA, Oe3
pydaBu (Brinkmann, 2013). OBaj npumMep oTBapa muTame
HOPMaTVBHE NPUKIAJHOCTU CHEIVI(PUYHNUX je3VKa MaTHe
Yy PasnMuYMTUM KOHTEKCTMMA. Y LWby WIyCTpauuje Xep-
MEHEeyTUYKIX ,,YiTama“ MaTihe, Ha/lasuMo ce mpef Juie-
MOM KaJia je MICIIPABHO Jia C€ JJOKMB/baj TyTe U IpPa3HIHE
OKapaKTepullle Kao KIMHNYKa Jierrpecuja (jesuk KIMHIYKe
ncuxujatpuje), eizucilienyujanrtu 6axkyym (eraucTeHLuja-
JIMCTUYKY je3VIK), VHAUBUAYATHO CrielndUIHN 0§i080p HA
empitiHoCTi u ipewHocili (je3VK penuruje), ipuxca caseciviu
(MOpa/IHM je3UK) WIN CllipecHa peakyuja Koja je ocnennLa
KOMIUIEKCHOCTM JKMBOTA 4oBeKa 21. Beka (HOMUTHUYKA je-
3uK)? [Ipema Teopuju KOpecIOH/IeHIyje Koja ce daBy UCTH-
HOM, y apMCTOTEIOBCKOM CMUCITY T€ Peul, jelHO Off K/by4-
HJX [IATamba IJIACU: KOjU je Off HABEJEHMX je3MKa JCIIpaBaH.

Jour HaM je 3HavajHMja, MehyTUM, IIpOLleHa a/ieKBaTHO-
CTU je3VKa KOjJIM Ce aKTyeTHO QOJTHO CTabe MaTkbe Ha/[uIasn
u/wm TpeBaswiasy Ha Hajdoy moryhm HaumH. ITpucra-
JmLe MOCTIICUXMjaTpUje CMaTpajy Ja IPYMEHOM 3BaHMYHMX
knacudukanymja (ICM-5 n1 MKB-10) Hrucmo y moryhHocTn
Jla pasyMeMoO CydjeKTMBHE [OXKVBJbaje IOIYT Tyre, CTPaxa,
HeIpujaTe/bcTBa Wiy naTe. CBeCHM CBUX HEIOCTAaTaKa aK-
TYeJIHe HO30JI0THje, KOjy HOTBplyje epMaHeHTHa oTpeda 3a
IEHVM pEBU3MjaMa, TPYAVMO Ce J1a He ITATO/IOTU3YjeMO CBAKO
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chiatrists. Ironically enough, the post-psychiatry advocates
access to pathology, that is, a suffering person. Isn't this lead-
ing towards further “iatrogenisation” of suffering and denial
of other languages of this universal phenomenon?

Instead of making an effort to at least partially answer
these questions, we will quote the introductory note of the
honorary lecture delivered by Viktor Frankl (1987), crea-
tor of logotherapy, at the International meeting of the PEN
Club, on 18" November 1975 in Vienna: “It is a plain truth
that psychiatry does not answer all questions (°.)). I often
say: we are not omniscient and we are not almighty; the
only divine adjective that can be attributed to us is that we
are omnipresent — we are out there, in any public conversa-
tion, we are being mentioned at every symposium, even at
the meeting of yours. I believe that we must stop divinizing
psychiatry and instead start humanizing it. Hence, we must
learn to distinguish what is human in a person from what
is pathological. In other words, we must, on the one hand,
make a distinction between mental or emotional disorder,
and on the other, what may, for example, signify the despair
of existence, the dilemma caused by the apparent senseless-
ness of human life“ (pp. 83-4).

2.2. Denial of suffering and dominance
of positive psychology

Thanks to intellectual and technical achievements,
modern society has easily blurred the fact that suffering
exists (Weber, 1970: 354). In accordance with the spirit of
the time in which we live, we might add that in everyday
life, personal suffering seems to be no longer allowed, and if
there is one, it is more than desirable to hide it. The “Chron-
icler of collective memories’, writer Siegfried Lenz (1998)
stated in his essay Uber den Schmertz that:

“Personal perceptions of pain do not concern the pub-
lic, in the least; if we accidentally disclosed it, we might -
since most of us have our market value - lose our price ("..)
An unspoken but valid maxim requires an individual who
is free from pain, and we have been trying to indulge this
illusory maxim.

JTbYZICKO JICKYCTBO, IIOTOTOBO HE OB€ KOje HaBOjie IOCTIICK-
xujarpu. Viponuja je yromuko Beha 1mTo moctncuxumjarpuja
3arosapa IMPUCTYII IATONOTUjY OJHOCHO YOBEKY KOjy IIaTu.
Huje mu To myT Ka [jajb0j ,,jaTpOreHN3aLju“ aTbe 1 HeTy-
pamby IPYTX je3VKa OBOT YHVBE3paTHOT (heHOMeHa?

YMecTo mokyuaja ga dap AeMMUYHO OfTOBOPYMO Ha
IIOCTaB/beHa NNTama, HaBemheMo YBOJHe pedy MOYacHOT
npepaBama Koje je Bukrop ®panki (Frankl, 1987), TBopary
JIoroTepanuje, ofp>kao Ha VIHTepHalMIOHATHOM CACTaHKY
kinyda kwiokeBHMKa (IIEH xyda), 18. HoBemdpa 1975. ro-
nuHe y beuy:

»]€JHOCTaBHa je MCTMHA Jja IICUXMjaTpyja HEMa OfiTO-
Bope Ha darr cBa muTama (%.)) Ja 4ecTo KaykeM: HICMO CBe-
3Hajyhn, a HMcMo HM cBeMoryhu; jenuHY d0XKaHCKM IpUfeB
KOjJ HaM Cce MO>Ke IIPUIINCATH je Ia CMO CBEIIPUCYTHM — Ha
Hac Mo)keTe Hayhy y CBaKOM jaBHOM PasroBOpY, CIIOMMIbY
Hac Ha CBAKOM CUMIIO3MjyMY, YaK M Ha BallleM CaCTaHKY.
CmaTpam ga OMCMO MOpalu IpecTaTy fa AVBUHU3YjeMO
NCUXVjaTPHjy U fa IIOYHEMO i je XyMaHM3yjemo. 3d0r Tora
MOpaMO Hay4UTH Ja Pa3lMKyjeMO OHO ILITO je y YOBEKY
JbYACKO Off OHOT HITO je MaTO/IOUIKO. JIpyruM pedynma, Mo-
paMo, C jefiHe CTpaHe, HAIIPABUTY Pas3iMKy usMely nyireBHe
VIV eMOLVIOHAJTHe §0/IeCTH, U ca IpyTe CTPaHe, OHOT IITO Ce
MOXKe HIIP. O3HAYUTH Kao O4Yajarbe I0CTOjamba, AyIeMa 300r
ounIIeHe deCMIUCTIEHOCTH JbYACKOT X1BOTa“ (cTp. 83—4).

2.2. Hezuparwe namive u 00MuHayuja
no3umueHe ncuxonozuje

3axBasbyjyhyt MHTENEKTyaTHUM U TeXHUYKVUM JOCTUI-
HyhyMa, caBpeMeHO JPYLITBO O/IAKO 3aMarjbyje YNEbeHNUILY
fia marwa nocroju (Weber, 1970: 354). V cknapy ca fyxoMm
BpeMeHa y KOjeM >KUBJMO, O/ OMCMO Jia y CBaKOJJHEB-
HOM >XVMBOTY JI/YHA NIaTHa Kao Ja BUIIe HM He CMe Ja IOo-
CTOjY, @ YKOJIMKO IIOCTOjU OHJIA je BUIIE HETO IIOXKE/bHO Jia
ce cakpuje. ,, XpOHIYap KOMeKTUBHMX cehama“, KEbVDKeBHIK
3urdpup Jlent (1998), y ecejy ,,Uber den Schmertz naBopu:

»JIM4HN MOXWB/baju OONa jaBHOCTM Ce HUINTA He
TUYY; aKO OM ce C/Ty4ajHO 00elOofaHmIN, MOIIN dUCMO —
dynyhu na BehmHa Hac MMa TPXKUIIHY BPeJHOCT — U3Ly-
dutn cBojy neny (°..) HemsroBopena anmm Ba/baHa mapona
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Under the circumstances, an incurable patient that
suffers is given little opportunity (if any), to experience his/
her suffering as ennobling, rather than a humiliating and
degrading experience.

Where does this predominating need to deny suffer-
ing come from? Viktor Frankl (1961, p. 136), alluding to
very similar observations as those of Siegfried Lenz (1998),
pointed to a principal message of the Western philosophy of
mental hygiene, according to which people ought to be hap-
py (the so-called ‘be happy’ concept). From this perspective,
suffering is described as a bitter enemy to the pursuit of hap-
piness. Any form of suffering, frustration or pain stand as the
antithesis to such living philosophy, even the life itself.

Submerged in the materialist-consumer and hedon-
istic mentality, today’s individual no longer seeks spiritual
but rather physical (anti-aging) immortality. By separating
the spirit from the body, and freedom from necessity, a vast
space opens for various forms of manipulation. A profita-
ble and destructive industry of entertainment and oblivion,
whose basic content is violence and pornography, addition-
ally imposes happiness and affluence as the ideals of indi-
vidualistic philosophy.

The avoidance of suffering, as a potentially valuable
developmental experience, is contributed by the prolifer-
ation of the literature of positive and popular psychology
- the so-called self-help books, while the TV and Internet
screens keep shelling us with motivational speakers and
“gurus” offering instant solutions and “magical mantras” to
maintain mental and emotional calm. Nothing less perni-
cious are those who publish the results of scientific research
advocating the tyranny of happiness. As an illustration, the
scientific methodology has “proven” that certain nonsteroi-
dal anti-inflammatory drugs (paracetamol) can alleviate the
symptoms of existential anxiety, and that botulinum toxin
A has an antidepressant effect when injected into the gla-
bella region, even after its aesthetic effects have vanished.

We are being routinely exposed to media broadcasting
images of disaster and misery that we do not experience
as part of real life, but as remote mediatized performances.
Such an atmosphere leads to fragmentation and atomiza-

3axTeBa 0e300THOT YOBEKA, M TOj WIY30PHO] MApOIN MM
HOKYIIIaBaMo Jja YJOBO/BMMO.

Y rTaxBoj atMocdepyu, HeM3NIeYMBOM IIAIVjEHTY KOju
HaTty f1aTo je Maso MoryhHocTy (ako Mx yoIlTe MMa), fia
COIICTBEHY IATHY IOXKMBM Kao oIieMemyjyhe, a He Kao
noHwkaBajyhe u gerpagupajyhe nckycrso.

Otkyz Tonuka noTpeda fa ce marma Hermpa? Bukrop
®pankn (1963), HaBopehu Bp/o cnMyHa 3amaxkama Kao 1
3urcdpup JleHr ykasyje Ha LieHTpaIHy IOPYKY dunozodu-
je MeHTaJIHe XurujeHe 3amaja 1o Kojoj /byau Tpeda na dyny
cpehun (13B. dygu cpehan xonuent). VI3 oBe mepcreKTnBe,
IaTHba Ce OINCYje Kao /by TH IPOTUBHUK Tparamy 3a cpehom.
Buo xoju odnmmk Tprubewa, ppycrpanuje, wim dona, aHTH-
Te3a Cy TakBe >KMBOTHe ¢puyio3oduje, Ia 1 caMor KUBOTA.

YpomeH y MaTepujanucTUYKO-IIOTPOLIAYKA U Xe0-
HMCTWYKY MEHTA/INTET, YOBEK JaHAIIbNUIIE BYUIIE HE TeXU
3a fyxoBHOM Beh 3a TenecHoM (anti-aging) decmpTHOLINY.
PaspBajameM nyxa off Tena, 1 Cl10d0zIe Off Hy>KHOCTH, OTBa-
pa ce mpocTop 3a pazmuute odnuke Mmanumnymnanyje. Ipo-
¢utadunHa m norydHa mHAycTpuja 3adaBe u 3adopasa,
Y1jU je OCHOBHU CaJipKaj Hacube ¥ opHOTrpaduja, [oxaT-
Ho Hamehe cpehy u dmarocrame Kao upeasne MHANBULYATIN-
cTnuke punosoduje.

V3deraBamwy marme, Kao MOTEHIMjaHO [PAroleHor
PasBOjHOT MCKYCTBA, JONPUHOCH Nponudepalyja murepa-
Type NMO3UTVBHE ¥ IOIy/JIapHe IICUXONOTYje — T3B. KEbUTa
»CaMonoMonn®, ok Hac ca TeleBU3NjCKUX Y MHTEPHET MO-
HUTOpa dOMOAPAYjy MOTMBALIMOHY TOBOPHULIM Y ,,TYPYHU',
KOjU HyJle MHCTAHT pellema U ,Marn4yHe MaHTpe“ y Luby
Ofip)Kama MEHTa/lHe M eMOTMBHe cMupeHocTu. Humra
Matbe ePHUIVIO3HY HUCY HU OHM KOju 00jaB/byjy pe3ynrare
HayYHUX VCTPaXMBamba Koja My Y IPWIOT THpaHuju cpehe.
Mnycrpanuje pagu, IpMMEHOM Hay4He METOMOJIOTH]E ,,J0-
Ka3aHo" je [ja MOjeiHY HeCTePOUIHY aHTUNHGIAMaTOPHA
JIeKOBY (I1apaleTaMos) MOTy YONMaKUTU CUMIITOME ersu-
CTeHIIMjajTHe CTPeIlibe, Kao 1 a OOTYIMHYM TOKCUH A, Ma
aHTHUJETIpecBHY eeKarT KaJj ce MHjULpa y perujy rnaderne,
JaK ) HAKOH IIOBJIauetba HeTOBYX eCTETCKUX edpeKara.

PyTuHCKM cMO M3/IOKEHM MEQMjCKUM CIMKaMa Ka-
tactpode u defie Koje He TOXKMB/BABAMO Ka0 10 pPeayHor
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tion, makes us insensitive to suffering of others, and desen-
sitizes out capacity for establishing close relationships. That
is one of the reasons why Kleinman & Kleinman (1996)
stress the moral responsibility of those dealing with hu-
manistic disciplines, calling upon them to correct the injus-
tice committed by such ignorant approach towards millions
of people whose lives have been destroyed by war, hunger,
poverty, atrocities and diseases.

Psychotherapist Edith Weiskopf-Joelson (1980, p. 3),
advocates that logotherapy is one of the possible counter
points to the described unhealthy trends of today’s Western
culture. In his book The Unheard Cry for Meaning (1987),
Viktor Frankl stated that “pursuit of happiness” is in fact
exactly what precludes happiness. The more we take hap-
piness as a goal, the sooner and more likely will we miss
it. The same as self-realization, happiness should not be
the goal of our intentions, but the epiphomen of self-tran-
scendence. Only then, happiness will not be harmful and
self-destructive. One of the assumptions of his version of
existentialist analysis is that life is suffering, and to survive
means to find a meaning in suffering. Such concept opens
up an ostensibly logical question - why would any therapist
want his patient to suffer, or more precisely, to endure in
pain rather than to eliminate it? In the text below, we will
try to, at least partly, answer the question raised.

3. CONTRIBUTION TO PHILOSOPHY AND PSYCHOLOGY OF
SUFFERING

Because, when I am weak, then I am strong
St.Paul in The Second Epistle of the Corinthians 12:10

3.1. On suffering from the angle of existentialists

Existentialists believe that the authentic happiness de-
rives from the acceptance of suffering as the essence of a hu-
man's state. Human existence, namely, has never been and
is never going to be the experience defined solely by a state
of existence, still less by a specific affective state. Life rep-

UCKYCTBa, Beh Kao ypa/beHe MefujaTi30BaHe IpelCTaBe.
Taxsa atMocdepa Boau ka pparMeHTaLMju M aTOMMU3ALIN-
ju, YMHM HaC HEOCET/bUBUM HA IATHY APYIUX U NECeH3M-
TH3Yyje KaIlal[MTeT 3a YCIIOCTaBmbasbe OMMCKUX ofHoca. To
je jeman o pasnora mrto Aptyp Knajman u [loan Kinajman
(Kleinman & Kleinman, 1996) ykasyjy Ha MOpayHy OAro-
BOPHOCT OHMX KOju ce aBe XyMaHMCTIYKIM AVCLUITI/HA-
Ma Jja MICIIpaBe HeIpaBjy MOYNIeHY UTHOPAHTCKUM CTa-
BOM IIpeMa MWIVOHUMA JbYAM YUjU Cy )KUBOTYU YHUIITEHN
parom, riaby, cupoMaiTBoM, 3BepcTBMMA U dOIECTUMA.

[Tcuxorepaneyr Eput Bajckon-Jumcon (Weisskopf-
-Joelson, 1980, cTp. 3), cMaTpa fia je IoroTepanuja jegHa of
Moryhux mpoTuBTeXa ONMCAHUM He3[paBMM TPEHIOBUMA
JaHallmbe KynAType 3anaja. Buktop @paskn y kiwbusu He-
uyjHu eaiiaj 3a cmucnom (1987), HaBoay ja , TpUYame 3a cpe-
hom“ ynpaBo cipeuasa cpehy. IllTo Bumte ysumamo cpehy
Kao 1k, To hemo je npe u Bumie npomaumru. [lomyr ca-
Mopeanu3auuje, Hu cpeha He Tpeda ma dyme 1wp Hamux
HaMmepa, Beh enmdeHOMeH camoTpaHCIeHIeHIje. JeuHO
TaKo JOXKVB/beHa cpeha HMje MITeTHA M CAMOYHUINTABA]jy-
ha. JenHa of peTIOCTaBKYM HeroBe Bep3yje er3ayCTeHIN-
jaNMMCcTUYKe aHa/MM3e I7IaCU Ja je KMBOT I1aTkha, a IPEeXu-
BeTM 3HauM npoHahy cMucao y marmsu. OBaKaB KOHIEIT
OTBapa HamaIJIef] IOTMYHO MITambe 300r yera du duo koju
TepaleyT XKe/leo f1a IberoB MalMjeHT IaTH, do/be pedeHo Aa
UCTPajaBa y IaTiby YMECTO Jja je OTKIOHK? Y Jla/beM TEeKCTY
nokyurahemo, dap menmMMuYHO, fa OATOBOPKUMO Ha IOCTA-
B/bEHO INTAbE.

3. ITpuIOr ®HUI0300HIH U TICUXOJIOTHIH ITATHE

Jep xaga cam, cnaé, onga cam jax
Csetu IlaBne y [Ipyroj nocnanniy Kopnahanmma 12:10

3.1. O nammwu u3 yzna e2sucmenyujanucma

Ersucrennujammctu cMatpajy fa ayreHTH4Ha cpeha
NpOoN3/asy M3 NPUXBaTama IaTmhe Kao CYIITUHE JbYHCKOT
crama. /byacka ersucreHnuja, Haume, Huje O1Ia ¥ HUKa/A
Hehe OnTV NCKYCTBO leUHMCAHO jeTHNM CTambeM dMBCTBO-
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resents dynamic interaction of duality, fluctuating between
hope and despair, freedom and necessity, between “death
and rebirth® Profound paradox of our existence, according
to Eugen Fink (Fink, 1984) lies in the fact that “happiness
has the colour of suffering and that an ultimate, future hap-
piness shines like a star at night®. The mentioned ambiva-
lence emphasises interconnection and mutual causation of
happiness and suffering.

Captured in the shell of finality, a human being strives
to get beyond the boundaries of time, in order to establish
a bridge between definite and infinite. The solution to this
absurd paradox of life and achieving the synthesis of un-
bearable contradiction, is impossible without despair and
anxiety. Numerous existentialists, in the broadest sense of
the word, find strength, encouragement, and even opti-
mism, in the mentioned contradictions.

Sartre’s “Leonardian stance (°.)) framed by the monu-
mentality of his existentialist perspective of the world“ ac-
cording to Damjanovic and Ivkovic (2000), significantly
contributed to defence of this philosophical direction from
objections of the Catholic Church, Marxists and others, that
it is pessimistic, bourgeois, and degrades humanity. Existen-
tialism refuses to beautify reality and aims at breaking illu-
sions, claims Sartre (1964), adding that this “ perspective on
the world“ is optimistic in its essence, because it calls to ac-
tion despite the cruelness of human reality and complexity
of any engagement under the circumstances. This premise
was supported by Rollo May (1981; p. 164) by claiming that
“the supreme paradox is that the negation becomes affirma-
tion“ as well as Albert Camus (1968; page 56) who stated that
“there is no love of life without despair about life.”

Suffering is, according to existentialists, the most pro-
found, intimate and exposed way of human existence. Nu-
merous authors and philosophers inspired such standpoint,
such as Nietzsche (1992), who claimed that “to live like a
man means to endure, to suffer and survive. The Dionysi-
an and Apollonian antithesis that we detect with Nietzsche,
was in agreement with his life marked by constant struggle
between satisfaction and suffering, joy and pain. His op-
ulent philosophical edifice has been adorned by his well-

Bama, a jOII Mame CIeluPUIHNM adeKTVBHUM CTAEM.
JKuBoT mpepncTaBba AMHAMWYHY MHTEPAKLMjy JyaanTeTa,
ocuwnyjyhn nsmeby Hazme u odaja, cmodone M HYXHOCTH,
usmeby ,cMpt u moHoBHOr pobema“. Jydokocmucaonn
HapajoKc Hallle ersucteHnyje, npema Eyreny ®unky (Fink,
1984) ornepna ce y ToMe fia ,,cpeha nma dojy marme, a 1a 'y
HaTHY CBET/IM Kao 3Be3fia y Hohu KoHauHa, dyxyha cpeha®
HaBepena amOuBaneHIyja Haramasa MebhynosesaHoct n
y3ajaMHO ITpeTIOCTaB/batbe cpehe u maTe.

3apod/beHO y OKJIONy KOHAYHOCTH, JYACKO Ouhe Texu
nia n3abe BaH rpaHmIia BpeMeHa, KaKo 01 yCIIOCTaBUIO MOCT
usMeby koHaqHOT 1 OecKOHauHOT. Paspeliiere OBOT ancypa-
HOT' IIapajIoKCa >KMBOTA ¥ IOCTU3albe CUHTE3e HEINOfHO-
I/bMBe KOHTPaaMKLyje, Hemoryhe je de3 ouajarma 11 aHKCHO-
3HOCTV. MHOTOOPOjHY NPUIIAJHNIY €T3UCTEHIjANMN3Ma, Y
HaIlMpeM CMICITY Te peylt, Ha/la3e CHary, oxpadpembe, I1a 4ak
¥ OIITMIMM3aM, Y TIOMEHYTUM KOHTpPaiVKII/jama.

CaprpoBa ,,leOHapfiOBCKa TMYHOCT (<..») KOjy je yo-
KBUpPU/IA ¥ MOHYMEHTAJHOCT HEIOBOT ersVCTeHIVjaIu-
CTUYKOT IIOI/Iefla Ha CBeT Kako HaBoje [lamjanoBuh n
ViBkosuh (2000), 3HauajHO je mompuHeNna OZOpaHYU OBOT
¢unosodckor mpasia of NMPUrOBOpa KaTONMMYKE I[PKBe,
MapKCHUCTa U IPYTUX, /i je TIeCUMMUCTIYAH, Syp)KoacKy, aa
ferpapypa xyMaHocT. Eraucrenumjanusam onduja na yern-
IIaBa CTBAPHOCT 1 ¥IMa 32 LM/b Jla pas3duja miysuje, TBPAU
JKan ITon Captp (1964), nonajyhu na je oBaj ,,Ioren Ha
CBeT“ y CyLITMHM ONTUMMCTIYAH, jep IOACTIYe Ha aKLUjy
YIIPKOC CYpPOBOCTHM JbYACKE PEaTHOCTU U KOMIUIEKCHOCTH
aHT'KOBaba M0} TAKBUM OKOTHOCTMMA. OBy IIPETIIOCTaB-
Ky nnogpyxasa Poro Mej (May, 1981; cTp. 164) kaza kaxe fia
je ,BPXOBHU IIapaJiOKC TO LITO Heraiyja nocraje adpupma-
nyja“ kao u Andep Kamu (Camus, 1968; cTp. 56) 1o Kojem
»HeMa HIKaKBe PaloCTy XMBOTa de3 ovyajama.”

[Tatwa je, mpeMa ersuCTeHLMjaIUCTUMA, Hajayd/bH,
HAjMHTVIMHIjJ ¥ HAjOTO/bE€HUjU HAYUH JbYCKE €r3JCTEH-
nyje. bpojuu kwyKeBHMIM U Pumo30du MHCIMPUCAIN
cy oBy nosunujy, nonyt ®puapuxa Huduea (1992) xoju je
TBPAMIO Ja ,,)KUBETU KaoO YOBEK 3HAUV TPIETU, HATUTU U
HIpeXMBETH . AHTUTE3a IMOHM3MjCKOT U allOJIOHCKOT, KOjy
oBze HazupeMmo Kopi Hudea, dmia je y carmacjy ca meropum
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known concept of “eternal return of the same”, which is
one of the motifs of Yalom's novel The Schopenhauer Cure
(2007). The author starts the novel with Zarathustra's
thought experiment saying: “Would you be ready to repeat
endlessly in eternity the exact life you are living now?“ Each
man must chose his own life, i.e. must live it, instead of let-
ting his life live him. Accordingly, Yalom pointed out that a
man should love his destiny, whatever it may be.

While Kierkegaard like Nietzsche believed that suf-
fering is inherent to human nature and as such is a chal-
lenge and impetus to every achievement and development,
Camus and Sartre underline the absurdity of life and the
inevitability of suffering for which a man is existentially
responsible. Inspired by the character Kirilov from Dos-
toevsky's novel Demons, Camus's The Myth of Sisyphus
(1942/2013) represents an intimate drama of suffering and
despair which turns a man to its own being, to self-recogni-
tion of freedom and subjective truth. This novel starts with
the following words: “There is only one serious philosophi-
cal problem - suicide. To judge on whether there is a point
in living or not, means answering the basic question of phi-
losophy. All the rest is (°.7) child's play.“

Solution to absurdity Camus sees in suicide as a par-
ticular escape from problems of meaningless life. Camus's
man - Sisyphus is the lucky one for he possessed personal
dexterity and was therefore stronger than a rock, while his
awareness of torment's effectiveness gave him the sense of
victory over the absurd.

3.2. A quest for the meaning of suffering

Is suffering an eternal mystery or it enables us, equally
as the evil, to immediately experience and realise the ab-
surdity “to look into its face“? Out of his love for mankind,
Ivan Karamazov, with the greatest reverence returns to God
his ticket to Heaven and choses to “stay with his unavenged
suffering®. In this way Dostoevsky in Brothers Karamazov
leaves us a legacy of the question to which we have no an-
swer - why do the innocent sufter in the world we live, and
particularly why do the innocent children get hurt?

JKMBOTOM OO€/IeKeHVM HelpecTaHoM dopdoM 3a[0BOJb-
CTBa M TaTive, pagocTu u Oonma. Packourny ¢umozodpcky
rpabeBMHY Kpacy HberoB OILITEIIO3HAT KOHIEMNT ,,BEYHOT
Bpahama ucTor, Koju mpeacTas/ba jefaH of MOTHUBA Jano-
MoBor pomaHa /leuetve Illoiienxayepom (2007). OBaj poman
ayTop 3amounmbe 3apaTyCTPUMHMM MMICAOHUM eKCIIepy-
MEHTOM KOjM ITIaCH: ,,Jja JIU OMICMO OV/IH CIIpeMHU fia yIIpa-
BO OHAKaB >KMBOT KaKaB >XVMBUMO OCKPajHO IOHAB/baMO
y BeqHoctu?“ CBaky 4oBeK MoOpa fia 13adepe CBOj KMBOT,
OJIHOCHO MOpa fia I'a KMBIU YMECTO Jla OH >XVMBIU Hbera. ¥
Be3! ca TUM, JaJoM anocTpodupa fa 4oBeK Tpeda 1a Bomn
CBOjy CcynduHy, Ma KakBa oHa duJia.

Hox Kjepkerop monyt Huvea Bepyje fa je maTma MHXe-
PEHTHA JbY/ICKOj IPUPOAY U KaO TaKBa 13a30B U MOJCTULIA]
cakor nocrurayha u passoja, Kamu n Captp Harnamasajy
aICYPAHOCT >KMBOTA M HEM30eXKHOCT HaTHe 3a KOje je Y0BeK
eT3MCTeHLIMja/IHO ofroBopaH. VHcnupucan nukom Kupn-
noBa u3 pomana [locrojesckor 3nu gycu, Kammjes Muiu o
Cusugpy (1942/2013) mpencTaB/ba MHTYMHY JpaMy IaTbe U
ou4ajarba Koju okpehy yoBeka ka corctBeHoM duhy, ka camo-
crio3Haju cnodope u cydjektuBHe nctuHe. OBaj poMaH 3a-
nounme crefgehnm peunma: ,,IToctoju camo jeman 03dwmpan
¢dunozodckn npodiem — camoyductso. Cyanutnt 0 ToMe fa
JM ¥IMa WIM HeMa CMIC/IA >KUBETH, 3Ha4M OfTOBOPUTHU Ha
OCHOBHO IuTame unosoduje. Ce ocrano (*.)) cy urpapu-
je.“ Pememe ancyppa Kamm Buau y camoyducTBy Kao cBoje-
BpcHOM dery of mpodiema decmucreHor >xnBoTa. Kamujes
yoBek — Cusud je cpehHux jep je, HaOpy>kKaH COIICTBEHOM
cripetHoIINy 010 jauy off CTeHe, JOK MY je 3Harbe fia FheroBa
MYKa Jienyje gaBano ocehaj modepe Hajy alCyproM.

3.2. Tpaiawe 3a cmucnom niaitirve

Ila i je maTmwa Be4YHa MMUCTEpHja VI HaM, Kao 1 3710,
omoryhaBa Ja Ha HeIOCpelaH Ha4YMH VICKYCMMO ¥ CIIO-
3HaMO aINCYPAHOCT, ,,Ja joj ce 3ariefamo y e ? VBan
KapamasoB u3 /pydaBu mpema 4OBeYaHCTBY, ca HajBehum
nomroBamweM Bpaha bory HaTpar cBojy yrasHully 3a paj u
dupa fa ,ocrane npu HeocBeheHoj matwu cBojoj . OBuM
HaM je [loctojeBcku y pomany bpaha Kapamasosu (2008)
OCTaBMO Y 3aBellTalbe MNTabe Ha KOje HeMaMO OJITOBOP —
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How is it possible that we associate endurance that
derives from suffering, with human dignity? Does it mean
that suffering should be heroically endured? Schopenhauer
noted that a happy life is impossible and that “the best a
man can attain is a heroic life” (Stanojevic, 1960).

In his work Modern Man in Search of a Soul, Carl Gus-
tav Jung (1933) deals, inter alia, with a context and “a map" of
the present we live in, with the aim of gaining a better insight
into the reasons of behaviour and sufferings of his patients:
“A significant number of my patients have visited me, not
because they suffered from neurosis, but because they were
unable to find any meaning in life or they were tormented
by the questions to which neither contemporary philosophy;,
nor religion could give answers. Some of them might have
thought that I had a magic formula, but soon I was obliged
to tell them that I also had no answer. This led us to prac-
tical considerations. Let's take, for example, the usual and
frequent questions - what is the meaning of my life, or the
life in general? “

By emphasising the strong therapeutical potential of
human spirit, Jung has given a considerable contribution
to psychology of suffering, pointing out that a man is able
to endure many difficulties, if he is convinced they have a
certain meaning for him (Jung, 1974; page 87). He made
an interesting observation that a modern man starts his
quest for the meaning (of life) “as well as of any unusual or
painful experiences‘only after having faced the experience
of suffering.

German psychoanalyst Wolfgang Loch (1976) be-
lieved that the basis of psychoanalytic dialogue was striv-
ing to create a new meaning of life. A similar standpoint
was also shared by psychotherapists of different orienta-
tions, such as Leonard Bachelis (1976), a former director
of the Centre for Behavioural Therapy in New York, who
worked with a number of clients undergoing the treatment
in his Institution - who had held high positions at work and
achieved.

3aIITO Y CBETY y KOjeM >KMBMMO I1aTe HEBMHI, 2 IIOTOTOBO
3dor yera cTpajajy HeBUHA Jerja?

Kaxo je moryhe ma Tpumy, Koja mpousiasu u3 mat-
e, I0BefieMO Y Be3y ca JbyICKUM JocTojaHcTBoM? Jla nn
TO 3Ha4M Jja matky Tpeda jyHauku tprnetu? [llomenxayep
HaBozu ja je cpehan »xuBoT HeMoryh u a ,,Hajyernie MTo
YOBeK MOyke mocTuhi To je xepojcku xuBor . (mpema Cra-
HojeBuh, 1960).

Y neny Caspemen uosex y iottipasu 3a gyuiom, Kapn
I'ycras Jynr (Jung, 1933) usmelyy ocranor daBu ce KOHTeK-
CTOM U ,MalloM" CaalllibOCTY Y KOjOj KUBUMO, y LM/bY
dorper carnefjaBama pasiora IOHAIIaba U MAaTHM CBOjUX
nanyjeHara: ,3HadajaH Opoj MOjMX MaljujeHara [goIasuin
CY KOl MeHe, He 3aTO IITO Cy HaTWIN Off Heypoase, Beh 3aTo
IITO HIUCY MOI/IN fia Hal)y HMKaKBO 3Ha4eHe Y )KMBOTY V/IN
Cy UX My4yia IATama Ha Koja HI faHalma ¢unosoduja,
HJ pe/nruja He Mory ia ogrosope. Hekn oy ibMX cy MOX/1a
MUCIIN Ja 3HaM 4apodHy dopmyny, anu cam ydp3o duo
IPUCWbEH Jla UM KakeM Jla 1 ja HeMaM onrosop. To Hac
MOBOJM JIO IPAKTUYHMX PasMaTpamba. Y3MUMO, Ha IIPUMeEP,
yoduuajeHa 1 yecTa MUTarba — KOjU je CMMCA0 MOT XKMBOTA,
VLU SKMBOTA yormiTe?

HarnamaBajyhu cHakan Tepammjcky moTeHLMjan
JbY[ICKOT 1yXa, JYHT je fao 3Ha4yajaH JONPUHOC IICUXOIOTH-
ju maTbe, yKasyjyhu fa 4oBek MO>Ke OHEeTI MHOTe TI0Te-
mKohe, YKOIMKO je yBepeH Jja OHe 3a bera MMajy HeKI CMM-
cao (Jynr, 1974; ctp. 87). 3aHMM/BMBO je HeroBO 3allaKarmbe
Jla CaBpeMeH YOBEK 3aIl0UMIbe TParame 3a CMUCTIOM (Ku-
BOTa) ,Ka0 I O CBUM YYJHUM U OOJTHUM MCKYCTBMUMA" TeK
KaJla ce Cyoul Ca MICKYCTBOM IIaTbe.

Hemauky ncumxoananutuyap Bondanr Jlox (Loch,
1976) cmarpa jja je y OCHOBM IICMXOAQHAIUTUYIKOT [Mjasio-
ra TeXHa Jla ce CTBOPY HOB cMucao xuBoTa. C1mMyaH cTaB
VIMajy U IICUXOTepalleyT! APyradujux opMjeHTanuja, 1o-
nyt Jleonapna bauenuca (Bachelis, 1976), Hekapaumer au-
pextopa llenTtpa 3a duxeBujopanny tepanujy y Ibyjopky,
KOj! je MMao MKCYCTBO Pajia ca MHOTMM KJ/IMjeHTMa KOju
Cy Ce JIeYWIV Y IeroBOj YCTAHOBMU, KOji Cy MMaju fodpa
pajHa MecTa U yCIIeX y )KUBOTY, a/lu Cy >KeJIeNu Jia ce youjy
jep MM je >KMBOT d10 decMICIIeH.
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4. LOGOTERAPY OF VIKTOR FRANKL

Viktor Frankl, an Austrian psychiatrist, the founder of
logotherapy, is considered to be one of the greatest Vienna
psychiatrist of the 20" century. Many books and study arti-
cles have been written about his

psychology direction and therapy, and in honour of
him “Statue of Responsibility Award” was established.

Frankl based his theory and therapy mainly on person-
al experience in Nazi concentration camps (Auschwitz and
Dachau), where he was kept from 1942 to 1945. During the
three-year Odyssey through the dark side of human nature,
on the verge of life and death, he realized that the meaning,
even though it remained only in the deepest layers of the
being, a powerful motive for preserving one’s own life. On
the first night of his stay in a camp Frankl promised himself
that “he wouldn't run into the wire”. A few years later, in
his requiem titled Man'’s search for meaning: An introduction
to logotherapy, he described in detail his experiences in the
concentration camp, which revealed to him that a man can
endure even the hardest conditions, if he has a reason to
live for. Frankl was one of a few that survived the horrors of
the Holocaust and triumphed over life challenges and trials
- he got out of them with a strengthened faith in human
potentials. And not just that: Frankl was an extraordinary
person who, led by the mentioned experiences, created the
psychotherapy system - logotherapy, in order to help others
find a meaning of their own existence.

Frankl's anthropology is founded on the belief that any
individual is a multilayer, integral and unique being, des-
tined to search for the meaning. A man is a being constantly
in a process of decision-making, and “to be a man“ means
to be focused on something or somebody. The central top-
ics of logotherapy, also called the appellation psychotherapy,
are: free will, will to meaning and meaning in life. Making a
Copernican turn with regard to Freud and Maslow, Frankl
believed that life puts questions to a man, as well as that it
is not important what we expect of life, but what it expects
from us. In that way Frankl envisaged Will to Meaning as the
main motif, initiator that lies in the basis of our behaviour.

4. JIOTOTEPAIIMJA BUKTOPA ®PAHKI/IA

Buxropa ®paHkia, ayCTpUjCKOTr NICUXMjATPA, OCHU-
Baua JIOroTepaInyuje, CMaTpajy jeqHuM off Hajpehux deukmx
ncuxujatapa 20. Beka. O BberoBoM IpaBly Y ICUXONOTUjU
¥ Tepalyjy HalycaHe Cy MHOTOOPOjHe KIbUTe U CTYAVjCKI
YIAHIY, @ 1beMY Y YacT yCTaHOB/bEHa je M Harpaja ,, Gpan-
KJIOB OpfieH OATOBOPHOCTM

@paHKII je CBOjy TeOpHjy U Tepalujy y BeIMKoj Mepu
3aCHMBAO Ha MMYHOM MICKYCTBY HAIIUCTUYKMX KOHLIEHTPA-
myoHux soropa (Aymsun u Jlaxay), y Kojuma je d1o of
1942. no 1945. ropuue. TokoM Tporopuime ofyceje Kpo3
TaMHY CTPaHy JbyJICKe IPUPOJie, Ha UBULM )KMBOTA M CMP-
TY VICKYCHO jé KOJIMKO je CMIICA0, MaKap IIPeoCTao caMo y
HajpyO/puM crnojeBuMa Ouha, CHa)kaH MOTUB OYyBatba COII-
crBeHor XnBoTa. Ppanki je Beh npse Beyepn dopaska y
noropy odehao camom cedu kaxo ,,Hehe ymeteTn y xuy*.
Hekonuko roguHa KacHuje, y CBOM PeKBUjeMY IIOJ, HaC/O-
BOM 3auiifio ce Huciie yOusuy — wpasxerbe CMUCTIA HUBTbeH A
(opurunanHy HasuB Kure Man’s search for meaning: An
introduction to logotherapy, 1963), neta/pHo onucyje cBoja
JIOropallKa MCKYCTBa Koja Cy My OTKPMJ/IA [ja YOBEK MOXe
fla TIOJfHECe VI HajTeXKe yCIoBe, YKOIMKO MMa 380r Jera ja
xuByu. PpaHKI cnafga y ManmodpojHe Koju Cy HpeXMUBenn
y»Kace X0/IOKayCTa U MOodeV/IN KUBOTHE 113a30Be U MICKY-
LIeba — OH je U3 IbJX M3aIIA0 OjadyaH BEpOM Y /bYAICKE CIIO-
codHoctu. VI He camo To. PpaHKI cHaja y u3y3eTHe Ind-
HOCTH jep je, BOheH TUM MCKYCTBMMa CTBOPMO IICUXOTepa-
IIVjCKU CUCTeM — siolotliepatitjy Kako Oy Apyruma IoMorao
fla mpoHaly cMucao coIncTBeHe ersyucTeHIje.

Y ocHoBu ®paHK/I0Be aHTPOINOJIOTHjE je [a je YOBeK
BUILIECTIOjHO, MHTETPAIHO U jeUHCTBeHO Omhe, mpenonpe-
beno ma tpaxu cmucao. Yosek je duhe koje cramHO opy-
qyje, a ,OUTM 4OBeK“ 3HaUM OUTK YCMepeH Ha HeITO WIN
Ha Hekor. lleHTpasHe TeMe noroTepanmje, Koja ce Hasyusa 1
are/aTyBHA IICUXOTepaIja Cy: c1odofa Bo/be, BO/ba 38 CMU-
c7oM 1 cMmucao y >kuBorty. [IpaBehu xonepHukaHckn odpt
y ogHocy Ha Ppojma u Macnosa, PpanHk1 cMaTpa fa >XUBOT
II0CTaB/ba YOBEKY NMTaba, KA0 1 fla HUje Ba>KHO IITa MU O,
JKMBOTA OYEKYjeMO, HETO 1ITa OH O4eKyje of, Hac. Ha Taj Ha-
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Inspired by Nietzsche's sentence “He who has a why to
live can bear almost any how”, creates his own theory about
the meaning of suffering, by which he explained the way
in which Why switches to How. Thus, Frankl Frankl gave
the primacy to voluntary self-limitation over the question
about the meaning of suffering. This deterministic stand-
point does not mean that logotherapy promotes suffering.
On contrary. Frankl taught us that suffering is unavoida-
ble, but gave an optimistic note by claiming that there is a
meaning in any suffering. Thus, suffering is a proof, and not
an antithesis of life. “Because, to suffer means to live, and to
find the meaning of suffering means to survive.“ Ability to
find the meaning in suffering is not a unique venture, it is
an integral process of individually-specific evaluation of the
condition of one’s own being.

The basic premises of Frankl's quest for the meaning
of suffering are: life is suffering, and to survive means to
find the meaning in suffering; if life has a meaning then suf-
fering and death also have meaning; and each one himself
has to discover his own meaning.

For Frankl (2001), suffering is inextricably linked to
personal significance, while despair is not a direct conse-
quence of suffering, but it is derived from a situation in
which suffering is devoid of meaning. The meaning of a
situation differs from person to person and anyone has to
search for its meaning by themselves. Along the path of the
quest, a man is led by his conscience, which Frankl calls the
organ of meaning. Each meaning points to the truth and
vice versa - the truth contains the meaning in itself. There-
fore, meaninglessness (something deprived of meaning)
has its reason of existence — the undeniable truth.

Many persons recognise themselves in Homo patients.
However, we are not shaped according to him, but vice ver-
sa. A man is a free and responsible being, but his freedom
is influenced and limited by the circumstances. A man is a
being constantly in a process of decision-making and any
freedom he possesses is for something, and not freedom
from something. Assuming the existential responsibility
for one's own life is the basis of logotherapeutic process of
helping a suffering person.

4yyH OpaHK/I KOHLENTyanusyje Boby 3a cMUcniom Kao OCHOB-
HJ MOTHUB, IIOKpeTa4 KOjy JIeXKM Y OCHOBM HaIlleT TOHAIlamha.

Mucnupucan HudveoBom pedenuniom “OHaj ko 3Ha
3aUTHI0 XVIBETY MOYKe TIOJHETI CKOPO CBAKO KAKO', TPajiu
COIICTBEHY TeOpUjy CMIUC/IA MaTibe, KOjoM odjallmbaBa Ha-
YlH Ha Koju 3amTo npenasu y Kako. @panki, fgakie, gaje
IpUMaT JOOPOBO/BHOM CaMOOTPAaHMYABABY y OFHOCY Ha
nuTame cMucia narmwe. OBaj JeTePMUHUCTUYKY CTAaB He
IojipasyMeBa Jla ce JIoroTepamnyuja 3ajnaxke 3a narmy. Ha-
npotuB. ®paHKI HAC y4u [ja maTiky He MoxkeMo usdehu,
a/u Jaje ONTUMUCTUYKY HOTY TVMe IITO C€ y CBAKOj Iar-
B KOja ce joroay Moxke nmpoHahm cmucao. Ilatma je Ha
Taj HAYMH JI0Ka3, 2 He aHTUTEe3a )XUBOTY. ,,]Jep, TPIETU 3Ha-
91 KUBETH, @ Hahu cMucao Tprberwa 3HaUM IPEKMUBETH.
CrocodHOCT NpOHaNaXemha CMIUCIA y TaTHU HIje jelyH-
CTBEH IIOflyXBaT, TO je LIe/IOBUT IPOLieC MH/VBUIATHO-CIIe-
nyuduyHe IpoleHe CTama concTBeHor duha.

OcnoBHM noctynat OpaHKIOBOI Tparama 3a CMU-
C/IOM TIaTibe IJIace: KMBOT je MaTHa, a MPEeXMBETU 3HAYU
npoHahy cM1cao y maTwy; ako XMBOT MMa CMUC/IA U TIaT-
Ba U CMPT MMajy CMUC/IA; ¥ CBAaKO MOpa caM Jia OTKpHuje
COIICTBEHM CMICAO.

3a @panxna (Frankl, 2001), natma je HepacKUgUBO
[IOB€3aHa ca IMYHUM 3HauyeeM, JIOK 04aj HUje NMPEKTHA
HoC/IeAnIa naTwe, Beh mponsnasu us curyanmnje y Kojoj je
naTia auieHa cMuciaa. CM1cao HeKe CUTYallMje pasanKy-
je ce opg ocode 10 ocode u cBaka ocoda Tpeda cama ja Tpa-
ra 3a meHMUM 3HaueweM. Ha myry Tparama, yoBeka Bofu
IeroBa caBecT Kojy @paHki HasuBa oprad cmucia. CBaku
cMucao ynyhyje Ha UCTMHY U OOPHYTO — UCTMHA Y cedu
cangpxu cMmucao. 3ato un decmucao (de3-mimcao) uma CBoj
PasJIor 0CTojaba — HECYMIbUBY MCTHUHY.

MHore ocode ce npenosHajy y Homo patiensu. Meby-
THM, HICMO MU OO/IMKOBAaHY IIpeMa IeMy, HEeTo je OH IpeMa
Hama. YoBek je cmodopHo 1 oroBopHo duhe, anu je werosa
crodozia yc/oB/beHa 11 OrpaHMYeHa OKOTHOCTMA. JoBeK je
duhe xoje cTanmHo ofTydyje a cnodopa Kojy nma je 3a HelITo,
a He crodoza ox Hevera. [IpeysuMarbe ersucTeHmjaIHe Ofi-
TOBOPHOCTM 33 COIICTBEHU KMBOT IIPEJICTaB/ba OCHOBY JIO-
rOTEpPAIMjCKOT IIPOoljeca TOKOM IIOMarama 0codu Koja MaT.
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The quest for meaning is possible under any circum-
stances. Even a helpless victim of a hopeless situation,
faced with inevitable destiny, can rise above such a situa-
tion, to overcome it and grow in a way to change oneself,
and transform one’s personal tragedy into triumph. A se-
cret of discovering a deeper meaning of one's own life lies
in the way an individual accepts and carries own cross and
all the suffering that life brings along. A person may stay
courageous, dignified and unselfish but may also become
bitter, acid, angry, and fight for “bare life®. In other words,
whether a positive transformation will occur, depends on
the achieved or missed opportunity to link a crisis to a
meaning.

Our decision to be brave, joyful, to transcend - to
focus on what is beyond ourselves, for the sake of higher
goals, gives us a feeling of unity with the nature, mankind
and God (Starck, 1992). Freedom of choosing our path can
never be taken from us and no one can do it, not even in
extreme situations in which all other freedoms vanish (e.g.
the experience of a concentration camp). A crown experi-
ence is a wonderful feeling that, after all causes of person's
suffering, there is nothing more one should be afraid of ex-
cept his own God (Frankl, 1963).

When a dying person is facing one’s own mortality,
his/her priorities and values change, and perception of re-
ality may undergo deep spiritual changes. Many of them are
existential (spiritual) questions on which the dying patient
is contemplating: why do we live, why do we have to die,
why there is injustice, suffering and so on.

In such situations, a therapist has an important task to
help the person to find the meaning while experiencing the
most crucial and profound changes (Starch & McGovern,
2000). This quest has less to do with the way the person is
going to die, but on the way he/she is going to live during
the dying process. In order to be up to this important task,
a therapist must recognize uniqueness of each person (Wil-
kes, 1982). The privileged mission of a therapist, was truth-
fully described by Irvin Yalom in his novel The Schopen-
hauer Cure:

Tparame 3a cMucioM je Moryhe nog d110 KojuM OKOJI-
HocTuMa. Yak 1 decriomohHa )XpTBa de3HafieXKHe CUTYALN-
je, cyodyeHa ca CyIOMHOM KOjy He MO)Ke IIPOMEHNTH, MOXKe
fla ce M3[IUTHE M3HAJ TaKBe CUTYalluje, A je HafMallN 1 Ja
npepacTe caMmy cede, 1 Tako Memwajyhn ce, mperBapa md-
Hy Tpareaujy y Tpujyme. TajHa Hamaxkema gydber cMucIa
COIICTBEHOT YKMBOTA JIeKV Y HAYMHY Ha KOjy YOBEK y3MMa
Y HOCM CBOj KPCT U CBY IaTHY KOjy KMBOT HOCU Ca COOOM.
Ocoda Moxke ocTaTit Xpadpa, JOCTOjaHCTBHA 1 HecedNyHa,
a/IM MICTO TaKO MO)Ke IIOCTaT! OTOpYEHa, jeTKa, JbYTUTA, U
doputu ce 3a ,,rom XuUBOT . [lpyrum peunma, ga mu he gohn
710 HO3UTMBHE TpaHCPOpMaluje, 3aBUCH Off icKopuurheHor
VIV TIPOIYIITEHOT TT0Be3MBamba KpU3e ca CMIC/IOM.

Opnyka ma dymeMo xpadpu, Becenu, fa TpaHCLeHIN-
paMo — fa ce pOKycrpaMo Ha OHO IITO je M3BaH HAC CaMUX
3apaji BUIINX LM/beBa, JOHOCK HaMm ocehaj jemuHCcTBa ca
IpUPOZOM, YoBeyaHCTBOM ca borom (Starck, 1992). Cio-
dony n3dopa Haler ImyTa HaM HUKO U HUKaJja He MOXe Off-
y3€TH, 4aK HY Y eKCTPEMHMM CUTyanujaMa (HIIp. MCKYCTBO
KOHIIEHTPAIIMOHOT JI0OT0pa), y KOjuMa HeCTajy CBe ocTase
cnodope. Kpyna nckycrsa je nuBaH ocehaj a, mocre cBera
300r uera je ocoda maruia, He IOCTOjU HMIITA BUIIE Yera
Tpeda fa ce miamm ocuM csor bora (Frankl, 1963).

Kama ce ymmpyha ocoda cyoyaBa ca comcTBeHOM
CMpTHoOIIhy, HeHN IPUOPUTETH U BPETHOCTHU Ce Memajy,
a TIoI7Ief] Ha CTBApPHOCT MOXKe Ipohn Kpo3 mydoke HyXoB-
He mpoMeHe. MHOTrodpojHa Cy ersucTeHIjanHa (JyXoBHa)
NNUTamba O KOjuUMa KOHTeMIUIMpa yMUPyhm manmjeHT: 3a-
IITO >KVMBUMO, 3aLITO MOPAMO JIa YMPEeMO, 3allTO IOCToje
HeIpaB/ia, IaTba U CIMYHO.

Y TakBUM cuTyanyjaMa, BaKaH 3aflaTak TepaleyTa je
fla TIOMOTHE 0COdM y TIpOHA/IaXKeHy CMIC/IA TOKOM JJOXKN-
B/baja HAjKPYIIHYjUX, HajayO/bux mpoMeHa. OBO Tparame He
OfIHOCH Ce TONMKO Ha Ha4MH Ha Koju he ocoda ympern, Beh
Ha To Kako he >xuBetn ok ymupe. Kako du ce morBpamo
Yy OBOM B@)KHOM 3aJJaTKy, TepaleyT MOpa Ipero3HaTH je-
nuHCTBeHOCT cBakor yoeka (Wilkes, 1982). OBy npusuie-
TOBaHy MICHjy TeparieyTa, VIpBuH Jamom y pomany Jleuerve
Illotienxayepom, noeHTHpa Ha cnegehn HaumH: ,[Inram me
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“You ask me why I can forgive Julius' - well, look at
him: he can stop giving. And, I am certain you have under-
stood it, he is giving us the last gift of love: he teaches us
how to die”.

It was said that the most powerful medicine, is the
doctor himself. It was also shown that physician-patients
relationship itself is healing. Unfortunately, we are prone to
forget how much the presence of a doctor means to a pa-
tient. Our presence relieves a patient (i.e. sufferer) from the
sense of isolation. And more than that: a silent presence of
a doctor has a healing effect on a patient. Silence is the basis
of learning the art of listening (Oreopoulos, 2005), and to
add wise thought of academic Vladeta Jerotic “silence is a
divine matter.”

5. INSTEAD OF CONCLUSION

Misfortune and suffering bear in their shadow a lesson
that praises life. In the first part of Aeschylus's trilogy, in Ag-
amempnon, it is clearly shown that the idea of destiny trans-
forms into wisdom acquired by a man through suffering.

Suffering is the most precious teacher of growth and
development contributing to striving for the meaningful-
ness of life. Although the quest for the meaning, according
to Frankl, is the primary motivation of each man, this very
path of change is narrow and steep, and more often than
not, a person is tempted to give it up and change nothing.

Suffering is not just a universal experience, it is also a
lonely experience. Human suffering, like in Burton's The
Anatomy of Melancholy (1621) descends to Psyche's Pal-
ace. Katabasis, a trip into the Underworld as well as the re-
turn from it, is described as the transformational potential
of suffering by Bela Hamvas (1991) in the essay under the
same title The Anatomy of Melancholy: “That is why Psy-
che's palace of Burton has two faces: the Underworld is the
world of horror, ghosts, sickness, bad dreams, nightmares,
curses, sufferings, torments, that is the Underworld, that
is Hell, but at the same time this very world is a place of

1 To therapist —author's note

3aIITO MOTY fia onpocTyuM lymmjycy' — ma, norienaj ra: He
npecTaje fa gaje. V, curypHa cam Jja cTe TO CXBaTWIN, Jaje
HaM IOCTIeNbY ap /bydaBM: YUU HAC KaKo Ja yMpPeMo '

PedeHo je fa je HajMohHuju ek, cam nekap, Kao u aa
je opHOC nekap-manyjeHT ucuepyjyhu. Hame npucyrso
ocnodaha naumjenrta (1j. mahennka) op ocehamwa usomna-
uuje. VM Buie o Tora. Hemo npucyctso snekapa genyje Ha
HanujeHTa 1eKoBUTO. THIliHa je OCHOB y4era YMeTHOCTH
cnymama (Oreopoulos, 2005) 1, ga KogamMo MyApy M-
cao akajieMrka Brasere Jepormha ,,TuimmnHa je doxxkancka
cTBap®.

5. YMECTO 3AK/bYUKA

IIaTHba je HajAparoueHnju yuuTe/b pasBoja U pacTa u
TOIPUHOCK TEXIbY MPOHATAXKEHhA CMICAOHOCTH XIUBOTA.
Mako je Tparame 3a cMucnom, npeMa OpaHkiTy, IpuMapHa
MOTHMBallMja CBAKOT 4OBEKA, OBaj ITyT IIPOMEHE je y3aK U
CTPM, @ HEPETKO Ce JIellIaBa Jla 0coda yIagHe y MCKyIIeHe
7ia Ta ce OfPEKHe I Jla He IPOMEHM HUIITA.

He camo fja maTiba Bogyu Ka IMYHOM PacTy U pasBojy,
Beh je 3a mojeguHe ocode oHa HeomnxogHa. MHOroOpojHM
ayTOpM eT3MCTEeHLMjaTNCTUIKe OpMjeHTaluje yKasyjy Ha
HipaHcopmaitiueHe TIpoLiece KOjI ce jaB/bajy Kajia ce YBU-
mu, cxBatu cmucao natwe (Frankl 1963; Kjepkerop, 1975).

[Tatma Huje caMO yYHMBEP3a/NHO UCKYCTBO, OHa je
U YyCaMJ/beHIMYKO MCKYCTBO. Jbyfcka marma, Kao y Aua-
wiomuju menauxonuje Podepra baprona (1621), cumasn y
nanaty Ilcuxe. Karadasujy, myroBame y momy CBeT amm
U TIOBpPATaK M3 Ibera, Kao TPaHCPOPMATVBHM IMOTEHLIU-
jan matme omucyje bema Xampamr (1991) y ecejy mop mc-
TOMMEHVM HAaCJIOBOM AHaillomuja menaHxonuje: ,YIpaBo
3aro u nanata Ilcuxe kop bapTona mma gBOCTpyKO nMuIe:
OBaj TOU CBET je CBeT yKaca, cadmacT, O0/mecT, TOImMx
CHOBA, MOPa, KJIETBY, NaTHkU, MyKa, TO je IOI CBET, TO je
[1aKao, ajM MCTOBPEMEHO OBaj MICTU CBET je Iofipydje 3a-
HOCHO TOIlIE 4apOOHOCTH, [UBHE JIETIOTE, ONOjHNUX JYyHIa,
OIICeHa, CBeT dnmucrase 1 Hemspenyse cpehe. lyma je cet

1 TepameyTy — npum. ayTopa
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enchantingly warm magnificence, wonderful beauty, in-
toxicating wonders, epiphany/vision, the world of blissful
and unspeakable happiness. Soul is the world of the deep-
est suffering and the most supreme joy. And so in Psyche's
palace splendour blends with suffering, beautiful wonders
with dark curses, delight with nightmares, salvation with
devastating defeats, with all together, the hope, joy, sorrow,
suffering, eternal blissful beauty, along with the painful dis-
aster, tremor of death and magnificent happiness and hope-
less suffering flowing as one...“
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“Of pain you could wish only one thing: that it should stop.
Nothing in the world was so bad as physical pain.

In the face of pain there are no heroes...”

George Orvell

ABSTRACT

Pain is the first leading cause of incompetence at glob-
al level with a significant impact on the quality of life, both
for individuals and their environment (firstly families),
affecting different domains of life, physical and mental, as
well as social relations. Nociceptors (pain receptors) are
free nerve endings (A-0 (thick myelinated) and C (thin
non-myelinated) fibers). These nerves are mostly polymod-
al and are activated by various stimuli: mechanical, thermal
and chemical. The International Association for the Study
of Pain defines neuropathic pain as “pain caused by prima-
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“Kog donu moscews Xitietiu camo jegry ciisap, ga don
upeciiarne. Huwitia y ceeitiy Huje iaxo ciipauito Kao
pusuuka don. Y cyouasarwy ca donom Hema xepoja”

Ilopit Opsen

CAXETAK

Bon je npBu Bomehn y3pok HecrmocoOHOCTM Ha IJIO-
dajHOM HUBOY M ¥IMa 3Ha4yajaH YTUILAj Ha KBATUTET XKU-
BOTA, KAaKO IOjeIMHIIa TAKO ¥ HheroBe OKOINHe (IIPBO I10-
popuile), U yTIde Ha pasiuduTe TOMeHe KUBOTA, PU3NIKe
U MEHTaJIHe, Kao U colujanHe ogHoce. Hounmenrropu (pe-
HenTopu 3a 00i) ¢y c10dOIHY HePBHY 3aBpIIeNN 3aBplle-
1y (A-6 (medena mujenmuunsosana) u 1l (TaHka HeMujenm-
HI30BaHa) BlIakHa). OBM HEpBU CY YIJITABHOM HO/IVIMOJIAII-
HY U aKTUBYPAjy Ce PasINIUTUM APAKMMa: MEXaHUIKIM,
TEPMUYKUM ¥ XeMujckuM. MebyHnapopgHa aconmjanuja 3a
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ry lesion or dysfunction of the nervous system”. Sensitiza-
tion includes an increased sensitivity of nociceptors and
neurons in long-term and/or repeated irritation. Peripheral
sensitization provides an enhanced response and a reduced
threshold of nociceptive neurons on the periphery to stim-
ulation in their receptive field. Central sensitization is the
increased response of nociceptive neurons to the Central
Nervous System (CNS) at the threshold or sub threshold
stimulus. Central sensitization is the enhancement of syn-
apse efficiency in somatosensory neurons in the posterior
spine of the spinal cord after an intense peripheral stimulus,
tissue damage and damage to the nerve.

Key words: pain, acute, chronic, nociceptors, sensitization

npoy4daBame dona (International Association for the Study
of Pain) pedunnine Heypomatcku dom Kao ,,0071 M3a3BaH
IPUMapHOM JIe3UjoM Wiy JUC(YHKINjOM HEepBHOT CHUCTe-
ma“. CeHsuTnsanmja nogpasymena nosehany oceT/ouBoct
HOLMLIENTOPA U HeypOHa IIpY AYTOTPajHOM V/WJ/IM TIOHA-
B/bAHOM fIpakewy. [lepudepHa ceHsuTnsanuja npegcrama
[I0jayaH OfIFOBOP ¥ CHIDKEH IIPar HOLMLENTMBHUX HEy-
poHa Ha nepudepuju Ha CTUMY/IALN]Y Y IUXOBOM peliell-
TUBHOM nObY. lleHTpanHa censutmsanuja je mosehannm
OJIFOBOPp HOLMLENTUBHUX HeypoHa y llenTpannom Heps-
HoM Cucremy (LTHC) Ha mparoBHu niy cyOdnparoBuu ade-
peHTH cTumynyc. llenTpanHa ceHsuTH3anyja MpefcTaBba
nojadame e(pMKaCHOCTY CHHAIICE § COMATOCEH30PHUM He-
YPOHMMA Y 3a/iIlbMM POTOBMMa KMUYMEHE MOX/IMHE HAaKOH
VHTEH3VBHOT IIepU(EPHOr CTUMYIyCca, O3J/efie TKUBA U
omrrehema HepBa.

Kmwyune peuu: dom, akyTaH, XpOHNYIAH, HOLMIIEIITOPY, CEH-
3uTU3aLja
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he International Association for the Study of Pain de-

fines pain as an “unpleasant sensory and emotional ex-
perience associated with actual or potential tissue damage
or the experience described in the context of such a disor-
der” [1]. The manifestation of pain depends on the individ-
ual experience of each individual, but also depends on the
impact of a complex series of interactions involving senso-
ry, pathophysiological, affective, socio-cultural, behavioral
and cognitive elements [2].

ehynapogna aconujanuja 3a ImpoydaBame Oona

(International Association for the Study of Pain) ne-
¢duHMIIE SO/ Ko ,HEIPUjaTHO CEH30PHO 1 eMOLIOHATHO
MICKYCTBO IIOBE3aHO Ca CTBAPHMM JWIM IIOTEHIUjaTHUM
omrehemeM TKMBa MIN UCKYCTBO OIMCAHO Y KOHTEKCTY
takBor omrtehema“ [1]. Manudecraunja dona 3aBucu of
VHJVBJIYATHOT MCKYCTBA CBAKOT IIOjefVHIIA, a/IVl 3aBIUCU
U Of] yTU1Laja KOMIUIEKCHE CepMje MHTEPAKIMja KOje YKIby-
qyjy CeH30pHe, TaTO(U3NOJIONIKe, aQeKTUBHE, COLMO-KYI-
TypHe, duxejBuoOpanHe ¥ KOTHUTUBHE eneMeHTe [2].

Picture 1. Multidimensional concept of pain

Pain is a signal that warns us of the existence of a real
or potential injury. It is a sensory and emotional experience.
Pain reduces the quality of life of the patient, preventing the
individual from leading an independent way of life. It also
adversely affects the lives of family members, friends, and
close associates and relatives [3]. The Montreal Declaration
notes that the treatment of pain is inadequate worldwide [1].

The pain and consequences of pain create a huge
burden both for patients who are treated, as well as for
the health care of each state individually. The total annual
cost of health care related to pain treatment in the United
States (US) ranges from $261 to $300 billion. Calculating
additional missed working days and lower wages, the total

Cmmka 1. MyntuuMeH3MOHaMHY KOHIIeNT doja

bor je curnan xoju ynosopasa Ha IOCTOjambe CTBapHe
WIN TIOTeHIMjalHe ToBpefe. To je CEeH30pHO 1 eMOLIOHAI-
HO JMICKYCTBO. bon cmamyje KBanmmTeT XMBOTA IallMjeHTa,
cripevyaBajyhy mojenyHIja 1a BOAY He3aBVICHU HA4YVH >KM-
BOTa. BO}I, TaKObe HEraTUBHO yTUY€ Ha JKMBOTE YIaHOBA
HOpOANIe, IpujaTesba Kao U OIMCKUX capajHIKa U pohaka
[3]. Jexmapanuja n3 MoHTpeasa KOHCTaTyje fia je edermbe
dora mmpom cBeTa HeaJeKBaTHO [1].

bBon n mocnepuie koje 3dor doma HacTajy mpescTa-
B/bajy OTPOMaH TEPET, KaKO 3a IalMjeHTe KOju Ce jiede of
dora, Tako 1 3a 3[[paBCTBEHY 3aLITUTY CBaKe Ap>KaBe IIOHA-
0c00. YKYIIHV TOAMIIEBY TPOLIKOBY 3[jpaBCTBEHE 3alITUTE
KOju ce offHOCe Ha yedere dona y CjennmennmM AMepud-
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annual financial costs for the US, due to pain, range from
$560 to $635 billion [4]. The annual cost of treating pain is
higher than the annual cost of heart disease ($309 billion),
malignant diseases ($243 billion) and diabetes ($188 bil-
lion) and almost 30% higher than the total cost of treating
malignancies and diabetes [5].

Pain can be classified by several variables: by duration
(acute, chronic), by pathogenesis of the formation (nocic-
eptive (physiological), neuropathic and mixed), according
to the mechanism of origin (psychogenic and organic (so-
matic, visceral, neuropathic, combined pain) and etiology
(malignant and non-malignant) [6].

It can be said that acute pain is an acute disease symp-
tom (arising from the activation of nociceptor in damaged
tissue) which has an adaptive protective role and lasts less
than 3 months. While chronic pain presents a unique health
problem for itself and lasts 3-6 months after healing, as a
result of a permanent pathological process. In some condi-
tions, chronic pain exists regardless of the cause of chronic
pain. Moderate and severe chronic pain significantly im-
pairs quality of life, affects working ability, physical and
emotional functioning, family relationships, but also as we
have already mentioned, significantly increases the costs of
treatment for society and the state [7].

Clinical differentiation between acute and chronic
pain is shown in Table 1.

Table 1. Clinical differentiation between acute and chronic pdi

Acute Pain Chronic Pain

1. Usually obvious tissue damage 1. Multiple causes (malignancy, benign)
2. Distinct onset 2. Gradual or distinct onset

3. Short, well characterized duration 3. Persists after 3-6 months of healing
4. Resolves with healing 4. Can be a symptom or diagnosis

5. Serves a protective function 5. Serves no adaptive purpose

6. Effective therapy is available

6. May be refractory to treatment

knM [Ip>kaBama (CA/T) kpehy ce op 261 o 300 munmjapan
nonapa. Pauynajyhu momaTHe mpomyiuteHe pajiHe #aHe u
HIDKe IUIaTe, YKYIIHU TOAVILIbY (PUHAHCHjCKM TPOLIKOBU
3a CA]l, 3dor dona, kpehy ce ox 560 fo 635 Muujapau fo-
napa [4]. Tognumy TpoiikoBy 380r evera doa Cy BUIIN
Off TOAMIIBYUX TPOIIKOBA M3JIBOjeHMX 300T cpyaHmUX 000-
pewa (309 Mujapau monapa), Manuraux donectu (243
mumjapau fonapa) u mehepue donectu (188 munujapan
momapa) ¥ cKopo 30% BUILIM OF yKYITHUX TPOIIKOBA Y Jieye-
By MaMraux donectu u mehepue donectn [5].

Bon moxe Omtm knacudukoBaH IpeMa HEKOIMKO
Bapujadmy, npema Tpajamy (aKyTHM, XPOHMYHM), IIpeMa
[aToreHe3y HACTaHKa (HOLMIENTUBHM, (U3MOIOLIKN),
HeypOIAaTCK! VM MEIIOBUTH), IIpeMa MeXaHU3My HacTaHKa
(TIcMXoreHM 1 OpraHcKM (COMATCKY, BUCLEJIAPHM, HEYpPO-
HaTCKY, KOMOMHOBaHM O0JT)) U IIpeMa eTUOJIOTHj1 (Manr-
HU ¥ HeMaauran) [6].

Moxkemo pehu fa je akyTHM OO CMMIITOM aKyTHe do-
necty (HacTaje aKTMBALMjOM HOLuIENTOpa y omreheHoM
TKMBY), ¥IMa aJalITBHO 3aIUTUTHY Y/IOTY ¥ Tpaje Mambe Of
Tpu Mecelja. [IoK 3a XpOHMYHM dOJT IIPECTaB/ba jeMHCTBEH
3mpaBcTBeHM IpodieM 3a cede u Tpaje 3—6 Mecelt HAKOH
O3[IpaB/beba, & PE3yITaT jeé TPajHOr ITATOMOLIKOr Ipolieca.
Y HeKuM YC/I0BMMa XpOHMYAH SOJI IOCTOjI ¥ HE3aBUCHO O
y3pOKa HaCTaHKa XPOHIYHOT O0/1a. YMEpEeH U jaK XpOHIYHI
d0J1 3HaYajHO HapylIaBa KBAIMTET )KUBOTA, yTUYe HA PAIHY
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Nociceptive (physiological) pain is an adequate physi-
ological response triggered when specific receptors (nocic-
eptors) react to a damaging stimulus of a mechanical, ther-
mal or chemical nature. Nociceptive pain has a protective
role, causing a physiological response that aims to mini-
mize tissue damage. Nociceptive pain is also called inflam-
matory pain, due to peripheral inflammation and inflam-
matory mediators that play main roles in the onset of this
type of pain. In general, the intensity of nociceptive pain is
proportional to the size of tissue damage and the release of
the inflammatory mediator [6].

The International Association for the Study of Pain
defines neuropathic pain as “pain caused by primary lesion
or dysfunction of the nervous system”. Depending on the
site of the lesion or dysfunction in the nervous system, neu-
ropathic pain may be of central or peripheral origin, result-
ing in a further division of the peripheral and central neu-
ropathic pain, which is of great importance in assessing the
character of the pain state and its further treatment. Neu-
ropathic pain can be caused by numerous factors: mechan-
ical injuries, viral infections, cytostatics, and can also occur
during metabolic and autoimmune diseases. This type of
pain occurs in post-herpetic neuralgia, diabetic peripheral
neuropathy, and post-operative neuropathy. Neuropathic
pain is described as burning, crawling, stabbing and freez-
ing pain [8, 9].

Ta6ena 1. Knunnuka gudepeHimja akyTHOT M XpOHUYHOT 60

Axymnu 60n

1. ITocroju omrehemwe TKuBa

2. Harno Hacraje

3. Kpatko Tpaje

4. To6po oarosapa Ha Tepanujy

5. VIma samtutHy QyHKUMjy

6. AfleKBaTHa Tepamnuja je JOCTyIHa

Xponuunu 6on

1. Pazmrunty y3pony HacTaHKa (OeHUTHM, MaIUTHN)

2. IlocremneHo HacTaje

3. Hacraje 3-6 Mecellyt HaKOH I10jaBe MPBUX CUMIITOMA
4. Mo>xe 6UTH [1e0 HEKOT LIMpeT CUMIITOMA WIN 60/1ecTu
5. He agantupa ce

6. Texxe ce meun 1 MOXKe 6UTU PE3NCTEHTAH Ha JIEY€HhE

CIIOCOOHOCT, UBMYKO ¥ €MOLMOHATHO (PYHKIVIOHUCAIbE,
OfiHOCe Y HIOPOAIMLIY, /Iy U KaKo cMO Beh pexu 3HauajHO
noseharbe TPOLIKOBA JIeuersa 3a APYIITBO U ipXKaBy [7].

Knuunuka gudepennyjanyja nsmeby akyTHor u xpo-
HUYHOT do71a je mpuKas3aHa je y tademmu 1.

Homunentusan (¢pusnonomkn) don je amexBaTan
¢dusnonouiky oarosop koju ce noxkpehe xaja crennduann
petieniTopy (HOLMIIENITOPY) pearyjy Ha LITeTaH CTUMYIYC
MeXaHMYKe, TepMaJlHe WM XeMujcke npupope. Honuiern-
TUBHM OOJI ¥IMa IPOTEKTUBHY Y/IOTY, ndasusajyhu ¢usn-
OJIOLIKM OATOBOP KOjM MMa 3a IWb Aa omreheme TKMBa
cBefie HA MMHMMYM. Hounnentueau don ce Ha3uBa 1 nH-
¢dnamaropun don 3dor nepudepHor 3anamerma 1 Mefuja-
TOpPa 3alla/berba KOj! MMajy IVIABHE Y/IOre Y HACTAHKY OBe
BpcTe dora. [eHepanHO, MHTEH3UTET HOLMIETITUBHOT d0/Ia
je IpOoNopIMOHaIaH BeMMYMHN omTehema TKMBa U OC/IO-
dabamwy MepujaTopa 3anapema [6].

Mebynaponna aconmjarnyja 3a ImpoydyaBame Ooja
(International Association for the Study of Pain) gedunu-
IIe HeypoIaTcky O Kao ,,00/1 M3a3BaH IPUMApHOM Jie-
31joM Wy AUCYHKLMjOM HEPBHOT cucTeMa . 3aBMCHO Off
MecTa ye3uje i JucyHKIMje Koja ce UCIIO/baBa Y HePB-
HOM CHCTeMY, HEeypOIIaTCKM QO MOXKe dUTH I[eHTPaTHOT
i nepudepHOr MOpeKsa, U3 Yera U IpOU3NIasy Jjaba
nozienia Ha nepudepHM U LEHTPaJHU HEYPOIATCKM doJ,
IITO MMa BEIUKY BXHOCT Y IIPOLIEHM KapakTepa domHOr
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A patient with neuropathic pain has symptoms in the
form of a reduction in some or all of the sensitivity mo-
dalities, but at the same time, there are positive sensory
symptoms of signs in the same parts of the body. Chronic
neuropathic pain most commonly occurs in several well-
known entities of peripheral and central neuropathic pain
[10]. Symptoms related to peripheral lesions are called neu-
ropathic, while symptoms related to spinal cord injury are
called myelopathic [10, 11].

Hyperalgesia is an enhanced experience of the stimu-
lus that is not painful otherwise. It defines the state of in-
creased pain sensitivity and increased perception of pain
after an injury. The region of hyperalgesia can spread to
the dermatomes above and below the surface of the injury
(stimulation) and is associated with ipsilateral (and occa-
sionally contralateral) muscular spasm. Hyperalgesia can
be primary and secondary. Primary hyperalgesia occurs

Table 2. Symptoms of neuropathic pain

Hyperesthesia: enhanced experience of tactile stimuli

Paresthesia: spontaneous or induced abnormal tactile
sensation (tingling, numbness, prickling, itching)

Hyperalgesia: enhanced experience of the stimulus,
which is normally painful

Hiperpathia: a combination of hyperesthesia and
hyperalgesia

Allodynia: the experience of pain provoked stimuli not
normally causing pain (mechanical allodynia provoked
by mechanical stimuli and thermal allodynia provoked
by thermal stimuli)

Disesthesia: spontaneous or induced unpleasant
abnormal sensations

CTama U IBEroBOT fla/ber Jiedema. Heypomarcku don mory
y3poKoBaTy dpojHU PaKTOpU: MeXaHMYKa OBPeNa, BUPY-
CHe MHpeKIyje, IMTOCTATUIIN, A MOXKe HACTaTU U TOKOM
MeTadonmukux u ayroumyHux donectu. OBa Bpcra domn
ce jaB/pa KOJ IOCTXepIeTHMYKe Heypanruje, gujaderecHe
nepudepHe HeypoIaTyje U IOCTONepaTHBHE HeypoIaTije.
Heypomnatcka don ce onncyje kao sxapehu, mysehu, mpoda-
majyhn, cmpsasajyhu dorn (8, 9].

[TanujeHT ca HeypomaTCKMmMuM OOJIOM MMa CUMII-
TOME y BUJY CHIDKEHA MOjeINHNX VUIV CBUX MOJA/IMTeTa
CEeH3MOMINTETA, AJIU Y3 ICTOBPEMEHO II0CTOjakbe TO3UTB-
HJX CEH3UTVBHMUX CYMIITOMA 3HAKOBA y UCTUM JIeIOBUMA
Tema. XpOHMYHY HeypomnaTcky 0o Hajuenthe ce 1mcrospa-
Ba y HEKO/IMKO 0OPO MMO3HATUX eHTUTeTa IepudepHor u
LeHTpa/HOr Heypomarckor doma [10]. CuMnromu y Be3n
ca epudepHNM /lesujaMma HasuBajy ce HeypOIaTCKUM, JOK
ce CHMIITOMU Y Be3U ca IOBpefiaMa KIYMeHe MO>KIMHe Ha-
3uBajy mujenonarckum [10, 11].

Xunepanresuja je ojadaH JOXKUB/baj CTyMYy/yca Koju
uHade HYje donaH. [leduHuiie je crame nosehane oceTbn-
BOCTM Ha 0OJI U II0javyaHe Ieplienijyje doa HaKOH HOBpe-
ne. Pervon xumnepanresuje ce Mo>ke IpOLIVPUTH Ha JlepMa-
TOMe M3HAJ| ¥ VCIIOJ, MOBpIINHE ToBpefe (cTymynanuje),
a TI0BE3aH je ca MICIIaTeparTHuM (a IOBPeMeHO KOHTpa-
naTepaTHuM) MUIIMhHUM cla3MoM. XuIlepanresuja Moxe
dutu mpumapHa u ceKynzpapHa. Ilpumapna xunepanresuja
HacTaje 30or moBehaHe 0CeT/BMBOCT Ha MeCTy IIOBpefie 1
nocnennua je nosehanor ocnodahamwa MHTpauenyrapHux
WIN XyMOpanHMX MeaujaTopa. CeKyH/lapHa XUIleparesu-
ja HacTaje 30or nmoBehaHe 0ceT/BMBOCT Ha OO Y CyCeHNUM,
TPaHMYHUM perujamMa U IoCNeaunLa je IpoMeHa y eKCLUTa-
OMIIHOCTY KMYMEHMX 1 CYIPACIIHATHUX HeypOHa.

[IBe mocedHe Gopme HeypomaTckor doa Cy: Kaysa-
ruja u don pantomckor yaa Kaysanruja nim xpoHndnn pe-
TVIOHA/IHY QOHM CHHJPOM OIIUCYje ce Kao d0JI HaKOH Io-
BpeJie CEH30PHNUX HepBa, JOK ce He/lIarOffHOCT II0Be3aHa ca
HOBpPeOM MM adHOPMaTHOM aKTMBHOIINY CUMITaTUYKMX
B/IaKaHa Ha3MBa pedieKCHa CUMIIATNYKa AUCTpoduja Xpo-
HIYHOT perroHamHor domHor cuHpapoma. Kaysanrujy ka-
paKkTepuIly MHTEH3UBaH, KOHTMHYMPaH, XXapehn don koju
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due to increased sensitivity at the injury site and results
in increased release of intracellular or humoral mediators.
Secondary hyperalgesia occurs due to increased pain sensi-
tivity in neighboring, border regions and results in a change
in the excitability of spinal and supraspinal neurons.

Two special forms of neuropathic pain are follow-
ing: causalgia and pain of the phantom limb. Causalgia or
chronic regional pain syndrome is described as pain after
sensory nerve injury, while discomfort associated with inju-
ry or abnormal activity of sympathetic fibers is called reflex
sympathetic dystrophy of the chronic regional pain syn-
drome. Causalgia is characterized by intense, continuous,
burning pain that occurs in partial damage to the peripher-
al nerve with trophic changes in the skin and is treated with
sympatectomy. Pain from the phantom limb occurs after a
few days of amputation (pain in non-existent extremity, fist
or foot) at the end of the day/night. Its tendency is to ap-
pear and disappear (it is rarely constant). It is described as:
blowing, stabbing, punching, twisting, clamping, pulsating
or annealing [12].

1. PERIPHERAL PAIN CONTROL SYSTEM: PRIMARY AFFERENT
NOCICEPTORS

1.2. Changes in the nervous response
during inflammation

Nociceptors (pain receptors) are free nerve endings
(A-§ (thick myelinated) and C (thin non-myelinated) fib-
ers). These nerves are mostly polymodal and are activat-
ed by various stimuli: mechanical, thermal and chemical.
Nociceptors are found in the skin, muscles, periosteum,
internal organs wrapping, blood vessels and internal or-
gans (stomach, intestine, heart, urinary bladder). During
inflammation, the threshold of excitation of polymodal no-
ciceptors decreases so that even painless (non-nociceptive)
stimuli are activated. Injuries or tissue damage are released
by bradykinin and prostaglandins, which activate and sen-
sitize nociceptors. During peripheral inflammation (sensi-

Tadema 2. CumntoMu Heyponarckor donma

Xumnepanresuja - ojadaH JOKMB/baj CTUMYIYCa, KOjI
je MHaue HOpMaTHO O0aH. Mo)ke 6UTY IpUMapHa U
CeKyHJIapHa

ITapecTe3uja - crioHTaHa VIV M3a3BaHa aOHOpMasHa
TaKTIUIHA CeH3auuja (MpaBubambe, TPihebe, OOLKambe,
cBpaod)

Xumnepecresuja - IojagaH JOXKUB/baj TAKTVTHIX
ApaXKn

Xunepnaruja - KoMOMHaLMja X1UIlepecTesje u
Xunepanresuje

AnopuHuja - [oXuB/baj 60/Ta HA IejCTBO CTUMYTyca
KOjU HOPMAJIHO He M3a3uBa 0071 (MexaHIuKa
QJIOVIHMja KOJ, iejCTBAa MEXaHUIKIUX JPAXKU I
TepMIYKa aTI0fiVIHNja KOJ, AejCTBa TEPMUYKIX APAXKN

Jusecresuja - CHOHTAHA WM M3a3BaHa HEIIPMjaTHA
abHOpMaIHa CeH3aluja

ce jaB/ba Koj menmmuyHor omrehema nepudepHor HepBa
y3 TpoduyHe IIpOMeHe Ha KOXXI ¥ JIeYM Ce CHMIIATeKTO-
MmujoM. bon n3 paHTOMCKOT yzia jaB/ba ce IOC/ie HEKOIIKO
maHa of ammyTanuje (don y Henoctojehem excTpemurery,
1AV VIV CTOMIAJTY) M TO Ha Kpajy jaHa/Hohy. Fberosa TeH-
[eHIMja je oa ce jaBM ma HecTaHe (PETKO je KOHCTAHTaH).
Omnucyje ce kao: ygapat, ydon, npodajame, yBpTame, CTe-
3ame, My/I3Mpabe WIn >kapemwe [12].

1. ITEPU®EPHH CHCTEM 3A KOHTPOJIY BOJIA: TPUMAPHH
A®EPEHTH HOIIMIEIITOPH

1.2. IIpomene y HepeHom 002060py mokom undnamauuje

Honyuenropn (peuentopu 3a dom) jecy cmodopunu
HepBHU 3aBpiery 3aspuieny (A-8 (nedena mujenunsopa-
Ha) n 1] (TaHKa HeMMjenHN30BaHa BiIakHa). OBY HEpBU CY
YIJIAaBHOM ITO/TMMOJA/THY U aKTUBUPA)y Ce PA3TNIUTUM Apa-
XKMMa: MeXaHWIKIM, TEPMUIKMM 1 XeMujckuM. Hormrgern-
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Picture 2. Peripheral inflammation: an example of axonal
reflex

tization) at the level of nociceptor, release of the inflamma-
tory mediators occurs: prostaglandin, histamine, bradykin-
in, substance P, peptide associated with the calcitonin gene
(CGRP) and neurokinin A. Receptors in skin (skin nocice-
ptors) are particularly susceptible to thermal stimuli, while
nociceptors in deep tissues (muscles, joint capsules, ten-
dons) are more susceptible to mechanical stimuli [13, 14].

1.2. Peripheral mechanisms of neuropathic pain

Sensitization of nociceptors involves lowering the
threshold of the stimulus, or the increased intensity of the
response to the painful stimulus, caused by tissue injury or
inflammation. That is, peripheral sensitization is a change
in the function of peripheral receptors under the influ-
ence of substances released from an injury (inflammatory
mediator). Then stimulated C-fibers by ectopic outburst
generate action potentials that extend to peripheral nerve
endings, leading to the release of neuropeptides, which is
attributable to the so-called neurogenic inflammation and
sensitization of nociceptors. Sensitization of nociceptors
causes primary hyperalgesia at the site of the injury, gen-
erating pain in peace and increased pain during and after
surgery, injuries, childbirth and acute illness [15, 16].

-
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Cnuxka 2. [lepndepna nndnamanuja: npumep akKCOHCKOT
pedrnexca

TOpM Ce Hajlase y KoKy, MuihyMa, nepuocTy, OMOTauu-
Ma YHYTpAllbUX OpraHa, OMOTA4MMa YHYTapHUX OpraHa,
3UJIOBYMA KPBHMX CYJa M YHYTpAIlbUX OpraHa (>kemyzal,
1peBo, cplie, MokpahHa demnka). Tokom nH$pmamanyje mpar
eKCUMTalyje MOMMMOJATHAX HOLMIENTOpPAa Ce CHIDKaBa
TaKO Ja MX YaK U O0e3d0/nHM (HEeHOLMIIENTUBHA) CTUMYITY-
cu aktuBKpajy. IToBpena mmm omreherme Tkusa ocodabajy
OpailuKVHUH U IPOCTAHITIAHAVHE, KOjY aKTUBUPAjy U CEH-
3audwmiy Houmuentope. Tokom nepudepHe nHpIaMaIyje
(ceH3uTM3alMje) Ha HMBOY HOLMIENITOPA JOJIA3NU JIO OTIIy-
IITakba MeAMjaTopa 3alla/berba: NMPOCTAIIAH/INHA, XMCTa-
MMHa, OpajMKMHIHA, cyncTaHue 1, nenruaa nosesaHor ca
reoM 3a kanuutoryH (LITPII) u HeypokuHmHa A. Penern-
TOPY Y KO>KHY (KOXHM HOLMIIEIITOPM) HOCESHO Cy OCeT/bU-
BU Ha TePMMYKe CTUMYJTyce JOK HOLUIEITOPU Y AyOOKUM
TkyBuMa (MuimhuMa, 3r7100HNM Kalicynama, TeTuBama) Cy
OCeT/bUBMjU Ha MeXaHMIKe cTumymyce [13, 14].

1.2. Ilepupepru mexanusmu Heyponamckoz 601a

CeHsuranuja HOLMLENTOPA, IOfjpasyMeBa CHIDKeIbe
Ipara Hajipakaja OfHOCHO 1ToBehaHM MHTEH3NUTET OTOBO-
pa Ha #ejcTBO QO/MHe Apaky KOja HacTaje Kao IOC/IeAnIa
noBpepe TKuBa wim uH$namanyje. OfHOCHO, nepudepHa
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1.3 Peripheral sensitization

Peripheral sensitization provides an enhanced re-
sponse and a reduced threshold of nociceptive neurons on
the periphery of stimulation in their receptive field. The
changes occur at the level of proteins and ion channels.
Transduction proteins determine the excitability of noci-
ceptory endings (post-translational modification): prosta-
glandins activate kinases that phosphorylates the capsai-
cin receptor (TRPV1) and sodium channels. Some signals
are transported along the axon to the body of the sensory
neuron in the back of the spinal cord, where they enhance
transcription (increase the expression of certain genes) or
translate. The proteins are then retrograde to peripheral
endings and contribute to increased sensitivity to periph-
eral stimuli, due to TRPV1, sodium channel and neuropep-
tide P and CGRP [16, 17].

Injuries in the tissues and inflammation lead to a
change in the chemical environment of the peripheral axon
terminals of the nociceptor. The injured cells release intra-
cellular contents, inflammatory mediators, such as: aden-
osine triphosphate and K+ ions, cytokines, chemokines,
growth factors, which leads to a decrease in pH [18]. Some
of these factors act directly on axon terminals of nociceptor,
activating it and causing the onset of pain (nociceptor acti-
vators), while others sensitize the terminal so that it becomes
hypersensitive to subsequent stimuli (sensitization of noci-
ceptors). From an injured cell, currently in the extracellular
space in millimolar amounts, the adenosine triphosphate is
released. The released adenosine triphosphate activates the
ligand-dependent ion channels of the R, , purinoreceptor
so that nociceptor activation occurs [15]. Proton cells are
slowly developed after tissue damage and act on acid-ion
channels and the transit-potential TRPV1 channel located
on the nociceptors, in order to cause pain in a period of
time after injury. Prostaglandin E, and the nerve growth
factor bind to G-protein receptors and tyrosine kinase A
receptors, to alter the sensitivity of axon terminals of no-
ciceptor without the direct activation of nociceptors them-
selves [19]. Bradykinin, a peptide resulting from degrada-

CeH3MTH3AlMja IpefCTaB/ba IPOMeHY y pyHKuMju mepu-
depHuX perenTopa IOf YTHUIIAjeM CYICTaHLIM OCI0O0-
henux 3dor nospene (MengujaTopa 3amamema). Taga cTu-
MmynucaHa 1[-BakHa eKTONMYHUM U3dujarbeM TeHepuIny
aKIJOHe IIOTeHIMjase Koju ce Lipe o ImepudepHux
HEpBHIUX 3aBpIIeTaKa I7ie JOBOZle /IO OTIIyIITamba Heypo-
HeNTHA, IITO MM 32 IOC/IefUIy T3B. HEyPOIeHy yIany 1
ceHsuTM3anyjy Honuuentopa. CeH3UTU3aLMja HOLMIIEII-
TOpa 13a3yBa IPMMapHY XUIIepaires3ljy Ha MecTy IoBpe-
Jie, TeHeplcare doja y MUPY U IojadaH 00/ TOKOM 1 IIOCTIe
omeparje, moBpepe, mopohaja n akyrae donectu [15, 16].

1.3 Ilepugpepna censumusavuuja

[Tepudepna ceHsuTusaymja mpefcraba IojadaH Of-
TOBOP VI CHYDKEH IIpar HOLVLIENITUBHMX HEYpOHA Ha Iepu-
depuju Ha CTUMy/TALUjy Y BUXOBOM PELEIITMBHOM IIObY.
ITpomeHe HacTajy Ha HMBOY IPOTEMHA M jOHCKMX KaHasIa.
Tpaucaykipony nportenHu onpehyjy ekcrmuTadumiHOCT HO-
IMIENTOPHNX 3aBpIIeTaKa (II0CT-TPaHCIALMOHOM MOfu-
KaIl}joM): IPOCTAHIIAHAMHY aKTUBUPAjy KMHa3e Koje oc-
¢dopuwmry kancauuus perentop (TPIIB1) u HarpujymoBe
KaHaste. Heku curnamm ce TpaHCIIOPTYjy ce Ay aKCOHa 0
Te/la CEH30PHOT HEYPOHA Y 3a/jlbIM KOPEHOBMMa KMUMeHe
MOX/J/He I7ie TI0javaBajy TpaHcKpuiiyjy (moBehame ex-
crpecyje ofpeheHnx rena) wm tpaHcnanyjy. [Iporennn ce
3atuM Bpahajy peTporpasiHo 1o neprepHUX 3aBplIeTaKa U
fonprHoce noBehaHoj CeHSUTUBHOCTYU Ha NepudepHe CTH-
mynyce ycnep, ycxopHe perynauuje TPIIB1, narpujymckmx
KaHasla ¥ Heyporentupa — cyrncranne ITu LITPII [16, 17].

[ToBpene y TKkMBMMA 1 MHGIaMalyja f0BOJE O IIPO-
MeHa XeMIjCKe OKO/MuHe nepudepHnx aKCOHCKUX TePMU-
Hasa Houunenropa. Omrehene henuje ocnodabajy nurpa-
emTynapHe cajipkaje, MeilujaTope 3alasberba, Kao MITO CY:
ameHo3uH Tpudocdarasza u K* joHu, UTOKMHY, XEMOKM-
HU, GaKTOPU pacTa, IITO CBe JOBOAU 0 cMamerma pH [18].
Hexkn ox oBux pakTopa menyjy AMPEKTHO Ha aKCOHCKe Tep-
MIHaJ/Ie HOLMI[ETITOPa, aKTUBMPAjy I'a U Y3POKYjy MOjaBy
dona (aKTMBAaTOpPY HOLMIEITOPA), IOK APYTU CEH3UOMIN-
3yjy TepMMHAJI TAaKO Jja IIOCTaje IPeoCceT/bYB Ha HAaKHA/IHe
cTumynyce (ceH3auTU3aNMja HOUMIENITOpa). VI3 moBpehene
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Picture 3. Peripheral sensitization

tion of the quininogen, activates and sensitizes the axonal
terminal of nociceptor through its constituent B, receptor.
B, bradykinin receptors are activated only after tissue inju-
ry or inflammation [20, 21].

From the phospholipids of the cell membrane in the
presence of phospholipase A, arachidonic acid is formed.
Then, cyclooxygenase-2 (COH-2) converts the arachidonic
acid to prostaglandin N, which is converted to prostaglan-
din E,, using prostaglandin synthase [18, 22]. Cyclooxygen-
ase-2, phospholipase A, and prostaglandin E synthase are
inducible enzymes that are not present in most uninfected
tissues. Cyclooxygenase-2 is activated in response to inter-
leukin-1p and tumor necrosis factor-a. Since this activation
occurs several hours after the onset of inflammation [17],
non-steroidal antiinflammatory drugs or selective COX-2
inhibitors have no effect on nociceptive or immediate in-
flammatory pain. They, however, have direct analgesic ac-
tivity in diseases such as rheumatoid arthritis, as a result of
inflammation that lasts for a longer period of time [22, 23].

Prostaglandin E, reduces the threshold of axon termi-
nals activation of nociceptor and increases the number of
specific receptors that are found in the axon terminals of
nociceptor (for example, prostaglandin E receptor). These
receptors are coupled to intracellular kinases in axon termi-
nals cytoplasm. Activation of adenyl cyclase via prostaglan-

CeHauTH3alMja NPOy3pOKOBaHa
MHG)IaMaTOPHUM
Me/ijaTopuMa

Ilpomene y
KCIIUTa6JHOCTH
MeMGpaHe

38°C€41°C

CrayiHa aKTHBaLHUja
€H/IoTeHHNX

AHTArOHMCTa

Hacnehenn
OJIMMOPH3aM CUTHATHX
TpaHc/ylepa

Cmuka 3. [TepudepHa censutusanyja

henuje ce TpeHyTHO y eKCTpaley/IapHu IPOCTOP Yy MUH-
MOJIapHUM Konm4uHaMma, ocnodaha ameHosun tpudocda-
tasa. Ocmodobena ageHo3nH Tpudocdarasa akTuBIpa M-
raH/I-3aBUCHE jOHCKe KaHazle P, . mypuHOpenenTopa Tako
Ia fomasy o aKTuBanmje Houunenropa [15]. IIporonn
ce TO/IAKO Pa3BMjajy HAKOH omTehema TKMBa U [ienyjy Ha
KaHaJIMa jOHa OCeT/bUBUX Ha KUCeNVHe ¥ TPAH3UTHO IO-
tennyjanHoM TPIIB1 xanamy xoju ce Hala3y Ha HOLMIIET-
TOPMMa, KaKo 01 HacTasa S0/ y HeKOM BpeMeHCKOM IIepy-
ony HakoH nospepe. IIpoctarmanaun E, u dakrop pacra
HepaBa Be3yjy ce 3a [-mpoTemHcke pelentope u perer-
TOpa TMPO3UH KMHa3e A, Kako OM ce IIPOMEHNIA OCeT/bH-
BOCT aKCOHCKUX TepPMIHa/a HOLMIENTOpa Oe3 AVpeKTHe
aKTUBaNMje caMux HonymenTopa [19]. bpagnknuuy, nemn-
TIJ, KOjU HacTaje pasrpafitbOM KMHUHOTEHA, aKTUBUpPA 1
ceH3ndmnMmayje akKCOHCKM TepMMHA/I HOLMIIENITOPA IIPEKO
CBOT KOHCTUTYTUBHOT b, penientopa. b, dpagukununcku
peLienTopy aKTUBMPAjy ce CaMO HAaKOH IIOBpefie TKMBA VN
nHpnmamanyje [20, 21]

N3 dochommmupa hemmjcke Memdpane y mpucycTsy
dochonumnase A, HacTaje apaxXuJOHCKa KMUCENMHA. 3aTUM
nuknookcureHasa-2 (IJOX-2) mperBapa apaxmpoHCKy Ki-
CenyHy y mpoctarianayH H, xoju ce mperBapa y mpocra-
rmaniuH E,, momohy mpocrarmanauu cunTase [18, 22].
[uxnookurenasa-2, gocdonunasa A, u mpocTariaHauH
E cuHTasa cy MHAYIUOWIHM €H3VMU KOjU HUCY NIPUCYTHU



AKymHa 6071HA CeH3UMU3AYUJA U HOUUUENMOPHA AKIMUBHOCH - CMAPU 002080pU, HOBE OuseMe | 55

din E increases the levels of cyclic adenosine monophos-
phate, which activates the cyclic adenosine monophos-
phate-dependent protein kinase A. The release of calcium
from the storage in the microsome into the axonal termi-
nal, or the calcium ion input through the channels in the
membrane, activates the calcium activated protein kinase.
Protein kinase A and protein kinase C phosphorylate ami-
no acids serine and threonine in many proteins. [17, 24].

Protein phosphorylation is a post-translational treat-
ment, or a change in the chemical structure of the protein
produced after its synthesis from the information RNA.
Such phosphorylation can dramatically change the activity
of the receptors and ion channels. For example, the poten-
tial of an unstable transducer of a heat sensitive receptor,
the TRPV1 channel has a normal activation threshold of
42°C and at a given temperature, this heat begins to be ex-
perienced as painful. However, after its phosphorylation,
the threshold is reduced to approach the normal body tem-
perature [15, 18]. COX-2 activation occurs, resulting in the
formation of prostaglandin E, which results in, for example,
that burning caused by the sun causes a decrease in the pain
threshold due to heat. This effect, which is limited to the site
of inflammation, explains why pain arises in response to a
“warm shower” in people with sunburn [16, 24].

The threshold and kinetics of the sodium-voltage-de-
pendent channels, such as Nav1.8, are also changed by phos-
phorylation, increasing the excitability of the membrane. In
the axonal terminal of nociceptor, more potential is created
than is normally produced. Since multiple inflammatory
mediators are present at the same time (prostaglandin E,,
nerve growth factor and bradykinin), blocking the forma-
tion of only one of these mediators will not affect peripheral
sensitization at any time [24, 25]. Peripheral sensitization
reduces the activation threshold of nociceptor and plays a
major role in increased sensitivity to pain at the site of inju-
ry or inflammation. Peripheral sensitization is manifested
early, for example in post-herpetic neuralgia, including a
reduced threshold for pain caused by heat at the site of ery-
thematous skin [23, 26].

y Behmumu Hemndmammpanux tkmBa. L[ukmookcurenasa-2
aKTMBMpA Ce Kao OATOBOp Ha MHTepeykuH-1P u daxTop
Hekpo3se Tymopa-a. bynyhu fia ce oBa akTiBaIyja japa He-
KOJIMKO CaTy HAKOH HacTaHKa nHGmamauuje [17], Hectepo-
UHY aHTUMHGIaMaTOpHM eKoBY Wwin cenektyHu [JOX-2
VHXUOMTOPY HeMajy HUKAKBOI YTUIIAja Ha HOLVLIENITYBHY
wy Henocpenuy nHdnamaropuu don. Oun, Mehytnm, nma-
jy HeIoCpeIHy aHaAreTM4Ky aKTMBHOCT y oJecTyMa Kao
IITO je PeyMaTOMIHU apTPUTIC, Kao pe3yaTaT nHdpamanuje
KOja Tpaje ;K1 BpeMeHCKY Iepuog [22, 23].
[Ipocrarnangus E, cMamyje npar akTuBaiuje akCoH-
CKMX TepMUHa/Ia HouunenTopa 1 nosehasa dpoj crerduy-
HIX PeLeNITopa KOjy ce Hajla3e Y MeMOpaHM aKCOHCKUX Tep-
MJMHaJIa HoLMLenTopa (Ha mpumep, npocrarnaiauH E pe-
nentop). OB peLenTopy Cy CIIOjeH) ca MHTpaleTy/lapHUM
KMHa3aMa y LUTOIUIa3MM aKCOHCKUX TepMMHaja. AKTHBA-
ja afjleHI VKIase IyTeM mpocrariananHa E mosehasa
HYBOE LMK/IMYHOT afleHO3MH MoHO(docdara, Koju aKTUBIpa
LVIK/INYHY a[JeHO3UH MOHOGocdaT — 3aBUCHYU IPOTENH KM~
Haza A. Ocnodabamwe Kammjyma U3 CKIayIITA y MUKPO-
COMY y aKCOHCKM T€PMMHAaJI VI y/la3 Ka/lIMjyMOBUX jOHA
KpO3 KaHaJjle y MeMOpaHM aKTMBUpPA IPOTENH KIHA3Y aKTH-
BupaHy Kanuujymom L. ITporens knHaza A u mpoTenH Ku-
Hasa 1] pocdopumuiry aMuHOKMICeNMHE CEPUH U TPEOHNH Y
MHOIMM npoTeuHuma [17, 24]. ®ochopunaiyja nporenHa
HpeCTaB/ba MOCT-TPAHCIALN]CKY Odpajly, OGHOCHO IIpO-
MeHY XeMMjCKe CTPYKTYpe IIPOTeVHa IIPOM3BeeHOT HAaKOH
cBoje cunTe3e u3 nHpopmanmone PHK. Taksa pocdopua-
I1ja MOXKe JpaMaTHYHO IIPOMEHNTH aKTMBHOCT PeLeNTo-
pa 1 joHCKuX KaHana. Ha mpumep, moTeHLMjan HeCTaTHOT
TPaHCAYKTOpa pelleriTopa oceT/bUBOr Ha Tortory, TPIIB1
KaHa/I MIMa HOpPMaJIHM IIpar akTusauuje of 42°C u npu ga-
TOj TEMIIEPATYPY OBY TOIUIOTY IIOYMILEMO J1a JO>KMB/bABAMO
kao donny. MebhyTnm, HakoH cBoje pocdopunannje, mpar ce
CMamyje Kako Oy ce puUOIVKIO HOPMATHOj TeJIeCHOj TeM-
neparypu [15, 18]. [Jonasu no aktusupama IJOX-2 mro nma
3a MOC/IEANIy HACTaHAK TpocTarianiuya E, mTo cse nma
3a IOC/IeNVILly Jla Ha IIpYMep, OIIeKOTMHA 13a3BaHa CYHIeM
u3asyBa CMamerbe rpara 3a 0o 3dor rortore. OBaj edekar,
KOjU je orpaHy4eH Ha MecTo MHIamalyje, odjanmana 3a-
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1.4. Transcriptional and post-transcriptional
regulation in sensory neurons

Functional properties, excitability and sensitivity to
the pharmacological agents of sensory neurons are not
fixed, but depend on the nature and level of different pro-
teins in sensory neurons. For example, after peripheral in-
flammation, there is an increase in peripheral sensitivity
to heat. In the inflamed tissue, increased production of the
nerve growth factor occurs. This growth factor is transport-
ed from the periphery to the sensory neuron body cells in
the spinal ganglion of the spinal cord, where it activates
intracellular signal pathways that include the mitogen-ac-
tivated protein kinase p38 [25, 27]. Changes in the expres-
sion and distribution of sodium and potassium ion chan-
nels after the injury of the nerve increase the excitability of
the membrane so that ectopic impulses begin to generate
without any peripheral stimulus, and this ectopic excita-
bility is the main cause of spontaneous neuropathic pain
occurrence [28].

2. TREATMENT OF PAIN IN THE SPINAL CORD

2.1. Central sensitization (hyperexcitability
in the spinal cord)

Nociceptive stimuli during and after surgery, injuries,
childbirth and acute illness can enhance the response of
neurons that transmit pain to the central CNS, amplifying
the intensity of pain itself. Central sensitization is the in-
creased response of nociceptive neurons to the CNS at the
threshold or sub threshold stimulus. Central sensitization
is the enhancement of synapse efficiency in somatosensory
neurons in the posterior spine of the spinal cord after an
intense peripheral stimulus, tissue damage, and damage to
the nerve. Increased synaptic transmission leads to lower-
ing the threshold for pain, reinforcing the pain response,
and spreading pain to untreated (adjacent) tissues. The
extent of the central sensitization depends on the type of

IITO Ce jaB/ba dOJI Ka0 OATOBOP Ha ,,TOIUIM TYII KO 0coda
ca OIeKOTMHAMa Off CyHIIa [16, 24].

IIpar u KMHETMKAa HATPUjYMCKMUX BOJNITa>KHO-3aBU-
CHIMX KaHasa, Kao 1To je Navl.8, rakobe, ce Memwajy doc-
¢dbopunanujom, nosehasajyhn ekcunradunHoct memdpane.
Y aKCOHCKOM TepMUHATy HOLMIIENITOpAa CTBapa ce BMIIE
HOTeHIMjajia Hero IITo yoduyajHo HacTaje. [lomro je mpu-
CYTHO MCTOBPEMEHO BHINE MefyjaTopa 3amajberma (Ipo-
crarmanaud E,, dbakrop pacra HepaBa u OpaiMKMHMH),
dmokuparme HacTaHKa CaMoO jefHe Off OBMX MefujaTopa y
duno kKoM TpeHyTKy Hehe yrunaru Ha nepudepHy ceHan-
Sdummzanujy [24, 25]. Ilepudepna censndunmsannja cma-
Ibyje IIpar aKTUBalMje HOLMIENTOPA ¥ UTPa IJIABHY YJIOTy
y noBehaHoj oceT/puBOCTH 3a OO/ HA MECTY HOBpefie MIn
nndpnamanyje. [lepudepna censudnnmsanuja ce Manude-
CTyje paHo, Ha IIpUMep KOl IOCTXEPIEeTNYKe Heypanruje,
yK/BYUyjyhy U cMarbeHu mpar 3a 8oy M3a3BaHOT TOIIOTOM
Ha MeCTY epuTeMaTo3He Koxe [23, 26].

1.4 Tpanckpunuujcxa u nocm-mpanckpunuyujcka
pezynauuja y cen30pHUM HeyPOHUMA

DyHKIMOHATHA CBOjCTBA, EKCHMTAOMWIHOCT M OCe-
T/BMBOCT Ha (PapMaKOJIOIIKe areHce CEH30PHUX HeypoHa
HICY (uKCcHI, Beh 3aBuce off IpUpOJe U HUBOA PA3INYNTIAX
IpOTeNHA Y CeH30pHNM HeypoHuMa. Ha mpumep, HakoH Iie-
pudepre nHpIamManyje, foma3n KO IojadaBama Hepudep-
He OCeT/bUBOCTI HA TOIUIOTY. Y 3alla/beHOM TKMBY HAcTaje
nosehana npogykuuja dakropa pacra Hepsa. OBaj daxTop
pacTa TpaHcopTyje ce ca nepudepuje fo hemmja Tena cen-
30pHOT HEYpOHA y TaHI/IMOHY 3a/jiber pora KITIMeHe MO/ -
He, I7le aKTVBMpPA MHTpallelTy/lapHe CUTHA/IHe ITyTeBe KOju
YK/bY4yjy MMUTOTEH-aKTMBMPAH IPOTeMH K1Hasy p38 [25,
27]. IIpoMeHe y eKCIpecyju 1 AUCTPUOYLIVIjY HATPUjyMCKIX
¥ Ka/IMjyMCKIX jOHCK/X KaHa/Ia HAKOH IOBpefie HepBa MoBe-
haBajy excunTadmmiHOCT MeMOpaHe TaKo fla eKTONNYHY VM-
Iy/ICU TIOYMIbY fIa Ce TeHepuury de3 d1Io KakBor mepudep-
HOT CTVMIMYJTYCa, @ OBa eKTONIYHA eKCIMTAOVTHOCT je I7IaBHI
Y3POK HacTaHKa CIIOHTAHOT Heyporarckor dorna [28].
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tissue and the size of the injury. Central sensitization will
increase the transmission of peripheral tissue irritation and
will also affect the occurrence of secondary hyperalgesia
[11,17].

During central sensitization, the following changes
occur on individual neurons:

e an enhanced response to nociceptive stimuli of inflamed
tissue;

e an enhanced response to nociceptive stimulation of
non-inflamed tissue surrounding the inflamed tissue;

o expanding the receptive field covered by one sensor unit;

e lowering the threshold for triggering nociceptive spe-
cific neurons of the spinal cord (these neurons change
to “wide dynamic range neurons” (WDR)) that receive
both nociceptive and non- nociceptive information [11,
17, 26].

The transfer of nociceptive signals to higher centers
and the perception of pain depends on the balance of the
activity of nociceptive and non- nociceptive fibers that con-
verge to WDR neurons.

2.2. Molecular mechanisms involved in hyperexcitability
at the spinal cord level (central sensitization)

Long-term, repeated painful stimuli lead to structur-
al and functional changes, leading to the resulting changed
CNS response to pain. A complex pattern of events occur-
ring in the spinal cord leads to a change in the sensitivity of
the neurons in the spinal cord.

(1) During peripheral inflammation (sensitization) at
the level of nociceptor, release of the inflammatory median
occurs, which enables the intensity of the pain to increase
[21].

(2) Sensitization of the spinal cord neuron is caused by
the activation of glutamate-activated N-methyl-D-aspartate
(NMDA) receptor. During central sensitization, this recep-
tor is phosphorylated, which increases its response to gluta-
mate. An increased response to glutamate occurs by remov-

2. OBPAJIA BOJIA Y KHUMEHOJ MOXXIHHH

2.1. Ileumpanua censumusauuja
(xunepexcuyumabunHocm y KuumeHoj MO#OUHU)

HoumuenTusau cTUMymTycu TOKOM M IOC/IE OIepa-
1yje, IOBpefie, ITIopobaja 1 akyTHe dojiecTy MOTy I10jadaTn
OZITOBOP HEYpPOHa, Koju mperoce don y neHTpamaoM LTHC,
nojayaBajyhm cam nnaTeH3nTeT doma. LlenTpanHa ceHsuTn-
3anuja je mosehann ofroBop HOLUIENITYBHNX HEYPOHA Y
IIHC 1a mparoBHM n CydnparoBHy adepeHT! CTUMYITYC.
LlenTpanHa ceH3MTHU3aNMja IIPeACTaB/ba II0jadame edrka-
CHOCTM CHMHAIICE Y COMAaTOCEH30PHUM HEeypOHNMA y 3afi-
UM pOTrOBMMa KMYMEHE MOXAVMHE HAKOH MHTEH3VBHOT
nepudepHOr CTUMYITYCa, 037Iefie TKMBA 1 omTehema HepBa.
IlojayaHa cMHAaNTMYKa TPAaHCMUCHja TOBOAY JO CHIDKEHA
mpara 3a doj1, ojayama OAroBopa Ha oy 1 mupema doma
Ha HeroBpeheHa (cycegna) TkmBa. Of BpcTe TKUBA U Be-
JIMYVHE TIOBpefie 3aBUCK 0OVM LIeHTpaIHe CeH3UTU3aIuje.
LlenTpanHa ceHsuTM3anyja he mojauaBaty TpaHcMuCHjy
Hajpaxaja u3 nepudepHnx TKuBa a Takohe he yrnuatn n
Ha HaCTaHaK CeKyHAapHe xunepanresuje [11, 17].

TokoM LieHTpa/He ceH3UTH3aLMje [ellaBajy ce cefe-
he npomeHe Ha HojeMHAYHIM HEYPOHUMA:

- II0jayaH OATOBOP Ha HOLVIIENTUBHE CTUMY/Tyce MHIa-
MIPaHOT TKMBa

- TI0jayaH OATOBOP Ha HOLMIENTMBHY CTMMY/IAIVjy He VH-
(rraMupaHor TKMBA, Koje OKPY>Kyje MH(aIMIUPAHO TKIBO

- INpolMperme PelenTUBHOr Io/ba KOjeé IOKPMBA jefHa
CEH30pHa jeTHNLIA
- CHIDKeHe Tpara 3a OKUame HOLMIENTVBHUX CIIeln-
(bUYHMX HeypoHa KMUMeHe MOXKAuHe (OBU HEypOHM Ce
Memajy y »HeypOHe IIMPOKOT AMHAMIYKOT orcera” (wide
dynamic range neurons (WJIP)) xoju mpumajy m Houm-
LIeNITYBHE I HeHOLMIeNTBHe MHpopManyje [11, 17, 26].
[IpeHOC HOLMIENTHMBHUX CUTHAAA IpeMa BUIINM
LeHTpUMa ¥ Ieplenuuja 0oma 3aBUCK O PAaBHOTEXM aK-
TUBHOCTY HOLMIIENITYBHUX /I HEHOLMIIENITYBHUX BIaKaHa
Koju KouBeprupajy Ha WP neypone.



58 | Acute pain sensitations and nociceptor activity - old answers, new dilemmas

ing the volatile-dependent Mg** ion block of the NMDA
channel and increasing the time during which this channel
is open. Inhibition of the NMDA receptor by a competitive
NMDA antagonist of ketamine receptors, short-term anes-
thetics, reduces both the early phase of central sensitization
[17] and the resulting hyperexcitability. Also, NK-1 recep-
tor antagonists and CGRP receptors, pain medications can
reduce central sensitization. This process was additionally
assisted by the activation of the receptors for: glutamate,
neurokinin 1 (NK-1), CGRP and neurotrophic cerebral
factor (BDNF) [19, 20].

I Excipecuja HeyponenTiaa y AR Lentpammo nsﬁmam y AB
BIAKHUMA BJAKHHMA

Ynasrm cnma}l ce nperocn yAB

‘mgjjwnjmﬂ

Yaasuu curnamm ce
npenoce I B1akuuMa

Picture 4. Central sensitization

(3) Since most of the NMDA receptors are permeable
to calcium ions, it enters the cells of the last horn of the
spinal cord and leads to the activation of the protein kinase
C, which is an activator of the production of nitric oxide
(NO). NO is diffusing in the synaptic crack through guanyl
synthesis, affecting the closure of the potassium channels
and leading to decreased opioid activity. NO induces the
formation of substance P, which binds to NK-1 receptors
and causes the expression of c-fos oncogenic protein, which
is considered a biochemical “fingerprint” of chronic pain.
C-fos oncogene protein causes central stimulation and

2.2. Monexynapuu mexanusmu yKoy4eHu y
XunepekcuumabuIHoCm Ha HUB0Y KuumMeHe
Mmoncoune (uenmpanua ceHsumu3sayuja)

JyrorpajHy, mOHaB/baHM OONMHY CTUMYITYCH HOBOfE
IO CTPYKTYPHUX M PYHKI[VIOHA/THIX IIPOMEHA, IIITO JOBOAY
IO HacTaHKa usMemeHor ogrosopa ITHC-a Ha don. CrioxxeH
odpasarr sorabaja Koju ce ofBUjajy y KMUMEHO] MOXKIMHI
TIOBOTIM JIO MeHharba CEH3UTUBHOCT HEYPOHA Y 150j.
(1) Toxom nepudepre nHPpmamanuje (ceHsUTU3ALMje)
Ha HMBOY HOIMIIETNITOPA JIO7Ia3) IO OTITYINTama MeyjaTopa
3arnaspeba, MTo oMoryhyje mosehame nHTeHsuTera dorma [21].
(2) Censutusanyja HeypoHa KWYMEHE MOXK[MHE
Hacraje aktuBanujom H-mermn-/I-acmaprata (HMJIIA)
pelLienniTopa aKTMBMPAH INTyTaMaTOM. TOKOM IjeHTpajHe
ceH3ndunmsanuje, oBaj penentop je pochopumican, mTo
nosehaBa beroBy BeroBy peakuujy Ha rryramar. [losehan
OZITOBOP Ha T/TyTaMar Ce jaB/ba yK/IamambeM BONTaKHO-3a-
BucHor Mg** jonckor dnmoka HMJIA kanama u noBehamem
BpeMeHa TOKOM KOT je OBaj KaHa/l OoTBOpeH. VHxudnunuja
HMJIA penenrtopa nomohy komnerurusaor HMJIA an-
TarOHNICTA PeleNTopa KeTaMIHa, KPaTKOTPAjHOI aHecTe-
THKA, CMakbyje KaKo paHy ¢asy LleHTpalHe CeH3UTU3anuje
[17], Tako u HaCTany xumnepekciuradunnoct. Takobe, aH-

e

Excripecuja neyponentuaa y A UentpanHo "usbujame” y AR
[ — BakHuMa
—

Ynasuu ciTHan ce npemoc: y AR
BJIAKHHMA /10 CEKYHAAPHUX

Yrasmu curnam ce
npenoce I BraknuMa

Cnuxa 4. [leHTpanHa ceH3auTU3a1Mja
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leads to “memory” of pain in the bark of the big brain and
in the thalamus [21].

(4) The final result of all previous reactions is an in-
crease in the expression of neuropeptide-encoding genes. In
particular, the increased expression of opioid peptide gene
(dinorfine and enkephalin) activates inhibitory mechanisms
for the transmission of pain. However, dinorfine has two op-
posite effects for pain relief, inhibitory activity via k receptor
and activating which involves NMDA receptors [29].

(5) Other mediators such as prostaglandins and cy-
tokines can modify central hyperexcitability and they arise
from neurons and glial cells [16].
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Picture 5. Central sensitization in the posterior horns of
the spinal cord

Central and peripheral sensations are the main causes
of hypersensitivity to pain after a nerve injury or inflamma-
tion. Central sensitization enhances and simplifies synaptic
transmission from the central axon terminal of nociceptor
to the neurons of the posterior horn of the spinal cord [30].
It is initially activated in the neurons of the spinal cord de-
pending on the activity of the nociceptive neurons. Later,
central sensitivity is maintained independently of the initial
stimulus, as post-translational changes (post-translational
protein modification) occur in the sinapse of the spinal
cord [31].

taroHucty HK-1 penentopa u IJI'PII penentopa, nekosu
IpOTUB O0/I0BA, MOTY CMabUTH LIEHTPAIHY CEH3UTU3ALN-
jy. OBaj mporec HOfaTHO je NMOTIHOMOTHYT aKTMBALIMjOM
peueniTopa 3a: rmyramat, HeypokuuuH 1 (HK-1), II'PII n
HeypoTpodHor MmoxaHor ¢akropa (BIH®) [19, 20].

(3) C 0d3upom Ha 1o ja je Behuna HM]IA penentopa
IPOIIyCHA 3a jOHe Kallujyma, oH ynasu y henmje sammer
pora Ku4MeHe MOXK/IMHE U JOBOAY 10 aKTUBUPAabha IIPOTe-
yH KuHase 1, Koja je akTuBaToOp IpOoAyKLMje a30T OKCHU/IA
(HO). HO gudynzayje y cMHaNTUYKY IyKOTHHY IIPEKO IBa-
HIJI CMHTeTa3e, yTu4e Ha 3aTBapame KalMjyMCKIX KaHaja
U IOBOJY JIO CMameHOor fienoBama onnonsia. HO unpykyje
u cTBapame cynctanie I1 xoja ce Besyje 3a HK-1 peuern-
TOpPe U YC/IOB/baBa €KCIPecHjy 1j-pOC OHKOTEHOT MPOTeN-
Ha, KOj! ce cMaTpa OMOXeMMjCKUM ,0TUCKOM“ XPOHWYHOT
dona. 1]-¢poc OHKOreHM HPOTEMH YC/IOB/baBa LIEHTPATHY
CTUMYyIALyjy U foBoau fo “namhema“ doma y xopu Benn-
KOT MO3ra 11 y Taamycy [21].

(4) Kpajmu pesynrar cBUX IPeTXOJHUX peakiiyja je
noBehaHa ekcrpecnja reHa Koju KOUPajy HEypoOIIlenTuze.
KonkpeTHo, nmoBehaHa ekcripecija reHa ONMOUHNUX IeI-
tuaa (auHop¢uHa u eHKedannHa) aKTUBUPA UHXUOUTOP-
He MexaHy3Me 3a npeHoc doma. Mehyrum, punopdun nma
JiBa CYIPOTHA JIejCTBa 3a IPEHOC O0J1a, MHXUOUTOPHO fiej-
CTBO IIPEKO K pelieniTopa 1 akTuBMpajyhe koje ykmpydyje
HMJIA penentope [29].
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Generally speaking, the changes underlying the cen-
tral sensitization are similar to those for which peripheral
sensation occurs. Intracellular kinases are activated, lead-
ing to the phosphorylation of ion channels and receptors,
followed by induction of the gene, alteration of chemical
character or neuron phenotype. Peripheral and central
sensitization are an expression of plasticity or modifica-
tion of the central nervous system, which is transformed
in response to tissue injury or inflammation. After all this
enlisted, normally harmless stimulants, such as a light
touch of the skin, now cause pain in areas that are strange-
ly affected by inflammation or tissue injury. These sites are
now becoming pain-sensitive (secondary hyperalgesia)
(32, 33, 34].

Increasing the excitability of nociceptors means that
they can be activated with stimuli that are below the thresh-
old and the response to stimuli above the threshold increas-
es. Stimuli below the threshold (sub threshold) is manifest-
ed as a reduced threshold for causing pain (allodynia), the
stimulus above the threshold (supra threshold) is manifest-
ed as an increased pain threshold (hyperalgesia) as well as

A. Nociceptive Transmission B. Central Sensitization—Acute Phase
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Picture 6. Nociceptive transmission

(5) Ocramu MepujaToOpy Kao LITO CY MPOCTATIAHAVHI
Y IIMTOKVHYU MOTY MOAV(VKOBAT LIeHTPATHY XUIIePEKCI-
TaOMTHOCT U OHY HACTajy U3 HeypoHa 1 hemja rmje [16].

IlenTpanna n nepudepHa ceH3UTU3ALMja CY IJITABHU
Y3pOLM IIpeoceT/bMBOCTY Ha QOJ IOC/Ie HOBpefe Hepsa
i uHdnamannje. IlentpanHa ceH3uTU3aNMja Mojayasa u
OJIaKIIaBa CHHANTIYKY IIPEHOC Ca IIEHTPATHOT aKCOHCKOT
TepMUHa/Ia HOLMIIENITOPA Ha HEYPOHe 3ajmer pora Kud-
MeHe MoznHe [30]. IToyeTHO ce akTMBUpa y HEYPOHMMA
KIUMeHe MOXKAMHE y 3aBUCHOCTU Off aKTMBHOCTM HOLM-
LeNTUBHUX HeypoHa. KacHMje LieHTpasHa ceH3uTH3aluja
ce Oflp>KaBa He3aBMCHO Of IIOYETHOT CTUMY/IyCa jep HacTajy
HOCTpAHC/IAIMIOHEe TIpOMeHe (IOCTpaHC/IAIIOHa MOgUP-
Kalyja IpoTelHA) y CMHAICaMa Y KMIMeHOj MO uHM [31].

Yommreno rnefaHo, IpoMeHe KOje Cy Y OCHOBM L€H-
TpajIHe CeH3UTH3allyje CTIMYHe CY OHMMA 300T KOj/X HacTaje
nepudepHa ceH3UTU3aLMja. AKTUBYPAjy ce MHTpaLleTyIap-
He K/Has3e, LITO JoBoxu 1o pocdopusanmje joHCKMX KaHaIa
U PELeNTOpa, a IIOTOM JI0/Iasy JIO MH/YKIMje TeHa, Mebaba
XeMUjCKOT KapakTepa mm geHorumna HeypoHa. [lepudepna
U LeHTpa/IHa CeH3MUTM3alMja Cy U3pa3 IIACTUYHOCTY WIN
MopyduKalyje IeHTPaTHOT HEPBHOT CHCTeMa, KOju ce TIpe-
od/MKyje Kao OTrOBOp Ha MOBpefe TKMBA MM MHIaMary-
jy. Iocne cBera HaBe[I€HOT, HOPMA/IHO HEIIKOI/bUBY CTUMY-
JIAaHCHM, Kao ILTO CY JIaTaHy JORVP KOXKe, Cafia M3a3MBajy dor
Y TO y TIOIPYYjMMa KOja Cy yaameHr off MHIaManyje nim
noBpesie TKuBa. OBa MecTa cajia IIOCTajy oceT/byBa Ha O
(cexyHpmapHa xunepanresuja) (32, 33, 34].

[ToBehame excIMTadMTHOCTY HOLIMIIETITOPA 3HAYM [Ia
Ce OHM MOTY aKTMBMPATY Ca CTUMY/ICUMA KOjU Cy WCIIOX
Ipara a fia ce OrOBOP Ha CTUMYITyCe M3HaJ Ipara, noseha-
Ba. Ctumynycn ucnog npara (cyduparoBHu) MaHugecry-
jy ce Kao cMameHM Ipar 3a usasuBame dona (anoauHmja),
CTUMYyCy M3HaJ mpara (CympamparoBHy) MaHUQeECTYjy
Cce Kao II0javyaH IIpar 3a usasuBame doja (Xumepairesuja),
Kao U LIMperme 0CeT/bUBOCTHU 3a OO Ha cycemHe (HecTn-
MynucaHe) odnacTu (CeKyHgapHa xurnepanresuja) [28, 34].

[JOX-2 mnouume ma ce eKCIpUMupa y HEypoHUMaA y
MHorum nogpydjuma IJHC-a HeKoMMKo caTy HaKOH JI0Ka-
nM30BaHe moBpefe nepudepHor TkuBa [23, 24]. OBa ek-
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the spread of pain sensitivity to adjacent (unstimulated)
areas (secondary hyperalgesia) [28, 34].

COX-2 begins to be expressed in neurons in many
CNS areas for several hours after localized peripheral tissue
injury [23, 24]. This expression is the result of a circulat-
ing humoral factor released from inflammatory cells. Then
the circulating humoral factor acts on endothelial cells sur-
rounding the cerebrospinal fluid, in order to produce inter-
leukin-1p. Interleukin-1p enters the cerebrospinal fluid and
acts on neurons that interfere with the interleukin-1 recep-
tor to synthesize COX-2 [24, 35]. Widespread synthesis of
COX-2contributes to generalized pain, loss of appetite, and
mood swings and sleep cycles that together form a disease
or disease syndrome, which is one of the characteristics of
inflammatory diseases.

Because of central sensitization, hypersensitivity to
pain results directly to increased excitation. However, the
pathological loss of inhibition (disinhibition) can also lead
to an increase in excitability. Disinhibition implies endog-
enous inhibition of nociceptive transmission or its patho-
logical reinforcement. When it comes to the descendent
composition for pain control, it is usually thought of the
descendent anti-nociceptive effects that affect the level of
the posterior horns of the spinal cord through serotonergic
and noradrenergic transmission, as well as the interaction
of these systems with GABA-ergic and opioid interneurons
[36].
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3HAYA] PAHOT ITPEIIO3HABAIbA BACKY/TIAPHOTI BOJIA
THE IMPORTANCE OF EARLY RECOGNITION OF VASCULAR PAIN
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Mennuuncku dakynretr YHuBepaurera y beorpagy
Cpricka akafieMuja Hayka 1 ymeTHocTH, beorpag, Cpb6uja

“Dedinje” Cardiovascular Institute, Clinic for vascular surgery
Faculty of Medicine, Belgrade University

ABSTRACT

Cardiovascular diseases are the leading cause of
mortality and morbidity in general population worldwide.
Atherosclerosis underlies most arterial diseases, and leads
to organ ischemia, while substances secreted in the ischemic
tissue initiate an impulse interpreted as pain. Chronic limb
ischemia is manifested by intermittent claudication, rest
pain or gangrene, depending on disease progression. Pain
in acute limb ischemia is sudden, worsens over time, while
other changes are reversible in the first 4-6 hours from
ischemia onset. Distinct sign of chronic limb ischemia is a
weak or absent pulse proximal to the pain localization. Due
to the absence of sensitive innervation, visceral ischemia
does not manifest with pain, except for mesenterial
ischemia, which is characterized by abdominal angina.
Aneurysm and dissection weaken the arterial wall and
may lead to fatal rupture. Most of the patients with aortic
dissection complains of sudden pain, which they describe
as “the worst ever”. Non-ruptured aneurysms are mostly
asymptomatic, but could cause paraumbilical or back pain,
while aortic aneurysm rupture manifests itself by sharp pain
accompanied by unstable condition of the patient.

VHcTuTyT 32 KappuosackynapHe 6onectu “Jlepume’”, KnmmHuKa 3a BaCKy/apHy XUpyprujy

Serbian Academy of Sciences and Arts, Belgrade, Serbia, radak@ikvbd.com

CAXETAK

Kapanosackynapue donectn cy Bogehm y3pok mop-
TaaMTeTa ¥ MOPOMAMTETA MIMPOM CBeTa. ATepOCK/Iepo3a
ce HaBOAM Kao y3pok BehmHe apTepujckux domectu 1 mo-
BOJM JIO ICXeMMje OpraHa, a CyICTaHIe KOje HacTajy y MC-
XeMIjCKOM TKUBY MHMIIVIPAjy UMITYJIC KOjU ce TyMadM Kao
don. XpoHMYHa McxeMmja eKCTpeMuTeTa ce MaHndecryje
MHTEPMUTEHTHOM K/IAyAMKAIjOM, SOTOM Yy MUPOBamby
WM TaHTPEHOM, 3aBMCHO Off HampegoBama donectn. bon
Yy aKyTHO] MCXE€MUjU eKCTPEMUTETA j€ M3HEHAJaH, IIOrop-
IIaBa c€ TOKOM BPEMEHA, JIOK Cy Apyre IPOMeHEe PeBEP3M-
duHe y npBux 4-6 catu of moyetka ucxemuje. [Tokasarerns
XPOHMYHE MCXeMUje eKCTPeMUTETa je C/1ad MM OfCyCTaH
Hy/C, MPOKCUMA/HO Of JoKanu3anuje doma. 3dor oxcy-
CTBa CEH3UTMBHE MHEPBalllje, BUCILIEPA/THA ICXEMUja Ce He
MaHndecTyje S01I0M, OCUM Y Me3eHTEPUjaTHO] VICXeMUjH,
KOja ce OI/INKYje adJOMMHATHOM aHTMHOM. AHeypusMa 1
CeKIMja Clade apTepujcKu 3UL M MOTY HOBeCT! 1o ¢a-
TajHe pynrype. Behnna nanujenara ca gucekuumjom aopre
HIO>Ka/IN Ce Ha M3HEeHa HM OOJI, IITO OHY OMMICYjY Kao ,,Haj-
ropu ukaja“. AHeypuaMme 0e3 pynType cy Hajuenrhe acumii-
TOMATCKe, a/Iil MOTY M3a3BaTy NapayMOVIMKaIHY VI SO
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The importance of early recognition of vascular pain

Venous disease are characterized by signs of venous
stasis, which also leads to endothelial dysfunction and local
inflammatory reaction, by which it directly provokes pain
sensations. Phlebothrombosis is manifested by persisting
pain accompanied by oedema and cyanotic coloring of
the afflicted limb, and can be followed by thromboembolic
complications. In addition, it could occur on the basis of
the ascending thrombophlebitis of the great saphenous
vein. Knowledge of typical characteristics of vascular pain
can be crucial in effective and timely treatment of vascular
patients.

Key words: vascular pain, atherosclerosis, ischemia,
phlebothrombosis.

y nebhuma, ToK ce pynrypa aHeypusMe aopTe MaHUPecTyje
OLITPUM SOJIOM Y3 HECTadM/THO CTame HallMjeHTa.

Bencka dorecT ce opiukyje 3HauyMa BeHCKe CTase,
mTo Takobhe OBOAM [0 eHAOTenHe AMCOYHKIje U JIo-
Ka/IHe MH(IaMaTOpHe peakljyje, 4/Me AUPEKTHO 13a31Ba
donne censanyje. Drnedorpomdosa ce manndectyje nepan-
cTeHTHUM doj10M npaheHNM eleMOM U 111jaH030M Horobe-
HOT eKCTPEeMMTETa, Ha IITa Ce MOTY HajoBe3aT! TpoMOo-
emdonujcke kommnukanyje. To ce, Takobe, Moke oroguTn
Ha TOJJIO3M aceleHTHOr TpoMdodieduTnca Bennke BeHe
cadere. [losHaBame TUIMYHUX KapaKTEPUCTUKA BACKY-
JapHOT d0/1a MoyKe OMTY K/by4YHO 32 epyKacaH u drarospe-
MeHM TPeTMaH BacKy/IapHUX IalyjeHaTa.

Kmyune peuu: BacKymapau 001, aTepOCKIepO3a, UCXeMIja,
¢dnedorpomdosa
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1. INTRODUCTION

Cardiovascular diseases are the leading cause of mortality
and morbidity in general population worldwide. [1,2]
In spite of undeniable progress in diagnostics and treat-
ment, global epidemiological markers did not change sig-
nificantly in the last 25 years. [2]

Vascular pathology consists of arterial, venous, and
lymphatic disease, each distinct in its own way. Atheroscle-
rosis underlies most arterial diseases, and leads to progres-
sive degeneration of arterial wall, stenosis of the circulating
lumen, and finally organ ischemia. In addition, (aortic) an-
eurysm and dissection weaken the arterial wall and may lead
to fatal rupture. Venous disease is characterized by venous
stasis with potential embolic complications, while disorders
of the lymphatic system mostly result from complications
of other diseases and therapeutic procedures.

Chronic nature of vascular disease allows a timely di-
agnosis and treatment, if recognized promptly. As pain is
the most prominent symptom of majority of these condi-
tions, it must not pass undetected. This chapter describes
the characteristics of pain in vascular disease.

2. ARTERIAL PAIN

2.1. Ischemic pain

Decreased arterial blood flow in conditions of in-
creased consumption of oxygen and catabolic substrates
leads to tissue ischemia. Diminished production of adenos-
ine-triphosphate (ATP) disrupts energy-dependent cellular
mechanisms, such as ionic pump function, protein produc-
tion and glycolysis. Predominant cellular anaerobic metab-
olism accumulates lactates, and thus lowers the local pH
value. [3] The activation of acido-sensitive ionic channels
positioned on the nociceptive cell membrane, initiates the
impulse routed to the central nervous system, where it is
finally interpreted as pain. [4] The excitation of these un-
myelinated sensitive A§ and C nerve fibers is stimulated by

1.YBon

Kap,z[MOBaCKy}IapHe donectu cy Bopehu y3pok mopra-
UTeTa M MOPOMIMUTETA y OIIITOj HONYIALMjU Y 1ie-
noM ceetry [1,2]. YIIpKOC HEZBOCMUC/IEHOM HAIIPETKy Y
[VjaTHOCTULY U JIeYeHY OBUX 0d0/berba, eIMAeMIOTIOLIKY
IapaMeTpH Cy ce He3HaTHO MOIPABIIIN Ha IJI0OATHOM HU-
BOY Y IOC/Iefbux 25 roguHa [2].

Backynapua maronoruja odyxsara odorbema apre-
puja, BeHa 1 MMQHUX CY[I0Ba, Off KOjUX CBAKO JMa CBOje
crienuuyHOCTH. Y OCHOBM HajBeher dpoja aprepmjckmx
odospema je aTepocKiepo3a, Koja JOBOAY [0 IIPOrpecBHE
JereHepanyje apTepujcKor 3uja M Cy>KaBamba LUPKYIN-
mryher yymMeHa, Te Tonasy O MCXeMMje LM/BHUX OpraHa.
Taxobe, duTHO MecTO 3ay3umajy aHeypusMe U JUCEKIuje
(najuyerrhe aopre) yspokyjyhu pynrypy mpeTxomHo ocnia-
dmenor supa. Odomerma BeHa Cy KapaKTepycaHa 3HAKOBM-
Ma BeHCKe CTase y3 IOTEHIMjaTHe eMOOMMjcKe KOMIUIN-
Kaiyje, oK cy nopemehaju mumdHor cucrema Hajuemrhe
KOMIUIMKaIMje 0d0/berba Apyre eTUOJIOTYje VU HhIXOBUX
TePaNujCKNX IPOLEeRypa.

XpoHnyHM TOK BehnHe BacKynapHMX doecTu oMo-
ryhaBa mbUXOBY IIpaBOBPEMEHY [IUjarHO3Y U JieYetbe, YKO-
JIMKO Cy IIpeno3Hare Ha BpeMe. bor je jeman of OCHOBHUX
CUMIITOMA OBVX 000/bemba, Te HeroBa Crenyu@UYHOCT He
CMe OCTaT! HeIpero3Hara. Y OBOM IornaBky he durtu
OIMCaHe KapaKTepuCTHKe dojia y BacKyIapHUM 0dosbe-
BJIMA.

2. bon y APTEPHICKUM OBO/BEIbHMA

2.1. Ucxemujcru 60n

CMameH [JOTOK apTepyjcke KpBJ y YC/IOBMMA IIOBe-
hane moTpolIbe KICEOHMKA M CYICTpaTa eHepreTcKor
MeTadomi3ma henmje TOBOAM [0 MCXeMMje LUJBHOT TKIBA.
CMameHa npousBofma afieHo3nH-Tpudocdara (ATII) pe-
MeT! eHepreTCKU-3aBNCHe Ipolece y henmju, kao mro cy
byK1Mja jOHCKUX ITyMITH, IPOM3BOJIbA IPOTENHA Y IIPOLIeC
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substances as bradykinin and substance P, which are secret-
ed in ischemic tissue. [5, 6]

If the tissue energy demand decreases or the local he-
modynamics improves, normal cellular function restores
and the pain subsides, which defines ischemia as reversible.
Long-term ischemia causes gradual necrosis and perma-
nent loss of tissue function. Irreversible tissue ischemia is
featured by neuropathic pain, which is more prominent
and does not withdraw in time, like previously described
nociceptive pain. [7, 8]

2.1.1. Chronic limb ischemia

Occlusive arterial diseases (atherosclerosis, arteritis, ex-
travascular compression) gradually reduce the circulating lu-
men of the vessel, which can advance to total flow interrup-
tion. [9, 10] Beside the morphological changes, these con-
ditions also embody endothelial dysfunction of the afflicted
vessels, which includes decrease in nitrogen-oxide (NO) pro-
duction and potentiation of catecholamine vasoconstriction
effect. [11-13] Subsequent disruption of endothelium-de-
pendent vasodilatation and decreased arterial wall elasticity
are linked with poor functional outcomes in patients with
chronic limb ischemia. [14-16] In addition, muscle tissue
inflammation aggravates the symptoms of the chronic limb
ischemia. Mediators of inflammation (tumor necrosis factor
a, interleukin-1f, prostaglandin E2, and bradykinin) low-
er the activation threshold of nociceptive receptors by pro-
tein-kinase C signaling pathway, in the process called periph-
eral sensitization. [17, 18]

Chronic limb ischemia is manifested by intermittent
claudication, rest pain or gangrene, depending on disease
progression. (Table 1) [19, 20] Intermittent claudication is
a typical limb pain caused by physical activity, most often
occurring in calf muscles, and easily alleviated by short-
term rest. Rest pain is a persistent pain in the distal parts of
the limb, more prominent in elevation and usually accom-
panied by clinical signs of limb ischemia. Distinct sign of
chronic limb ischemia is a weak or absent pulse, proximal
to the localization of pain.

mIMKonu3e. 300r CTUMYy/Ialyje aHaepOdHOT eHePreTCKOr Me-
tadonusma henuje momasy 1o HaKyIbara JAaKTaTa, a TUMe
IO cHIDKaBamwa BpenHocTy nokanHe pH [3]. OBum myrem
ce aKTMBUPAjy alMJOCEH3UTVBHI jOHCKM KaHa/IM Ha MEM-
dpaHM HOLMILIENITOPA, KOjJ CIIPOBOJIE VIMITYJIC IO LIeHTPajIor
HEPBHOT CHCTEMa, Tfie ce HaJpakaj MHTepIpeTnpa Kao o
[4]. AKTMBanUja OBUMX HEMMjeTVHU30BAHMUX CEH3UTMBHUX
AS u C HepBHUX B/IaKaHa je IOCIIEIeHa CYIICTaHI[aMa I10-
nyT OpajKVHMHA U cyncTaHle P, koje ce nmyde y ucxemmd-
HOM TKUBY [5, 6].

YKOJMKO ce CMakbe eHepreTCKY 3aXTeBU TKVBA WM J10-
KaJTHJ XeMOJJMHAMCKY ITapaMeTpy [IOCTaHy HOBO/BHMU)MI, JO-
na3u 1o odHaB/barba HopManHux henmmjckux GpyHkuuja u don
IpecTaje, IITO ICXeMUjy YMHY peBep3udnmHoM. [lyrorpajua
UICXeMuja y3pOoKyje IOCTelleHy HeKpo3y henuja u Tpajunm ry-
dutak dyHKIMje McxeMUyHOT TKMBA. VpeBepsuduina ucxe-
MIja TKuBa je mpaheHa I0jaBOM HEYPOIIATCKOT 00JIa, KOju
je 3HaTHO M3PAXKEHU)U U HUj€e IIPOIA3HOT KapaKTepa, Oy T
IPeTXOJHO OIVCAHOT HoLMIenITUBHOT dora [7, 8].

2.1.1. Xporuuna ucxemuja excmpemumema

CreHO3aHTHO-OK/Ty3MBHe apTepujcke donecty (aTepo-
CKJIepO03a, apTePUTICH, eKCTPaBacKy/IapHa KOMIIpecuja) 1o-
BOJIe JI0 IIOCTelleHe pefyKIyje LupKymuuryher mymeHa KpB-
HOT CY/Ia, KOja MOXKe Jja IPOrpeAypa ! 0 MOTITYHOT IIPeKu/a
npotoka [9, 10]. [Topen Mopdonomkmx mpomMeHa, KO OBUX
odorbema je MpUCYTHA ¥ AUCRYHKIMja eHjoTeNa 000emx
KPBHIX CyfIOBa, Y BUJIy CMameHe IIPOM3BOJbE a30T-0OKCH A
(NO) un noteHnypama Ba30KOHCTPUKTOPHOT epeKTa KaTe-
xomammyHa [11-13]. ITocnenyyan nopemehaj enproren-sasu-
CHe Ba3ofiMIaTalyje ¥ CMaberbe eacTUIMTETa apTepyjCKOr
3u/ia Cy IIOBe3aHN Ca JIOIVjUM HYHKLMOHATHIM KalalyuTe-
TOM HanyjenTa. [14-16] JlokanHa nHdramanymja MumyhHor
TKVBa TaKohe OIPMHOCK NOTOPIIakY CHMIITOMA XPOHIYHE
ucxemuje ekcrpemurera. Megujaropu nadnamanyje (dak-
TOpP HEKpo3e TyMOpa , MHTepP/IeyKIHT-1{, mpocTarnananH
E2, OpafuKuHMH) CHYDKaBajy Ipar aKkTUBalyje HOILVLeI-
TYBHIUX pelielITopa CUTHATHMM ITyTeM IpoTenH-KuHase C,
IITO ce HasyBa nepudepHa ceHsuTnsanyja [17, 18]
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Table 1: Fontaine’s classification of chronic lower limb

Tabela 1: Fontejnova klasifikacija hroni¢ne ishemije

ischemia donjih ekstremiteta
Stage Symptoms Cragujym | CuMnToMu
I Asymptomatic / Non-specific discomfort I AcymnToMaTcKy/HecneruIHa HelarofHOCT
II Intermittent claudications II VHTepMUTeHTHE KIayIMKaIuje
(Ila) | > 200 m of walking (IIa) > 200 m wemroa

(IIb) | <200 m of walking

(IIb) < 200 m wemma

III Rest pain

III bon Tokom ogmopa

v Ischemic ulcer / Gangrene

v Vicxemujckn ump/Tanrpena

In practice only a minority of patients with chronic
limb ischemia complain on typical claudications as a major
constraint in walking. [21, 22] Other usual symptoms in-
clude fatigue, cramps, and burning and tingling sensations.
As this leads to a significant underestimation of chronic
limb ischemia distribution, multiple questionnaires were
implemented to increase sensitivity of the initial diagno-
sis. [24] However, in some cases critical limb ischemia is
the first manifestation of the disease. [25] The discrepan-
cy between the symptoms and disease progression can be
attributed to peripheral neuropathy, which is common in
long-standing diabetic patients. [25]

Gradual decrease of tissue blood flow and the reoccur-
rence of the above-mentioned cycle of ischemia and nor-
mal tissue function recovery stimulate the formation of col-
lateral arterial circulation. [26] Angiogenesis is a process of
formation of new capillary network from the existing one,
as a response to long-lasting hypoxia. Ischemic tissue se-
cretes a number of growth factors (FGF, VEGE, HIF), which
in turn stimulate proliferation and lateral migration of cap-
illary endothelial cells, while the rest of the process is then
regulated by well-established molecular mechanisms. [27,
28] However, as angiogenesis is often insufficient to over-
come the stenosis of the arterial vessel, arteriogenesis comes
into play. [29] This process consists of arteriole dilation,
which otherwise does not have a significant role in normal
limb perfusion. [30] The elevation of arterial pressure gra-

XpoHNYHA VICXeMIja JOBMX eKCTPeMIUTeTa ce MaHU-
¢ecryje KIaynuKauujama, S0NIOM y MUPY MU TaHTPEHOM,
y 3aBUCHOCTH off mporpecuje domectu [19, 20]. Knayauka-
11je Cy TUIMYHY OOIOBY, KOjI Ce jaB/bajy Y eKCTPeMUTETH -
Ma (Hajuernhe MOTKOJIEHNIIE), M3a3BaHMU CY (PUSUYKOM aK-
tuBHoIIhY, U IpecTajy HakoH Kpaher ogmopa. bon y mupy
HOZIpasyMeBa jaK Mep3NCTeHTaH OO Ha AMCTATHOM Kpajy
€KCTPEMUTETA, U3PAXKEHU)U je NIPpU eleBalMji U YeCTo je
npaheH KIMHMYKUM 3HAKOBMMA MCXeMUje eKCTpEeMUTETa.
Yneuatr/buB mpaTehy 3HaK CUMITOMA MICXeMIje TOBUX eK-
CTpeMMTeTa je OfICyTaH WIN OC/Tad/beH apTepUjCKM IIY/IC
MPOKCUMAJIHO Off MecTa dorIa.

Y mpakcu caMo Mamy Opoj mamyjeHara ca XpOHNY-
HOM MCXEMUjOM IOBUX eKcTpemnteTa (7.5-33%) HaBomM
KIacHyHe KIayfuKalyje Kao ITIABHY CMETHY IIPIINKOM
KpeTama [21, 22]. CumnTomMu koju ce Takobe ommcyjy cy
rpueme, 3aMop, Kao 1 ocehaju nedema 1 Tpmema [23]. Ope
HeTUINYHe Terode MOBOZE /IO 3HAYAjHOT IIOALeHNBamba
PacIpoOCTalEHOCTN XPOHNYHE JCXeMMje eKCTPeMIUTETa,
Te je HaIlpaB/beHO BUIIE YINTHMKA pajyu nosehama ceHsn-
TUBHOCTH Yy TIOYETHO] AiujarHocTuim donmectu [24]. Haxa-
70CT, Kox, ofpehennx NalyjeHara KpUTU4YHa MCXeMuja ex-
CTpeMMTeTa je IpBa MaHM(ecTaluja apTepujcke domecTn
[25]. Ouckpenanue nsmely cumnroma u mporpecuje dore-
cTH je odjaimyBa nepupepHOM HeypomaTyjoM, Hajuenthe
IPUCYTHOM KOJ| BUIIETOAMIIBIX AnjadeTndapa [25].

[TocTeneHo cMamembe TOTOKA KPBM Y LV/BHO TKUBO 1
MIOHAB/bakbe OIVICAHTO ILUK/IyCa MCXeMMje ¥ OOHOBe HOp-
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dient between major arteries and microcirculation, as well
as increased shear stress on the vessel wall, can expand the
collateral vessel diameter up to 20-50 times. [31, 32]

When these two compensatory processes overpower
the primary occlusive process, the ischemic pain will sub-
side in time, which is also a primary goal of many experi-
mental studies, yet to be applied in clinical practice. [28, 33]

The expansion of endovascular therapy made it a pre-
ferred approach in treatment of chronic limb ischemia, in
contrast to open surgery, much for its minimal invasiveness
as for its better short-term outcomes. [34-36] However,
clear guidelines are still missing [37], and several prospec-
tive randomized multicentric studies are aiming to com-
pose much-needed protocols. [38, 39]

2.1.2. Acute limb ischemia

Acute limb ischemia is caused by trauma, embolism
or thrombosis of chronically diseased artery or hypercoag-
ulable state. Underlining etiology determines the developed
level of collateral arterial circulation, as well as the resulting
clinical picture.

Acute limb ischemia manifests itself with character-
istic set of symptoms and signs (6 Ps): pain, pallor, poiki-
lothermia, pulse deficit, paresthesia and paralysis. (Table
2) Pain is sudden, and worsens over time. Afflicted limb
changes are reversible in the first 4-6 hours from ischemia
onset. If urgent revascularization is not peformed in this

Table 2: Symptoms of acute limb ischemia

Pain

Pallor

Poikilothermia

6 Ps

Pulse deficit

Paresthesia

Paralysis

MajHe (PyHKIVje CTUMY/INIILY Pa3Boj U aKTUBALMjy Ko/mare-
paHe aprepujcke Mpexxe [26]. AHIMoreHesa moppasymMena
npotec popMuparma HOBMX Kamyiapa u3 rnocrojehnux, kao
OITOBOP Ha IPOXYKEHY XUIIOKCH)Y. Y MCXEMUYHOM TKUBY
ce nyun Behm Opoj dakropa pacra (FGE VEGE HIF) koju
CTUMY/UITY Iporvidepalyjy v TaTepaaHy MUTPALV)y eHI0-
TenHMX henmja Kanmnapa, TOK je /by TOK IpolLieca pPerym-
CaH KacKafIoM J0Opo IT03HATUX MOJIEKY/TapHMX MeXaH/3aMa
(27, 28]. MebyTum, Kako aHrMoreHe3a Huje JOBO/bHA Jla Ha-
JIOMeCTH CTeHO3y Beher apTepujcKor KpBHOT Cyfia, Ha 3Ha-
4ajy noduja apreproretesa [29]. OBaj npotec moppasymena
mupeme nocrojehux aprepnona, Koje y HOpMaTHUM YC/IO-
BUMa HeMajy 3HauyajHy YOIy y nepdysuju eKcTpeMmureTa
[30]. [ToBehame rpaamjenTa apTepujckor npuTrcKa nsmeby
BENMMKUX apTepyja ¥ MUKPOLMPKY/IaLyje, Kao U MOIpeYyH
NPUTHUCAK Ha 3MJ KPBHOT Cyfia MOry f#a mosehajy ykynHu
IPeYHVK KOJaTepasHor KpBHOT cyia 20—50 myra [31, 32].

YKkonuko pBa ommcaHa Ipoleca Hajjadajy Impumap-
HY OKJIY3MBHM TIpoliec, ucxemujcku don he ce Bpemenom
CMamUBATY, IITO je IPUMAPHM /b MHOTMX eKCIIepUMEeH-
TaJIHVX UCTPAXX/Balbha, KOja jOIll YBEK HUCY IIpUMEbEHa y
KIVHNYKOj ripakcy [28, 33].

Pa3Boj eHpoBacKyrapHUX MeTofia je joBeo Jio (daBo-
pM30Baba OBOI IIPUCTYIIA Y Jiedely XPOHUYHE MCXeMuje
IOBBMX eKCTPEMIUTETA Yy ONHOCY Ha KJIACMYHY XVPYPIIKY pe-
KOHCTPYKIIVjY, Kako 300r MYHVMa/THe MTHBAa3UBHOCTM, TAKO
u 300r 0O/BMX KpaTKOTpajHMx ucxopa [34-36]. Mehytum,
jacHe cMepHMIIe U Jja/be U30CTajy, [37] anu je y TOKy Bulie
HPOCIEKTUBHMX PAHOMIU30BAHNX MYITULICHTPUYHNX CTY-
nuja y unby Gopmupama npekonorpedHux sogyuya [38, 39].

Tabela 2: Cumntomn akyTHe McxeMuje eKCTpeMuTeTa

Bol
Bledilo

Iojuxunorepmuja

6 Ps

Deficit pulsa

Parentezija

Paraliza
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period, irreversible tissue ischemia and necrosis develops,
finally leading to a major amputation or fatal outcome.

Urgent limb revascularization bares the risk of isch-
emia/reperfusion injury in the early postoperative period.
Activation of a number of molecular mechanisms leads
to tissue distortions, such as calcium overload, oxidative
stress, inflammation, protein-kinase activation and nutri-
tive perfusion deficit. [40-43] The final outcome is necrosis,
as well as apoptosis and autophagy, [44] local oedema, and
disposal of degradation products in systemic circulation.
Subsequent systemic acidosis, hyperkalemia and myoglo-
binemia can lead to fatal arrhythmias and acute renal in-
sufficiency, which requires intensive monitoring in the early
postoperative period. [45, 46]

2.1.3. Visceral ischemia

Due to the absence of sensitive innervation, visceral
ischemia does not manifest with pain, but with disorder of
physiological function. The exception is mesenterial isch-
emia, which is characterized with abdominal angina. Chron-
ic visceral ischemia is most frequently caused by atheroscle-
rosis of the origin of visceral arteries (celiac trunk, superi-
or and inferior mesenteric artery), and presents itself with
non-specific abdominal pain, which starts 30 minutes after
meal commencement and lasts for several hours. [47,48]
This long-lasting discomfort can raise fear of food intake, and
significant body mass reduction and cachexia. [48] Therapy
includes elective endovascular or surgical revascularization,
aiming to prevent acute mesenterial ischemia.

Acute mesenterial ischemia is caused by arterial or
venous flow obstruction. At first, pain similar to abdom-
inal angina is present, but in the next few hours intestinal
gangrene evolves, and clinical picture corresponds to acute
abdomen. [49, 50] In case of venous disease clinical course
is slightly slower, and is accompanied by visceral organs
oedema, which can be detected by physical exam. [51] Ar-
terial disease mandates urgent surgical or endovascular
revascularization, possibly with intestinal resection, while
venous thrombosis responds well to anticoagulant therapy

2.1.2. Akymna ucxemuja excmpemumema

AKyTHa MCXeMMja eKCTPEMUTETA HACTaje Kao MOCIIe-
IUIIa 3a/IeCHNX V/IN jaTPOTeHMX MOBPefa, eMOOMM3Ma YN
TpoMOO3e Ha da3y IPeTXONHOT XPOHNYHOT 0d0/bemba ap-
Tepyja WIN XUIIePKOAryTaduiIHux crama. ETnonorujom je
ozipeheHa pasBmjeHOCT apTepujcKe KonaTepanHe Mpexe, a
TVIMe U KJIMHIYKO JICTIO/baBambe MICXeMIje.

AxyTHa ucXeMMja eKCTpeMuTeTa ce MaHmdecryje Ka-
PaKTEepPUCTUYHUM CUMIITOMUMA U 3HaKoBuMa (6 Ps): don
(Pain), dneguno (Pallor), xnmapuoha (Poikilothermia), ox-
cyctBo mynca (Pulse deficit), mapecresuja (Paresthesia) u
napanusa (Paralysis). bon npuaMKoM akyTHe MCXeMIUje eK-
CTpEeMNTETA je M3HEeHa/JaH, jaK 1 IIOTOPIIaBa ce KAaKO BpeMe
npomasu. [IpomMeHe Ha YyrpoXXeHOM eKCTPEMMTETY CY pe-
Bep3MOM/IHE Y OKBUPY NIPBUX 4—6 caTyt O HACTAaHKA aKyTHe
ucxemnje. VI30cTaHaK XMTHOT XMPYPLIKOT VIV €HE0BACKY-
JIApHOT JIeYersa Y TOM IIepUOfly OBOMIM JIO MpeBep3ndmIHe
VICXeMUje U ITOC/IeiINTYHe HEKPO3e TKMBA, KOja BOIM aMITyTa-
LVIjJ yTPOXKEHOT eKCTPeMUTeTa VI CMPTHOM JICXOZLY.

PeBackymapmsanuja eKCTpeMIUTETa KOjI je PeTpIeo
aKyTHY JMCXeMHjy HOCU PM3MK Off MCXeMUjCcKo-pernepdy-
3JI0He TOBpefie y IOCTOIEPATBHOM TOKY. AKTHBAIVja
MHOTOOPOjHMX MOJIEKYTApDHUX MeXaHM3ama JOBOAU IO
HII3a TKMBHUX IIPOMEHA, Kao IITO Cy npeonTepeheme Kas-
I[VIjyMOM, OKCUIATVBHM CTpeC, MH(IaMaImja, akTuBammja
IpOTeMH KMHA3a M HYTPUTUBHU Hepy3MOHM AeUINUT
[40-43]. Pesynrar je henujcka cMpT y Busiy Hekpose, aiu
u anontosde un ayrodaruje, [44] 3aTuM /TOKamHM efileM pe-
BACKy/IapM30BaHOT TKVBA, Ka0O 1 OfBODheme Jerpazayo-
HUX IpOAyKaTa y CUCTeMCKY Lupkynaunjy. Ilocnepmana
CMCTEMCKA allfI03a, XUIIepKaIjeMija I MUOTTIOdHeMMja
MOTY Jja TOBeny A0 daTaTHNX apUTMUjCKIX KOMIIMKAIIN-
ja 1 aKyTHe dydpexxHe MHCYyPULIMjeHIINje, Te je HeOIXOIaH
VMHTEH3VBAaH MOHUTOPVHI OBUX IAIlMfjeHaTa Y Helocpesn-
HOM IIOCTOIIEPAaTUBHOM TOKY [45, 46].

2.1.3. Bucuepanna ucxemuja

Kako BehmHa BucIepanHNX OpraHa HeMa CEH3WTVB-
Hy UHepBalyjy, HbUXOBa JMCXEMMja YIJITABHOM HMje Kapak-
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with treatment of the primary etiologic process. [51] How-
ever, the main problem in treatment of acute mesenterial
ischemia is untimely diagnosis, responsible for 60-80%
mortality rate. [52]

Global hypoperfusion can provoke a vasospasm of
complete mesenterial circulation, resulting in acute isch-
emia. This non-occlusive mesenterial ischemia occurs as
a consequence of heart failure and in early postoperative
period after cardiac surgery, and is responsible for 5-15%
cases of mesenteric ischemia. [53] Hemodynamic stability
is crucial in these patients, with cessation of vasopressors
and possible application of vasodilators.

2.2. Pain in aortic dissection and aneurysm rupture

Dissection is a separation of the arterial wall layers,
and it is the most common life-threatening event in aor-
tic pathology. More than 93% of the patients with aortic
dissection complain of sudden pain, which they describe
as “the worst ever” and which subsides over time. [54] The
pain localization (chest, back, abdomen) depends of the lo-
cation of the primary intimal tear. Aortic dissection can be
accompanied by a series of complications, from myocardi-
al infarction, through mesenteric ischemia, to acute limb
ischemia. [54-57]

The imperative in the initial treatment of aortic dis-
section is arterial pressure control with intensive monitor-
ing, and urgent ultrasound or angiographic diagnostics to
facilitate classification. [58, 59] Non-complicated ascend-
ing aorta dissections (Stanford type A) mandate urgent sur-
gical treatment while dissections limited to the descending
aorta (Stanford type B) are mostly treated conservatively.
(Table 3) [59]

Table 3: Stanford classification of aortic dissection

Tepucana donom, Beh mopemehajem muxoBe ¢usnononiKe
¢dynkumje. V3yseraxk je MeseHTepujaHa MCXeMija, Koja ce
UICTIIO/baBa adOMMHATHOM aHIMHOM. XPOHMYHA MCXeMU-
ja je Hajuemrhe y3spoKOBaHa OCTMja/IHOM aTePOCKIEPO30OM
BUCLIepa/IHMX apTepuja (Lie/mjaqHo cTadyio, ropmwa 1 Jomba
Me3eHTepyyHa apTepuja) 1 MaHndecryje ce adoMMHaTHIM
dornoMm koju je HectelUYaH 0 KBAIUTETY, a/li YBEK I10-
yuibe 30 MMHYTa IOCTIe IT0YeTKa 0OPOKa U Tpaje BMILe caTh
[47, 48]. OBe nyroTpajHe Terode MOTy fa JOBe#y O CTpaxa
0]} yHOCA XpaHe, 3Ha4YajHe pefyKLyje y TelIeCHOj Macy MaLy-
jeHta u kaxekcuje [48]. Tepanuja moppasymeBa eleKTUBHY
€HJIOBaCKY/JIApHY MM XUPYPIIKY peBacKynapusalnjy, paju
IIpeBeHIMje aKYyTHE Me3EHTEPUjaIHE ICXEMMU]eE.

AxyTHa Me3eHTepyjaIHa MICXeMuja MoXKe dUTH y3po-
KOBaHa OIICTPYKLMjOM apTE€PUjCKOT MM BEHCKOT IIPOTOKa.
VHunujanzo ce jaBba S0 cimyaH adoMMHAIHOj aHTMHI,
a/In ce IepUOAY Off HEKOJIMKO CaTy pasBMja TaHTPEHa Ipe-
Ba, Te K/IIMHMYKA CJIMKA OfirOBapa aKyTHOM adnoMeHy [49,
50]. Tox domectu je ciopuju Ko, 000/berba BEHCKE eTIOTIO-
ruje v mpaheH je efeMOM BUCLiepa/lHUX OPraHa, LITO MOXe
dutu fmerekroBaHO QUsMKanHMM mHpernenoMm [51]. Apre-
pujcKa 0d0/berba 3aXTeBajy XUTHY XMPYPLIKY UK eHI0Ba-
CKYJIapHYy PeBacKy/lapusalnjy, y3 €BeHTYaJHy peceKLujy
IIpeBa, JOK BeHCKa TpoMdo3a 10dpo pearyje Ha IPUMEHY
AHTMKOATyJIAHTHE Tepalyje y3 jieuekbe JIOKATHOT eTHOJIO0-
mkor mporeca [51]. Mebyruwm, najsehn npodnem y neve-
Iby aKyTHE ICXEMMje LIPeBa je HelIpaBOBpEMEHA IMjarHo3a,
IITO JOBOAM JI0 cTOIa MopTamuTera 60—-80% [52].

Y cramuma rnodanHe xunomnepdysuje Moxe gohn o
Ba3oClla3Ma KOMIUIETHE Me3eHepujalHe LMpKynauuje u
nocnefuyHe akyTHe ucxemuje. OBa HEOK/Ty3MBHA Me3€HTe-
pYMjanHa McXeMuja ce jaB/ba Kao MOC/IeNIIa CPYAHOT MIOITy-
HITalba MM Y HEIIOCPEJHOM IIOCTOIEPATUBHOT TOKY Kap-
AVOXVIPYPLIKMX NanyjeHata u odyxsara 4ak 5-15% cBux

Type Anatomy Tabela 3: Craudopn xnacudukanyja aopTHe gucekuuje
A Ascending aorta and arch of the aorta NI Anatomija

A Pacryha aopra u nyk aopre
B Distally to branching of the left subclavian artery .

B JlMcTanmHo rpaHame jieBe MOAK/bYIHe apTepuje
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Aneurysm is a localized, permanent arterial dilation
for more than 50% of its normal diameter. Aortic aneu-
rysms are most common in the infrarenal segment and can
get complicated by rupture, compression of the adjunctive
tissue, thrombosis, and embolism. Non-ruptured aneu-
rysms are mostly asymptomatic, but can cause paraumbil-
ical or back pain with diameter increase, while they carry
twice the risk of postoperative complications. [60]

Aortic aneurysm rupture is a fatal complication man-
ifested by sharp pain accompanied by unstable condition
of the patient. In such dramatic situations, more than 30%
of the patients are primarily incorrectly diagnosed, which
leads to delay in treatment and less favorable outcomes.
[61] Urgent surgical or endovascular intervention is man-
datory, but sadly most of these patients do not reach the
hospital in time. [62, 63]

3. VENOUS PAIN

Veins are innervated by sensory nerve fibres originat-
ing in the dorsal root ganglia of the spinal cord, which end
in the vessel wall, as well as in perivenous tissue. [64] A se-
ries of experiments proved that dilation of the venous wall
is not the primary trigger for pain in real-life conditions,
as was previously thought. [65, 66] On the other hand,
persistent venous hypertension can cause endothelial dys-
function and local inflammatory reaction, mediated by cy-
tokines and other proinflammatory molecules (bradykinin,
platelet-activating factor, and eicosanoid derivates). [67-70]
Most of these substances, especially bradykinin, stimulate
nociceptive nerve endings and likewise directly provoke
pain sensations. [5]

3.1. Chronic venous insufficiency

Chronic venous insufficiency is a condition caused by
dysfunction of any of the normal structures of the super-
ficial venous system, which presents with typical clinical
changes, such as varicose veins, hyperpigmentation and ve-
nous ulcers. Initial categorization was developed in 1994 by

y3poka [53]. HeonxomHo je yCIOCTaBUTM XeMOAMHAMCKY
CTadM/THOCT IalMjeHTa, Y3 00yCTaBy Ba30OKOHTPUKTOPHUX
¥l eBeHTYaJIHy IIPUMEeHY Ba30AM/IaTaTOPHIX JIEKOBA.

2.2. bBon npunuxom oucexyuje u
pynmype aneypusme aopme

Huceknyja je pacnojaBame 31/ia KpBHOT Cy/la M Haj4e-
whu je >xmBoTHO-yrpokaBajyhu pgorabaj y aoptHoj nmaro-
noruju. Buie og 93% manujenara ca aOpTHOM [MCEKIIjOM
ce >Ka/M Ha HaI/Io HacTam 071, KOju OMICYjY Kao ,Hajropu
y XKUBOTY" M KOjU ce BpeMeHOM cMamyje [54]. Jlokanusa-
nyja dona (rpynu, neha, cromMak) 3aBuUCK Off MeCTa IIpUMap-
HOT paclieria MHTYMAJTHOT c/1oja. [l1cekiinja aopTe MoXe fa
dyne mpaheHa HM30M KOMIUIMKaIVja, Of MH(papKTa MUO-
Kapfia, IpeKo Me3eHTepyjaHe UCXeMuje TO aKyTHe McxXe-
MIlje HOBUX eKCTpeMuTeTa [54-57].

VMnepaTyB y MHMIIMja/THOM JTederby aOpTHE IVICEKINje
je KOHTpO/Ia apTepujCKOr MPUTICKA Y3 KOMIUIETaH MOHUTO-
PMHI, ¥ XMTHA YATPasBy4Ha M aHIMorpadcka AujarHOCTHKA
panyu xiacudmKalyje 1 omIyke o gabeM nedery.[58,59]. He-
KOMIUIVKOBaHe JIVICEKIje Koje 3aXBaTajy aclleH/IEHTHY aop-
Ty (Crandopn Tin A) 3axTeBajy XUTaH XMPYPUIKY TPETMaH,
JIOK Ce IVICeKIje TMMITYpaHe Ha fieclieHfieHTy aopty (CraH-
¢dopn tun b) yrmaBHOM TpeTnpajy KoH3epBaTUBHO [59].

AHeypusMa je JIOKalIM30BaHO, TPAjHO IPOLINpPEbE
KPBHOT Cyga 3a Buule of 50% of HOpMaHOT [ujaMeTpa.
AHeypusMe aopTe Cy HajydecTanuje y HbeHOM MHGpape-
HAJTHOM CETMEHTY ¥ MOTy fia ce KOMIUIMKYjy PYITypoM,
KOMIIPeCHjoM Ha OKOJIHe CTPYKType, TpoMO030M 1 eMOo-
mmjom. Hepynrypupane aHeypusMe aopTe Cy YITTaBHOM
acHMIITOMATCKe, anyu ca mnosehamweM Aujamerpa Mory jaa
Y3pOKyjy HecrennduyHe mapayMOMInKanHe O0/I0Be, Kao 1
donose y nehuma 1 Hoce BOCTpPyKO Behy pusuK off MOCTO-
HepaTMBHUX KoMIIMKanuja [60].

Pynrypa aHeypusMme aopTe je paTamHa KOMIUIMKALM]jA
npahena jakum donom u nopemehajem onurrer crama. Me-
byTum, y oBuM 4ecTo ApaMaTUYHMM CUTYyalijaMa BUILE O
30% manujenara je IOrpelIHo NPYMAPHO JMjarHOCTUKOBA-
HO, LIITO JOBOAM JIO Ofjlarama M JIOIIVjUX MCXOfIa Jleuerha
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establishing CEAP (C - clinical findings. E - etiology, A -
anatomical characteristics, P — pathophysiology) classifica-
tion, that was later revised in 2006. (Table 4) [71] Although
the signs are typical, symptoms are relatively non-specific.
Patients complain of heaviness, swelling and cramps, but
the pain provoked by prolonged standing or sitting remains
the symptom for which medical aids is most frequently
sought. [72]

Table 4: Clinical part of CEAP classification of chronic ve-
nous insufficiency. Additional symbols are added
for absence (a) and presence (s) of symptoms

Stage Clinical manifestation

Co No signs of venous disease

Cl1 Telangiectasia and/or reticular veins

C2 Varicose veins

C3 Oedema

C4a Pigmentation and eczema

C4b Lipodermatosclerosis and athrophie blanche
C5 Healed venous ulcer

Ce Active venous ulcer

There is a considerable discrepancy between the dis-
ease progression and symptom expression. [73] Lower limb
pain is a common symptom, and can be present in many
different conditions, and even in the healthy individuals af-
ter prolonged standing, so etiology is not easy to determine.
(74, 75] Studies examining the correlation between pain
and CEAP category showed opposing results, though sig-
nificantly high incidence of pain was noted in individuals
without venous disease. [76-78] Sensory neuropathy could
have an important role in symptom subsiding in advanced
stages of the disease, as it is caused by increased endoneural
pressure and venous microangiopathy. [79]

[61]. XuTHa XMpYpIIKa VIV €HAOBACKY/IapHA IHTEPBEHIIN-
ja je HeoIXoAHa, aly Ha >KanocT BehnHa OBUX maryjeHara
He CTUTHe Ha BpeMe 1o donHutle [62, 63].

3. bon Yy BEHCKUM OBOJbEHHMA

BeHe cy nHepBuUCaHe CeH3UTUBHUM HepBUMA 13 JOP-
3a/IHMX TAaHIJIMOHA KMUMeHe MOXK/UHe, YMji Ce 3aBpIIel
Hajla3e y CaMOM 3MJy KPBHOT CyZia, KaO I y IEpMBEHO3HOM
TKUBY [64]. Kpo3 HI3 ekcrieprMeHaTa je JoKasaHo fja Ayia-
TalMja BEHCKOT KPBHOT Cy/ia Huje IIpYMapHM OKuzad dosa
y BEHCKMM 00O0J/belJIMa y YCIOBMMA in Vivo, Kao IITO ce
pannje mucnmno [65, 66]. Ca gpyre cTpaHe, ep3ucTpa-
jyha BeHCka xurepTeH3Mja ZOBOAM 1O AUCPYHKIIMje BEH-
CKOT' €HJIoTe/Ia 11 Pa3Boja JIOKa/IHe 3alla/beHCKe peakluje,
IOCpeJloBaHe IMTOKMHMMA U JTOKATHUM MeJijaTopuMa 3a-
na/pera (OpafnknHuH, GakTop aKTUBAIMja TPOMOOLUTA,
IepuBartyu enkocaHonupa) [67—-70]. Behnna oBux cyncran-
IV, HAPOYNTO OPAAVKVMHUH, CTUMY/IVIIY HOLMIENTHBHE
HepBHe 3aBpLIeTKe ¥ THMe JUPEeKTHO IIPOBOLMpPAjy HacTa-
Hak QONTHUX ceH3anuja. [5]

3.1. Xponuuna eencka uncypuyujenyuja

XpoHnYHa BeHCKa MHCybuumjeHunja je odopere
y3pokoBaHo mopeMehajeM (yHKIMje BEHCKOT cuCTeMa
JOBNUX eKCTPEMUTEeTa, Koje ce MaHudecTyje TUINIHUM
IIpOMeHaMa IIONyT BAPMKO3UTETa, IUTMEeHTalllja U BeH-
CKMX yNKyca. VIHMnujanHa KaTeropusanmja je Halpas/beHa
1994. ronpnue kpo3 CEAP kmacudukanmjy, 3acHoBaHy Ha
K/IMHIYKOM Ha/asy, eTHOJIOTHj!, aHATOMM)jH U TTATODU3N-
onoruju domecty, Koja je IoToM u peBupupana 2006. ropmn-
He [71]. Mako cy 3Hanu donecTy TUIIMYHM, CUMITOMATO-
noruja je pematuBHO HecrenudwyHa. IlanmjenTtn ce sxane
Ha ocehaj TeXxnHe, oTuiama U rpyeBe, amu dON M3a3BaH
LYKUM CTajameM U CefielheM OCTaje CUMIITOM 300r Kora
Hajyemrhe Tpaske MeAMIIMHCKY oMoh. [72]

Omnucana je 3sHayajHa AUCKpemnaHIa usMehy mporpe-
CMje XpOHMYHE BEeHCKe MHCYQUIMjeHIIMje U MCIIo/baBamba
BEHNX cUMIITOMA [73]. Bon y momyuM eKcTpeMuTeTnMA je
4eCT CHMIITOM U jaB/ba Ce KOJI BeJIMKOT Opoja pasmMunTX
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Primary treatment of chronic venous insufficiency is
compressive therapy, with venoactive medication, which
aside from other effects can alleviate venous pain. [80, 81]
Invasive therapy includes sclerotherapy, endovenous ther-
mal ablation and open surgery. [82]

3.2. Acute venous diseases (phlebothrombosis
and thrombophlebitis)

Phlebothrombosis is a deep vein thrombosis (usually
of the lower limbs), caused by venous wall injury, venous
stasis and/or hypercoagulable state (Virchow’s triad). It is
one of the most common vascular disorders with an inci-
dence of 0,5 on 1000 person-years. [83] Phlebothrombosis
is manifested by persisting pain accompanied by oedema
and cyanotic coloring of the afflicted limb. There are several
clinical prediction models in use for more precise diagno-
sis. [84,85] The main treatment aim is prevention of pul-
monary embolism and recurrent phlebothrombosis that is
achieved by rest and anticoagulant therapy.

Thrombophlebitis is a superficial vein thrombosis,
which happens spontaneously or after (accidental or iatro-
genic) trauma. It can develop on ground of normal or var-
icose veins characterized by typical signs of inflammation
(dolor, calor, rubor, tumor, function laessa). Due to the fact
that 3-11% of untreated patients develop femoral deep vein
thrombosis, the of the great saphenous vein gains high
clinical importance. [86-87] In such cases, urgent ligature
of the saphenofemoral junction is mandatory.

4. CONCLUSION

Pain is important part of overall clinical picture of all
vascular disorders. Taking into account the prevalence of
cardiovascular disease in general population, knowledge of
typical characteristics of vascular pain could be crucial in
effective and timely treatment of these patients.

Tabela 4: Knuunuxu geo LIEATI xmacudmkaiuje xponnyse
BeHCKe MHCyduiyjennuje. Jogatn ¢y cumbomm
3a O[ICYCTBO (@) U MPUCYCTBO (C) CUMITOMA

Cragyjym | Knmnandka manudecranyja

Co Bes sHaKoBa BeHCKe 6orecT

Cl1 Teneanrnekrasuje u/Mam peTUKyIapHe BeHe
C2 BapukosHe Bene

C3 Orok

C4a IInrmenTanuja u ekuem

C4b JIunopepmaTockieposa u 6ena arpoduja
C5 W3neyeH BeHCKN 4Mp

C6 AKTHUBaH BEHCKU YUP

odorbea, 11a 1 KO 37 paByX II0jeiHaIa HAKOH JIy>KerT CTa-
jama, Te eTHONIOrNjy dojma HUje YBeK JIaKo OffpeluTu [74,
75]. PesynTatu cryamja Koje Cy MCIMTUBajIe KOpenauujy
doma u CEAP xareropuje domectu cy nope/beHu, amm je
3adene)xeHa 3HavajHa MHIVJEHIA JOIa KO KOHTPOJIHMX
ycnuTaHuka de3 BeHCKor odosbea [76—78]. Y opMakaum
¢dasama dosecTy 3HaYajHy YIOTy y yO/lIakaBamwy CUMIITO-
Ma 81 MOIIa ja IMa 1 CeH30pHa HeypoIlaTHja, Koja HacTa-
je xao mocnenuia nopehaHor eHOHeypaTHOT IPUTICKA U
BEHCKe MUKpoaHryuonaruje [79].

[IpuMapHU MeTOf jedera XpPOHMYHE BEHCKe MHCY-
¢dunmjeHMje je KOMIIpeCHBHA Tepaluja, Y3 BEHOAKTMBHE
NeKoBe, Koju n3Meby ocrasor u foBoze 10 cMambema BeH-
ckor doma [80, 81]. VuBasuBHe mporuenype odyxBaTajy
CKJIepOTepanyjy, eHIOBEHCKY TepMajHy adlanujy u Kia-
CU4Hy XUpyprujy [82].

3.2. Akymna eeticka obomera (Prebompombo3a
u mpombodnebumuc)

®nedorpomdosa ja Tpomdo3a mydokmx BeHa (Hajue-
mhe momux excTpemmurera), HacTama Ha dasm omrehema
BEHCKOT KPBHOT' CYZa, BEHCKe CTase MM XUIepKoarysna-
dunHux crama (BupxospeBa Tpujana). [Ipencrasma jeHO
off Hajuenmrhux BacKy/IapHMUX 000/berba Ca MHIVEHIIOM O
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EOPVKACHO YKITAILAIBLE IIOCTOIIEPATMIBHOTI bOJTA
JE K/bYY YCIIEIIHOTI XVIPYPIIKOT JIEYEIbA

EFFECTIVE PAIN RELIEF -
IS THE KEY FOR SUCCESSFUL SURGICAL OUTCOME

Maja Ilomrapny?,, Henn BunaTap?
Maja Sostari¢, Neli Vintar?

ABSTRACT

Effective postoperative pain relief enables early mo-
bilization and recovery, protects immune system function
and patient’s wellbeing. Health care professionals have an
ethical obligation to relieve postoperative pain which often
seems to be neglected. Guidelines for postoperative pain
treatment strategies led to procedure specific protocols and
can be tailored to individual needs. Inspite of available pain
killers, technical development of drug delivery pumps and
different guidelines postoperative pain was not optimally
managed. It became clear that pain measurement and su-
pervision on surgical wards is crucial. Nurse — based an-
esthesiologist — supervised acute pain services (APS) were
organized, pain nurses were introduced and postoperative
pain assessment and recording became the fifth vital sign
on a patient’s chart next to breathing, blood pressure and
pulse, temperature and consciousness. APS upgraded the
role of surgical ward nurses and collaboration with sur-
geons to implement recovery after surgery protocols. Reg-
ular audits to improve postoperative outcome are crucial.

Key words: acute pain, outcome, surgery, guidelines, acute
pain service
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CAXETAK

EdukacHo yxnamame doma omoryhyje pany modu-
NMM3anMjy M omopasak, omoryhyje do/be QyHKIMOHMCA-
e VIMYHOT CHCTeMa, Kao ¥ OIOpaBaK caMor HaljujeHTa.
3apaBCTBeHNM pajHNUIM UMajy eTUYKY 00aBesy fa yMamyjy
HOCTOIepaTHBHM OOJT KOjU je 4ecTo 3aHeMapeH. Bopmun 3a
ederse MOCTonoepaTuBHOr do1a oMmoryhmm cy pasoj mo-
cedHUX Tpoliefypa U IPOTOKO/IA Kao 1 MoryhHocT mpua-
rohaBara MHAMBUAYATHUM [IOTpedaMa CBAKOT Mal{MjeHTa.
YIpKoc pacrosoKuBUM JIEKOBMMA IIPOTUB OOJIOBA, TeX-
HIYKOM Pa3BOjy MIyMIIN 3a JIEKOBE U PA3ININTUM BOUYN-
Ma 1 IIPOTOKO/INMA, Jledetbe ITOCTOIEePAaTHBHOr doa Hitje
onrtuManHo. ITocraso je jacHo [ia je Meperme MHTEH3UTETA
HOCTOMEPATUBHOr 00/Ia U HEeroB HAZ30D Y XUPYPLIKUM
ofie/berbyIMa IIPECYAaH 3a afIkeKBATHY Tepalujy 1 rederbe.
AHecTe31071031 U MEAULIHCKE CECTpPe CY OPraHM30BaHN
nocedHe IjeHTpe 3a Tepanujy akytHor dona (AIILl), y ko-
juMa ce mpaTy M HajI/efa jederbe aKyTHor donma. Ilopen
[uicarba, KPBHOT IMPUTKCKA U Iy/ICa, TeMIIepaType U CBe-
CTH, IOCTOTIEPATUBHY OO je CBe OMVKM a IOCTaHe TIeTH
»BUTAJIHN 3HAK" Y ManyjeHToBoj uctopuju donectu. AITL]
je HagorpabmuBao n Hajorpabyje ymory MemgunyHcKux ce-
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CTapa XMPYpPIIKMUX Ofie/beba KA0 U IbUXOBY MHTEH3UBHY
capajiiby ca XMpypsuMa y afleKBaTHOM OIIOPaBKy IIOC/Ie
XMPYPIIKMX MHTEPBEHLIMja U JIeuelby II0CTOIEepaTBMHOT
dona. PeoBHe KOHTpOJIE IallMjeHTa pajii CMarberbha aKyT-
HOT ¥ XPOHMYHOT IOCTONEPATUBHOr 00JIa MMajy K/bYYHY
YJIOTy y IITO JIAKIIeM ¥ Op>keM ONOpaBKY IalyjeHaTa Ho-
c/le XMPYPUIKUX MHTePBeHLIMja.

Kmyune peuu: akyTHM S0JI, MCXOH, ollepalnja, CMEpHMILE,
aKyTHM LIEHTPM 3a Tepanujy dona
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1. INTRODUCTION

Each year more than 234 million people undergo sur-
gery worldwide (1). Surgeries are often accompanied by
postoperative pain that should be alleviated as soon as pos-
sible in order to promote the healing process and prevent
complications (2). The development and safety of surgery
went hand in hand with the development of anesthesiology.
The interest remained focused on intraoperative anesthesia
and analgesia techniques for quite a long time. Postopera-
tive pain was poorly managed because of poor understand-
ing of its pathophysiology and it was considered as part of
normal recovery after surgery.

According to a consensual opinion, adequate man-
agement of pain is a medical obligation, rooted in classi-
cal Greek practice. Several factors have been identified as
causes of uncontrolled and unnecessary postoperative pain,
some of them merit also a bioethical analysis (3). Health
care professionals have an ethical obligation to relieve pain.
And yet, this obligation has been largely neglected (3).

The advances in postoperative pain medicine included
better understanding of pain mechanisms, physiology and
pharmacology and availability of new drugs and devices. It
was accepted that poorly managed postoperative pain de-
lays discharge and recovery, and results in the patient’s in-
ability to participate in rehabilitation programmes, leading
to poor outcomes. Initiatives such as ‘pain as the fifth vital
sign’ appeared. First acute pain services (APSs) were estab-
lished and guidelines for postoperative pain management
were published. However, all these advances have not led
to major improvements worldwide, and under treatment of
postoperative pain continues as a considerable problem ( 4
-1 RAWAL).

SCIENTIFIC APPROACH TO THE POSTOPERATIVE PAIN

The first clinical study about postoperative pain man-
agement, according to Pub Med, was published in 1932 and
then until 1947 only 2 publications appeared. In the fifties

1.YBon

Csake rofyHe BuIle Ofi 234 MWINOHA JbYAU LUIMPOM
CBeTa MMa pasjM4yuTe BPCTe XUPYPLIKMX orepanyja (1).
Omne cy yoduuajeno npaheHe mocromepaTuBHMM O0/IOM
Koju Tpeda IITO Ipe CMAlmUBATI U YOIaKaBaTu Kako Ou
ce yOp3ao mpoliec jiedera U CIpednie KOMIUIMKALMje Xu-
pypluke uHTepBeHyje (2). YOp3aHu passoj kao u desdep-
HOCTU CaMMX XVPYPLIKMX MHTEpBEHIVja MAY PYKY IIOX
PYKy ca pasBojeM UM HAaIIpeTKOM aHecTesmonoruje. Jmak
Beh fy)xe BpeMeHa (OKyC OCTaje Ha MHTPAOIEPATUBHO]
aHecTe3Nju U TexHMKaMa aHajiresuje. CaM IOCTOIepaTUB-
HU Q071 ce joll yBeK HeJOBO/BHO e(PUKACHO KOHTPOJIMIIIE
3dor cimador pasymeBama HberoBor HaCTaHKa U caMe IaTo-
¢dusnonoruje, jep ce cMarpa a je TO 1e0 CTAaHAAPLHOT OII0-
PpaBKa HaKOH ollepanyje.

[IpeMa KOHCEH3YCHOM MUIUBbEIY, afleKBaTHO yIIpa-
B/barbe OOJIOM je MeUIHCKA 0daBe3a, YKOpemeHa y Me-
AMIVHY jOII 13 BpeMeHa crape rpuke. Hekommko ¢akropa
je nieHTPUKOBAHO Ka0 Y3pOK HEKOHTPOIMCAHOT U HeIlo-
TpedHOT IOCTONEPATUBHOT 00/1a, @ HEKM Off BbUX 3aCITyKy-
jy u dnoeTnuKy aHamu3y (3). 34paBCTBEHM pafHULI IMajy
eTN4Ky 00aBe3y fia cMamwyjy 1 yonakasajy don. Vnak, oBa
odaBesa ce y JaHallllbe BpeMe CBe BuIle 3aHeMapyije (3).

CaM Hampefiak y Jjed4ery IOCTONepaTMBHOr Odona
yK/byUyje dojbe pasyMeBambe MeXaHM3aMa HacTaHKa dora,
¢dusnonoruje u papmakonoruje, Kao 1 FOCTYITHOCT HOBUX
nexoBa 1 apMaKoIOWIKNX cpencraBa. [Ipuxsaheno je ma
JIollle KOHTPOJIUCAbe IIOCTOIEPATVBHOT 00/Ia OfIaXKe caM
OTIYCT INalyjeHaTa U3 SONHuUIe Kao U HUXOB ONOpPaBaK,
LITO JOBOAM [0 TOTa Ja MALVjeHT He y4ecTByje Ha BpeMe
y IporpamMmuma pexaduinTalyje U onopaBKa. Y JaHallmbe
BpeMe CBe BUIlle IIPeOB/IafjaBa MHMIMjaTNBa Ja dom Tpe-
da TpeTMpary Kao meTu ,,BUTATHMU 3HAK; ILITO je CTBOPUIIO
ycnoBe 3a ¢popMupame LeHTpa 3a Tepamujy akyTHOT doja
(AIILY), a gomno je u fo odjaB/pUBama CMEPHULA U TIPO-
TOKOJIa 32 JIederbe IocToneparuBHor doma. MebyTum, cas
HaIlpeaK IMPOM CBETA KOjI j€ HACTAO Yy JIeYeHbYy ITOCTOIIe-
patuBHOr doja Huje J0BEO IO 3HAYajHMjUX MOOO/bIIAMA,
a HepellaBarbe IIOCTONIEPATVBHOT dOJIa HaCTaB/ba Aa Oype
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there were about 30 publications about this topic per year,
in early seventies more than 100 publications appeared per
year and in late seventies more than 300 already. The sci-
entific interest for postoperative pain then started to grow
intensively, up to 2000 publications per year in the first
years after the year 2000, in the year 2017 more than 2700
scientific papers were published, until now more than 100
000 all together.

Most of the published studies are clinical. During
the last 20 years animal models have been developed for
pain research. Since recently, the role of disease specificity
of animal pain models is increasingly recognized as one
major factor to facilitate translation to the clinic. Rodent
model for surgery-related pain is one of the pioneering ex-
amples. Exploitation of veterinary patients (pets) receiv-
ing surgery is an additional and also recently identified
research area presumably improving our understanding
about the transition from acute to chronic postoperative
pain ( Pogatzky 5).

2. EFFECTS OF UNEFFECTIVE POSTOPERATIVE PAIN RELIEF

Inadequately managed postoperative pain is associat-
ed with a broad range of negative consequences, including
increased morbidity, development of chronic postoperative
pain, impaired function, recovery from surgery, and quality
of life, prolonged opioid use, and increased medical costs
(2,4,6-8).

2.1. Morbidity

Inadequately managed acute postoperative pain is as-
sociated with effects related to aspects of both physiological
and psychological function. Changes can occur in diverse
organ systems, including the cardiovascular (coronary is-
chemia, myocardial infarction), pulmonary (hypoventila-
tion, decreased vital capacity, pulmonary infection), gastro-
intestinal (reduced motility, ileus, nausea, vomiting), and
renal (increases in urinary retention and sphincter tone,
oliguria) systems. A negative impact may also be seen on

BeoMa 3HavajaH ¥ 0301/baH 3[[paBCTBEHM IPOO/IEM KO I1a-
L[YjeHTa I0C/Ie XMPYPLUIKUX MHTepBeHyja (4 -1 RAWAL).

2. HAYYHM TIPHUCTYII IOCTOMEPATHBHOM BOJTY

ITpBa KIMHMYKA CTyOMja O jedery IIOCTONepaTUB-
Hor dora, mpema Pub Med, odjasmena je 1932. ropune, a
norom, o 1947. nojaBuie Cy ce cBera fiBe IyOnuKanuje.
Y nenecetum roguHama duio je jour oko 30 mydnmkanuja
0 OBOj TeMM TOJUILIbE; Y PAaHUM CeJaMJeceTUM TofHaMa
10jaBmsIO ce Buile oy 100 mydnukanja roamiibe; a KaCHUX
cefampeceTrx rogunaa suire of 300. Hayunnu maTepec 3a
HOCTONepaTMBHM OO Tajja je I0Yeo MHTEeH3MBHO 1A pacTe,
ca 2.000 mydnmKanyja roayIIbe y IPBUM IOl HaMa HaKOH
2000. ropuHe, oK je y 2017. rogyiHy 0djaB/beHO je BUIIe
ox 2.700 HayyHux pajosa. [lo caja je odjaB/peHO BuIle OF
100.000 mydmmkaryja Koju ce TMIy IIOCONepaTUBHOT dorIa.

Behuna odjaB/peHUX CTyauja u pagoBa je KIMHUYKA.
Toxom mocnegmux 20 rofnHa pasBujajy ce M MOJENM 3a
UCTpaXMBame doma Ha >kuBoTHmaMa. OfHeaBHO, yyIora
criennUYHOCTY MOZIeIa 3a MCTPaKuBambe do/Ia Ha )KMBO-
THIbaMa CBe BHUIIE je NpeIo3HaTa Kao Ioa3Ha OCHOBA 32
Ia/ba KIMHMYKA MCTPAXMBalba Ha ManujeHTHMA. Vlcrpa-
KMBalba Ha IAIlOBJMMa Be3aHa 3a IIOCTOIIePATHBHM dOTI Cy
jellaH off IPBUX MpUMepa. Y JJaHalllthe BpeMe CBE BUIIE Ce
KopucTe KyhHM /byOMMIIM Kao MOfienM 3a IOCTOIepaTyB-
HM OO/ TaKo Jja je HelaBHO HACTaa HOBA MCTPaKMBavKa
odnmact xoja he BepoBaTHO Modo/pLIATY HAllla Ca3Hamba O
CaMOM IIPOIleCy HACTAHKA AKYTHOT ¥ XPOHMYHMYHOT IIOCT-
omneparusHor doma (Pogatzky 5).

3. E®EKTH HEE®UKACHOT ITOCTOIEPATHBHOT OTKJTAFbAGA BOJIA

HeagmexBaTHO edeme IOCTOIEPATUBHOT OO/Ia IIOBe-
3aHO je Ca MMPOKMM CIEeKTPOM HETaTMBHUX IIOCTIeNNIa,
ybydyjyhu nosehame mopdupurera, pasBoj XpOHUYHOT
nocroneparusHor doma, omreheme QyHkuMja, Ipogyxe-
HJIM OIIOPAaBKOM O] Ollepallije, CMameme KBaINTeTa >KI-
BOTA, IPOAY>KeHO Kopuirhemwe ommjaTa, Kao u nosehann
TPOILIKOBM Jleduema (2, 4, 6-8).
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immune function, the muscular system, coagulation, and
wound healing.

Poorly controlled pain after surgery may impair sleep
and have negative psychological effects, such as demorali-
zation and anxiety.

2.2. Persistent postoperative pain

Poorly managed acute pain experienced after surgery
may also result in the development of chronic pain. Based
on reviews of the literature, persistent pain appears to affect
between 10% and 60% of patients after common operations
(2,4,6). There is some evidence for psychological factors
(anxiety, depression, catastrophizing, overload stress) being
predicting for the development of more severe and more
prolonged pain after surgery. Fluctuations in reported in-
cidence of chronic postsurgical pain are likely associated in
part with the lack of a standardized definition of this com-
plication, although it is frequently defined as enduring pain
that has no other evident causes and lasts at least 2 months
after surgery, past the expected healing period. The prev-
alence of chronic postsurgical pain varies by type of sur-
gery and generally decreases with time. Over the last two
decades, understanding of the mechanisms involved in the
development of chronic pain has improved, with a combi-
nation of factors emerging as contributors, most notably
inflammatory processes, tissue and nerve damage, and cen-
tral sensitization. The development of chronic pain after
surgical intervention has been shown to involve preoper-
ative, intraoperative, and postoperative factors. Numerous
studies of patients undergoing a broad variety of surgery
types have demonstrated that the presence and intensity
of acute postoperative pain are significant predictive risk
factors for the development of chronic pain. Other poten-
tial determinants of persistent pain after surgery include
younger age, female sex, obesity, genetic predisposition,
preexisting pain, psychological factors (eg, preoperative
anxiety and depression).

2.1. Mop6uoumem

HeasjekBaTHO /1edyere aKyTHOI IIOCTOIEPATUBHOT
doma je moBe3aHo ca edeKTMa Be3aHUM 3a (HUIMOJIOIIKE
U Tcuxoronke ¢pyHkuuje. Mory ce mojaBuTi ImpomeHe y
PasIMUUTUM CUCTEMMMA OpraHa, yK/by4yjyhu kapanosa-
CKy/mapHU (KOpOHapHa McXeMuja, MHQApPKT MMIOKapAa),
pecnupaTopHyu (XMIIOBEHTM/IALN]A, CMarbehe BUTATHOT
KarmanureTa, wiyhHa mHpeKiuja), raCTPOMHTECTUHATHY
(ocmadpena mepucTanTuKa, WIEyc, My4dHMHA, moBpaha-
e) U ypuHapHu (peTeHuuja ypuHa unopemehaj ToHy-
ca couHKTepa, omurypuja). HeratnBan ytuiaj ce takobe
MO>Ke BUJIeTH! KOJ QYHKIIMje MMYHOT, MU HOT CCTeMa,
npolieca Koarynanuje Kao 1 Ipoay>KeHO 3apacTame paHa.

Crnado xoHTpONMMcany (JiedeHn) 601 HAKOH oIeparuje
MO>Ke YTUIIATH Ha CIaBakbe M MMATy HeraTyBHE IICHUXOTIO-
ke epexTe, Kao IITO je leMOpam3aIyja u aHKCUO3HOCT.

2.2. Xponuunu nocmonepamuéru 6on

HeanexBaTHO jledeme IOCTONEPATVBHOT OO MOXKe
MMaTH 3a TOCEAMI]y pa3Boj XPOHMYHOI ITOCTOIEpaTUB-
H1 dor. Ha OCHOBY HOCTYNHUX IOfjaTaka U3 JMUTepaType,
XpoHMYHM d01T HacTaje kof 10% ma n go 60% manujeHaTa
HAaKOH CTaHJAPHHUX XMPYPUIKUX MHTepBeHIMja (2, 4, 6).
Hexu moganyu us murepaType HaM TOBOPE Jja IIOCTOje I0Ka-
31 O NICUXOJIOIKVM (paKTOpyMa (aHKCMO3HOCT, AeTpecuja,
CTpec) Koju Kao MOCTeANIY MMajy pasBOj XpOHIYHOT IIOCT-
onepatusHOr doya. Bemke pasyke y y4ecTaoCcTyi HaCTaH-
Ka XPOHIYHOT IOCTOIIEPaTMBHOT d0/Ia Cy HajBepOBaTHUje
HOBe3aHe Ca HeJOCTAaTKOM CTaH/lapAM30BaHe feduHMImje
OBe KOMIUIMKAIMje, MaKO ce 4ecTo fiepuHMIIe Kao TpajHu
S0 Koju HeMma JipyTe eBUJEHTHE Y3POKe Y3 Tpaje HajMarbe 2
Mecella HaKOH ollepalije, MIMO OYeKMBAHOT IIepMofa OIo-
paBka. [IpeBaseHIja XpOHIYHOT TIOCTONIEPATUBHOT OONIa 3a-
BIICH Of BPCTe OIlepalyje ¥ TeHePaJHO OIlafia C BPEMEHOM.
Y mocnenme f1Be fielieHuje MOIUIO je Oo/ber pasyMeBama
MeXaHN3aMa YK/by4eHMX Y Pa3BOj XpPOHIUYHOT do71a, ca KOM-
SunarjoM ¢axTopa Koju JOIPUHOCE HEerOBOM HACTAHKY.
Hajuemhn y3pok HacTaHKa XpOHMYHOI IIOCTONEPATUBHOT
dorna je omrrehemwe TKMBa U HepBa, MH(IAMATOPHM IIPOILie-
CM Kao I LIeHTpaJIHa ceHsuTusanuja. Ilokasamo ce a passoj
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2.3. Impaired function, recovery, and quality of life

Postoperative pain also adversely affects physical
functioning, recovery, and quality of life, and its impact is
correlated with the severity of pain. Patients undergoing
various types of elective surgery who had high levels of
pain (pain score 240 on a 100 mm visual analog scale)
4 days postprocedure were shown to be at risk 6 months
later for increased functional limitations poor global re-
covery), and impaired quality of life (4,6).

In an observational study of patients with chronic
posttraumatic/postsurgical neuropathic pain, more severe
pain was associated with significantly worse physical and
mental health, general health status, and sleep outcomes,
greater interference with function, and more depression
and anxiety (8).

2.4. Prolonged opioid use

Worse pain at the surgical site on the day of surgery
has been reported to be a significant predictor of persis-
tent opioid use over 6 months. Although opioid analgesics
remain the mainstay of postoperative pain therapy for ef-
ficacy, their use may be limited by potentially harmful ef-
fects. Common opioid-related adverse effects include res-
piratory depression, nausea, vomiting, pruritus, and bowel
dysfunction, which have been associated with a substantial
burden on quality of life in postoperative days. In addition,
opioid-related adverse effects have an economic impact,
as they have been shown to significantly increase hospital
costs and length of stay (9,10).

2.5. Health economic impact

Inadequate pain relief has been shown to result in in-
creased length of stay, time to discharge, readmission rates,
and time before ambulation, all of which can increase cost
of care. In a retrospective analysis of same-day surgeries,
Coley et al observed that pain was the predominant reason
for unexpected hospital admission or readmission post-

XPOHIYHOT §071a TOC/Ie XUPYPIIKe MHTEPBEHIje YKbydy-
je mpeonepaTuBHe, MHTpAOIEpaTVBHE U IIOCTOIIEPATUBHE
dbakrope. BpojHe cTynmuje o manujeHTMMa KOjy Cy MMan
pasnm4uTe BpCTe olepanyja, IoKasae Cy /ia je 3a HaCTaHaK
XPOHIYHOT MOCTOIEPATMBHOr d0/Ia BeoMa dUTaH IpenyK-
TOp PM3MKa UTEH3NUTET aKyTHOT IIOCTONEPATUBHOT dora.

IIpyrn moTeHuujamHM QakTOpyM pMU3MKA 3a HACTa-
HAaK XpPOHMYHOT ITOCTOIIEPAaTUBHOT dOJa MOoCiIe oIeparije
yKBY4yjy Miaby mod, 5KeHCKH IOJI, T0ja3HOCT, TE€HETCKY
npepucnosunujy, Beh mocrojehn dom, neuxonorxke ¢pakro-
pe (HIIp. IpefonepaTNBHY aHKCMO3HOCT 1 JIeTIPecHjy).

2.3. Owmehewe ¢pynxuyuja, onopasax
u Keanumem xueoma

[TocronepatuBHM Odonm Takobhe HeraTuBHO yTude Ha
(bYHKIMOHNUCabe, OIOPABAK Y KBAJIUTET )KVMBOTA, A IETOB
YTUILI3j je Y TO3SUTUBHOj KOpeIanyji ca HUBOM IIPETXOLHOT
doma. TlaumjenTn Koju cy dmim MOABPIHYTU Pa3IMIUTUM
BpCTaMa OIlepalyja, Koju Cy MUMajy BUCOK HMBO (MHTEH3M-
TeT) dona (oueHa dona > 40 Ha BU3YeTHOj aHAJIOTHO]j CKa/IN
oz 100 mm), 4 mocTonepaTUBHOT JaHa, MMajy noBehaH pu-
3VIK JIOILIVjeT ONIOpaBKa M CIadyju KBAaIUTeT >KUBOTA, U JI0
6 Mecery ocre onepanyje (4, 6).

Y omncepBanmoHnoj CTynuju mauyjeHaTa ca XpOHUY-
HYM IIOCTTPayMaTCKVM/IIOCTOIEPATVBHUM Heypomar-
CKMM Q0JIOM, BUIIM HMBO 0071 810 je MOBe3aH ca 3HATHO
nomMjuM GU3MYKUM ¥ MEHTATHUM 3[paB/beM, OILITUM
3[paBCTBEHUM CTATYCOM, IPeKUAVMa CHa, ¥ BeoMa M3pa-
JKEHOM JIeTIpecyjoM U aHKcuo3Houhy (8).

2.4. IIpodysxcena ynompeba onuouoa

By mHTEH3UTET 0OMA Ha JAH XMPYIIKe MHTEPBEH-
Ije ce MOKa3ao Kao 3Ha4ajaH MPeAMKTOp TpajHe ymoTpede
OIMOMJA TOKOM HapemHux 6 mecemm. Vaxo cy ommonpHu
aHAITeTUIN U Jjabe HajeUKACHW)Y 1 MMajy LIEHTPATHO Me-
CTO y NIOCTOIEpPATUBHOj Tepamuju do/a, HIUXOBa yHoTpeda
je orpaHmyeHa IOTEHIMjaTHO WITeTHUM edekTnMa. YecTn
HeXXe/beHN eeKTH TOBe3aH) Ca OIMMOMANMA YKIbYJYjy fie-
npecyjy IeHTpa 3a [jyicare, MyYHMHY, oBpahame, mpypu-
TyC U JUCPYHKIV)Y IpeBa, KOjii Cy IOBE3aHM Ca 3HAYajHIM
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procedure, reported in 38% of patients who returned for
care (11).

3. GUIDELINES

Guidelines advocate generalized pain management
recommendations for the use of analgesic drugs and tech-
niques (12,13). Such guidelines are derived from different
surgical procedures with varying pain characteristics such
as type, location, intensity and duration. In clinical practice
it is well recognized that there are clear differences in per-
ception of pain intensity and its consequences across dif-
ferent surgical procedures (for example thoracotomy versus
hysterectomy or knee replacement versus hip replacement).
Furthermore, the consequences of surgical technique (open
versus endoscopic surgery) on postoperative pain and mor-
bidity will influence the choice of analgesic technique - end
its risk-benefit ratio (4).

PROSPECT guidelines are an example of recommen-
dations based on systematic reviews of the literature for a
particular surgical procedure and include randomised stud-
ies that evaluate analgesic drugs and techniques and also
anesthetic and surgical techniques on postoperative pain,
taking into consideration also clinical routines and risk -
benefit aspects. PROSPECT recommendations are updated
regularly are freely available online (www.postoppain.org).

4. PAIN ASSESSMENT

Any guidelines are applied according to the intensity
of pain, so pain assessment is crucial for the choice of an-
algesic drug and technique and also for evaluation of effec-
tiveness of the chosen treatment. The ideal pain assessment
tool would produce a numeric score or other objective
metric, be easy to administer, be readily understood by pa-
tients, and yield reproducible results with good specificity
and sensitivity. A number of clinically tested and validated
pain scales exist (14).

CMarberbeM KBa/IUTEeTa XKIBOTA y IOCTONEPAaTMBHYM JaHMMA.
ITopep Tora, HeraTuBHY e(peKT ONMONIA MIMA]y ¥ EKOHOMCKU
YTHLIaj, jep ce IOKasajIo Ja 3HayajHO moBehasajy TpolKoBe
domHMYKor NIeversa 1 Ky>KuHy dopaska y domHyim (9, 10).

2.5. 30pascmeeno-exoHomcKku ymuuaj

[ToxaszaHo je [ja HeaJeKBaTHO OTK/Iamame Oo/ma Jo-
BOJM IO Ay>keT OopaBKa y OOMHuUIM, y3 delrhe IIOHOBHe
XOCHMTanu3alnje MmTo CBe MMa 3a Hocieauny nosehame
TPOLIKOBE 3[JpaBCTBEHE Here. Y PeTPOCNeKTUBHOj aHaIN-
3u omnepauuja ypahenux y ncrom many, Coley u capaguu-
IV Cy IPUMEeTWIN JIa je MHTeH3UTeT doya npeosnahyjyhn
(daxTOp 3a HeOUEKMBaHY IpUjeM Y OOTHMIY WV IOHOBHO
IpuMame, Koju je jaB/ba kof 38% manujenara (11).

3. Boouuu

Bopyyu mpencraBibajy reHepann3oBaHe Mpenopyke 3a
nederbe doma KopuirhemweM pasInunTe aHaITeTCKe TePaI-
je (12, 13). OHM mOTHYY U3 PA3IMIUTUX XUPYPIIKKX IIO-
CTyIaKa ca pa3IMIuTIM KapaKTepucTHKaMa doja Kao IITO
CY BPCTa, JI0OKallMja, MHTEH3UTET U Tpajame. Y KIMHUYKO]
Ipakcy f100po je MO3HATO /1A IIOCTOje jacHe pas/uKe y Iep-
LTIV} ) MHTEeH3UTeTa d0/Ia 1 ’lerOBMM MOC/IeiNIjaMa Y pa-
3MMYUTHM XUPYPLIKMM IIpoLiefypaMa (HIIp. TOpaKOTOMMja
Y OIHOCY Ha XMCTePeKTOMM)Y UM 3aMeHa KOJIEHa y OfIHOCY
Ha 3aMeHy Kyka). [lltaBuine, cam n3dop BpcTe XMPYpILIKe
UHTepeHIMje (OTBOpeHa WHTEpBEeHIMja HAcCIpaM eHJo-
CKOIICKe Ollepalije) ca MOCTOINEepPaTBHMM OONIOBMMA I
MopduaureToM he yruiartu Ha u3dop afeKBaTHe aHaTeT-
CKe Tepamnuje - OfHOC pu3nKa u1 Kopuctu (cost-benefit) (4).

Cmepunie ITPOCIIEKT (PROSPECT) cy mpumep
IpernopyKa 3aCHOBAaHMX Ha CHCTEMAaTCKUM IIperjefnmMa
nuTepatype 3a ofpeheHN XMpypIIKM IOCTYIaK U YK/BbY-
4yjy paH/IOMI30BaHe CTyAMje KOje IPOLehYjy aHa/ITeTCKY
Tepamnujy Kao U aHeCTeTHYKe U XMPYpIIKe TeXHNUKe de3aHe
3a TIocTonepaTuBHU do71, y3uMajyhu y 003up 1 KIMHUYKY
IIPAKCy U aclleKTe pusKka u Kopuctu. OBe Ipenopyke pe-
JIOBHO Ce @KypMpajy U TOCTYIIHE Cy Ha MHTEPHETY (WWWw.

postoppain.org).
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Among the most frequently used pain scales is the
visual analog scale (VAS). When using the VAS, the patient
is shown a 100 mm line and asked to point to the area of
the line that describes his or her pain, with the left end of
the scale meaning “no pain” and the right end “the worst
pain imaginable” VAS score below 3 represents mild pain
and successful pain relief. The best-known pediatric pain
scale is the Wong-Baker FACES scale, in which the child
is shown 6 faces -from a smiling happy face to a vigorously
crying face—and is asked which face best represents his or
her current level of pain.

Pain manifests itself in numerous ways (functional
limitations, emotional symptoms, physical sensations, and
behavioral changes), and the clinician should be careful to
choose the pain assessment tool that most closely corre-
sponds to the patient’s symptoms and conditions. What’s
more, pain scales may not only measure pain intensity but
factor in aspects that change over time, including function-
al limitations, emotional considerations, and behavior (14).

5. ACUTE PAIN SERVICE

Nurse-based anesthesiologist-supervised acute pain
service (APS) proved to be an effective and also a reasona-
bly low-cost model (15). Pain management team consists of
surgical ward nurses who assess and record pain, give an-
algesic drugs, monitor vital signs and side effects. Surgical
ward nurses are trained by pain nurses who daily come to
surgical wards and visit patients on PCA pumps for intra-
venous, epidural or peripheral nerve catheter analgesia. If
needed pain nurses contact APS anesthesiologist to adjust
analgesic regimen. APS is supervised by anesthesiologist
who communicates with surgeons, physical therapists and
also pharmacists.

Besides day-to-day responsibility for postoperative
pain relief, APS pain nurses assume also training pro-
grammes of nursing and medical staff and regular auditing.
According to the results obtained by monthly and annual
analysis of pain scores, side effects and complications, APS

4. ITPOLIEHA BOJIA

CBaKa IIPeropykKa ce IpMMelbyje IpeMa MHTEH3UTETY
dora, Tako Ja je IIpolieHa MHTeH3uTeTa do/Ia KJby4Ha 3a u3dop
aHa/ITeTCKe Tepanyje, Kao 1 3a TpoleHy eUKacHOCTH ofia-
dpaHoOr aHaTeTCKOT TpeTMaHa. VjeaiaH ajiaT 3a Ol 1Bambe
MHTeH3UTeTa d0JIa Koju 1 pousBeo HyMEepPUUIKY OLleHY VTN
IpyTy 00jeKTUBHY METPUUKY Mepy, Tpeda fia je jemHoCTaBaH
3a IpUMeHY, pa3yM/bIB Off CTpaHe IaljjeHara y3 f10dpy crre-
IMPUIHOCT ¥ 0CeT/BUBOCT. [T0CTOjU HY3 KIVIHIYKY TeCTUpa-
HIIX U BIMJMPaHNX CKajla 3a IporieHy dona (14).

Meby Hajuenthe kopumrhenum ckamama 3a don je
BusyenHa aHanorna ckama (BAC). Kaga ce kopuctu BAC,
MalujeHTy ce IoKaxe nuHuja gy>xude 100 mm u taja ce
MalyjeHT 3aMO/IN f1a IIOKa)ke Ha JIeo JIMHMje KOju OIucyje
IerOB/IbeH OO, T7ie JIeBY Kpaj cKase 3Haun «de3 doma» a
llecHM Kpaj «Hajjaun 3ammiwbeH dom’. BAC pesynrar nc-
noy, 3 mpeyjcran/ba dmary QO y3 YCIIENIHO CMambere MH-
TeHsuTeTa dona. HajmosHatuja megujarpujcka ckama domna
je ckama Wong-Baker faces, y K0joj je feTeTy IpuKazaHo 6
NMIIa - Off HacMejaHoT, cpehHor /MIa JJ0 CHaXKHO yII/IaKa-
HOT JIMI[A - U1 TIOCMATpPaMo Koje Jinlie Hajdosbe mpefcTaB/ba
JIeTeTOB TPEHYTHU JJOKIBIbaj dora.

Bon ce manngectyje Ha dpojHe HaunHe (PyHKIMOHAI-
Ha OTpaHNYera, eMOIVIOHATHN CUMITOMM, (QU3NIKe CeH-
3anyje ¥ IpOMeHe y MOHAMIAY), a IeKap Tpeda MakK/bIBO
Ia omadepe ajar 3a ajleKBaTHY IIPOLieHY OJIa KOju HajBMILIe
OfiTOBapa CYMIITOMIMA I yclIoBMMa manyjenTa. [lltasure,
ckaje dorma He caMo J1a Mepe MHTeH3uTeT dorna, Beh u dak-
TOpe y acleKTVMa KOjii ce BpEMEHOM Memajy, YK/bydyjyhu
1 QYHKI[VIOHA/THA OTpaHNMYerba, eMOLIje U MOoHalIambe (14).

5. ITEHTAP 3A TEPAIIHJY BOJIA

Opranmusanuja IjeHTpa 3a Tepamujy akyTHOr doja
(AIIC) nop Hag30pOM aHeCTe3MOJIora ¥ MeIMIMHCKe Ce-
CTpe ce TOKas3ajna Kao edukacaH M eKOHOMUYAH MO
(15). Tum 3a ypaB/batbe SOTIOM CacTOjU Ce Off XUPYPILIKIX
MEeIMIMHCKIX cecTapa Koje IpolLewyjy u denexxe dor, fajy
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anesthesiologist adjusts recommendations for pain treat-
ment protocols. Patient satisfaction with the quality of post-
operative pain management is also assessed and analysed.

6. 20 YEARS OF ACUTE PAIN SERVICE IN UNIVERSITY MEDICAL
CENTER LjUBLJIANA

In 1998 APS was started in the University Medical
Center Ljubljana. The first pain nurse was recruited out
of anesthesia nurses. Protocols for pain assessment and
recording were prepared. Protocols for monitoring and
treatment of possible side effect were printed on posters
which were distributed to all surgical wards and intensive
care units. A flyer about postoperative pain management
techniques and pain assessment was designed and print-
ed for preoperative patient education. Pain nurse started
with bed-side education of surgical ward nurses. Record-
ing of pain as the fifth vital sign in the patient’s chart was
implemented. Only one PCA pump was available at that
time. The supervising anesthesiologist was reachable in
the chronic pain clinic.

In 2007 and 2008 three more pain nurses joined APS,
since 2009 the recorded data (pain scores and frequency
of pain assessments, side effects and complications) have
been analyzed and annually reported. Continuous educa-
tion of surgical ward nurses also started in 2009, every
2 months one day education programme with theoreti-
cal lectures, workshops and with final test. Annual audits
with anesthesiologists, surgeons and ward nurses became
part of a regular working process. Since 2013 the super-
vising anesthesiologist has been daily available for APS
exclusively. APS anesthesiologist and pain nurses work
until 3.30 pm, and not on weekends or holidays. Anes-
thesiologist on-call and anesthesia nurse on-call are 24h /
7days available in the hospital —also for the unsuccessfull
pain relief.

Since 2016 our APS has more than 100 registered
PCA pumps. Pain management protocols are updated and
written protocols for patient’s monitoring available on all

aHa/ITeTMKe, HA/IIJIeflajy BUTAIHE 3HAKe U HeXKe/beHe e(ek-
Te. XUpyplIIKe cecTpe ca ofie/berba 0dy4aBajy MeaUIMHCKe
cecTpe Koje CBaKOJIHEBHO JJ0/1a3e Y XMPYPUIKe Ofie/berba 1
nocehyjy maumjeHte Koju KOPMUCTe MALMjeHTOM KOHTPO-
nmcaHe MHQY3MOHe IyMIle 33 UHTPaBEHO3HY, eNNUAYPaNTHY
i neprudepHy aHanre3njy myTeM KaTeTepa. YKOJIMKO je
noTpedHO, cecTpe KOHTAKTHUpajy aHecte3nosora n3 AIIL]
Kako OM Ipuiarofiuie ¥ KOHCYITOBaJe ce 3a afieKBaTaH
aHanreTckyu TpetMaH. AlIIl je mop KOHCTaHTMM HaI30pOM
aHeCTe3MOoJIoTa KOjy KOMYHMIMpA ca XUpyp3uma, pusmo-
TepamneyTuMa 1 KIMHIYKIM (apMaKolIo3yMa.

ITopen cBakoiHEBHE OfIFOBOPHOCTH 3a JieYere II0CT-
ornepaTtuBHOr dorna, MegunuHCcKe cectpe n3 AIlLl mmajy
odaBesy ia 0dy4aBajy ocTase MeIUIIHCKE CECTpe U MefIN-
LIHCKO 0COd/be Koje je 3aumHTepecoBaHo 3a pajg y AIILl-y.
[Tpema pesynraTuMa HOOMjEeHUM MECEYHOM ¥ TORMUIIEBHOM
aHa/IM30M pe3y/ITaTa y jedermy doya, Kao U aHaIU3UpPaby
He)XXe/beHNX edeKara ¥ KOMIUIMKAIVja, aHeCTe3MOIOr 13
AIILI xopucTy HajHOBUje IMpeNopyKe M IMIPOTOKOJIE 3a Je-
yeme dona. Takobe, anecresnornor us AIlI] onemwyje u aHa-
JM3Upa 3aJ0BO/LCTBO MAlMjeHTa ca KBAJIMTETOM Jleuerba
aKyTHOT ¥ XpPOHMYHOT IIOCTOIIEPATVBHOT dor1a.

6. 20 TOMHHA CEPBHCA 3A AKYTHH 5OJ1 Y YHUBEP3HTETCKOM
MEJHLIMHCKOM LIEHTPY JbYB/BAHA

Y Yuusepsurerckom Meguunackom lenTpy /bydma-
Ha, 1998. rogune 3anouer je npsu AIILl. ITpsa MegnunH-
CKa cecTpa 3a 801 je dura perpyToBaHa off MEUIIMHCKIX
cecrapa Koje Ccy pajuie Ha aHecTesuju. IIpunpembenn cy
BOZIMYY ¥ IPOTOKOJIN 33 IPOIeHy 1 Tepanujy doma. ITpo-
TOKO/MN 3a npaheme 1 nederme MOryhux Hexe/beHNUX ede-
KaTa Tepanuje dola OALITAMIIaHM CY Ha MOCTEpUMA KOjU
Cy AMCTpUOYMPaHV CBUM XVPYPIIKVM Ofie/belbliMa 1 je-
AVHNILIaMa VHTeH3uBHe Here. Dmajep 0 IOCTONEPaTUBHIM
TeXHUKaMa 3a CMamberbe I IPOolieblBatbe OO/ IU3ajHNPaH
je ¥ ofIITaMIIaH 3a pefoNepaTUBHY efyKaljy aljeHa-
Ta. MemuuuHCcKa cecTpa Koja je odydeHa 3a jedeme doma
Hodesa je ca 0dyKoM cecrapa Koje paje Ha XUPYPIIKUM
Ofie/ierbJIMa U Ca MAlMjeHTVMa KOju Cy OU/IM y KpeBeTH-
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surgical wards. In more than 95% of patients postopera-
tive pain is effectively treated (VAS < 3) - even after major
surgery. Pain is regularly assessed and recorded 8 times
per day on the day of operation and 3 times daily up to the
5% day. Results are analyzed and reported once a year. Au-
dits are regularly proceeded. Hospital pharmacy prepares
standardized analgesic mixtures also for the weekend and
holiday time - to minimize error possibilities. Everyday
there are 2- 3 pain nurses and a supervising anesthesiol-
ogist available for APS. Surgical ward nurses regularly at-
tend continuous education programmes. Our further goal
is to organize educational programmes for patients. The
first step will be to update the patient’s information fly-
er about postoperative pain management techniques and
pain assessment.

7. CONCLUSIONS

APS led to an increase of appropriate use of special-
ized analgesic techniques. APS reduced the analgesic gaps
that occurred during the transition from IV PCA or epi-
dural PCA to oral analgesic therapy. Recorded and eval-
uated effectiveness of pain relief and possible side effects
enables further possible improvement of postoperative
analgesia. Several studies showed that implementations
of APS was associated with a significant decrease in pain
intensity (15) and also lower incidence of postoperative
complications.

Nowadays undertreated postoperative pain is not
due to the lack of effective drugs or techniques, but to the
lack of an organized approach (APS) which uses existing
treatments. The role of regular teaching programmes of
ward nurses, implementation of standardized protocols,
regular audits to improve outcomes cannot be overstated.
Programmes for education of patients are the next step
to improve postoperative pain management and patient’s
satisfaction. Decision making practice informed by per-
son-centered dimension (patient as a person, patient-phy-
sician relationship and communication) that take into ac-

Ma. [ITpaheme dosa duo je cipoBeieHO Kao IeTH BUTATHU
3HaK Y IalMjeHTOBOj ucTopuju domectun. Y To foda je dua
JIOCTYIIHA caMo jegHa MHQY3MOHa myMIa ca Moryhxouthy
KOHTpOJIe Off cTpaHe nauujeHTa. HagsopHu anecresnosnor
je 010 KOCTyIaH y KIMHUIY 32 XPOHUYHN QO

Y 2007. n 2008. ropuun AIlll-y cy ce npuppyxuie
jol Tpy MeIMLIMHCKE cecTpe, o, 2009. rogyHe aHanmsupa-
HY Cy IIPUKYIUbeHN Hofany (IpolieHa MHTeH3uTeTa doa,
y4ecTanoCTy 1ojase doja, HeXXe/beHNX edekara 1 KOMIUIN-
KaIyja Tepanuje dosa) ¥ rofuiiise npujaspuBann. CraaHa
elyKallija XMPYPLIKMX MEJULMHCKIAX CECTapa IoyYesa je 'y
2009. ropuHy, ca jefHOJHEBHUM 00pa3OBHMM IIPOrPaMOM
KOjI je cafip>Kao TeopeTcKa IIpeJaBama, pagoHNLe U M-
CMEHVM TECTOM Ha cBakKa 2 Mecena. [opguime Iposepe aH-
€CTe310JI0Ta, XMPYPra 1 MeAVIIHCKIX CecTapa Cy IIocTase
Ileo pemoBHOT pajgHor nporeca. Op 2013. roguHe, Hafi30p-
HJ AHECTe3MOJIOT je CBAaKOJHEBHO MOCTYIaH UCK/bYYMBO
3a AIIIIl. AHecTe3nonor 1 MefUILIMHCKe CecTpe Koje Cy 3a-
nocnenu y AIIC page no 15.30 yacoBa, OCMM BUKEHIOM
WIK IPAsHULIMMA. AHECTEe3MOJIOT U MeMIIMHCKA cecTpa I10
HI03MBY KOjU Cy 3aIIOC/IEHN Y QOTTHMIIM Cy Ha JY)KHOCTH 24
vaca / 7 JaHa y Hefie/bu kao iomoh 3a pap y AIIII.

Orn 2016. ropuue, vam AIIL nma Bume ox 100 pe-
TMCTPOBAHMX NALMjeHTOM KOHTponucaHux nymmu. IIpo-
TOKOJIN 3a JIedere oJa ce aXypupajy, a JOCTYIHU Cy 1
HJCaHM IPOTOKOIM 3a Ipaheme MmanyjeHTa Ha CBUM XU-
PYPLIKUM Ofie/berbuMa. Y Buile o 95% manyjenara, mocT-
ornepatuBHU do71 ce epukacHO Tpetupa (BAC < 3) - yak u
nocrne Behux xupypiukux nHrepBeHnyuja. bom ce penosHO
IpoLemYyje ¥ aHamM3Mpa 8 myTa JHEBHO Ha [jaH ollepanuje
” 3 IyTa JJHEBHO JI0 NeTOT JJaHa Ioc/e onepanuje. Pesy-
TaTU Ce aHA/IM3MPAjy U U3BEIITAj) Ce ITOJHOCE jeJHOM TO-
muiImbe. PeBusuje u mposepe ce pefloBHO criposoge. boi-
HM4YKa alloTeKa IpUIIpeMa CTaH/apAyu30BaHe aHAJTeTCKe
KOMOMHaIMje ¥ 3a BUKEH]] U IIpasHMKe - KaKo du ce cMa-
w1Ie MoryhHocTy rpemraka. CBakofHEBHO OCTOju 2 10 3
donmHMuapa 1 HaJ;30pHU aHecTe3nonor foctymnas 3a AITLI.
Xupyplike cecTpe ca ofie/berba peJoBHO noxahajy nporpa-
Me KOHTMHYMpaHe MeJULMHCKe efyKanuje. Hamr jomatHn
Wb je OpraHyN30Bame 0OPa30BHYX IIPOrpaMa 3a HalujeH-
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count some ethical theories may constitute a constructive
approach to an ethics framework also for postoperative
pain management (3).
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te. IIpBu KOpak je cTajHO MHOBMpame MHPOPMATHBHOT
JIeTKa 33 HallijeHTe O IOCTOIepaTMBHMM TEXHMKaMa 33
CMameme I IpOoLehBabe II0CTOIEePATHBHOT do/a.

8. 3AKBYUIIH

ATIILT je moBeo fo mosehamwa oprosapajyhe ynorpede
CIIeVja/I30BaHNX aHAJITETCKUX IpOLeflypa M TPeTMaHa.
CMamuo je aHanreTM4YKe IIpasHUHe Koje CY ce jaB/bajsie TO-
KOM TpaH3UIIMje Ca MTHTPABEHCKOT WM eIy PATTHOT PEXN-
Ma JlaBama JIEKOBAa Ha OPAJIHy aHA/IFeTUUKY Tepamjy. 3ade-
JIeXKeHa U MpolieeHa epUKACHOCT CMambetha IHTEH3UTEeTa
dora Kao 1 eBeHTya/THN HeXXe/beH) edeKTy Koju oMoryhyjy
fla/be odo/blIIatbe OCTONepaTUBHE aHanresnje. Hekommko
CTyAMja IOKa3aslo je na cy umivieMeHTanuje AIILl mosesane
ca 3HaYajHNM CMamereM NHTeH3nTeTa doma (15) kao u cma-
FEHOM MHLMJICHIIMjOM ITOCTOIIEPATUBHIX KOMIUIMKAIIVja.

Y maHalme BpeMe, IOCTONEpPaTHMBHM OO/ Huje IO-
cllefuIa HefocTaTKa epUKacHMX JIeKOBa WU TeXHMKa, Beh
HeloCTaTKa aJleKBaTHOT opraHnusoBaHor npucrymna (AIIL)
Koju Kopuctu nocrojehe moryhnoctn. Yiora pefoBHux Ha-
CTaBHMX IIpOTpaMa 3a efyKalujy MeJUIMHCKMAX CecTapa,
cripoBoberbe CTaHAAPAM30BaHUX IIPOTOKO/A (BOAUYA), pe-
JIOBHUX KOHTPOJIa pajy Modosblllara MICXOfla XUPYPLUIKNX
VHTEpBEHIVja, He MOXe ce mpeneHuT. IIporpamu 3a eny-
Kalyjy manmjeHata cy cregehu kopak 3a modospliame n
Jledere IOCTOIePaTVBHOr dOJa y3 afleKBaTHO 3aJ0BOJb-
cTBO manujeHara. [Ipakca goHoIIewa ofIyKa y3aumajyhm y
003up 1eHTpaIHy yaory ocode (manujeHT Kao 0coda, ofi-
HOC TIaIjijeHTa U JieKapa M IJMXOoBa KOMYHMKalMja) Koju
y31Majy y 0031p eTH4IKe HOpMe, MO>Ke IIPeICTaB/baTy KOH-
CTPYKTMBAH IIPUCTYI €TYKOM OKBUPY ¥ 3a yIpaB/bambe
aKyTHUM U XPOHUYHUM IIOCTOIIEPATUBHUM dOJIOM (3).
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ABSTRACT

A painless labour is the dream of every woman in
labour. Even though pain is felt different by different
people, woman in labour describe labour pain as strong
or unbearable. Labour pain is caused by uterus and pelvic
pain receptor stimulation and it’s transfer to the central
nervous system where pain is perceived. Apart from being
uncomfortable, pain negatively affects the general status of
a woman in labour. There are various analgesic methods
which can relieve pain during labour and delivery or make
them painless. Pain relief methods during labour and
delivery can be nonpharmacological and pharmacological.
The method of choice and way of its application depends on
the status and awareness of the woman, level of education
and skill of the doctors and midwives, available equipment
and institution protocols where labour takes place.
Regardless of the method which is applied to relieve pain
during labour and delivery, the goal is to enable a safe and
painless labour which the woman will remember as the
most beautiful and enjoyable lifetime experience.

Key words: pain, labour analgesia, delivery.

CAXETAK

besdonmHu mopop je can cBake popmmbe. VMako don
pasmunTe 0code [OKUB/BABAjy PA3INUUTO, POLU/BE IT10-
pobajuy don omnucyjy kao jaky wiu Hemsap>xpuBy. Ilopo-
hajua don je yspokoBaHa mofpakuBameM pellenTopa 3a
don mareHnie u gHa 3henniie Te BUXOBUM NIPEHOLICHEM Y
CpeqVIIIbY XKIMBYAHM CYCTaB Ifje ce don nepuumnupa. Ocum
ILITO Cy BP/IO HEYTOJHY, dOTIOBM HETaTHBHO yTjedy Ha onhe
crame pogwse. [lo maHac cy pasBujeHe dpojHe MeTofE KOje
MOTy YOImaXUTu oM THjeKoM mopoya may ra 0de3donn-
. MeToze ydnakaBamwa S0/ THjeKoM Iopofa Mory OuTu
Hedapmakosomke u papmakonomke. Ogadup Merose n
HauMH Ie3VHe IpUMjeHe OBUCK O CTawmy 1 MHdpopmupa-
HOCTHU POAM/bE, efYLMPAHOCTU Vi BjeLITHHU JMjedHNKa U
IpYMajba, OIPEM/bEHOCTH Te IIPOTOKO/IMMA YCTAHOBE I7jje
ce nopop, ofBuja. HeoBrcHO 0 MeTONM KOja ce IpuMjerbyje
3a ydnaxxaBame OO/IM THjeKOM IOpoja Lnb je omoryhurn
curypal u de3donan mopop kojer he ce popmma cjeharn
K0 Haj/bellllIerT U HajyrOfHNUjeT XMBOTHOT MICKYCTBa.

Kmwyune pujeuu: o, 0de3dopaBame NOpoza, IOPO,.
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1. PAIN DURING LABOUR AND DELIVERY

Pain during labour is an uncomfortable experience
which is affected by physical, emotional, cultural, social
factors. Women in labour perceive pain differently and
individually, and that feeling is dependent on their personal
attitude towards labour, former experiences, desire to be
pregnant, age, partner support, expectations and prejudice
as well as neurophysiologic characteristics of the woman in
labour [1].

Pain during labour is the effect of peripheral pain
receptor stimulation (nociceptors) where the pain impulse
is generated and then transferred by thicker A§ i thinner
C fibers to the spinal ganglion, where it enters the dorsal
horn of the spinal cord and is transferred through afferent
pathways to the brain, where pain in percieved [2]. Pain
in labour is acute and is divided into visceral, which is
generated due to cervical and lower uterine segment
dilatation, and somatic, which is the consequence of
perineum, pelvic floor and vaginal tissue injury. Uterus
contractions and cervical dilatation stimulates nociceptors
and sensory fibers which transfer painfull stimuly from the
cervix to the cervical plexus. The signal is then transfered
through the hypogastric plexus to the eleventh and twelveth
thoracic level and finally enters the spinal cord. These fibers
transfer visceral pain which is specific for the first labour
phase. Somatic pain, which is specific for the second labour
phase, is transfered by pudendal nerves though the sacral
plexus to the spinal cord at the level of the second, third and
fourth sacral nerve [2].

During labour, pain differs by localization, intensity,
duration and quality. As the labour progresses the pain
becomes stronger, often unbearable to women in labour.

To alleviate labour pain, most women decide upon
one of the available pain relief methods during labour.

1. 1. Methods of painless labour and delivery

a painless and safe labour by having adequate and
effective analgesia has become an object of interest of

1. bon THJEKOM MOPOJIA

bon je HeyrogHO 0CjeTHO UCKYCTBO KOje je IO yTje-
LajeM ICUXMYKUX, €MOLMOHATHUX, KYITYPONOWIKUX U
conmonoikux dakropa. Poguee TrjekoM nopoga doi o-
JKVB/bABajy PA3INYUTO U MHAVBUJYAIIHO, A Taj JOXKUB/bA]
OBJICU O BIACTUTOM CTaBY POfiM/be IIpeMa MOPOfY, Ipyja-
IIBYM VCKYCTBUMA, JKe/beHOCTU TpynHohe, modu, moap-
HILM IApTHEPA, OYeKMBabMMa U IIpefpacyfiaMa Te Heypo-
¢dusnonoukum ocodunama popube [1].

bon koja ce jaB/ba THjekoM IOpOAA MOC/bENNLA je I10-
IDpaXuBama repudepHNx peLentopa 3a don (HOLMILeNTo-
pa) Ihje HacTaje SOMHM MMIYIIC KOjU Ce IpeHOCH Aed/bUM
AS n TamwuM 1l BTaKHMMA y CHMHAIHY TAHIIN], YIa3n y
CTPXKIbJ POT KPA/beKHMYIKE MOXK/MHE T€ y3/1a3HUM ITyTO-
BIUMa JI071a3y 10 Mo3ra rjje ce 6o nepuumnupa [2]. bom npu
IIOPOJY je aKyTHA U IMje/M Ce Ha BUCLIEpA/IHy KOja HacTaje
300r AIaTalyje LepBUKCA M NOWEr YTePMHOT CeTMEHTa,
T€ COMATCKY KOja je IOC/beinlia 03/beJie TKMBA IEepUHEY-
Ma, 3/Ije/IMYHOT IHA 1 BaruHe. KOHTpakiMjaMa MaTepHulle
U OVIATALMjOM LiepBUKCa MOAPAXYjy Ceé HOUMLENTOPU U
CEeH30pHA B/IaKHa KOja IIpeHoCe dO/He Mofpaskaje 13 BpaTa
MaTepHMUIIe U MY JTIaTePaIHO y LiepBUKanHM I1eKcyc. Cur-
HaJl ce Jla/be IIMPY KPO3 XMUIIOTacTPUYHE IJIEKCYCe Ha pa-
3MHM je[JaHaecTora ! IBaHaecTora TOpaKajHora KpasbellKa
U 3aK/bYYHO y/Iasy Y Kpa/beXXHUYHY MOXMHY. OBa BIak-
Ha IIpeHOCe BUCLepaaHy O0J Koja je KapaKTepUCTHYHA 3a
npBy dasy nopona. Comarcky do71, Koja je KapaKTepucTud-
Ha 3a Ipyry a3y mopopa, IpeHoce IyfieHaHN >KUBLY
IIPEKO CAKPAJIHOT CIIJIETA /10 KPa/beKHUYHE MOX/MHE Ha
pasuHu gpyrora, Tpehera u 4eTBprTOora CakpaaHOT >KMBLA
[2].

TujexoMm nopopa o ce pasnuKyje 1o JIOKaIM3aALWjH,
MHTEH3UTETY, Tpajamby U KBanuteTu. Kako nopox Hampe-
nyje ponmpe ocjehajy cBe jauy, 4ecTo HEM3APKUBY DOJL.

Kaxo du ce don tujexom nopopa ydnaxuna sehuna
pozamba ce ofyIydyje 3a jefHy o ZOCTYIIHUX MeToia 00e3-
dospaBama nopoza.
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many women, especially in the developed world in the
last three decades. Many pain relief methods exist which
include: nonpharmacological methods, pharmacological
methods and neuraxial analgesia [3].

1. 1. 1. Nonpharmacological methods of painelsss labour
and delivery

Nonpharmacological methods of pain relief for labour
are: psychological approach to the woman, emotional su-
pport, breathing exercises (Lamaz technique), aromathera-
py, audiotherapy, transcutaneous electric nerve stimulation
through electrodes (TENS), hypnosis, water labour, chair
labour. The nonpharmacological method applied depends
on the motivation of the woman and expertise and skills of
the proffesional staff at the delivery room (midwives, do-
ctors).

1. 1. 2. Pharmacological methods of painelsss labour and
delivery

Pharmacological methods for labour pain relief imply
various medicine application, mostly analgesics, in different
ways (inhalation, intravenous, intramuscular) at different
phases of labour, depending on the status and needs of the
woman. The choice and methods for pain relief depends on
the woman, doctor and institution protocol where labour
takes place.

1. 1. 2. 2. Inhalational analgesia

Inhalation analgesia during labour is wused in
institutions where all the necessary equipment for it’s use
is available, as well as educated staff. Considering it has
analgesic properties, nitrous oxide is a gas used for labour
pain relief. It is used with special systems for application via
a mask. It enables fast and adequate analgesia, it is simple to
use and has unsubstantial effect on the fetus. It can prolong
labour and it pollutes the environment [4].

1. 1. Memode o6e36omasarva nopooa

BesdonmaH 1 curypaH Iopoj IpJMjeHOM afleKBaTHe I
YIMHKOBNTE aHa/Tesyje IIOCTAO je IIPefMeTOM 3aHMMamba
BEeIMKOT Opoja yKeHa 0COOUTO y Pa3BUjEeHOM CBUjeTY y II0-
cpenma Tpu gecer/beha. Bpojue cy Meropie 0de3dopaBarma
HOpPOJiA U YK/bY4Yjy: HepapMaKOJIOIIKe MeToze, (hapMaKo-
JIOLIIKe MeTOfie, Te MeTOJe HeypoaKcHjaliHe aHanresuje [3].

1. 1. 1. Hepapmaxonouike memode 06e360/masarba nopooa

Hedapmakonomke merome odezdomaBama MOpofa
HOApa3yMujeBajy: IICUXOJIOUIKY IPUCTYI POAWUBU, €MO-
IIVIOHA/IHY MOZIPIIKY, Bjexkde mucama (J/lamasoBa TexHuka),
apoMarepanujy, ayA1oTepanu;jy, TPaHCKyTaHy eIeKTPUIHY
cTumynanyja xxusana nyreMm enekrpoga (TEHC), xumHo-
3y, HOpof y Boay, mopogp Ha crorunhy. Koja he ce nedap-
MAaKOJIOIIIKa MeTO/a MPUMIjeHUTY OBYCH O MOTUBMPAHO-
CTU pOM/be, Te 3HAKY U BjelITMHAMA CTPYYHUX 0coda y
pabaonnun (mprmasne, mujedHNIN).

1. 1. 2. dapmaxonouike memode 06e360mvasarba nopooa

®apmakornouike MeTofie 00e3do/paBama Mopoya moj-
pasymujeBajy INpUMjeHY pasIMIUTUX JIUjeKOBa, IIPBEH-
CTBEHO aHAJITE€TUKA, Ha pa3/IN4INTe HAYMHE (I/IHXZUIa]_U/IjCKI/I,
MHTPAaBEHCKNU, MHTPAMYCKY/IAPHO) Y pasmuautuM daszama
HOPOJIa OBUCHO O CTamy 1 norpedama pogmnbe. Omadup n
Ha4JH JJaBarba JINjeKoBa 3a yO/makaBarme OO/ TIjeKOM I0o-
pofia OBUCK O POAW/BY, TMjEIHUKY Y IIPOTOKOTY YCTaHOBE
I7je ce ofiBMja IOpoy,.

1. 1. 2. 2. Ananze3uja uHMXanayujckum anaieemuyuma

AHanresnja MHXaJTalMjCKMM aHECTeTULIVIMAa THjEeKOM
IIOpOJA KOPUCTH CE Y YCTaHOBaMa I7ije 3a Ihe3UHY IIPUMjeHy
IIOCTOjU CBa MOTpedHa ompeMa U emyrpaHo ocodme. C 00-
3MpOM Jja TIOCjefyje aHa/ITeTCKa CBOjCTBA, JYLIMKOB OKCUIYIT
je IJIMH Koju ce KOpUCTH 3a 0de3dorpaBarbe nopoxa. Koprcru
ce TTOMONy TTOCeOHNX CyCTaBa 3a IETOBY JOCTABY ITyTeM Ma-
ckn. Omoryhyje dp3y n modpy aHaresujy, jefHOCTaBaH je 3a
ynotpedy 1 MMa He3HaTHe ydnHKe 3a deryc. MehyTnm, moxe
HPORYKIUTH Tpajarbe Mopoyia u 3arabyje oxommr [4].
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1. 1. 2. 1. Systemic analgesia

Systemic analgesia is a method often used for labour
pain relief. Opioids are used (meperidine, sufentanil,
fentanyl, alfentanil, remifentanil) and they bind to opioid
receptors in the central nervous system. Their systemic
use can lead to nausea, vomiting, itching and breathing
depression, therefore women in labour taking opioids have
to be constantly monitored. These medication pass through
the placenta and can cause adverse effects on the fetus,
caution is necessary when used.

1. 1. 2. 4. Systemic infusion of remifentanil

Remifentanil use is very simple, you only need an
adequate intravenous line. Remifentanil is an opioid
analgesic with a short onset and effect time which works on
mu receptors, it’s short onset and effect time enables good
analgesia control, with less frequent adverse effects and
complications. Considering its fast onset and short effect
time, it is used as a continuous infusion, or self controlled
infusion administered by the women in labour. As an opioid
analgesic, it shares all the adverse effects as the other opioids.
Breathing depression being one of them, is an adverse effect
which can be transferred to the unborn child, resulting in
the baby being born drowsy and breathing slowly after
birth, but due to its very short effect the state is temporary.
In addition, nausea, vomiting, itching, sleepiness, dizziness,
all the typical opioid side effects also apply to remifentanil.
Rare adverse effects are apnea and bradycardia which might
require cardiopulmonary resuscitation. Despite everything
mentioned above, pain relief with remifentanil was lower
compared to an epidural block, the golden standard for
labour pain relief, but it is an excellent alternative in certain
situations [5].

1. 3. Neuraxial analgesia

Neuraxial anesthesia has become gold standard
for achieving pain-free delivery. Over last two decades,

1. 1. 2. 1. Ananzesuja cycmasHom NPUMjeHOM AHANIZEMUKA

CycTaBHa IpUMjeHa aHANITeTHKA 9eCTO je KOPUIITeHa
MeToza 3a ydnakaBamwe domm TrjekoM nopopa. CycraBHO
ce KopucTe ommonay (MerepupmHe, CypeHTAHWI, ¢eH-
TaHWI, aeHTaHWT, peMU(PEHTAHUI) KOjU CBOje y4MHKe
0CTBapyjy Bexxyhu ce 3a OIMONIHE peLleNTOpe CPeAyLIber
JKVMBYAHOT CycTaBa. IbuxoBa cycTaBHa IpMMjeHa MOXKe
[I0OBECTM IO My4yHNHe, noBpahama, cBpdexa n fernpecuje
[caba I1a ce poAnsby, K0joj ce Jlajy OlmjaTyi, MOpa Hellpe-
craHo Hapmparu. OBU JIMjeKOBM IIpO/ase IOCTE/bUILY 1
MOTY 13a3BaTy CIMYHE HeKe/beHe YUMHKe KOJ eTyca Te je
norpedaH oIpe3 KO IbIXOBe IIPUMjeHe.

1. 1. 2. 4. Ananee3uja uHmpaseHcKkom uHgy3ujom
pemugernmarunom

Haune npumjeHe pemudeHTaHnIa je BPIO jemHOCTaA-
BaH 003MPOM JIa Ce CaMO MOpa IOCTABUTH afIeKBAaTaH BeH-
ckn myT. PeMudeHTaHWT je OomMOMAHM aHAITeTHK Op3or
HACTYTIa U BPJIO KPATKOT Jije/IoBarba KOjI Jijeyje Ha My pe-
enTope wTo My oMoryhasa 1odpy KOHTpO/Ty aHanresuje y3
CMameHy MOIyhHOCT HacTaHKa HYyCIIOjaBa JMIM KOMIUIMKA-
nyja. Od31poM Ha IHberoB Op3M HACTYII IjeIoBamba ¥ KPaTKO
fijerioBarbe KOPMCTY Ce Y KOHTUHYMPAHOj MHY3WjH MM Ca-
MOKOHTpO/MpaHoj MHQY3Mju o cTpaHe popmbe. Kao omm-
OMJIHV aHAJ/ITETHK, IMje/IN CBE HYCIIOjaBe KOje MIMajy OCTa/In
NpUITAJHUIN VICTE TPyIle n1jeKoBa. Jlenpecnja gucama Kao
jemaH ofi BIX, HYCIIOjaBa je Koja ce MOYKe IPEHMjETV M Ha He-
pobeHo fujeTe Te O MOPOIY MOYKe OUTY TIOCIIAHO U JIVICATH
YCIIOPEHO, HO pajiit CBOjeT BPJ/IO KPATKOT JIje/IoBaba CTarbe je
nponasHo. Hayjaspe, My4nyHa, moBpahame, cBpdex, mocma-
HOCT, BPTOITIABM11a, TUIIMYHE HYCIIOjaBe 3a CBE OIMOJIe BPU-
jeme n 3a peMmdeHTaHWI. PujeTke HycoOjaBe Cy IOTIYHM
IpecTaHaK [iyicama W OpaayKapauja Koju he saxTujesarn
KapAMOIIyJIMOHA/IHYy PeCyCLUTALMjy. YHATO4 CBEMY IIpeT-
XOfIHO CIIOMEHYTOM, 33/I0BO/bCTBO AHA/Te3UjoM peMudeH-
TaHWUJIOM je HVDKE Y OJJHOCY Ha 3/IaTHU CTaHJApP[, aHa/resuje
HPWINKOM TIOPOJia, eIVMAYPaTHY OJIOK, aji je OfINYHA ajl-
TepHaTMBa y ofgpehernm curyarmjama [5].
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neuraxial labor analgesia techniques have become safe with
significant advances in the quality [6]. Techniques including
epidural, combined spinal-epidural (CSE), dural puncture
epidural (DPE), single-shot spinal, and continuous spinal,
are some of the options available to alleviate the pain of
childbirth [7]. Continuous infusion pumps have been used
worldwide, and the new generation of epidural pumps can
be programmed to administer intermittent timed boluses
(PIEB, programmed intermittent epidural bolus), making
labor even more pain-free [6].

Ifa neuraxial analgesia is being considered, the risk and
benefits must be discussed with the patient, and informed
consent should be obtained. Patients should understand
that they will have little or no lower extremity motor
function until the block resolves. Alongside the desire of
woman, other indications for application of neuroaxial
analgesia are: spasticity of cervix, long labor, and possibility
for cesarean delivery. Major contraindications to neuraxial
anesthesia include: womans refusal, bleeding diathesis,
severe hypovolemia, elevated intracranial pressure, and
infection at the site of puncture [8].

1. 1. 3. 1. Epidural analgesia

The most effective and most used technique of
neuraxial anesthesia for achieving pain-free delivery is
epidural analgesia. In the standard technique, a needle
is placed into the epidural space. A catheter is generally
placed using the needle, than the needle is removed, and
medications are given through catheter to provide analgesia
[9]. Administration of medications include the use of local
anesthetic bupivacaine, levobupivacaine or ropivacaine in
combination with opioid analgesics. This combination is
synergistic, improving the analgesia and minimizing the
toxicity of both medications, limiting motor blockade. Large
randomized trials have proven that low concentrations of
local anesthetics provide best analgesia with usually, greater
maternal satisfaction compared with higher concentrations
due to better self — control, less lower limb weakness, and
more mobility [10].

1. 1. 3. Memode Heypoaxcujante ananee3uje

Heypoaxkcujanna aHecTe3nja IOCTAIA je 3/IaTHU CTaH-
flapy; mocTu3ama de3d0IHOr MOpofa Y3 BEMKO HaIpeo-
Bambe Y KBA/INTETU TEXHNUKe M METOfA 13Bohema oCTyIKa
[6]. IlompasymujeBa enuypanHy, CUHI/IE-CXOT CIMHAJIHY,
KOHTMHYUPAHy CIMHAAHYy Te KOMOVWHUpaHY CIMHAIHO-
-eNMAypaNHy TEXHUKY, KaO ¥ eNUYPaIHy aHA/ITe3NUjy I10-
CTUTHYTY TeXHUKOM IyHKLuje aype [7]. Kontunympano
npuMjemeHa HPysuja myTeM IyMIle THUjeKOM emupypa-
He aHa/Ire3je Hajuemhe je KOPMUIITEHA METO/IA ATlIMKALIV-
je mujexoBa 3a odesdomaBame mopoxa. Hosa renepanmja
eNMAypaTHUX IyMIIM KOje Cy IpOTrpaMyupaHe Ha MHTep-
MUTeHTHO ammuypane domyce nujekoBa (IIMED, enrm.
Programed intermittent epidural bolus), yuHM TIOpOJ, Jbell-
VM U YTOHUjUM MICKYCTBOM 3a TPYAHULY [6].

ITpuje moverka n3Bohemwa caMor MOCTyIKa HeypoaK-
CMjajiHe aHa/Iresuje, pogwepy Tpeda [leTa/bHO 0djacHUTH
Ha4yH u3Bohema MeTozie, Te Moryhe HycrojaBe ¥ KOMIIIN-
kanyje. Ce Tpeda durtu norspheno nupopmupannm mpu-
cTaHKOM >keHe. Popmbu Mopa duty odjaurmeH n Moryhn
Smaxky rydutak MoTopHe QYHKIMje TOMUX eKCTPEeMUTETa
3a BpujeMe Tpajama dmoka. OcuM Ke/be TPyIHMIE, OCTa-
Jie MHJAMKaLJje jecy OICTeTpUYKe IONYT CIla3aM LepBHU-
KaynHor yurha, Ipofiy/beHo Tpajame IMOpoia ¥ MOTYhHOCT
KOHBep3uje y napcku nopog. Heypoakcujanna ananresnja
ce Hehe MpUMMjeHNTN y poiu/ba KOja He SKeM OBY MeTO-
Iy aHa/re3uje, Koja ¥Ma CKJIOHOCT I10ja4aHOM KpBapemy y
aHaMHe3!, 3HaYajHy XUITOBOIEMM]Y, IOBUIIEHM MHTPAKpa-
HMja/IHY T/IAK, Te MHQEeKIMjy mpeBuheHor Mjecrta myHK-
Iyje U aMKanuje mjeka [8].

1. 1. 3. 1. Enudypantna ananeesuja

HajyunskoBuTtija m Hajuemhe KopuIITeHa MeToZa
0de3007paBara IIOPOJIA je enuypanHa aHanaresuja. Vispoau
Ce IIPMMjeHOM CTaH/IapJiHe TeXHUKE I7lje ce UITIa IIacupa y
enMAypasHu IPOCTOP IyTeM Koje ce YBOAU KaTeTep, MI/Ia
OJICTPaHM Te JIMjeKOBM C€ AIUINILMPajy ITyTeM KaTeTepa KaKo
du ce mocTurNa aHanre3yja u aHectesmja [9]. Annmkanmja
NMjeKoBa IofipasyMIjeBa IPUMjEHY JTOKaTHOI aHeCTeTUKA
dynmBakayHa, 1eBOdYNMBaKaHa WM PONMBAKaMHa y KOM-
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More recently, walking epidural analgesia is
increasingly applied. Indications, contraindications, and
technique are the same as the standard epidural analgesia
but there is a difference in the use of special pumps for drug
administration in the epidural space. The goal of walking
epidural is a satisfying analgesia without motor blockade
allowing woman in labor to walk with accompanying
person. This goal is achieved using smaller doses of local
anesthetic respectively, using the greater dilution of local
anesthetic. Although, there is still no evidence to support
walking during the labor, most of the women express the
desire for walking. The greatest noted objective advantage
of walking epidural analgesia is avoidance of urinary
catheterization [11].

1. 1. 3. 2. Spinal analgesia

Based on studies, single dose spinal analgesia is
a safe and effective alternative to epidural analgesia in
controlling pain during labour and delivery. For spinal
block medications are given into the cerebrospinal fluid
that surrounds the spinal cord. A small needle is used to
perform this technique. Thick needle makes little hole in
dura in order achive subdural space where medications
can be applied. Local anesthetic spreads more easily in the
spinal fluid and the lower doses of medication are needed.
Single dose spinal analgesia includes a single injection
of local anesthetic and there is only one opportunity to
deliver the medications. Contrary, when epidural block is
applied, a catheter is placed in an epidural space and drugs
can be delivered whenever it needed in order to extend the
duration of the block. It is important to control the spread of
local anesthetic through the cerebrospinal fluid to provide
a block that is adequate for the labour without extensive
spread, and increased risk of complications [12]. Spinal
opioids provide effective analgesia during labour, with no
adverse impact on the incidence of neonatal complications
[13].

SuHaluju ¢ onmjaTyMa YuMe ce IOCTIOKe dorba aHaIresuja
Y3 HIDKY TOKCUYHOCT 00a jMjeka ¥ OrpaHuderbe 3HauajHe
Mortopuuke Onokage. Illupoke paHpoMmsmpane cTypuje
[IOKa3Yyjy Jja IPMMjeHOM HIKVX J103a JIOKQJTHOT aHECTETUKA
momnasiu 1o dorbe aHanre3uje u, 00MYHO, dOJbET 3aJOBO/BCTBA
TPYZAHUIIE 3aXBa/byjyhyl Mame U3paskeHOj CIadoCTy HOBUX
excTpemureTa 1 Behoj MOdMIHOCTY y ycriopendu ¢ BULIMM
mosama ucTor nujeka [10].

Y HoBuje BpujeMe CBe ce BUIlle IIpUMjemyje xonajyha
enuaypasHa aHanresyja. VIHgMKanuje, KOHTparHAUKaLMje
Te TeXHMKa U3Boherbe je McTa Kao 11 CTaH/lapfiHa ey paHa
aHITIe3Nja, HO pas/iiKa je y KOPUIITebY oCeOHMX IyMITH 3a
alIMKalujy IMjeKkosa y emyujypannau npocrop. lwsp xopa-
jyhe emmpypanHe aHaresuje je 3afoBosbaBajyha ananresuja
KOja He yTjeue Ha MOTOPMKY Te oMoryhasa KpeTame pofybe
y3 mpaTiy. 300r Mamux f03a, ofHocHO Beher paspjebema
JIOKQJTHOT aHeCTeTMKa KOPUIUTEHOT Ipy xoxajyhoj enmpay-
pajHOj aHa/re3uju popmbaMa je omoryheHo kpetame. Vako
U a/be He II0CTOje€ KOHKPETHU JOKa31 KOjy TOBOPE Y IIPUJIOT
HPEeJHOCTY NPWIMKOM HOpoza, BehnHa pogmpa nspakasa
JKe/by 3a KpeTameM NpuwinkoM nopogpa. Hajseha odjextus-
Ha 3amujeheHa npenHoCT je MoryhHOCT camocTanHor mpa-
XKIberba MOKpahHOT Mjexypa Te HOC/beJHIYHO M3djeraBarbe
IIOCTaB/batbe YpUHApHOT Karerepa [11].

1. 1. 3. 2. Cnunanna ananze3uja

CrnmHanHa aHanresymja OO/NUK je CUTypHE M Y4YMHKO-
BUTE a/JiTepHATMBE €NUypa/lHOj aHANTe3Uju Y KOHTPOIN
nopobajue domn. Kapakrepusupa jy amnmmkanyuja nujekosa
y oapyyje nepedpocnuHanHe TeKyhnHe Koja oIiakyje Kpa-
Tb@KHNYHY MOKAMHY. CBOjUM IIPOIACKOM TIpeMa Liepedpo-
CIIMHATHO]j TeKyhyHY, uIrma 4nHn ManeHn gedekr gype. Jlo-
Ka/IHJ aHECTETUK aIlIMLIMPaH y CIIMHAIHY IPOCTOP IIMPU
ce dpxe Te Cy cTora NOTpedHe M HIDKE JI03€ MCTOT /jeKa
Yy OHOCY Ha eNMAYypaaHO afMUHUCTpupaHu nujek. [Ipm-
Mj€Ha /IMjeKa je jeHOKPATHa, JOK KOJ| eNuypaaHe TeEXHUKe
IIOCTaB/balbeéM EeNMIYPATHOT KaTeTepa, JIMjEKOBYU C€ MOTY
ammuupatn y duno kojeMm mopobajHom nody kako ou ce
HPORYXXWIO Tpajambe OnoKa. BakHO je KOHTponmpary mu-
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1. 1. 3. 3. Combined spinal and epidural analgesia

Combined spinal and epidural analgesia is a form of
neuraxial analgesia involving simultaneous performance of
spinal and epidural analgesia. Initial approach is performed
as for epidural technique. By determining the epidural
space the needle is fixed with hand, and then the longer
spinal needle which is placed through the epidural needle,
penetrates the dura. A single dose of the drug is applied and
spinal analgesia is achieved. The epidural needle is fixed and
the spinal needle is removed so the epidural catheter can
be placed in epidural space, and long-lasting analgesia can
be performed. The advantage of this technique is that both
blocks are performed using one needle sting, but the curve
of learning is longer and time is needed for a satisfactory
manual improvement, which is its lack [14].

1. 1. 3. 4. Adverse effects and complications of neuroaxial
analgesia

During performing and maintenance of neuraxial
analgesia many adverse effects are possible. The most
common one is hypotension. It can occur primary as a
result of the sympathetic blockade. Effective analgesia with
balanced haemodynamic stability is important because
prolonged hypotension can cause fetal bradycardia and
acidaemia, which can compromise critical fetal status [15].
Hypotension must be treated immediately by side position,
intravenous infusions, and vasoactive medications.
The patient is typically positioned with left uterine
displacement to prevent aortocaval compression. Rapid
bolus of intravenous crystalloids (500 to 1000 mL) with a
vasopressor drugs like low-dose phenylephrine infusion
are important for reaching the baseline of maternal blood
pressure. Pruritus is a common side effect of neuraxial
opioids that is more frequent after administering opioids
in cerebrospinal fluid than in the epidural space. It
can be treated with a small doses of opioid antagonists
like naloxone or naltrexone. Nausea and vomiting can
result from labor itself, hypotension or neuraxial opioids

perbe aHecTeTMKaA Y IiepedpocnmHanHoj TekyhuHu Kako ou
ce CIIpUjednsIO HEXKE/bEHO BUCOKO HIMPEHe JIMjeKOBa LITO
Hocy pusuk oppebenrx xomrvmkanuja [12]. Onmonpan
aHAITETVLIV AIUIMLMPAHN Y CIMHAHYU IIPOCTOP oMoryhyjy
YVIMHKOBUTY aHA/ITre3ujy THjeKoM Iopopa de3 yTjeljaja Ha
Pas3BOj HeOHATATHNUX KOMITIMKaryja [13].

1. 1. 3. 3. Kombunupana cnunanna u enudypanma
amanzesuja

KomOuHMpaHa enypypanHa ¥ CIMHaAHA aHa/ITe3uja
je 0d/muK HeypoaKcujaiHe aHa/ITre3Nnje KOjyu YK/bydyje UCTO-
BpeMEHO M3BODeme CIVMHANHE 1 eMugypaaHe aHanresuje.
V3sBomy ce MHUIIMjaTHUM HPUCTYTIOM Kao 3a enupypa-
HY TeXHUKY, a 10 yTBphuBamy emuypaaHor IpocTopa
urma ce QUKCHMpa PyKOM Te ce IOTOM Kpo3 emmpypan-
HY UIJIy IIacupa iy>Ka CIMHAIHA UIpa Te ce IeHeTpupa
Aypa. AIIMIupa ce jeflHOKpaTHa [03a JIMjeKa Te ce TUMe
HOCTIDKE CIIMHATHA aHanre3uja. [ToroM ce pukcupa enm-
IlypajiHa UITIa Te Ce CIIMHAJIHA 110 JjaBalby NMjeKa M3Byde 1
Kpo3 paHuje yTBpheHy enmgypaaHu IpocTop IUIacupa ce
e ypalHN KaTeTep, IyTeM KOjera ce Mo>Ke HaCTaBUTH C
[lyTOTPajHOM aHA/ITe3MjoM. JemHUM ydonoM usBoge ce 0da
d/10Ka IITO je MPeHOCT OBE TeXHMKE, HO KPMBY/ba yueba je
HEIITO Jy>Ka Te je IOTpedHO BpujeMe J10 3a0BOJbaBajyher
MaHYyaJTHOT yCcaBpllaBama IITO je Bbe3VH HefocTaTak [14].

1. 1. 3. 4. Hesxcemene peaxuyuje u KomMnauxayuje
Heypoaxcujante arnanzesuje

TujexoM n3Bohema 1y HaKOH IIpVMjeHe HeypOKacu-
janHe aHecTesuje Moryhe cy OpojHe HexXe/beHe peakiuje.
Hajuyemha Hexxe/beHa peakiuja je xumotensuja. Hacraje
IPUMAapHO Kao pe3ynTaT OloKaje CUMIIATUKYyca. Y YMHKO-
BUTA aHa/Ire3uja y3 7odap XeMoiMHaMCKH da/laHC BaykKHa je
KaKo Ou ce CIIpjednia IIpoJIOHTMPaHa XUIIOTeH3ja U TUMe
y3pokoBana ¢eranHa Opamukappauja m anupemuja [15].
JInjedn ce Ha Ha4YMH Jla Ce POAM/bA IIOCTAB/ba Y /IMjeBM O0U-
HM TIOJI0’Kaj KaKo OM ce CIIpjednia a0pTOKaBaTHa KOMIIpe-
cuja. YKerpenu Tmak Moxxe ce moctuhu 1 dp3om nmpuMjeHoM
dornyca nHTpaBeHckux kpucranouaa (500 go 1000 mJI) y3
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administration. Incidence of this side effect can be reduced
using ondansetrone in prophylactic dose. Other drugs that
can help in reducing nausea and vomiting after opioid
administration are metoclopramide, dexamethasone or
transdermal scopolamine [12].

The most common complications of neuraxial
analgesia are inadequate analgesia, local anesthetic systemic
toxicity (LAST), postdural puncture headache, nerve
damage, and infection.

Inadequate analgesia is defined as inadequate analge-
sia or no sensory block at any time following the procedure
after adequate dosing of medications applied by aseptic
method to the appropriate site. Incidence of this complica-
tions can depend on patient factors like obesity, anatomic
or postsurgical spine abnormalities, skills of the anesthe-
siologist, the specific neuraxial technique, and technical
factors. Local anesthetic systemic toxicity most commonly
occurs after inadvertent injection of high volume of a high
concentration of local anesthetic into an epidural vein. Pri-
mary affects central nervous system and cardiovascular
system and can be fatal. Postdural puncture headache is a
type of headache that worsens when woman sits or stands.
It occurs because of leakage of cerebrospinal fluid through
a dural puncture. Usually occurs after spinal anesthesia or
after unintentional dural puncture with an epidural needle
[16]. It is treated by aseptically drawn a sample of the pa-
tient’s own blood into the epidural space to form a clot over
the dural defect. It is called epidural blood patch. The in-
cidence varies worldwide; pregnant women with low body
mass index (BMI) are at highest risk [16]. Nerve damage
usually occurs because of rigidity of epidural catheters, so
nerve roots may be injured during epidural analgesia. An-
other cause can be too deeply administered catheter that
can compress a nerve root. This complication is not very
usual and the incidence of permanent nerve damage fol-
lowing neuraxial damage is 1,2 in 100 000 [15]. Infrequent
complications after neuraxial techniques can be epidural
abscess and meningitis. Abscess formation is more frequent
after spinal technique than after an epidural procedure[16].

IpUMjeHy Ba30aKTMBHUX /MjeKOBa MOMYT geHmneppnHa.
Y3 XUIIOTEH3Njy YecTa He)Xe/beHa peakiiyja je 1 CBpdex Te
MyuHuHa u nospahame. CBpdex je mocpenuua mpumje-
He ONMOMJHMX aHa/ITeTVKa 0COOUTO y LiepedpoCHaIHN
IIPOCTOP Y3 HEUITO Makby MHUUAEHLNjY KOJi enujgypanHe
ariMKanuje njekosa. Jlujedn ce mpuMjeHOM ONMOMIHUX
AHTATOHMCTA HAJIOKCOHA U HAATPeKCOHa. My4yHuHa 1 10-
Bpahame ce jaB/bajy Kao mocbeuiia camor mopobaja, xm-
IIOTEH3Nje Te alUIMUVpaHuX onmomupa. VIHumpgenumja ce
MOXK€ CMABUTU TPOPMIAKTUYKOM IIPUMjeHOM OHJAHCe-
TPOHA. Y Jyjedyerby CUMIITOMA ITIOMaXKy ¥ BEHCKM aIlIVI-
paHM MeTOK/IONpaMu/, Te JeKCaMeTa30H, Kao U TPaHCTep-
MaJIHO NIPYMjebeH) CKOIIo/IaMuH [16].

Hajuemrhe kommnkanmje HeypoakcujaaHe aHaIre3n-
je jecy: He3azoBo/baBajyha aHanresmja, CycTaBHa TOKCUY-
HOCT JIOKQ/IHOT @HeCTeTHKa, TOC/IMjelTyHKIIMjCKa I1aBodo-
7pa, omteheme XuBIA ¥ MHEKIMjA.

HesanoBospaBajyha ananresuja ce gedunupa kao pa-
3UHa aHa/ITe3yje HeJOBO/bHA fla OM Ce IIOCTUTA0 CEH30PHM
O/I0K HacTasIa HAKOH AIUIMKAIVje a/leKBaTHIUX [103a JIVjeKO-
Ba Ha aJleKBaTHOM MjecTy. VIHIueHja OBUCK O CaMUM
KapaKTepUCTMKaMa TPyJHUIIE IIONYT TjelecHe Mace, aHa-
TOMCKVMX WM IIOCTOIEPALVjCKUX adHOPMamTHOCTH Kpa-
JbEKHULIE, BjeIUTUHN CaMOT aHECTE3MOJIOTA, IIPUM]jEHHEHO]
MeTOAY U MOTEHIVja/IHUM OTPaHNYaBajyRuM TeXHUYKUM
noremkohama. CycTaBHa TOKCMYHOCT JIOKaJIHOT aHecTe-
TUKa yIJTABHOM HacTaje Kao IOC/beaulia aKLMEeHTalTHe
aIyIMKalyje BUCOKMX KOHLEHTpalMja 1 BOJlyMeHa JI0KaI-
HOT' aHecTeTuKa y enujypanHy BeHy. IIpumapHo 3axBa-
ha nepedpoBackynapHu Te KapAMOBacKyJIapHM CYCTaB Y3
moryhn datanuu ncxop. Ilocnujenynkiujcka rmaBodoma
je rItaBodosba Koja ce 1mojayaBa IPUINKOM IIPOMjeHe M0JI0-
XKaja TPyAHMULE, 0COOUTO 3ay3uMameM cjefieher monoxaja
nm ycrajamweM. Hacraje kao moc/beniia usjaacka Lepe-
dpocnmnanue TekyhuHe Kpo3 fedekT Aype HacTao Kao
HOC/beNIIAa CIVHATHOT OJIOKA M1 HeHaMjepHe IYHKIuje
nype tujekoMm usBobemwa emmpypanHor dnoka [16]. Tpe-
TUpa Ce AIUIMKALMjOM IaLVjeHTOBE BJIACTUTE KPBU Ha I10-
Ipydje pypanHor fedekta rhe ce cTBapa 3alITUTHY YIPy-
maxk (eHrn. epidural blood patch). Behoj nojaBHocTn oe
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2. DiscussioN

The pain that woman experience during childbirth
is usually described as the most painful and unpleasant
experience in life. Since ancient times, there are opposing
opinions about whether or not make labor and delivery a
pain-free. Some people believe that delivery is a natural
process, and there is no need to make labor and delivery
pain-free. On the other side, there is an opinion that
a woman during childbirth should not suffer and the
labour and delivery must be painless. The development
of medicine, the understanding of the physiology of
pain, the neurophysiologic characteristics of the woman
in labor and the development of many methods that
made a delivery a pain-free experience, contributed to
the opinion that delivery must be painless. An additional
argument is that the painless delivery results in a number
of positive physiological effects on woman and on fetus.
Pain causes the release of many mediators that can lead
to different adverse effects on woman and fetus. During
labor and delivery, elevated levels of corticotropin, cortisol,
B endorphin, and adrenaline can be released and cause a
series of stress responses in woman that are manifested as
hypertension, tachycardia, hyperventilation, respiratory
alkalosis, reduction of uteroplacental flow, all with negative
impact on fetus [8]. Furthermore, studies have shown that
women whose delivery was pain-free had a lower incidence
of psychological disorders after childbirth.

Today, analgesia has become an integral part of the
labor, and in 2001, a World Health Organization brought a
Declaration in which it was emphasized that every woman
has the right for painless labour and delivery.

Nowadays, there are numerous nonpharmacological
and pharmacologial methods of pain management during
labor and delivery. The choice of method depends on its
availability, desire of woman, indications, stage of labor,
skills, and education needed for proper performance of
a particular method. Nonpharmacological methods have
proven to be more safe for both woman and fetus, but are
often insufficient to achieve appropriate analgesia, and

KOMIUIMKaLMje M3TI0)KEHMje Cy JKeHe C MalauM WMHJEKCOM
TjenecHe TexxuHe [16]. Omreheme xuBua Hajuenrhe HacTa-
je Kao Ioc/beaniia pUrMAHOCTY CaMOT eIMyPaTHOT Kare-
Tepa WU HeroBOM IPefydOKOM af[IMMHUCTPALIMjOM Y/Me
Moxe johu 1o KoMIIpecuje cIMHANIHOT XuBLA. Pujetka je
KOMIUIMKaI[Mja 4yja ce MHIMAeHNIMja TpajHor omrehema
xxuBna Kpehe 1,2 na 100.000 /pynu [15]. Pujetko kao mo-
c/befuIia U3Bohema HeypoaKcHjaHe TeXHMKe MOXKe OUTu
HACTaHAK eNUypPaHOr aliclieca ¥ MeHMHTUTHUCA. ATICIec
je yemthy HaKoOH M3Bohewa CIIMHATHOT Y OGHOCY Ha eI/Y-
panHu dnok [16].

2. PacripaBA

bor xoje >xeHe moXXUB/baBajy THjeKOM MOPO/ia OIUCY-
jy Kao HajdonMHMje M HajHEYTOAVMHUje ICKYCTBO Y SKUBOTY.
Jour of AaBHMX BpeMeHa Ia [0 AaHAC IIOCTOje CYIpPOTHA
MUIUBe’a 0 ToMe Tpeda /i 0de3domnTy Nopoy. JemHn cy
MUII/beba [a je TOPOJ IPUPOAAH IPOLieC Ta fia I'a Kao Ta-
KBOT Tpeda IPUXBATUTU U He 00e3d0MNTH, IPYyru ce maK
3a/IaXy Ja YKeHa THUjeKOM II0pofa He Tpeda IIATUTH, Te Ja
nopop Tpeda ode3dommru. Munvbewy ma mopop Tpeda
00e3d0mnTN NMpUAOHNO je pas3Boj MefuUIVHE, pasyMmuje-
Bame (¢usnonoruje dom, HeypoPU3MOIOMWKNX O0COOMHA
ponmpa Te pa3Boja dpojHUX MeToma ode3do/baBama IIO-
pona. [lomaTHu apryMeHT jja mopop Tpeda odesdomutu je
olaKame Ja yKIamamwe 00/ TIjeKOM IIOpOJia JOBOAMU JI0
SpojHMX MO3SUTUBHUX (U3MOONUIKIX YIMHAKA KOJ POLM-
e 1 peryca. Hamme, mopobhajua don joBogu o mydema n
ocrmodabama dpojHMX TOCpeTHMKA KOji MOTY Pe3ynTUpaTH
HEIIOBO/bHUX YUMHIIMMA Ha POAWBY 1 AujeTe. Tujekom 1mo-
pona ocnodabajy ce mosuineHe pasuHe KOPTUKOTPOINHA,
KOpPTN3071a, B eHZOopdUHA U afjpeHaNnHa KOji MOTIY Y3po-
KOBaTy HU3 CTPECHUX OJITOBOPA Y POJUIBbE KOj€ Ce OUUTYjy
Kao XMIIepTeH3Mja, TaXuKapjuja, XUIepBeHTuIanuja, pe-
CIMpalyjcKa a/lKano3a, CMambembe yTpeolUIaljeHTapHora
IPOTOKA Te HEeraTMBHOT yTjeuaja Ha ¢eryc [8]. Hapmasme,
UCTpaXkKMBalba Cy MOKasazna fia Cy >KeHe KOjuMa je TOpoj
duno 0de3do7peH MMate Mamby MHIVEHIV]Y ICUXOTONIIKIX
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therefore pharmacological methods are often applied. The
most effective analgesic method is neuraxial analgesia, with
a special emphasis on epidural analgesia. Clinical study
conducted by Ramin etal. [17], compared the effectiveness
of regional analgesia with systemic application of opioids,
and epidural analgesia has shown that it has led to better
analgesia and greater maternal satisfaction. However,
there are studies that have shown that epidural analgesia
during delivery can lead to significantly higher incidence
of instrumental or cesarean delivery [18] [19]. There is a
problem in the interpretation of these studies because it
has been shown that women who had uncomplicated labor
and delivery, did not require epidural analgesia and this
can be a main reason for a smaller number of indications
for performing cesarean delivery. In contrast, studies
of Raman et al. [17], in which the influence of epidural
analgesia and systemic analgesia on labor were compared,
did not show a higher incidence of the cesarean delivery
in women that received epidural analgesia. During labor,
application time of epidural analgesia is also important.
It has been shown that epidural analgesia do not prolong
the first stage of labor, but continuous application during
second stage can prolong the labor, and increase the
possibility for instrumental or cesarean delivery. On
the other hand, if epidural analgesia is applied too soon
during labor when the cervical orifice is not yet dilated at
least three to four centimeters, the incidence for dystocia
and cesarean delivery is higher [16]. This results must be
interpreted with caution in view of the unevenness of the
study.

In recent times, most women want some method for
making a delivery a pain-free experience. The emphasis
is on the epidural analgesia due to the availability of
information. However, the women should be informed
by professionals. They should be introduced to all the
benefits and possible complications of the desired and
available methods for pain-free delivery. Also, there is a
certain number of women who have a negative opinion of
the pain-free delivery because they believe that labor is a
natural procedure, and that woman must suffer. Based on

nopemehaja HakoH opopa.

JlaHac je aHanresmja mocrajaa CaCTaBHU AMO IOPOAA
Te je 2001. ronuHe foHeceHa fieknapannja CBjeTcke 3paB-
CTBEHE OpPraHM3alMje y KOjoj je MCTAKHYTO Jja CBaKa >KeHa
yMa IpaBo Ha de3doaH Mopoy,.

Hanac nocroje dpojHe Hedapmakosnouike u papmako-
JIOILIIKe MeTofe oakiIaBamwa domn. Koju he metony ponnpa
Of1adpaTy OBUCHU O HE3MHOj JOCTYIIHOCTH, >Ke/bU POAVBE,
¢dasy nmopopa, BjeIITMHM U efyLMPAHOCT U3BOhemy Io-
jemuHe MeTozie 00e3do/paBama MOPOJA Te MHAVKAILjaMa.
Hedapmaxononike MeTone Cy ce Iokasajae CUTypHHUje 3a
ponuby 1 GeTyc, HO BPJIO YeCTO HUCY JOCTAaTHE y HOCTU3a-
1Y IPUK/IAJIHE aHA/ITe3Nje Te Ce YeCTO IIPUMjerbYjy dpapma-
Kojoke Metoge. Op cBux MeTona 0de3dospaBara Hoposia
Hajy4MHKOBUTHj€ CYy METOJEe HeypPOaKCHUjalHe aHajresuje,
0coduTO enmpypanHa aHanre3uja. Y KIMHUYKOj CTYRAUjU
Koje cy npoBerm PamuH u cypapuunu [17] ycnopebhnsa-
Ha je YYMHKOBUTOCT PETVOHAIHE AHAJIT€3Mje CA CYCTAaBHOM
IIPVIMjE€HOM OIlMjaTa M OIMOMJA Te je TIOKa3aHo JIa je eIu-
JlypajsHa aHajaresyja foBena 1o dobe aHaaresuje u Beher
3aZoBO/bCTBA popmba. Mehyrum, mocroje cryauje koje
Cy IIOKasaje Jja enyujypaaHa aHanaresyja TUjeKOM IOpoa
MO>Ke JOBECTH JI0 3Ha4ajHO Behe ydecTanocTy mpopy/bermna
1opoja Te fIoBplieiba IOPOfa MHCTPYMEHTA/JIHUM ITyTeM
nn napckum pesom [18, 19]. MebyTnm, nocroju npodnem
Y MHTEpIIpeTALMj|i OBUX CTY/IM]ja jep Ce II0Ka3aso Jja poiu-
Jbe, KOje Cy MIMaJjie HeKOMIUIMLIMPAHU IIOPOJ, HICY TPasKiuJie
enuypaaHy aHa/lIre3ujy Ia OBO MOXKe OUTH PasjIor Mamber
dpoja nuaMKanmja 3a usBoheme mapckor peza. CynporHom
TOMe, UCTpaXuBama Pamana u cypagumka [17] xoju cy
ycnopebuBanm yTjenaj enugypante aHanresuje 1 CycTas-
He aHa/resyje HUCY Mokazamm Behy ydyecTanmoct mapckor
pesay poanba Koje Cy IpUMUIe eNUAypaaHy aHaIresnjy.
BaxxHo je u BpmjeMe arMKanyje enuaypaaHe aHauresuje
THjekoM nopoja. Ilokasano ce fa ennpgypanHa aHanresuja
He TIPOAY/bYje MpBY (asy nopopa, MehyTum me3nHa KOH-
TUHYMpPaHa IpUMjeHa THjeKOM Apyre ¢ase Mopoja Moxe ra
nponyxutn te nosehatu MoryhHOCT MHCTpyMeHTamHOra
floBplIea Iopofa 1 Hapckora pesa. C gpyre cTpaHe, ako
ce enyjypanaHa aHa/Iresuja MpUMUjEHN IIPEPAHO TUjEKOM
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this attitude, it is necessary to familiarize every woman
with all available methods of pain relief during labour and
delivery.

3. CONCLUSION

The possibility of safe, effective pain relief during
labour has become a standard in current obstetric medicine
worldwide. Even though many labour pain relief methods
exist, the most commonly used method is neuraxial
analgesia, especially epidural analgesia. Each maternity
hospital should have a variety of methods for pain-free
delivery from which the woman can choose one. Every
woman in labour should be informed on the possibility of
labour pain relief which can be used, if she so desires, with
the goal of making labour one of the most beautiful life
experiences.
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CBMM IIPEJHOCTVMA M MOTYhuM KOMIUIMKAIlMjaMa >Kejbe-
He U JOCTyIHe MeTofie ode3dopaBama nopoga. Takobep,
nocToju oxpehenn dpoj >keHa Koje MMajy HeraTMBHO MM-
H/berbe 0 00e3d0/paBamy OPOJA jep CMaTPajy Aa je HOPOf,
npupopHa 1nojasa u a don tpeda tpmjetn. C 003upom Ha
OBaKaB CTaB IOTPeSHO je CBaKy POAM/bY YIIO3HATH Ca CBUM
JIOCTYITHMM MeTojaMa ydnaxapamwa do/y Ipu IIOPOoxYy.

3. 3AK/BYUAK

MoryhHoCT cUrypHOT M YYMHKOBUTOI 00e3007be-
’ha NOPOJa IIOCTAJIO je CTAaHJApJl [JAHALIbe OICTeTPUYKe
MefuIyHe IMpoM cBujeTa. Vako mocToje dpojHe Metope
ode3dorpaBama MOpoya, Hajuemhe IpuMjembeHa je MeTozia
HeypOoaKCHjaTHOT 0de3do/pera MOpOfa, 0COOUTO emuay-
panHa aHanresyuja. CBako pomwmiTe 8y Tpedano uMaTn
MoryhHOCT omadupa pasmmunTux MeTona odesdopaBama
Hopofia, Te OM CBaKy popwnmy Tpedano MHPOPMUPATH O
MOTyhHOCT BUXOBe IpUMjeHe aKO OHA TO XKeNN C L/beM
fila pofyba HOXMBYU IIOPOJ, CBOjera fijeTeTa Kao jeSHO Of
Haj/beIlIINX )XMBOTHUX UCKYCTaBa.

JIUTEPATYPA

1. dJ. Birnbach, SP. Gatt, S. Datta, Textbook of Obstetric
Anesthesia, New York: Churchill Livingstone,. pp. 143-209,
2000, http://anesthesiology.  pubs.asahq.org/article.aspx?article
id=1944770/06.06.2018.

2. S. Labor, S. Maguire, The Pain of Labour, Rev Pain, Vol 2, pp.



106 |

Pain-free delivery is one of the most exciting and rewarding moments in medicine

10.

11.

12.

13.

14.

15.

16.

Version 1. F1000Res, Vol .6, pp. 1211, 2017, https://www.ncbi.nlm.
nih.gov/pmc/articles/PMC5531153/03.08.2018.

RA. Toledano, DL. Hepner, M. Crowley, Neuraxial analgesia
for labor and delivery (including instrumented delivery), https://
www.uptodate.com/contents/neuraxial-analgesia-for-labor-
and-delivery-including-instrumented-delivery#H3281208937/
08.06.2018.

BL. Leighton, SH. Halpern SH, The effects of epidural analgesia on
labor, maternal, and neonatal outcomes: A systematic review. Am J
Obstet Gynecol, Vol. 186, pp. S69-S77, 2002, https://www.ncbi.nlm.
nih.gov/pubmed/12011873/01.08.2018.

M. Silva, SH. Halpern SH, Epidural analgesia for labor: Current
techniques, Local Reg Anesth, Vol. 3, pp. 143-153, 2010, https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC3417963/01.08.2018.

PD. Fettes, CS. Moore, JB. Whiteside, GA. McLeod , JA. W,
Intermittent vs continuous administration of epidural ropivacaine
with fentanyl for analgesia during labor. Br ] Anaest, Vol
97, Nr. 3, pp. 359-364, 2006, https://www.ncbi.nlm.nih.gov/
pubmed/16849382/03.08.2018.

ES Cohen, JY. Yeh, ET. Riley, TM Vogel, Walking with Labor
Epidural Analgesia: The impact of Bupivacaine Concentracion and
a Lidocaine-Epinephrine Test Dose, Anesthesiology, Vol 92, Nr. 2,
pp. 397-392, 2000, http://anesthesiology.pubs.asahq.org/article.
aspx?articleid=194597/01.08.2018.

T. AbdEIBarr, NA. Elshalakany, YM. Shafik, Single dose spinal
analgesia: Is it a good alternative to epidural analgesia in controlling
labour pain? Egyptian ] Anaesth, Vol. 30, Nr. 3, pp. 241-246, 2014,
https://www.researchgate.net/publication/260483358_Single_
dose_spinal_analgesia_Is_it_a_good_alternative_to_epidural
analgesia_in_controlling labour_pain/01.08.2018.

T. Anabah, A. Olufolabi, J. Boyd, R. George, Low-dose spinal
anaestehsia provides effective labour analgesia and does not limit
ambulation. South African ] Anaesth Anal, Vol. 21, Nr. 1, pp. 19-22,
2015, https://www.tandfonline.com/doi/pdf/10.1080/22201181.201
5.1013322/01.08.2018.

SW. Simmons, N. Taghizadeh, AT. Dennis, D. Hughes, AM. Cyna,
Combined spinal-epidural versus epidural analgesia in labour,
Cochrane Database of Systematic Reviews Vol. 10, Nr. CD003401,
2012, http://cochranelibrary-wiley.com/doi/10.1002/14651858.
CD003401.pub3/pdf/abstract/02.08.2018.

GJ. Grant, DL. Hepner DL, M. Crowely, Adverse effects of neuraxial
analgesia and anesthesia for obstetrics, https://www.uptodate.com/
contents/adverse-effects-of-neuraxial-analgesia-and-anesthesia-
for-obstetrics/03.08.2018.

EN. Grant, W. Tao, M. Craig, D. McIntire, K. Leveno, Neuraxial
analgesia effects on labor progression: facts, fallacies, uncertainties,
and the future, BJOG, Vol. 122, Nr. 3, pp. 288-293, 2015.

10.

11.

12.

15-19, 2008, https://www.ncbi.nlm.nih.gov/pmc/articles/
PMC4589939/06.06.2018.

CA. Wong, Advances in labor analgesia, Int ] Womens Health, Vol.
1, pp. 139-154, 2009; https://www.ncbi.nlm.nih.gov/pmc/articles/
PMC2971706/06.06.2018.

SG. Sheyklo, S. Hajebrahimi, A. Moosavi, F. Pournaghi-Azar, S.
Azami-Aghdash, M. Ghojazadeh M, Effect of Entonox for pain
management in labor: A systematic review and meta-analysis
of randomized controlled trials. Electron Physician, Vol 9, Nr
12, pp. 6002-6009, 2017, http://www.ephysician.ir/2017/6002.
pdf/08.06.2018.

J. Solek-Pastuszka, E. Zagrodnik-Ulan, R. Bohatyrewicz, Z. Celewicz
Z, Remifentanil for labour pain relief, Anaesthesiol Inensive Ther,
Vol. 47, Nr. 1, pp. 82-86, 2015, https://www.ncbi.nlm.nih.gov/
pubmed/25751295/01.08.2018.

ML. Meng, Modern Neuraxial Anesthesia for Labor and Delivery,
Version 1. F1000Res, Vol .6, pp. 1211, 2017, https://www.ncbi.nlm.
nih.gov/pmc/articles/PMC5531153/03.08.2018.

RA. Toledano, DL. Hepner, M. Crowley, Neuraxial analgesia
for labor and delivery (including instrumented delivery), https://
www.uptodate.com/contents/neuraxial-analgesia-for-labor-
-and-delivery-including-instrumented-delivery#H3281208937/
08.06.2018.

BL. Leighton, SH. Halpern SH, The effects of epidural analgesia on
labor, maternal, and neonatal outcomes: A systematic review. Am J
Obstet Gynecol, Vol. 186, pp. S69-S77, 2002, https://www.ncbi.nlm.
nih.gov/pubmed/12011873/01.08.2018.

M. Silva, SH. Halpern SH, Epidural analgesia for labor: Current
techniques, Local Reg Anesth, Vol. 3, pp. 143-153, 2010, https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC3417963/01.08.2018.
PD. Fettes, CS. Moore, JB. Whiteside, GA. McLeod , JA. W,
Intermittent vs continuous administration of epidural ropivacaine
with fentanyl for analgesia during labor. Br ] Anaest, Vol.
97, Nr. 3, pp. 359-364, 2006, https://www.ncbi.nlm.nih.gov/
pubmed/16849382/03.08.2018.

ES Cohen, JY. Yeh, ET. Riley, TM Vogel, Walking with Labor
Epidural Analgesia: The impact of Bupivacaine Concentracion and a
Lidocaine-Epinephrine Test Dose, Anesthesiology, Vol 92, Nr. 2, pp.
397-392, 2000, http://anesthesiology.pubs.asahq.org/article.aspx?ar
ticleid=194597/01.08.2018.

T. AbdEIBarr, NA. Elshalakany, YM. Shafik, Single dose spinal
analgesia: Is it a good alternative to epidural analgesia in controlling
labour pain? Egyptian J Anaesth, Vol. 30, Nr. 3, pp. 241-246, 2014,
https://www.researchgate.net/publication/260483358_Single_
dose_spinal_analgesia_Is_it_a_good_alternative_to_epidural_
analgesia_in_controlling_labour_pain/01.08.2018.

. T. Anabah, A. Olufolabi, J. Boyd, R. George, Low-dose spinal



Besbonnu nopohaj je Hajnenuiu u Hajy306yompusuju 0oeahaj y meouyunu

| 107

17.

18.

19.

SM. Ramin, DR. Gambling, MJ. Lucas, KS. Sharma, JE. Sidawi, KJ.
Leveno, Randomized trial of epidural versus intravenous analgesia
during labor, Obstet Gynecol, Vol. 86, Nr. 5, pp. 783.789, 1995,

H. Jung, KH .Kwak, Neuraxial analgesia: a review of its effects on the
outcome and duration of labor, Korean ] Anesthesiol, Vol. 65, Nr.
5, pp. 379-384, 2013, https://www.ncbi.nlm.nih.gov/pmc/articles/
PMC3866332/01.08.2018.

SH. Halpern, FW. Abdallah, Effect of labor analgesia on labor
outcome, Curr Opin Anaesthesiol, Vol. 23, Nr 3, pp. 317-322, 2010,
https://www.ncbi.nlm.nih.gov/pubmed/20224384/01.08.2018.

14.

15.

16.

17.

18.

19.

anaestehsia provides effective labour analgesia and does not limit
ambulation. South African J Anaesth Anal, Vol. 21, Nr. 1, pp. 19-22,
2015, https://www.tandfonline.com/doi/pdf/10.1080/22201181.201
5.1013322/01.08.2018.

SW. Simmons, N. Taghizadeh, AT. Dennis, D. Hughes, AM. Cyna,
Combined spinal-epidural versus epidural analgesia in labour,
Cochrane Database of Systematic Reviews Vol. 10, Nr. CD003401,
2012, http://cochranelibrary-wiley.com/do0i/10.1002/14651858.
CD003401.pub3/pdf/abstract/02.08.2018.

GJ. Grant, DL. Hepner DL, M. Crowely, Adverse effects of neuraxial
analgesia and anesthesia for obstetrics, https://www.uptodate.com/
contents/adverse-effects-of-neuraxial-analgesia-and-anesthesia-
-for-obstetrics/03.08.2018.

EN. Grant, W. Tao, M. Craig, D. McIntire, K. Leveno, Neuraxial
analgesia effects on labor progression: facts, fallacies, uncertainties,
and the future, BJOG, Vol. 122, Nr. 3, pp. 288-293, 2015.

SM. Ramin, DR. Gambling, MJ. Lucas, KS. Sharma, JE. Sidawi, KJ.
Leveno, Randomized trial of epidural versus intravenous analgesia
during labor, Obstet Gynecol, Vol. 86, Nr. 5, pp. 783.789, 1995,

H. Jung, KH .Kwak, Neuraxial analgesia: a review of its effects on the
outcome and duration of labor, Korean ] Anesthesiol, Vol. 65, Nr.
5, pp. 379-384, 2013, https://www.ncbi.nlm.nih.gov/pmc/articles/
PMC3866332/01.08.2018.

SH. Halpern, FW. Abdallah, Effect of labor analgesia on labor
outcome, Curr Opin Anaesthesiol, Vol. 23, Nr 3, pp. 317-322, 2010,
https://www.ncbi.nlm.nih.gov/pubmed/20224384/01.08.2018.



108 | Pain-free delivery is one of the most exciting and rewarding moments in medicine




| 109

IOBE CTOTMHE JIMIIA I'TTABOBOJ/BE

TWO HUNDRED FACES OF HEADACHE

Jacna 3upBepi-Tpajkosuh*
Jasna Zidverc-Trajkovi¢*

* Knuunka 3a Heyponorujy Knunanukor rientpa Cp6uje u MegnnyHcku dakynrer YHuBepsutera y beorpany

* Neurology Clinic Clinical Center of Serbia and Faculty of Medicine University of Belgrade, jzidverc@gmail.com

ABSTRACT

Headache is one of the most common complaints with
significant influence on global public health, especially on
patient’s quality of life and financial resources of society.
Comprehensive and systematic classification helps to
evaluate and treat this disorder, provide higher precision
to epidemiological studies and clinical research. Nowadays,
the International Classification of Headache Disorders,
due to uniform terminology and precise diagnostic
criteria, is considered to be standard tool for establishing
diagnosis of headaches. This document is equally intended
for research and clinical practice. It represents the
summary of all knowledge about headaches.  According
to the Classification, there are more than 200 different
headache types, and for each of them explicit diagnostic
criteria are listed. Revisions of Classification demonstrate
contribution of basic and clinical researches of the topic
to better understanding of pathophysiology of headaches
and nociception in general. Classification consists of three
parts. Primary headache disorders are placed in the first
part, secondary (symptomatic) headaches are in second,
and painful cranial neuropathies, other facial pain, as well

CAXETAK

I'maBodosma je jemna op Hajuemhmux teroda ca 3Hadaj-
HJM YTHIIajeM Ha [JI0da/THO 3[jpaB/be CTAHOBHMUIITBA, @ T10-
cedHO Ha KBa/INTET XMBOTA 000JIETIOT 1 eKOHOMCKE pecypce
ppyurBa. CBeodyxBaTHa 1 CHTeMaTM4YHa KlacudyKarmja
HOMa’Ke y eBajyaluju u Tepanuju osor nopemehaja, odes-
dehyje Behy mpenyusHOCT enmueMMONIOMIKUM CTYAMjaMa
U KIVMHUYKMM ucTpaxusamwyuMma. anac ce Mehynaponna
K1acudmKanyja r1aBodosba, 300r jeMHCTBEHE TePMIHOIO-
Tje ¥ MpeUM3HNUX AMjaTHOCTUYKMX KPUTEpUjyMa, cMaTpa
CTaH/IAPAOM Y IUjarHOCTUIM I71aBod0/ba. OBaj JOKYMEHT je
HOfIjefHAKO HaMelbeH MCTPAXMBAY U KIMHUYKOj IPAKCH,
¥ TIpeACTaB/ba 30Mp CBUX HOCAJALIIBMX CasHama Ha TeMy
rmaBodorpa. Ilpema Knacudumkanuju, pasnukyje ce mpeko
200 pa3nMYUTKX TUIIOBA IMaBOdO/ba M 32 CBAKU Off OBUX
eHTHTeTa Cy HaBe[eH! eKCIUIMIUTHY AMjaTHOCTUYKY KPU-
tepujymn. PeBusnje Knacuguxanuje rmaBodorpa mokasyjy
JOIPUHOC Oa3MYHUX ¥ KIMHUYKMX UCTPKMBAIba U3 OBe
odmactu dobeM pasyMeBamy narodusnonoruje raBodoma
u Holunennyje yorure. Kinacugukanuja je cacrapeHa of
TpK Hena. Y IPBOM Jely ce Hajlase IpYMapHe IIaBodobe,
y APYroM ceKyHAapHe (cuMnTomarcke), a y Tpehem domne
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as other headaches are in the third part. List of all headache
disorders that are mentioned in Classification according to
code numbers and instructions how to use Classification
precede to these parts. Previously used terms, description
of entity, diagnostic criteria with notes, comments and
bibliography are written for every entity. Such exhaustive
description of each entity enables the use of the Classification
as a textbook. Appendix, alphabetical list of used terms and
index are at the end of Classification. Decades of systematic
basic and clinical researches, as well as persistent work on
Classification established headaches from being one of the
worst-classified neurological diseases to being the best. The
fourth new edition of Classification is expected within ten
years with new scientific results from this topic.

Key words: headache, classification, pain, neurology

KpaHujalHe HeypoIlaTuje, ocTany OOJIOBY JIMIA U OCTaje
r1aBodope. OBUM I€IOBMMA IIPETXON JINCTA CBUX I/IABO-
dorma koje cy HaBemieHe y Kimacudumkarmju mpemMakogHOM
dpojy Knacudukaryje, kao u ymyrcTBo 3a Kopuiherme Kia-
cndukanyje. 3a CBaKu eHTUTET Y KIacuduKarmjy ce HaBefie-
HY paHuje KopuirheHy TePMIHH, ONUC eHTUTETa, AMjarHo-
CTUYKY KpUTEpUjyMu ca HamoMeHaMm. KomeHTapu 1 Kopu-
mwhena nmureparypa. OBaKo UCIpIIaH OMJC CBAKOT eHTUTETa
omoryhasa fa ce Knacudukaumja kopuctu xao yiidennk. Ha
kpajy Knacndukauuje ce Hamasn monatak, aderefHa mmucra
neduHULIMja TepMUHA U MHJEKC. [lelleHnje CrCTeMaTUIHMX
dasVYHMX ¥ K/IVHUYKNUX UCTPXMBama, Ka0 1 YIOpPaH paj
Ha Knacudukanuju gosesne cy o Tora fa ce 11aBodojbe Of
Haj/IOIINjMX TTOCTasle Hajdo/be Kmacu(yKOBaH HEYPOIOMIKIA
entureT. HoBo, ueTBpTO M3pame Knacudukarnmje ce oueky-
je 3a leceTak rofjHa ca HOBUM pe3y/ITaTyMa MICTPaKBarba
U3 OBe 0d/IacTn.

Kmwyune peuu: rTmaBodosba, kinacudukanuja, dom, Heyporo-
ruja



Ise cmomure nuya 21a8060mwe

| 111

1. INTRODUCTION

Headache is very frequent complain. Estimation
of one-year headaches’ prevalence demonstrates that
headaches occur in more than a half inhabitants in Europe,
somewhat more prevalent in females than males [1]. Similar
prevalence is estimated in children and adolescents, and
slightly lower, about 36% in older people. Total life-time
prevalence of headaches in adults in Europe is estimated on
even 77% [1]. This is one of the most frequent complains
with significant effect on global health of population,
and particularly on quality of patient’s life and financial
resources of society [2].

Comprehensive and systematic classification helps to
evaluate and treat this disorder, provide higher precision
to epidemiological studies and clinical research. Trials of
headache classification dates from ancient era and continue
through 20th century with numerous authors who proposed
different schemas of classification [3]. Classification that we
use nowadays was published for the first time in 1988, and
then revised periodically according to the new scientific
knowledge on the topic.

Nowadays the International Classification of
Headache Disorders (ICHD), due to uniform terminology
and precise diagnostic criteria, is considered as standard
tool for establishing the diagnosis of headache [4]. This
document is equally intended for research and clinical
practice. It represents the summary of all knowledge about
headaches. According to Classification, there are more than
200 different headache types, and for each of them explicit
diagnostic criteria are listed.

2.1. HISTORY OF HEADACHE CLASSIFICATION

Taxonomy of headaches was uneven for long period of
time, and, practically, until the end of the last century based
on empirical diagnostic opinions.

According to data from literature, the first headache
classification originates from Aretaeus who lived in

1.YsBox

I'maBodospa je Beoma vecta Teroda. IIpolena ropu-
IIbe MpeBajIeHIyje I1aBodo/ba MOKa3yje fla ce IIaBodo-
/ba jaB/ba KOJ, BUIIE Off IOJIOBMHE CTaHOBHUKa EBpore,
HeruTo yenrhe Kof xeHa y mopehemwy ca mymkapinma [1].
CmdHa y4ecTasnocT je IpolielheHa Kof fielle ¥ MIaNX, a
HEIITO HIKa, OKO 36%, Koj cTapujux ocoda. YKyIHa Xu-
BOTHA IIpeBajIeHIyja [1aBodoska Kof, ofipacinx y EBpornn
ce mmpouemwyje Ha 4ak 77% [1]. OBo je jenHa ox Hajuemhux
Teroda ca 3HaYajHNMM yTHIajeM Ha ITI0daTHO 3/jpaB/be CTa-
HOBHMIITBA, 2 HOCEOHO Ha KBA/IUTET >KMBOTA 000JIENIOT 1
eKOHOMCKe pecypce apyirsa[2].

CBeodyxBaTHa U CUCTeMaTMYHa Kracuukammja mo-
Make y eBalyauuju 1 tepanuju oor nopemehaja, odes-
debyje Behy nmpennsHoCT enuueMNoNIOIWIKNM CTyAUjaMa 1
KIMHUYKUM ncTpaxuBamwuma. [Toxyuaju kacudukarmje
HOTNYY jOII M3 aHTUYKOT F0da U HACTaB/bajy ce TOKOM 20.
BeKa Off CTpaHe SPOjHUX ayTOpa KOjy IpeIaxy pasinyn-
Te mweMe Kracupukanyje [3]. Kracudukaumja xojy manac
IpYMemYjeMo je IpBu IyT mydnukoBaHa 1988. ropue, a
3aTUM, IEPUOANYHO PeBUMpAHa IIpeMa HOBUM HAyIHUM
Ca3HaUM U3 OBE Od/IaCTIL.

Hanac ce Mebynaponna knacudukanuja rmaBodospa
(International Headache Classification, ICHD), 3dor je-
[IMHCTBEHE TEPMUHOJIOTYje U IPELV3HNX JIVjaTHOCTUYKIX
KpUTepMjyMa, CMaTpa CTAaHLAPOM Y AMjarHOCTULIN I7IABO-
dorpa [4]. OBaj TOKYMEHT je MofIjeHaKO HaMeHeH UCTpa-
KUBAWBY U KIMHWYKOj IIPAKCH, U TPEACTaB/ba 30Mp CBUX
floCafIIbIX Ca3Hamba Ha TeMy ImaBodoma. [Tpema Kmacu-
¢dukanuju, pasnnkyje ce mpeko 200 pasIMUUTUX TUIOBA
I1aBOOOJbE 1 32 CBAKU Off OBMX €HTUTETA Cy HaBe[eHN eK-
CIVTMUMTHY JVjarHOCTUYKY KPUTEPUjYMIL.

2.1. UCTOPHJAT KITACU®HKALIUJE TJIABOBOJbA

TakconoMuja rmaBodospa je myro duia HeyjegHaueHa,
U IPAKTUYHO CBe JI0 Kpaja MPOLIIOr BeKa 3aCHOBaHA Ha
MCKYCTBEHMM [MjalrHOCTUYKMM CTaBOBMMa.
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Cappadocia in the first century of the AD. This famous
ancient Greek physician divided headaches into two groups
with the first labeled as Cephalea that implies chronic,
frequent, severe and long-lasting headache, and the second
as Cephalalgia that is less frequent and mild when compared
with the previous [3].

In 1672, famous anatomist and English physician
Thomas Willis considered that classification of headaches
is pointless due to diverse nature of the disorder. He
described headache as “.. out or in skull, universal or
partial; short-lasting, continual or intermittent; inconstant
or undetermined; forward, backward or lateralized and
occasional or permanent...”.

In 1962, the National Institute for Health gave the task
to six well-known neurologists - Arnold Friedman, Knox
Finley, John Graham, Charles Kunkle, Adrian Ostfeld and
Harold Wolff to “..finally make an order in headaches...”
According to the then contemporary knowledge, this
classification grouped as vascular headaches several
migraine types and cluster headache, separated muscle-
contraction headache,headache of nasal vasomotor reaction
and traction headache, differentiated crania neuritis from
cranial neuralgias. In the Classification migraine was
defined as“recurrent attacks of headache with broad range
of intensity, frequency and duration. Attacks are usually
lateralized at onset, often associated with anorexia, and
sometimes with nausea and vomiting, some of them are
preceded or associated with sensitive, motor or mood
disorders and usually is familiar...”[5]. Imprecise headache
definitions enabled different individual interpretations
and led to limited utilization of the Classification that was
never internationally accepted and was not implemented in
clinical practice [6].

In 1981, the International Headache Society was
established, and in 1985 the Headache Classification
Committee was started consisting of 12 members and lead
by Danish researcher Jes Olesen. In 1988. the Committee
published the first extensive headache classification with
operational diagnostic criteria [7]. The difference between
hierarchically organized 165 headache diagnoses was

[Ipema nmuTepaTypHUM IOfAlMMa IIpBa KIacuduka-
nyja notude of Apeteja (Aretaeus) koju je >xuBeo y Ka-
nagokuju y mpsoM Beky Hose epe. OBaj uyBeHU aHTUYKHU
TPYKY JIEKap Jiel I71aBodosby Y ABe TpyIle I7ie IPBY O3Ha-
vyaBa Kao Cephalea mrTo moppasymeBa XpOHWYHY, 4eCTy,
YKECTOKY U IYTOTPajHY I71aBod0sbY, a Apyry Kao Cephalalgia
Koja je y mopebemwy ca nperxopHom peha u dmaxa [3].

Ilosnatu anarom u eHrnecku nekap Tomac Bummc
(Thomas Willis) 1672. roguue cMatpa kinacudukanmujy ria-
BodO/ba decrpeiMeTHOM 300T pasHO/MKe IPUPOe OBOT I10-
pemehaja u HaBopu 12 je r1aBodOsBA ,,... YHYTAp WIN BaH
nodame, yHUBEp3aTHa WM Ae/TVIMIYHA; KpaTKa, KOHTUHY!-
paHa WV MHTePMUTEHTHA; HeCTa/IHa Wiy HeonneheHa; Ha-
npe, 033y WK ca CTPaHe ¥ IIOBpeMeHa Wi CTalHa. ..

Topuue 1962. Haumonanuu MHcTUTYT 3a 3[paBibe
AMepuKe OKyIUba ILIeCT IIO3HATMX Heyposiora — ApHOJ-
na ®puamana (Arnold Friedman), Hokca ®unmmja (Knox
Finley), Ilona Ipaxama (John Graham),Yapnca Kankma
(Charles Kunkle), Appujana Ocrdunma (Adrian Ostfeld)
u Xaponga Bonga (Harold Wolft), ca sagarkom ga ,,...xo-
Ha4yHO HaIpase pef y I1aBodopama. ..  [Ipema Tajga mocro-
jehem sHamy, oBa KIacudukanyja je y rpyny BacKylTapHUX
I71aB0d0/ba CBPCTa/Ia HEKOMIVIKO TUIIOBA MUTPEHE U KJIacTep
71aBOJ0JBY, U3[BOjIIA I71aBOOO/BY MuIIhHe KOHTpaKIyje,
Hasa/lHe Ba30MOTOpPHe peakiiyje 1 TPAKIMOHY I71aBOdOIbY,
pas/IMKoBaja KpaHujaJHe HEYPUTICE Of KpaHUjaIHUX Hey-
panruja. IIpema oBoj knacudukanuju Murpesa je reduxu-
CaHa Kao ,,..peKyPeHTHU Hamajy I7TaBod0/be KOjy IIMPOKO
BapUpajy Y MHTEH3UTETY, Y4ECTAZ0CTU U Tpajamy. Hamagu
Cy OOMYHO jeTHOCTPAaHM Ha HACTAHKY, YeCTO YAPYXKEHM! ca
aHOPEKCUjoM, ¥ IIOHEeKaJl ca MyYHUHOM 1 TtoBpahameM, He-
KVMa ITPETXOIM VI Cy YAPY>KEHM Ca I3PaXKeHVM CEH3UTHUB-
HJM ¥l MOTOPHMM IopeMehajima mim npoMeHama pacroyo-
JKemwa.lt 4ecTo je pammnumjapHa...  [5]. OBe HeOBOBHO Ipe-
nusHe geduHMIje r/1aBodoba cy omoryhasaje pasnmmanre
VHIMBUAYaTHe VMHTEpIIpeTalyje U JoBele JO OrpaHNYeHe
IpuMeHe oBe Klacudukanyje koja Huje dua MehyHapopgHO
npuxsaheHa, HUTU IpUMeBMBaHa y IpaKkcu [6].

Topuue 1981. popmupano je MebhynapopHo apymTBo
3a rmaBodope (International Headache Society), a 1985.
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given on 96 pages. The Classification was immediately
accepted by all national headache societies, the World
Health Organization and the International Federation of
Neurologic Societies. It was translated into 22 languages
and very soon entered everyday clinical practice and
research. Operational diagnostic criteria of Classification
ensure implementation of global scientific researches
with cohorts of patients that could be compared. Similar
to the Classification from 1962, migraine was divided,
but that time on scientific ground, into migraine
without aura, previously termed “common migraine”
and migraine without aura that was previously labeled
as “classic migraine”. The most important foundation
for difference of two migraine entities was given by
discovery of wave of oligemia during aura that continue
through beginning of headache phase while the regional
blood flow stay unchanged during the whole attack of
migraine without aura [8]. The Classification was applied
in numerous clinical studies with sumatriptan, and then
with other triptans, that provided significant contribution
to contemporary knowledge of pathophysiology of
migraine [9].

The second revision of the Classification (ICHD-
II) was published in 2004 [10]. Fifteen working groups
consisting of 3-10international experts in headache
field were working on the Classification. The difference
between hierarchically organized on three or four levels
194 headache diagnoses was given on 160pages. All
headaches were divided into three main categories: type,
subtype and subform. Codes of International Disease
Classification (ICD-10) were added to headache codes.
While the first edition was mainly based on opinion of
experts, the scientific results in headache field were
available for the second. When compared to the previous
Classification, the most important changes were made in
migraine with aura group. Typical aura could be followed
by headache with migraine features, with headache
without migraine features or could be without headache
at all. Sporadic hemiplegic migraine was recognized as
a new subtype of migraine, and chronic migraine as the

nounme ca pagom Komurer 3a kmacudukarmjy rmaBodoma
(Headache Classification Committee) xoju dpoju 12 ua-
HOBa Ha ueny ca [lanckum uctpaxupaueM Jecom Orece-
HoM (Jes Olesen). Komurer 1988. ropuue mydnukyje mpBy
eKCTEeH3UBHY K1acu@uKalyjy rmaBodoba ca olnepaTuBHIM
AujarHOCTUYKMM Kputepujymnma [7]. Ha 96 crpana Kia-
cndukanyja pasmmkyje 165 pujarHosa rmaBodospa Koje Cy
xujepapxujcku oprannsoBatne. Opa Kinacndukaunja je on-
Max npuxsaheHa off CBUX HAIMIOHA/THUX APYLITaBa 3a [71aBO-
dorpe, CBeTCKe 3ipaBcTBeHe Opranusanuje u Mebynapopxe
denepanuje Heyposora. [IpeBenena je Ha 22 jesuka 1 Beoma
dp30 ynmasu y CBaKOJHEBHY KIMHWYKY IIPAKCY U UCTPaKU-
Bama. OmnepaTuBHU [UjarHOCTUYKM KpuTepujymmu Kiacu-
¢duxauuje cy 0de3denynu cripoBoberbe r10daTHNX HAYIHUX
UCTpaXMBarba ca Molyanujama Oo/IeCHIKa Koje Cy ce Mo-
e nopeputu. Cmuyno Knacudumkanuju us 1962. roguse,
MUTPEHA je MOJIe/beHa, a/Iyl OBOra IIyTa Ha HAyYHO] OCHOBY,
Ha MUTPeHY de3 aype Koja je paHMje Ha3MBaHa ,,00MYHA M-
rpeHa’ ¥ MUTPeHy ca aypoM Koja je IPeTXOf{HO O3HaYaBaHa
Kao ,,KmacuyHa Murpena‘. HajsnavajHujy nmogjory pasimko-
Balby OB /IBa EHTUTETAa MUTPEHE JAJI0 je Ca3Hambe J1a TOKOM
aype IOCTOjM Tajac OJUreMuje KOoju ce OfprKaBa M Ha IIO-
4eTKy ¢ase I71aB0dObe, JOK je perroHaIHM KPBHY IPOTOK
Heu3MemeH TOKOM YMTaBOI Hamaja MurpeHe des aype [8].
Osa Knacudukanuja je npumemnBaHa y SpOjHUM eKCTeH-
3UBHMM KJIMHUYKUM UCTPKMBAbVIMa CyMAaTPUIITAHa, a 3a-
TUM U OCTA/IMX TPUIITAHA, IITO je a0 3Ha4ajaH SOIPUHOC
CaBpeMEHOM pa3yMeBamy aTopuanonoryje Murpete [9].
HOpyra pesupupana Bepsuja knacudukanuje (ICHD-
-II) odjaBpena je 2004. rogmue [10]. YV mspagu ose Kia-
cudukanyje ydecTBoBaso je 15 pagHux rpyma ca mo 3-10
MmebyHaponHux ekmepara y odmactu rmaBodoma. Ha 160
crpana Knacudukaumja pasnmkyje 194 nmjarHose rmaBo-
dorpa Koje cy Xujepapxmjcky KnacuduKoBaHe Ha TPU MIN
YeTHMpM HUBOA M NOfie/beHe y TP IVIaBHE KaTeropuje: THIL,
noptun u cyddopma rmaBodose. KomoBuma rmaBodorma
nomaTy ¢y Kooy MehyHaponne kmacudukanyje donectn
(MKB-10). [Tok ce mpBO M3fiatbe BEMUKIAM [eIOM 3aCHUBAIIO
Ha MULIJbEHY eKCIIepara, 3a [Pyro n3fiambe Ha Paclonaramy
Cy Owm pesynTaTy UCTPaKMBarba U3 0OJIaCTH I71aBOOO/bA.
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complication of migraine.

Criteria for chronic migraine were then revised in 2006
and led to acceptance of broader concept of the disorder
[11]. In the revision of the Classification some new entities
of primary headache disorders were introduced such as
hypnic headache, thunderclap headache and hemicrania
continua; and secondary, such as medication overuse
headache, headache attributed to disorders of homeostasis
and attributed to psychiatric disorders. Stronger connection
between symptomatic headache and causative disorder
was enabled by results of research in period between two
revisions of Classification[10].

The next, third revision (ICHD-III beta) [12] was
published in 2013. Number of working groups was 18
each consisting of 7-12 experts. More than 200 different
headache diagnoses were given on 180 pages. In 2014
National Headache Society of Serbia (Haumonamxo
Yopyxemwe 3a InmaBob6ome Cpbuje, HYT'C) translated
and published this edition into Serbian language
[13]. The edition is beta version of Classification with
recommendation to test in clinical practice proposed
diagnostic criteria for some headache entities such
as migraine with aura, cluster headache, idiopathic
intracranial hypertension and trigeminal neuralgia. It
was demonstrated that alternative criteria for migraine
with aura are superior for differentiation from transitory
ischemic attack when compared with criteria that was
given in the main body of the Classification [14]. Two
additional autonomic phenomena, facial flushing and
sensation of ear fullness, are proposed as criteria for cluster
headache. Clinical testing, meanwhile, demonstrated
that introduction of these phenomena into criteria for
establishing the diagnosis of cluster headache did not
improve diagnostic discrimination [15]. The new scientific
knowledge is implemented in definitive third revision of
the Classification (ICHD-III) [16].

New diagnostic criteria for rare headache disorders
such as primary cough headache, exercise headache and
associated with sexual activity, thunderclap headache,
stabbing, nummular, hypnic and new daily persistent

HajsnauajHuje mpoMeHe, y OGHOCY Ha IIPETXOLHO U3JAIbE,
ofUrpaje Cy ce y Tpyly MUTPEHe ca aypoM IJie je Ha3Haye-
HO JIa TMIIMYHA aypa MoXKe ja dyae npahena rimaBodomom
ca Of/IMKaMa MUTpPeHe, 3aTHM, I71aBOO0/bOM Koja HeMa Ofi-
JIMKe MUTpeHe WN Aa yomiurte He dyze npaheHa raaBodo-
/boM. Kao HOBM IOATUII MUTPEHE Ca aypoM IIpelo3Hara je
CIIOpaJyHa XeMUIUIETMYHA MUTPEHA, 3 KaO KOMITIMKAIMja
MUTPeHe XpOHMYHA MuUrpeHa. Kpurepujymn 3a XpoHUYHY
MUTPEHY Cy 3atuM peBupupanu 2006. roguHe WITO je 1o-
IPVHETIO NPUXBaTalby IIMPer KOHIeNTa OBOr mopemeha-
ja [11]. ¥V oBoj Bep3uju Knacudukanmuje ysenenu cy Hopu
eHTUTETV IPUMAPHMX I7IaB0d0/ba KAo LITO CY I7TaBOdO/ba
crlaBama, I71aBodojba yzrapa rpoma u hemicrania continua; n
CEeKYH/JAPHIUX Kao LITO Cy I71aB0J0/ba ITPEKOMEpPHe yIoTpe-
de MepuKaMeHaTa, I71aB0dO/be KOje ce MPUIICY]jy HopeMe-
hajuma xomeocTase 1 OHe Koje ce IPUINCY)Y ICUXUjaTPuj-
ckuM nopemehajuma. Pesynraru uctpaxmupama 13 nepuopa
usmeby nBa n3gamwa Knacudukanuje cy omoryhmmm pa ce
y ICHD-II ycrioctaBy uBpirha nHoBesaHOCT CMITOMATCKe
r1aBodosbe ca y3pounum nopemehajem [10].

Cnepeha, Tpeha pesusuja (ICHD-III beta) [12] odja-
B/beHa je 2013. rogmue. OBa peBu3snuja je pesyntar paga 18
pajgHuX Tpyma Of KOjUX je CBakKa OKymmiaa 7-12 excrepara
Koju Ha 180 crpaHa HaBope npeko 200 pasmMunuTux auja-
rHo3a rmaBodospa. HanmonanHo yapyxeme 3a rmaBodosbe
Cpduje (HYTC) 2014. ropune mpeBeso je U IydIMKOBAIO
oBo mapame Knacuduxaiyje Ha cprckom jesuky [13. OBo
uspamwe Kinacudukanmje je dera Bepsuja Knacudukarnmje ca
IIPENIOPYKOM JIa Ce Y KIIMHUYKOj IIPAKCY TECTUPAjy PEBUN-
paHV KpUTepUjyMI 3a HeKe eHTUTeTe I71aBodo/ba Kao ILITO
je MUTpeHa ca aypoM, KIacTep I71aBod0/ba, MAMONATCKA MH-
TpaKpaHMjaaHa XUIIEPTEH3Mja I TPUTEMIHAIHA HEyPaJITh-
ja. Ia je Tako IOKa3aHO Jja ce alTepHATVBHI KPUTEPUjyMU
32 MUTPEHY Ca aypPOM CEH3UTMBHUjY 3a PA3MKOBabe OBOT
eHTHUTeTa Off TPAH3UTOPHOT VICXeMMjCKOT aTaka y mopebe-
1Y Ca KPUTepMjyMMMa KOjy Cy HOHYDeHM Y ITaBHOM TeKCTY
Knacudukarnmje [14]. IIBa gomarHa ayToHOMHA (peHOMeEHa,
LPBEHWIO /IMLa 1 ocehaj MCITymbeHOCTH YBa, IIPeyIoXKeHa Cy
y KpuTepujyMmMa 3a Kinacrep rnapodosmy. Knmumdko tectn-
pame je, MehyTnM, okasaso aa yBobemwe oBux peHoMeHa y
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headache are listed and revised according to new data
in ICHD-III. Among symptomatic headaches, new
entity is introduced - headache attributed to reversible
cerebral vasoconstriction syndrome that is manifested
by repetitive thunderclap headaches[17]. Beside acute,
the term persistent is added for headaches attributed to
arterial dissection or ischemic stroke. Revised criteria
for headaches attributed to disturbances of cerebrospinal
fluid. The diagnosis of medication overuse headache is
significantly improved. This headache is the third most
common headache in adults with prevalence of 2% in
general population [18]. For the first time the new entity
- headache attributed to aeroplane travel, severe headache
that commonly occurs during descent and fast disappear
after landing, is presented [19].

Decades of systematic basic and clinical researches,
as well as persistent work on the Classification established
headaches from being one of the worst-classified neurolog-
ical diseases to being the best. The fourth new edition of
Classification is expected within ten years with new scien-
tific results on this topic.

2. 2 STRUCTURE OF INTERNATIONAL HEADACHE CLASSIFICATION

the classification consists of three parts. Primary
headaches are in the first, secondary (symptomatic) are
in second and painful lesions of the cranial nerves and
other facial pain are in the third part. List of all headache
disorders that are mentioned in the Classification
according to code numbers and instructions how to use
the Classification proceeds to these parts. Previously
used terms, description of entity, diagnostic criteria with
notes, comments and bibliography are written for every
entity. Such exhaustive description of each entity enables
the use of the Classification as a textbook. Appendix,
alphabetical list of used terms and index are at the end of
the Classification.

In the first part, primary headaches are listed —
migraine, tension-type headache, cluster headache and

KpUTep1jyMe 3a TOCTaB/batbe JYjarHo3e KIacTep r1aBodospe
He JJOIPVHOCH AMjarHOCTIYKOj AucKpuMuHanyju [15]. OBa
HOBa Hay4Ha Ca3Haba Cy MMIUIEMEHTHPaHa Y leQVHUTUBHY
tpehy peBusnjy Knacndukaunje (ICHD-III) [16].

Y ICHD-III cy HaBefeHM HOBM [IMjaTHOCTUYKY KpU-
Tepujymu 3a pebhe npumapHe r1aBodospe Kao LITO Cy MpK-
MapHa I71aB0d0/ba Kalllba, GPU3NIKOT BeXKOama U yapyKe-
Ha ca CeKCyaJHOM akTuBHouINy, I1aBodospa yrapa rpoma,
npodosiHa, HYMYy/IapHa, CllaBamba M HOBA JHEBHA Iep3U-
CTeHTHa I71aB000Jba KOjI CY PeBUAMPAHU HA OCHOBY HOBMX
nopataka. Meby cumnromaTcke r/1aBodosbe yBezieH je HOBI
eHTUTET — I7IaB0d0/ba KOja ce MPUIKCYje peBep3ndMIHOM
nepedpaTHOM Ba30KOHCTPUKTOPHOM CMHAIPOMY KOju ce
MaHK(decTyje NOHaB/BAHMM I7aBOdO/baMa yhapa rpoma
[17]. [Topex akyTHe, YBeZieH je 110jaM Hep3UCTEeHTHE I/IaBO-
dospe Koja ce IMpUINCYje apTePUjCKOj AUCEKLMjU UM UIC-
XeMMjCKOM MOXJaHOM ypnapy. Hasegenu cy pesmpupann
KPUTepUjyMM 3a ITTaB0d0Jbe KOje HaCTajy ycien nopemeha-
ja MpuUTHUCKa MMKBOPA. 3HAYAjHO je I0jeHOCTaB/beHa J1-
jarHosa r71aBodosbe IpeKOMepHe yIoTpede MegyKaMeHaTa
Koja je Tpeha 1o pemocieny y4ecTanocT I/1aBodospa ofjpa-
CJIMX ca TIpeBajIeHIMjoM of, 2% y OIIITOj momynanyju [18].
YBeJleH je HOBU €HTUTET — IMIaB0dO0Jba KOja ce NPUITUCYje
IIyTOBaIby aBMOHOM, jaka IJTaB0do/ba KOja ce 0OMYHO jaB/ba
IPUINKOM CITyLITama 1 HecTaje yOp3o 1o cretamy [19].

Heniennje cucreMaTnyHMx Oa3MYHMX ¥ KIMHUYKKX
MCTPaXMBamba, KAo ¥V YIIOPaH paji Ha KIacuUKaLuju foBe-
JIe Cy 10 TOra Jia Cy I7IaB0do/be Of HajiIoluje IoCcTae Haj-
dorpe kmacudukoBan Heyponouikyu eHTureT. HoBO, 4eTBp-
T0 m3namwe Knacudukanmje ce oyekyje 3a mecerak roguHa
Ca HOBUM pe3y/ITaTMa UCTPaKMBamba U3 0Be 0OIACTIL.

2. 2 CTPYKTYPA MEBYHAPOJHE K/IACH®HKAITUJE IJIABOBOJbA

Knacudukanmja je cacraBbeHa of Tpu fena. Y IpBoM
JieTly ce Haylase pUMapHe I71aBod0jbe, Y APYTOM CeKYHIAp-
He (cuMImToMarcke), a y rpehem donHe kpaHujamHe Heypo-
naruje, ocTaayu SomoBM ML U ocTane raBodome. OBUM
fieTIoBMMa TpeTxoau nucta cBux y Kimacudukaunju Hase-
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other trigeminal autonomic headaches, as well as other
primary headache disorders. Diagnosis of primary
headaches relay on symptoms obtained from patient’s
description of headache features. The most important of
these features are: monthly frequency of attacks, intensity,
quality, duration and localization of pain, as well as
features associated with headache.

In the second part, secondary headaches are listed
and coded from 5 to 12. There are headaches attributed to
trauma or injury to the head and/or neck, to cranial and/
or cervical vascular disorders, non-vascular intracranial
disorders, a substance or its withdrawal, infection,
disorders of homoeostasis, facial pain attributed to disorder
of the cranium, neck, eyes, ears, nose, sinuses, teeth, mouth
or other facial or cervical structure, and attributed to
psychiatric disorders. Diagnosis of secondary headaches
relay on causative disorder.

In the third part, Chapter 13, painful cranial
neuropathies and other causes of facial pain are placed
with system of classification produced as result of
consensus between the International Headache Society
and the International Association for the Study of Pain
(IASP).Although, presented nosology of painful lesions
of cranial nerves did not demonstrate completely subtle
differences between different entities, instead of omission
of term that are accepted long time ago, the Classification
applies them with detailed definition for differential
diagnosis of types, subtypes and subforms of disorders.
Trigeminal, intermediate, vagal and glossopharyngeal
nerves with afferent fibers, together with upper cervical
roots, convey nociceptive information through central
paths to brainstem, and then in the parts of brain for
nociceptive processing. Pathophysiology of pain is not
known in details, meanwhile, it is considered that pain
could be perceived in several different forms, probably
due to a different neural pathophysiology. Pain originated
from cranial nerves is divided, in the Classification,
according to syndromology with difference between
neuralgia and neuropathy based not only on clinical
presentation, but also on different treatment approaches;

JIeHVX TUIIOBa I71aBodoba peMa kogHoM dpojy Knacudm-
Kaljyje; Kao U ymyTcTBO 3a Kopuinhemwe Kmacuduxkanmje.
3a caku entuteT y Knacuduxaunjy cy HaBemeHM paHm-
je xopuurheHy TepMMHM, ONUC €HTUTETA, AMUjAaTHOCTUIKI
KPUTEPUjyMM Ca HAallOMeHaMa, KOMEHTap! U peleBaHTHA
mmreparypa. OBaKo UCIPIIaH OIVC CBAKOT eHTUTETa OMO-
ryhasa fma ce Knacudukanuja xopuctu xao ypdenuk. Ha
kpajy Knacuduxanuje ce Hanase gopgarak (Appendix), ade-
IefiHa /ICTa JepUHNMIIMja TepMIHA Y MHJEKC.

Y npBOM IOITIaB/bY Cy HaBeJleHe IpUMapHe I1aBodo/be
IITO 0dyXBaTa MUTPEHY, I7IaBOO0/bY TEH3MOHOT THIIA, KTacTep
IJIaBOOOJbY U JIpyTe TPUTeMVHAIHE ayTOHOMHE Iiedaanruje,
¥ oCTajie IIpUMapHe I1aBodobe. [lMjarno3a npyMapHux Iia-
BOOOJbA Ce 3aCHNMBA Ha CUMIITOMMMA, OJHOCHO Ha OIJICY 0CO-
SuHa 11aBodo/ba Off KOjUX Cy 3HAYajHM MeceuyHa y4ecTanocT
J1TaBOOO/ba, UHTEH3UTET, KBAJIATET, Tpajarbe U JIOKaIM3anyja
dora, kKao 1 heHOMeHU YAPY>KEeHM ca ITIaBOOOJbOM.

Y #pyrom moriaejpy Cy CeKyHAapHe IIaBodosbe, KO-
nupase off 5 1o 12, a odyxBarajy rimaBodosbe Koje ce mpu-
IJCYjy TOBPeIy IJIaBe M Bpara, KpaHMja/IHUM U LE€PBU-
Ka/JIHUM BacKy/IapHUM nopemehajuma, HeBacKymapHUM
MHTpaKpaHujanHuM nopemehajuma, ynorpedu cyncranun
WIN anCTUHeHLuju, nHpeKuuju, mopemehajuma xomeo-
crase, 3aruM, nopemehajuma kpaHujyma, Bpara, O4Ujy,
YILINjy, HOCA, CUHYCAa, 3yda, yCTa MM OCTanux (arujamHnx
VIV LIEpBUKA/IHUX CTPYKTYPa, U ICUXUjATPUjCKUM IIOpe-
mehajuma. [lujarnosa ceKkyHmapHMX I71aB0d0/ba ce 3aCHUBA
Ha y3po4HOM nopemehajy.

Y tpehem pmeny, mornaspe 13, Hamase ce donHe Kpa-
HMja/IHe HeypoIaTyje 1 OCTamy y3pouu doja Mmia ca Kia-
cnUKALMOHNM CUCTEMOM KOjU je IpPOM3BOJ, KOHCEH3yca
Mebhynaponnor apymrsa 3a rmaBodome u Mebynapopsor
yApy>kewa 3a usyuaBamwe Ooma (InternationalAssociation
for the Study of Pain, IASP). ITocrojeha Ho3omoruja donosa
KpaHMja/THIX JKMBAlla OICIMKaBa y NMOTIYHOCTU (uHe pa-
3nuke Meby eHTuTeTMMA, MehyTUM, yMeCTO M30CTaB/bamba
omaBHO npuxsahenux tepmuua Knacudukaumja mx mpu-
Memyje y3 fAeTa/bHy fepuHULNjy 3a AudepeHIjanHy am-
jarHosy, Tumose, nogTuiose u cyddopme odospema. Tpure-
MJHAJTHU, IHTePMEJMjYCHM, BaryCHY U I7I0COMapyHTeaTHN
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localization of lesion divided into central and peripheral
neuropathic pain; as well as presumed etiology that could
be classic, idiopathic and secondary. Classic neuralgia
is consequence of neurovascular compression, and in
that sense represents symptomatic form of the disorder.
The term is still preserved because of specific treatment
approach and, probably different pathophysiology [16].

Chapter 14 consists of headaches that are not classified
in the Classification, as well as unspecified headaches. For
some of these entities further investigations will surely
provide the proper place in future Classifications. For some
patients, however, besides the data about the presence
of headache, detailed descriptions that is necessary for
establishing the diagnosis, could not be obtained, so there
is place for these headaches in the Classification.

Appendix is at the end of the Classification. It consists
of headache entities with insufficient criteria to be extracted
as separate and recognized entities. For example, diagnostic
criteria for menstrual migraine with and without aura or
visual snow are proposed. Also, there are alternative sets of
diagnostic criteria for some entities with accepted criteria
that are placed in the main body of the Classification. For
example, the lack of associated features typical for migraine
has been proposed as the criterion for establishing the
diagnosis of tension-type headache. Appendix could be
used as the first step to discard from the Classification those
disorders that are traditionally considered as headache
entities but without sufficient evidence until now.

2.3 PRINCIPLES OF INTERNATIONAL HEDACHE CLASSIFICATION

According to the Classification, diagnosis are
established hierarchically, on three, and for some entities
on four or five levels. For example, migraine is coded at
the first level as 1. On the next level of Classification, there
are migraine without aura coded as 1.1 and migraine with
aura coded as 1.2. Further division of migraine with aura
is on the next level into migraine with typical aura 1.2.1,
migraine with brainstem aura 1.2.2., hemiplegic migraine

JKVBAL] CBOjUM apepeHTHUM B/IAKHMMA, 3aje[JHO Ca TOPHIM
LiepBUKa/IHUM KOPEHOBUMA, CIIPOBOJie HOLMIENITYBHE MH-
dbopmalyje LIeHTPATHUM IIyTeBMMA y MOXXJAHOM CTadny, a
3aTMM, JE€I0BMMa MO3ra KOjU IIPOLECUPajy HOLMIIEINLIN]Y.
HerapHa marodusuonoruja dona Huje y HMOTIYHOCTH IIO-
3Hara, MehyTum, cmaTpa ce fja ce S0 MOXKe IepLUIpaTH
y BUILIIe pasnuanTux GopMiu Koje ce, BepOBATHO, Pas3KYjy
IpeMa paslIn4nuToj HeypanHoj marodusnonoruju. bon mo-
peKiIa KpaHujanHux xuBana je y Kinacuukaunju nopgemen
IpeMa CMHIPOMUMA IJie pas3imKy usMeby Heypanruje y Hey-
ponaruje He YMHYU CaMo KIMHIYKA Ipe3eHTanuja, Beh u re-
panmjcKy IpUCTYIL; 3aTUM IIPEMa JIOKAIM3aLMj/ JIe3lje Ha
LeHTpa/nHy U nepudepHy HeypOIaaTcKy dOJ; Kao 1 mpema
IPETIOCTAB/bEHO]j €THOIOTHjY Ha K/IACMYHY, UJVOIIATCKM 1
cexyHiapH1. Kimacuyna Heypairyja je mocmeguiia Heyposa-
CKy/IapHe KOMIIpecHje, Te y TOM CMUCITY IIpeficTaB/ba CUMII-
TOMaTCKy popmy dosectn, am je HasUB 3afip>KaH 300r Clie-
UYHOT TePAIMjCKOT MIPUCTYIIA 1, CMATpa Ce, Pas/InduTe
naro¢usuonoruje [16].

Y 14. nornas/by ce Hajlase I/TaBOdO/bE KOje HIUCY Ha JIpY-
TOM MeCTy K/1acr(yKoBaHe, Kao 1 HectieliyHe IaBodosbe.
Hekn o 0BaKo [1jarHOCTMKOBAHMX €HTUTETa he, cBakaxo,
/UM VICTPKUBabUMa fia Bodujy Mecto y HapenauM Kira-
cndumkanymjama. 3a ogpebhenn dpoj donecHnka, mehyTnm, ocum
HOJIaTKa /1A MIMajy ITTaBOOO/bY, leTa/bHIje MHGOpMalyje HeoIl-
XOJ{He 32 IIOCTaB/bakbe AMjarHo3e ce He MOTy JOOUTH, Te je TaKO
¥ 32 OBe I/IaB0OO/be pe3epBrcaHo MecTo y Knacnduxaryjn.

Ha xpajy Knacuduxanuje ce namasu Appendix ca en-
TUTETUMA IJTaBOdO/ba 32 KOje jOII yBeK HeMa J0BO/BHO KpM-
TepujyMa Jia ce u3[Boje Kao nocedHu u npusHaru. Tako cy,
Ha IpUMep, IPENIOKEHN AMjalrHOCTUYKM KPUTEPUjyMU 32
MEHCTpPyanHy MUTPeHY ca mnu de3 aype win peHOMeH BU-
3yenHor cHera. Takobe, Ty ce Ha/lase 11 aITepHATUBHY CETO-
BJ [MjarHOCTMYKMX KPUTEPUjyMa 3a HEKe eHTUTETe Yjy ce
npuxsaheHn KpuTepujymn Hasase y OCHOBHOM TekcTy Kira-
cndukanyje. [Ta ce Tako mpeiaxke a jenaH of, KpUTEpujy-
Ma 3a II0CTaB/bakbe AMjarHo3e TeH3MOHOT TUIIA dyze 1 OACY-
cTBO (peHOMEHA YAPY>KeHNMX Ca ITTaBOO0/bOM KOjy Cy TUIINY-
HIM 32 MUTPeHy. Appendix ce KOPUCTU ¥ Kao IIPBU KOPaK 3a
enumuHanyjy n3 Knacudukanuje onnx nopemehaja xoju ce
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1.2.3, and retinal migraine 1.2.4. Then, migraine with
typical aura is divided and coded as typical aura with
headache 1.2.1.1 and typical aura without headache 1.2.1.2.
The first, and possibly the second level, of classification
is expected from primary care physician; while from
neurologist, headache specialist as well for research the
classification on the third, fourth and even fifth level is
expected.

The phenotype of headache is always classified, and
that means headache that is currently present, or that has
been presented within the last year. For genetic studies
or some other purposes all headache types that occurred
during the lifetime of the patient could be diagnosed.

Each headache type is separately diagnosed and
coded, so the patient could receive several headache
diagnosis at the same time, for example: 1.1 Migraine
without aura 2.2 frequent episodic tension-type headache
and 8.2 Medication overuse headache. Association of
primary headaches in the same patient is not rare and that
was confirmed by the results of population-based studies.
Thirty-four percent of patients with chronic tension-type
headache has coexisting migraine, and number of these
patients are even 80-95% in tertiary centers. Association
of these two primary headache disorders is the risk factor
for development of medication overuse headache and that
happens in one quarter of these patients [20]. Diagnosis
are, similar to other fields of medicine, listed according to
the importance for patient.

When the headache of the particular patient satisfies
two different sets of explicit diagnostic criteria, it is
necessary to utilize all available data to establish the proper
diagnosis. It could include longitudinal headache history
with descriptions of features of the first headache attacks,
and the mode of transformation; family history; relation
with menstrual cycle, gender, age, etc. For establishing
the diagnosis of primary headache disorders such as
migraine, tension-type headache or cluster headache, as
well as subtypes of these headaches, all diagnostic criteria
should be satisfied. Primary headache that could not
satisfy all criteria is designated as probable. For example, if

TpafiNIMOHATHO YOpajajy y mocedHe eHTUTeTe I7IaBOdOIba,
a 3a Koje JOBO/bHO BA/IMIHNX JI0Ka3a 0 cafia Huje HabheHo.

2.3 TIPHHUMIN MEBYHAPOJTHE KJIACH®HKAIIUJE TJIABOBOJbA

Hujarnose ce, y Knacuduxanyju, nocraemajy Xuje-
PapXujcKu Ha Tpy, a 32 110je/jIHe eHTUTEeTe YeTUTY UM TIeT
HuBoa. Tako je, Ha IpMMep, MUTPEHA Ha IIPBOM HUBOY KO-
pupana 1. Ha cnegehem auBoy Knacuduxanyje cy Murpena
des aype kopmpaHa ca 1.1 1 MurpeHa ca aypoM KoaupaHa ca
1.2. Ha crenehem HUBOY je ma/ba Iofie/la MUTpeHe ca aypoM
Ha MUTPEHY Ca TUIIMYHOM aypoM 1.2.1, Murpeny ca aypom
MoXpaHor cradma 1.2.2, XeMuIvlernyHy murpeny 1.2.3 n
peruHanHy murpeny 1.2.4. Jlajbe ce MUTpeHa ca TUIIMYHOM
aypoM e/ M KOAMpa Ha TUINYHY aypu ca IIABOOO/BOM
1.2.1.1 n Tumrany aypy 6e3 rmaBodorme 1.2.1.2. Ox mexapa ce
OdYeKyje ca AMjarHo3y Kracu@ukyje Ha IIPBOM, €BEHTYa/THO
IPYroM HUBOY, JOK Ce Off HeypOJIoTa 1 JIeKapa CIelijancTe
3a I71aB0JObe, Ka0 ¥ Y MCTPAXKMBabIMa OYeKyje Knacudu-
Kalyja Ha TpeheM, 4eTBpTOM, I1a ¥ II€TOM HYBOY.

YBek ce kmacnuukyje GeHOTHI I1aBodobe, MTO 3Ha-
41 171aB0d0/ba Ha KOjy ce QONeCHNUK YKau MM ITTaBodo/ba
KOja je IMpUCYTHA IOCNEBbNUX TOAMHY /laHa. 3a IeHETCKe
CTyZiMje UM y JIpyre CBpXe MOTY Ce IMjaTHOCTUKOBATH U
CBU TUIIOBMU I71aBOOOJbE KOjI CY Ce jaBUIM TOKOM XKMBOTA
onpebenor donecHuxa.

Cpaky TiH IT71aBOOOTBbE Ce OJIBOjeHO IMjarHOCTUKYje 1
KOJIVIPAa, ITa TAKO jefjaH OO0/IeCHVK MOJKe J1a MIMa HeKOJIMKO /-
jarHO3a ITTaBOdO/bE Y MCTO BpeMe, Ha mpumep: 1.1 Murpena
des aype 2.2 Yecra enmmsopuyHa TeH3MOHA I71aBod0sba U 8.2
[maBodo/pa mpekoMepHe yIoTpede Me#uKaMeHaTa. YApy-
YKEHOCT NpUMapHMX IJIaB0OO/ba KOJ MICTOT QO/IeCHUKA Huje
peTKa ITO TOKa3yjy HOofaly IONyIalMOHMX cTyauja. Ila
TaKo, 34% domecHuKa ca XpOHIMYHOM IMTaBOOO/BOM TEH3MO-
HOT THIIA ¥IMa KOET3MCTUPajyhy enusomaHy MUrpeny, a dpoj
oBUX dorecHMKa je 4ak 80-95% u TeplyjapHUM LieHTpUMA.
YIpy>keHOCT OBe [iBe IIpUMapHe I71aBodosbe je pakTop pu-
3UKa 3a pa3Boj I71aBOOO/be NIPEKOMEpHe yIoTpede MefyKa-
MeHara, ITo ce foraha Ko YeTBPTIHE OBUX domecHuKa [20].
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the patient has headache fulfilling criteria for two entities
such as 1.5Probable migraine and 2.1 Infrequent episodic
tension-type headache, the headache should be coded as
latter. The possibility that some headache attacks satisfy
one set of diagnostic criteria, while the other attacks
fulfills criteria for another set is always considered, and in
that case the both diagnosis are established.

For establishing the diagnosis of the particular
headache, the minimal number of attacks (or days with
headache) is required. The number is specified as explicit
diagnostic criterion for each headache type. Then, headache
should satisfy certain number of other requirements that
are labeled by capital letters A, B, C, etc. and described by
diagnostic criteria.Some of these requirements are explicit
and represent a particular requirement, while the others are
alternative and require, for instance, fulfillment of two of
four listed characteristics.

For some headaches the whole set of explicit diagnostic
criteria is given only on the first and the second level of
the Classification. The further division of these headaches
on the third and the fourth levels of the Classification
require as criterion A fulfillment of the criteria on the first
and/or second levels, and in criterion B state the further
specific criteria to be fulfilled. For example, episodic cluster
headache requires in diagnostic criterion A: fulfillment
of criteria A-E for 3.1 Cluster headache and in diagnostic
criteria B: At least two cluster periods lasting seven days to
one year separated by remission longer than three months.

There is no possibility to code the intensity and the
frequency of headaches, but it is recommended to specify
these important features in patient’s medical reports.

The connection between headache and causative
disorder is not always simple. If the patient experiences
for the first time (de novo) headache and brain tumor
is discovered, there are no doubts that headache is
symptomatic even when it has features of migraine,
tension-type headache or cluster headache. Establishing
the diagnosis is more complicated when the patient with
primary headache experience worsening of headache in
close temporal relation to occurrence of other disorder.

ITujarnose ce, Kao U y ApyruM odnacTMMa MeyLIVHe, YBEK
HaBOJie ITpeMa PeloC/Iefy 3HA4ajHOCTH 3a O/IeCHMKA.

Kaga rmaBodoma oppehenor donecHmka ucmymasa
IBa pas/INyNTa CeTa eKCIVIMLUTHUX JUjaTHOCTUYKUX KPU-
TepujyMa, HEOIIXO[HO je /ja ce YIOTpede CBe pacIooKuBe
uHdopmanuje fa 1 ce MOCTaBMIA MCIPaBHA [UjarHO3a.
To cy noHrmrTyauHanHa aHaMHe3a I7aBOdO/bA Koja jiaje
nHdpopMaluje 0 ocoduHaMa IpBUX aTaka I71aBod0/be U Ha-
YMHY Ha KOju ce odpasal I1aBodoj/ba Mewao; MOPOANIHA
aHaMHe3a, Be3a Ca MEHCTPYaTHUM LIMK/IyCOM, I10J1, y3PacT
donecHnka u ocramu nopauu. IlocTaBmbame AMjarHose
IPUMapHUX I71aB0dO/ba Kao IITO CYy MUTPEHa, I1aB0d0/ba
TEH3MOHOI' TUIA MM KJIacTep IaBodO/ba, Kao U IOATH-
IOBa OBMX ITIaBOOOJba, 3aXTeBa VCIyHaBame CBUX AMja-
THOCTMYKMX KpuTepujyma. [IpumapHa rimaBodosba Koja He
VICIyIhaBa CBE [MjarHOCTMYKE KPUTEpUjyMe O3HadaBa ce
Kao BepoBaTHa. Ha mpumep, yKonmko dojecHuK mma Iia-
BOOOJbY KOja MCITyHaBa KpUTEPUjyMe 3a B EHTUTETa Kao
mTo ¢y 1.5 BepoBarHa murpena u 2.1 Perka enmsopnndna
1aBodO/ba TEH3MOHOT THIIA, ompefemnheMo ce 3a #pyry
[MjaTHO3y. YBeK ce pasMaTpa MOTYhHOCT Jja HeKM aTamu
I71aBOOOJbE OJTOBAPA]jy jeJHOM CETY AMjarHOCTUYKUX KpU-
TEpUjyMa, TOK SPYTH aTal MCITybaBajy KpUTepUjyMe Ipy-
TOT CeTa, Te Ce IOCTaB/bajy 0de Aujarnose.

Ila du ce nocraBwia fujarosa ogpebene rmaBodosbe,
dormecHMK Mopa Ha JOKMBY MMHMMAaaHM OpOj aTaka WK
faHa ca rmaBodoboM. OBaj Opoj je HaBefeH Y eKCIUIMINT-
HUM [JMjalHOCTMYKMM KPUTEPUjyMMUMa 33 CBaKU TUII I7Ia-
Bodobe. Jlasbe, I1aBod0/ba MOpa Aa UcIyHM ofipehenn dpoj
OCTa/INX 3aXTeBa O3HAYEHMX BeTUMKUM cioBuMa A, b, I ny.,
U OIMCAHMX Yy AAVMjaTHOCTMYKUM Kpurepujymmma. Hexu op
OBIUX 3aXTeBa Cy U3PUYUTHU U IIPeACTaB/bajy ofpehenn 3a-
XTeB, IOK Cy IPyTY aJTepHATUBHY U 3aXTeBajy, Ha IIpUMep,
UCITyHbetbe JIBe Off 4eTUPY HadpojaHe KapaKTepPUCTHIKe.

3a Heke I71aBOOOJbE je AT MOTIIYHY CeT eKCIUIMIMTHAX
IVjaTHOCTMYKMX KPUTEPMjyMa CaMO Ha IIPBOM U JPyTOM
HuBoy Kimacudukanuje. [lapa mogena oBux rmaBodosba Ha
tpehem n 4erBproM HuBoy Knacuduxaiuje saxreBa Kao
KpUTepUjyM A HUCITyIbaBarbe KpUTepyjyMa IpBor WIN IpBa
IBa HMBOA, JIOK ce y b Kpurepujymy HaBofe fa/bu crienu-
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Causative worsening of headache should be significant
and that means transition of episodic into chronic form of
the disorder, or at least twofold increase of frequency and/
or intensity in close temporal relation to occurrence of
causal disorder. In this case both diagnosis of primary and
secondary headaches should be established with scientific
evidence that the disorder can cause headache.

A lot of patients experience, beside the attacks that
satisfy all explicit diagnostic criteria, attacks that do not
quite satisfy all of them. The main reason for these changed
attack is influence of treatment on attacks’ features or
inability of the patient to recall the experienced. It is useful
to obtain from the patient the description of untreated
or unsuccessfully treated attack for diagnosis and to
add the number of less typical attacks for establishing
the frequency. When more than one type of headache
is suspected, it is recommended to keep a diagnostic
headache diary with description of main attack’s features
for every headache episode. It was demonstrated that
this headache diary increases diagnostic precision and
enables better insight for estimation of consumption of
medications. Diary helps to estimate quantity of two or
more different types or subtypes of headache, And also, it
teaches the patient to recognize different types of headache,
for example, migraine without aura and episodic tension-
type headache, and apply the appropriate treatments for
different attacks.

3. SUMMARY

The International Classification of Headache Disorders
is necessary tool for clinical practice and research of the
headaches. In comprehensive and systematic manner, there
are more than two hundred headache entities that are
known nowadays. Even for those physicians who are not
dealing with headaches, the Classification is interesting
and inspiring text that demonstrates the development of
scientific knowledge in the field of pain.

¢buuHyM KpuTepujymn Koju Oy Mopanu fa Syny UCIyHeHIU.
Ha npumep, aujarHosa enmsonndHe Knactep r1aBodosbe 3a-
XTeBa y Kputepujymy A: VicriywaBame kputepujyma A-E 3a
3.1 Kmactep r1aBodosby, a y AMjarHOCTUYKOM KPUTEPUjyMy
b: Hajmame fBa Kmacrep nepuopa Tpajama 7-365 jaHa Koju
Cy pas/iBOjeHM IIEPMOOM PeMIICHje IY>KUM Off TPU Mecela.

Knacudukanmja He Hygyu MoryhHOCT Kopypamwa MH-
TEH3UTEeTa U Y4eCTaIOCTH IJTAaBOdOba, /I Ce IIperopydyje
Jia ce OBe 3Ha4YajHe 0COOMHe HaBey Y TEKCTY aMOy/IaHTHOT
U3BeILITaja YIM OTIYCHOT IMCMa QOJIeCHNUKA.

[Intame moBe3aHOCTU I71aBOOOJbE U Y3POUHOT HOpe-
Mehaja He Hy[M YBeK jeJHOCTaBHA pellerma. YKOIMKO do-
JIECHMK JOXXMBMU 110 1IpBYU 1yT (de novo) rmaBodospy, a oT-
KpHje ce a MMa MOXXJJaH!U TYMOP, HeMa HUKaKBe CyMbe Jia
ce pafiu O CUMIITOMATCKOj I7IaBOOO/bY, I1a YaK ¥ Kaja OBa
71aB0d0/ba MMa 0COdMHE MUTPEHe, I/IaBOO0/be TeH3MOHOT
TUIMa un Knacrep raaBodosee. [locTaBpame fujarnose je
3HaTHO KOMIUIVKOBaHMje Kaja QOJIeCHMK ca IPYMapHOM
I71aBOO0/BOM IOXKMBM IOTOpIIame IaBodobe yOp30o IO
nojasu gpyror nopemehaja. Kaysanno noropuame rmaso-
dorpe du Tpedano fma dyze 3HaYajHO LITO 3HAYM Jia je I/Ia-
BodO/pa 13 enmsopuyHe popMe Ipenia y XpOHUIHY MIn
HajMambe yIBOCTPYYM/Ia y4eCTaNOCT WIN MHTEH3UTeT do/a
yOp30 10 HacTaHKy y3pouHor nopemehaja. ¥ Tom crydya-
jy ce mocTapspajy ode fAujarHose, IpUMapHe U CEKyHIapHe
I71aBOJ0JbE, ¥ TO YKOJIVKO ITOCTOje YUBPCTY HAYYHU JOKa3M
na mopemehaj Moxxe 11a 13a3oBe I71aBOOOJBY.

MHoru donmecHUIIM HOXXUB/baBajy, IOpeN araka Koju
VICIIY1aBajy CB€ eKCIUIVMLIMTHE AMjarHOCTUYKE KpUTEPUjYME,
U aTake KOji VX He VICHywaBajy y nornynoctu. Hajueurhn
Pas/Ior OBMX M3MeheHMX aTaKa je yTUIaj Tepanyje Ha 0codu-
He aTaka /M HefOBO/bHA CIIOCOOHOCT do/ecHMKa fia ce pu-
cetu JoxuB/beHOr. KopucHo je ma ce ox donecHuka foduje
OIIIC HeJIeYeHOT J/IM HEeYCIIEIIHO IeYeHOT aTaka I71aBodobe
Y Ha OCHOBY TOT OIMCA IOCTaBM [VjarHO3a, @ Y4eCTaNoCT
aTaka ofjpely JOJaBameM U JAPYIMX Marbe TUIMYHUX aTa-
ka. Kaga nmocroju cymma fa domecHuK 1Ma BHUILE Off jefTHOT
THUIIA [71aBOOOJbE IIperopydyje ce Boberwe A1jarHOCTUYKOT
JIHEBHYKA I7IaBOOOJbE y KOMe Ce OMIICYjy HajBaKHUje 0COo-
duHe aTaka 3a cBaky emnsofy rmaBodosee. [TokasaHo je ma
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3. PE3UME
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Awnrerno Paddaene e [ayauo'?, Jleonapgo @oprynatu Poccn', Txomac Canrral, Jarjono Jlanuun?,
Imannyna Bumna'?, Credano Pomarnomn'?, Pouno lomenurio Mennarn3

Angelo Raffaele De Gaudio'?, Leonardo Fortunati Rossi!, Thomas Saitta’, Jacopo Lanini’,
Gianluca Villa'?, Stefano Romagnoli'?, Rocco Domenico Mediati’

Florence, Italy, araffaele.degaudio@unifl.it

ABSTRACT

Introduction: Chronic pain lasts or recurs for a pe-
riod of time longer than 3 or 6 months, persisting beyond
the reasonable healing time of the underlying disease and,
therefore, lacking the physiological warning function.
Based on its etiology, it is possible distinguish cancer-relat-
ed and nonmalignant chronic pain.

Chronic non-cancer pain: The International Associ-
ation for the Study of Pain Task Force has identified six ty-
pologies of chronic non-cancer pain, which can be assigned
to two main physiopathological categories: nociceptive and
neuropathic chronic non-malignant pain. As stated by sev-
eral studies, its prevalence in the general population ranges
between 20% and 40%, making nonmalignant chronic pain
one of the leading causes of the impairment of physical,
emotional and working abilities.

Opioid therapy for chronic pain: Opioids play a rele-
vant role in the management of long-lasting painful symp-
toms of non-malignant etiology, but the optimal balance
between the analgesic efficacy and side effects is often dif-
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CAXETAK

YBoa: XpounyHn do/ Tpaje Wi ce IOHaB/ba y IIe-
PMORY AYXKeM Off TPU [IO IIECT MecCely, IPeKO pasyMHOT
BpeMeHa JCIie/berba OCHOBHE OJIeCTH M, CTOTa, BUIIE He
nocenyje ¢pusnonomky GyHkuujy yrnosopemwa. Ha ocHOBy
eTnornoruje, Moryhe je pasamnkKoBaTyt MamurHY (KapLyHOM-
CKIf) Y1 HeMa/IUTHY XPOHUYHY QO

Xponnuny Hemanuran dom: Pagua rpyma Mebyna-
ponHe aconujanyje 3a npoydasame dona (The International
Association for the Study of Pain Task Force) npentudmn-
KOBaJIa je IIeCT TUIIOIOTYja XPOHUYHOT HeMa/IUTHOT O01a,
KOje ce MOTy IIOfie/INTY y fiBe IJIaBHE (PM3MOIATO/NIOLIKE
KaTeropuje: HOLMIEITYBHY ¥ HEYPOIIATCKY XPOHMYHY He-
mayrHy dor. Kao mro je HaBe#eHO y HEKOMUKO CTYyAMja,
IEroBa IIpeBaJIeHlia y OIILITO] IoIyIaluju ce Kpehe nsme-
by 20% n 40%, unnehn HeManUrHEy XpOHUYHY O jeTHUM
oxt Boziehux y3poka yMmamerma QU3NIKIX, eMOLVOHATHIX
¥ paJiHUX CIIOCOOHOCTIL.

Tepanuja onnonpgmMa 3a redere XpOHIMIHOT dona:
Onmonan nMajy peneBaHTHY Y/IOTY Y Iedey JYTOTpajHIUX
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ficult to be achieved. From this perspective, it is essential
to perform a primary comprehensive evaluation of the pa-
tient and carry out a subsequent trial of non-opioid thera-
py. Whenever this last proves to be ineffective, contraindi-
cated or not tolerated, a structured opioid trial should be
conducted, within the frame of an agreement between the
patient and the physician regarding the treatment goals and
the tapering/discontinuation modalities. Treating physician
should also put in place an attentive and continuous mon-
itoring of patient’s compliance and clinical improvements,
in order to detect aberrant behaviours and/or lack of ther-
apeutic efficacy. After a stable maintenance period lasting
between 8 and 12 weeks, a decision about whether to con-
tinue or interrupt opioid therapy should be taken. If opi-
oid therapy has been relatively brief, there may be no need
for tapering or weaning; if tapering is deemed necessary,
it should be carried out through the decrease of the origi-
nal dose by 10% per week. A particular attention should be
paid when administering opioids to at-risk patients, such
as elderly, adolescents, pregnant women and people suffer-
ing from psychiatric diseases. For the physician it is also
mandatory to carefully monitor the developement of abuse,
misuse and addiction conducts, as well the onset as side ef-
fects that could seriously harm patient’s quality of life.

Conclusions: Opioids should be reserved to select-
ed patients, suffering from moderate or severe non-cancer
chronic pain of. Opioid administration should be imple-
mented on a short-term basis and included in a multimodal
treatment plan, with the aim of improving patient’s quality
of life and activity status.

Key words: Opioids, nonmalignant chronic pain, non-cancer
chronic pain, comprehensive assessment, multimodal
therapy.

SOTHMX CMIITOMA HeMaJIUTHe eTHOJIOTHje, aJlul je YeCTO Te-
Ko nmoctuhy onTuManHy paBHOTexXy usMmeby ananretny-
Ke e(pMKaCHOCTY 1 HeXXe/beHMX edekara. VI3 oBe mepcrek-
TVBE, HEONIXO/IHO je M3BPIIUTH IIPUMAPHY CBEOOyXBaTHY
IPOLIeHy NAljeHTa M HAKHAITHO pa3MaTparmbe He-OION/-
He Tepanuje. Kazg rog ce oBo mocienme mnokaxe Heeduka-
CHUM, KOHTPaMHAMKOBAHVM WIN HETOJIEPUCAHUM, Tpeda
U3BPILINATY IIPOTOKO/INCAHO ONMOVIHO VICIUTUBAE Y HO-
roBopy usMeby maiujeHTa u ekapa y Be3u ca LJ/beBUMa
Jederba ¥ MOJAIUTETHMA INpeKujama/yKupama. Jledeme
Takobe Tpeda yCIOCTaBUTH Y3 MaXkK/bUB U KOHTUHYMPAHU
MOHMTOPMHT IpUJip)KaBamba MalJjeHTa IpaBUInMa jaede-
13 U )eTOBOT K/IMHIYKOT NT0O0/bIIakha, KAKO OM ce OTKPU-
710 HEITPABUJIHO TIOHAIIAbe Vi/ VIV HEelOCTaTaK TeparnujcKe
epMKaCHOCTH.

HaxoH cradunHor mepuopa oxpykaBama oy 8 mo 12
Hefle/ba, TPeda Oy dNTI A IV HACTABUTY VUIY IPEKUHY TU
ONMOUIHY Tepamujy. AKO je ONMONAHA Tepalyja penaTus-
HO KpaTka, Moxkzia Hehe duty norpede 3a cMamemeM i
opdanMBameM; aKO ce cMaTpa fia je CMameme HOTPedHO,
Tpeda ra CIpoBecTU CMamemeM NpBoduTHe fo3e 3a 10%
Hezle/bHO. [locedHy makmy Tpeda odparuty NIpummKoMm
flaBama OIMON/IA TAIVjeHTIMa BICOKOT PU3MKa, Kao LITO
Cy cTapuju, afjoNeclieHTy, TPyAHNULe 1 0code Koje IaTe Of
ncuxujarpujckux domectu. Jlekap je odaBesaH ma makibu-
BO IpaTy Moryhu pasBoj 3moynorpede, orpeurse ynorpe-
de U 3aBUCHOCTH, Kao U HeXe/beHe eeKTe Koju du Morim
030M/BHO YTPO3UTHU KBAJIMTET >KMBOTA MAL[MjeHTa.

3axpyunu: Onvonay du Tpedano ga dyny pesepsu-
caHM 3a offadpaHe malyjeHTe, KOjii maTe of yMepPeHOr MIn
TEIIKOT XPOHUYHOI HeMa/nurHor donma. OnmonpgHy agmu-
HUCTpAIMjy Tpeda CpoBeCcTy KPaTKOPOYHO U YK/by4MBa-
TI je Y IUVIaH MYITUMOJAJTHOT JIederha, ca LJ/beM M000/b-
IIara KBa/MTeTa )KMBOTA U CTAaTyCa MallMjeHTa.

Kmyune peuu: onmoupy, HeMaaUrHU XpOHUYHU O, He-
KaHIIePCKM XpOHWYHM d0JI, cBeodyXBaTHa IPOLEHA, MYJI-
TUMOJI/IHA Tepaluja.
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1. INTRODUCTION

Pain can be defined as “chronic” in the event that it per-
sists or recurs for a period of time longer than 3 or 6
months, depending on the definition adopted [1,2]. An-
other distinctive feature of chronic pain is represented by
its persistence beyond the reasonable healing time of the
underlying disease [3], thus lacking the warning function
of the physiological nociception [4].

Several chronic pain classifications have been pro-
posed over time. Among these, the classification based on
the etiology identifies two main chronic pain categories:
cancer-related and nonmalignant chronic pain. The former
is certainly the most extensively analyzed in the literature.
Nonetheless, chronic non-cancer pain is certainly the most
prevalent in both hospitalized and non-hospitalized pop-
ulation, and it is the main objective of several guidelines.
The aim of this narrative review is thus to comprehensively
describe the main diagnostic and therapeutical approaches
available from international guidelines on chronic non-ma-
lignant pain.

2. CHRONIC NON-CANCER PAIN

The International Association for the Study of Pain
(IASP) Task Force[5] has identified six typologies of chronic
non-cancer pain, reported in Table 1. Based on pain phys-
iopathology, we can divide the abovementioned categories
in two main groups: nociceptive and neuropathic chronic
non-malignant pain. In the first case, an ongoing patholog-
ical process is responsible for the activation of nociceptors
and the subsequent onset of painful symptoms, while in the
second one these latter are elicited by a direct involvement
of central and/or peripheral nervous system.

Several studies attested the prevalence of chronic pain
around 20% [18,21], and international experts agree that it
represents one of the major sanitary issues we are facing
at the present time. Indeed, Tsang et al [22] estimated that
in developed and developing countries, respectively 37.3%

1. YBon

Bon ce MOXKe JieMHMCATY Kao ,,XPOHMYAH "y CIy4ajy Jja
Ce HaCTaBM MIN Ce IIOHAB/ba y IEePUORY Ay>KeM Off Tpu
VTN LIIECT MeCell, Y 3aBYCHOCTY Off YCBOjeHe lepuHnIuje
[1,2]. Jour jemHa KapaKTepyCTMKA XPOHUYHOT OOJIa Ipesi-
CTaB/ba YIIOPHOCT M3BaH Pa3yMHOI BpeMeHa JCIie/berba
ocHoBHe dorectn [3], y3 n3ocrajame ynosopasajyhe pyHk-
nyje pusnonoke Holuueniyje [4].

Hekomnmuko xnacudukaiyja XxpoHMYHOT doa mpefio-
JKEHO je TOKOM BpeMeHa. Meby muMa, kacuduxanmja 3a-
CHOBAHa Ha eTUOJIOTYj1 UAEeHTI(]UKY]je IBe ITTaBHe KaTero-
pUje XpOHMYHOT O0J1a: KaHL[ePCKI U HeMa/IUTHY XPOHIYHY
don. IIpBu je cBakako HajodyXBaTHMje aHANU3MPAH Y /K-
Teparypu. bes 0d3mpa Ha TO, XpPOHMYHY HEKaHL[ePCKY OO/
je cBakako Hajuyewmwhyt OOMHM eHTUTET KOj Ce jaB/ba U KOJ,
XOCHNTA/IN30BAHUX VM HEXOCIUTAIN30BAHMX MalVjeHaTa.
Crora, /b OBOT HapaTUBHOT IIperyefia je CBeodyXBaTHO
OIIVICATY IJIaBHE JIVjaTHOCTMYKE U TepaleyTCKe MPUCTYIIe
floCTyIHe y MehyHapopHUM cMepHMIIaMa O XPOHWYHOM
HEeMa/IuTHOM OO0y.

2. XPOHUYHU HEKAHIIEPCKH BOJI

Pagna rpyna Mehynaponne acounjanmje 3a npoyda-
Bame dona (The International Association for the Study of
Pain Task Force - MACII) [5], upenTnduKoBana je mecrt
TUIIOJIOTYja XPOHNYHOT HEKaHIIepPCKOT d0JIa, Koje Cy Impu-
kasaHe y Tadenu 1. Ha ocHoOBY ¢pmsnomnaronoruje dona, Mo-
YKeMO TIOfIeTINTI HaBefleHe KaTeropuje y ABe ITIaBHe TpyIIe:
HOLMLIENITYBHM M HEYPOIIATCKM XPOHWYHM HEMa/TUTHU
don. YV mpBOoM cr1y4ajy, aKTye/IHM IATOIOLIKY IIpoIlec je
OZITOBOPAH 3a aKTUBUpPambe HOLMIENITOPA VM KACHM)Y I0ja-
BY OOJIHMX CUMIITOMA, JIOK je Y IPYTOM CIy4ajy JUPEKTHO
omrreheH neHTpaTHy 1/mnn neprudepHU HepBHY CUCTEM.

Hexkonuko cTynmja ykasyje Ha IpeBaIeHIMjy XPOHMY-
Hor dora o oko 20% [18,21], a mehynapogHu cTpyumann
ce CTTaXKy J1a 0Baj OOJI IpeJiCTaB/ba jeflaH Off I7TaBHMX 37IpaB-
CTBEHUX IIpod/IeMa ca KOjuM Ce CyouaBaMo Y CalallIbOCTI.
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Table 1: Types of chronic non-cancer pain

1. Nociceptive pain

1.1. Chronic primary
pain

Pain of unknown etiology, involving one or more anatomic regions and lasting/recurring for more than 3
months, that cannot be better explained by another chronic pain condition. Symptoms are associated with
relevant emotional distress and/or functional impairment, due to the interference with daily and social
activities

1.2. Chronic post-
surgical and post-
traumatic pain

This is a definition of exclusion; it was created to identify pain that develops after surgical intervention
or tissue trauma (including burns) and persists beyond the normal healing period, defined as a 3 months
timespan®. All other possible etiologies, including malignancy recurrence, infection and pre-existing pain
condition, must be excluded for the definition to be valid.

1.3. Chronic headache
and orofacial pain

As defined by the IHS (International Headache Society)’, this condition consists in headaches or orofacial
pains occurring on at least 50% of the days over a period of at least 3 months; this temporal definition
of chronicity has been extrapolated from that of chronic headaches®. Temporomandibular disorders
represent the most common cause of chronic orofacial pain °, that can also onset as a localized presentation
of primary headache'; it should be noted that, according to pathophysiological classification criteria,
trigeminal autonomic cephalalgias should be included in the neuropathic pain syndromes category.

1.4. Chronic visceral pain

Recurrent pain caused by different lesions and injuries involving internal organs of the head and neck
region, as well as thoracic, abdominal and pelvic cavities ''""°. Possible etiologies include persistent
inflammation, vascular mechanisms, obstruction and distension, traction and compression; combined
mechanisms, such as obstruction and inflammation concurrently, can also be implied. The entity of
symptoms is not necessarily related to the extent of organ damage or noxious visceral stimulation'.
This kind of pain is often perceived as somatic, and corresponding metamers are frequently affected by
secondary hyperalgesia'.

1.5. Chronic
musculoskeletal pain

Long-lasting or recurring nociceptive painful symptoms due to persistent inflammation, infectious,
autoimmune or metabolic diseases and structural changes directly affecting bones, joints, tendons,
muscles and related soft tissues. It must be distinguished from pain arising from neuropathic conditions
and somatic referred pain, as both can be perceived in musculoskeletal tissues.

2. Neuropathic pain

2.1. Chronic neuropathic
pain

Chronic neuropathic pain is attributable to a lesion or a disease directly involving central or peripheral
somatosensory nervous system'; this definition can be applied only in the presence of a history of nervous
system injury and a neuroanatomically plausible distribution of pain. Definite neuropathic pain diagnosis
requires objective findings (such as imaging, biopsy, laboratory or neurophysiological tests) coupled with
coherent positive or negative sensory signs'’. Spontaneous or evoked onset of symptoms can be the effect of
hypersensitivity to painful stimuli (hyperalgesia) or an abnormal response to innocuous ones (allodynia).
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Ta6ena 1: Tunosy XpOHNYHOT HEKaHIIEPCKOT H6o/1a

1. HouuumenTuBHUI S0

bon HemosHare eTnonoruje, Koju yK/bydyje jeflaH MM BUIIEe aHATOMCKMX PETMOHa M Tpaje/TIOHaB/ba ce
1.1. XpoHnyHu BUIIIE Off 3 Mecela, LIITO Ce He MOXe do/be 00jaCHNUTI APYIUM PasIoroM XpOHUYHOTr doma. CUMITOMK CY

mpuMapHm S0 HIOBE3aHY Ca Pe/IeBAHTHMM eMOLMOHA/THUM CTpecoM n/umy GpyHKIMOoHaTHUM oiuTehemeM, yoner yTuiaja
Ha JIHeBHe 1 JIPYIITBeHe aKTMBHOCTI.

1.2. XpoHNYHN TOCT- OBo je meduHMIMja UCK/BYYNBaRKa; UeHTU(UKYje SO Koju ce pa3BMja HAKOH XUPYPIIKe UHTEPBEHLIUje
onepaTVBHU U WM TpayMe TKMBa (YK/by4yjyhi onekoTHHe) 1 OIICTaje M3BaH HOPMaJIHOT IIepIofia OTI0paBKa, Ae(MHICAHOT
IOCT-TpayMaTcKu | kao 3 meceunm mepuop’. CBe [pyre eTMONOIMje, YK/bydyjyhy NoHaB/balbe MalUTHUTETa, UHpeEKIMje U
don IIpeTXOfHO mocTojehe cTame, MOpajy dutu nckpydere fa du geduHuMja dujta BamuHa.

Kao mro je mepmuncano op crpane Mebynaponnor gpymrsa 3a rmaBodorme (International Headache
Society)’, 0BO cTame ce cacToju off IMaBodosbe 1 opodarnjamHux dooBa Koju ce jaB/bajy HajMamwe 50%
1.3. XpoHnyHa [aHa TOKOM IIepMOfa Off HajMarbe 3 Meceld; OBa BpeMeHCKa HAedMHMIMja XPOHNYHOCTI je M3BefeHa 13
I71aBodoba 1 xpoHndHe rnaBodome’. Temnopomangudynapun nopemehaju npencrasspajy Hajuenrhyt y3pok XpOHUYHOT
opodauujanuu don | opodaunjanHor doma’, Koju ce Takohe MoXe IOjaBUTH Kao JIOKaIM30BaHa Ipe3eHTAlMja IIPUMapHe
rmaBodome'’; Tpeda HANOMEHYTH [a, IIpeMa KpuUTepujymMyMa TaToQusnosoNiKe Kracudukanuje,
TPUTeMMHA/THE Ay TOHOMHe I71aBodo/be Tpeda YK/bYIUTH Y KaTeTOPHjy CMHIPOMA HEYPOIIaTCKor dora.

ITonaspajyhy don13aspaH pasnuIuTIM Ie3UjaMa M IT0BpeflaMa Koje YK/bYUyjy YHY Tpalllibe OpraHe ofpydja
IJIaBe U BpaTa, Kao U TopaKajHe, adgoMyHaIHe U KapauyHe mymrsyHe' . Moryhe eTnonoruje ykpy4yjy
UCTPajHO 3ala/belbe, BAaCKyJIapHe MeXaHM3Me, OICTPYKLVjy M AMCTEH3Wjy, IPUTUCAK U KOMIIPECHjy;
KOMOMHOBaHe MeXaHM3Me, IIOIYT OICTPyKLMje M YIajge MCTOBPEMEHO, MOIYy ce IIOApasyMeBaTH.
EHTHTET CUMIITOMa Huje HY)XXHO IIOBe3aH ca o0uMoM olurtehera opraHa MM IITETHOM BUCLiepalHOM
crumynanujom'. OBa BpcTa doma ce 4ecTo mepIummpa Kao COMATCKa, a CeKyHIapHe XUIlepasnresiuje 4ecTo
yTudy Ha ogrosapajyhe npojexuuje’.

1.4. XpoHnyHn
BUCLiepaIHY doT1

JlyroTpajHy wiM MOHaB/bajyhn HOLMIENITMBHM QOMHM CHMITOMH YCIef TpajHe yIane, MH()EKTUBHMUX,

1.5. Xpounynnu AyTOMMYHCKMX WMIM MeTadOMMYKUX OMeCT U CTPYKTYPHUX MPOMEHa KOje JUPEKTHO yTUUYY Ha KOCTH,
mumnhHo- srnmodoBse, Tetuse, mumhe 1 CpofHa MeKa TKuBa. Mopa ce pasaMKOBaTU Off O/IOBA KOjUI HPOUCTUUY
CKesleTHU OO U3 HEYpPOIIATCKUX CTama 1 COMATCKOr JofIa, jep 0d0a MOry duTu mepuumupana y MyummhHO-CKeTeTHUM

TKMBYMa.

2. Heyponarcku don

XpOHMYHY HeypOIaTcKy OOJ ce MPUINNCYje NesUju WM JOMecT Koja HUPEKTHO YK/bydyje LeHTpalHu
i TepudepHr COMAaTOCEH30PHM HEPBHM CUCTeM'®; oBa AepMHMILMja Ce MOXe HPUMEHUTU CaMo y
IPUCYCTBY UCTOpUje MOBpefie HEPBHOI CUCTeMa J HEypOaHATOMCKM IOy3faHe auctpudyuuje doma.
2.1. XpoHnyHHn JedunnutnBHa [ujarHO3a HEYPOIATCKOT do/ma 3axTeBa 00jeKTMUBHe Hamase (Kao IITO Cy imaging-camnKabe,

Heyporarcky don | duorncuja, madopaTopumjcky wiM Heypo(USMOTIOLIKM TECTOBM) 3ajefHO Ca KOXEPEHTHMM IO3UTMBHUM
VI HEeTaTMBHUM CeH30pHMM 3Hanmma'’. CIIOHTaHM WIM €BOLVPAHU II0YeTaK CHMITOMA MOXe OUTH
edekaT ImpeoceT/bUBOCTY Ha OONMHe CTUMYIyCe (Xulepanresuja) uin adHOpMaIHK OATOBOP Ha Oe3as/ieHe
cTumynyce (anofuHmja).




128 |

Opioids in chronic non-malignant pain

and 41.1% of the population has experienced some forms
of chronic pain throughout their lives. Within this context,
moderate-to-severe non-cancer chronic pain is esteemed
to affect 19% of the European population [23]EMBASE,
Cochrane Library, CRD Databases, and GIN. One of the
causes of such a high prevalence could be the steady in-
crement of life expectancy, associated with a corresponding
increase in the prevalence of degenerative chronic diseases
and subsequent painful symptoms [24].

The effects of chronic pain can lead to the impairment
of physical, emotional and working abilities, thus deter-
mining prominent financial and social costs[25,26]; as an
example, according to the available evidence, chronic pain
accounts for 15 to 20% of total access to primary healthcare
(27, 28].

2.1. Opioid therapy for chronic pain

Therapeutic management of non-malignant chronic
pain presents numerous critical issues. Among these, the
most relevant is the achievement of the optimal balance be-
tween the analgesic efficacy and side effects. In this context,
long-term prescription of non-steroidal anti-inflammatory
drugs (NSAIDs) often results largely ineffective or harm-
ful, even more frequently, due to the occurrence of their
well-known side effects. Consequently, opioids administra-
tion often represents the main treatment option for those
subjects who prove to be nonresponders or intolerant to
NSAIDs, or in the case that long-term antalgic therapy is
required due to chronic pain syndromes. In routine clinical
practice, opioids thus play a relevant role in the manage-
ment of long-lasting painful symptoms of non-malignant
etiology, namely whenever other pharmacological and
non-pharmacological therapies proved to be ineffective,
contraindicated or not tolerated [29].

Nevertheless, conclusive evidence about the efficacy
of opioids in different kinds of chronic nonmalignant pain
syndromes are still lacking. Indeed, although numerous
observational studies, systematic reviews and randomized
clinical trials were conducted to evaluate the efficacy of

3ancra, Tsang u cap. [22] npolewyjy a y pa3BUjeHUM 1 3e-
M/baMa y pa3Bojy 37,3% u 41,1% nomnynanuje JoX1B/baBajy
Heke 00/I1Ke XPOHIYHOT §0/1a TOKOM CBOT KMBOTA. Y TOM
KOHTEKCTY, YMepeHM [0 0301/bHY HEKaHLIEPCKY XPOHNYHY
don mpolemyje ce ga yrude Ha 4ak 19% eBpoIICKe TOITy/ia-
nyje [23] EMBASE, Cochrane Library, CRD Databases, and
GIN. JenaH of y3poka 0BaKko BUCOKe IIpeBaJieHIie MOrao ou
OUTM CTa/laH NMOpacT >KMBOTHOT BeKa, IOBE3aH ca OJroBa-
pajyhum nosehamwem npesasneHIuje jereHepaTUBHUX XPO-
HUYHUX 00/IECTU U OC/IEANYHNX OOMHUX cUMITTOMA [24].
Edextn xpoHnyHOr d0/1a MOTY JOBECTH 10 crad/berba
(bU3NYKMX, eMOLMOHATHYX U PAJHUX CIOCOOHOCTH, 13 Yera
IPOCTUYY 3HATHM (PMHAHCUjCKM U COLVjaJIHU TPOIIKOBU
[25,26]; mpeMa pacHONOXVMBYUM J{OKa3/IMa, XPOHUYHU OO
npencrasba 15 10 20% CBEYKyIHMX pasjiora jaB/barba Ila-
IYIjeHaTa IIPYMapHOj 34PaBCTBEHOj 3alITUTI. [27, 28]

2.1. Tepanuja xponuuroz 6ona onuouduma

Tepamnuja HeMa/UrHOT XpOHMYHOT do/ma MMa OpojHe
KpuTu4He Tauke. Meby wyMa, Hajpe/ieBaHTHIje je OCTH-
3ame ONTMMAaJHe paBHOTexe M3MeDy aHamretmuke edu-
KaCHOCTM ¥ He)Ke/beHUX edeKara. Y TOM KOHTEKCTY, Lyro-
TPajHO IpenuCcUBatbe HeCTEPOUIHNX AHTUMHIAMATOPHIX
nexoBa (NSAIDs) yecTo y Benukoj Mepu dyzie Hee(pMKacHO
VU IITETHO, Hajuenrhe 300r mojaBe MO3HATHX HeXXe/bEHUX
edekara. CXOOHO TOMe, aJMMHNCTpalMja ONUOMAA de-
CTO IIPeJCTaB/ba IJIABHY OILNjy Jlederba OHMX IalijeHaTa
KOjJ ce IIOKa)Ky Kao HeOAroBapajyhm mim HeTo/epaHTHM 32
NSAID, nnn y ciyyajy fia je JyroTpajHa aHTa/T1jCKa Tepa-
nuja moTpedHa 300r IpKpoJie XPOHUYHOT do/ma. Y pyTuH-
CKOj KJIMHMYKO]j IIPAKCH, OIIMONY VIMAjy PelIeBaHTHY YIO-
Ty y Jledeby AYrOTPajHUX OOTHMX CUMIITOMA HeMaJIUTHe
eTHOJIOruje, OMHOCHO KaJ TOf, ce Apyre (apMaKoJIOLIKe 1
HeapMaKoJIOIIKe Tepamnyje M MeTofie IIOKaXy Kao Heed-
KacHe, KOHTPAMH/IMKOBaHe WM HeTonepanTHe [29].

nak, u pape HeAOCTajy HOKasu O e(pUKACHOCTU
OIIMOM/A KOJ| Pa3IN4NTUX BPCTA XPOHUIHUX HEMaTUTHNUX
donHuxX cuHApoMa. 3aucTa, MAKO Cy CIpOBeleHe dpojHe
OIICepBaIMIOHe CTY/Mje, CUCTEMATCKV IIPErefi U PaH/io-
MM3MpaHa KIMHNYKA NCIUTHBaba KaKo 01 ce MporeHNIa
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long-term opioid therapy, only a few of them assessed ben-
efits deriving from the administration of opioids over one
year [30]. Moreover, significant potential side effects, legal
constraints and the risk of psychological addiction contrib-
ute to the limitation of opioids prescription in the non-on-
cological context.

The question that inevitably emerges is whether opi-
oids administration is effectively able to improve the quality
of life of patients affected by chronic painful symptoms of
nonmalignant etiology.

According to Kissin [31] opioids have been used to
treat chronic nonmalignant pain. This study tests the fol-
lowing hypotheses: (1, more than 2,000 scientific articles
regarding opioid treatment of non-cancer chronic pain
are present in PubMed database for the period 1983-2012;
among them, numerous reviews [32-35] expressed rele-
vant doubts regarding the safeness and the effectiveness
of opioid therapy for the management of chronic pain of
nonmalignant origin. In the same article, Kissin under-
lines the fact that, in the above-mentioned database, stud-
ies satisfying high-quality criteria of evidence and contem-
poraneously evaluating an opioid treatment longer than
six months are lacking. In particular, Randomized Clinical
Trials (RCT) lasting more than three months are missing
in the literature, as well as studies on opioid treatment
longer than 6 months carried out with a proper control
group [36].

Another significative and concerning issue is relat-
ed to the risk of opioid addiction and consequent misuse
after a long-term treatment period. As stated in the 2008
National Survey on Drug Use and Health (NSDUH) [37],
an at least ten-fold increase in the medical use of opioids
was observed between 1988 and 2007, while in that same
year 11,499 deaths attributable to opioids overdose were
registered in the USA [37]. To underline the entity of
opioids epidhemic in the USA, we can cite the fact that,
while only 4.6% of world population resides in the USA,
approximately 69% of 2014 world’s total supply of opioids
was consumed there [38]. Between 2000 and 2015, two
different but interdepent trends have been observed; in

eMKaCHOCT AYrOpOYHe ONMOMJHE Tepalluje, CaMo je He-
KOJIMKO VX IIPOLIEHN/IO KOPUCT Off afIMIMHICTPALIje OIM-
onpa TokoM jemHe ropguse [30]. Ocum Tora, 3HaYajHM IO-
TEeHIIMja/THM He>Ke/beHM e(eKT, 3aKOHCKA OrpaHNyeha I
PU3MK Off IICUXOJIOMIKE 3aBYICHOCTY IOTIPMHOCE OTpaHIye-
Y IPeNICHBaba ONMONA Y HEOHKOTOUIKOM KOHTEKCTY.

[Iutame Koje ce HeM3deXKHO jaBsba je Jja /v je OTIMOUTI-
Ha aIMUHNCTPALMja y CTamy ia HOJO0JbIIa KBAIUTET XKU-
BOTA IAIlMjeHaTa IOrOheHNX XPOHNYHMM OONTHUM CHMII-
TOMMMa HeMaJIUTHe eTHOJIOoTHje.

I[Tpema Kissin-y [31] opioids have been used to treat
chronic nonmalignant pain. This study tests the following
hypotheses: (1, Buire ox 2.000 HayyHNX YIaHAKa y Be3N ca
OIVIOMJHMM TPETMaHOM HEKAaHI[epCKOI XPOHMYHOr Oosa
npucytHo je y PubMed dasu nmopataxa 3a nepuop on 1983
1o 2012; mehy muma, Spojun npernenu [32-35] nspasmmm
Cy pe/ieBaHTHE CyMibe y IOIJIeNy CUTYPHOCTM U eduka-
CHOCTM OIVIOMJHE Tepallyje 3a KOHTPOTy XPOHMYHOT do/a
HEMaJINTHOT ITOPeK/Ia. Y MCTOM 4lIaHKy, Kissin Harmamasa
YMBEeHNIY fIa Y TIOMeHYTOj 0asy mogaraka HeffoCTajy CTy-
IMje Koje 3a/l0BO/baBajy BYCOKOKBA/IUTETHE KpUTEpUjyMe
[OKa3a ¥ UICTOBPEMEHO OLIeIbYjy ONIMOMIHY TePaINjy LyXKy
of mecT Mecenyt. KOHKpeTHO, y MUTepaTypy HeLOCTajy
pangomusosane knnHnuke cryauje (Randomized Clinical
Trials - RCT) xoje Tpajy Bulle of Tpu Mecenia, Kao 1 CTyAN-
je 0 Ievyery ONMONAVMA JyyKe Off IIeCT Mecely CIIpoBeie-
He ca ofroBapajyhoM KOHTPO/THOM rpymom [36].

Jour jeman 3HauajaH MPOOIEM OFHOCU Ce Ha PUSUK O
3aBJMICHOCTH Off ONIMOMA Y TTOC/IEYIYHE 3/I0YIIOTpede HAaKOH
IyroTpajuor TpermMaHa. Kao mto je HaBemeHo y Hamyonan-
HOM MCTPaXMBamby 0 yrnorpedu ppora u 3apaspy us 2008.
(National Survey on Drug Use and Health - NSDUH [37]),
usmeby 1988. 1 2007. roguHe 3adenexxeHo je HajMatbe Jlece-
TOCTPYKO yBehame MefuIMHCKe yrioTpede ONMOnaa, 0K je
ucre rogyHe 3adenexxeHo 11.499 yMpiux, a y3pok je mpuim-
CUBaH IpeBeNVKNUM Jo3aMa onyuoupa y CjenumeHum Ame-
prukuM [Ip>xaBama [37]. [Ja SucMo Harmacuimm eHTUTET emu-
memuje ommonga y CAJl, MOXXeMO HaBeCT! YMIbEeHMIY [ia,
oK camo 4,6% cBeTcke nonynanyje dopasu y CAJl, ypaBo
TaMo je IIOTPOLIEHO OKO 69% YKyIIHe KONMYMHE OIMOUTA Y
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fact, the increment of overdose mortality due to prescrip-
tion opioid painkillers was coupled with an enormous
increase in deaths related to illegal opiods use (namely
heroin and illicit fentanyl) [39]. Furthermore, this issue
involves many other developed countries, including Can-
ada[40], United Kingdom([41] and Australia[42]; for this
reason, recent guidelines suggest trying to limit opioids
use, even by resorting to non-pharmacological invasive
procedures[43, 44].

The discrepancy between routine clinical practice
and the available scientific evidence appears to be quite
relevant with regard to this topic. In order to maximize
benefits deriving from opioid use and contemporane-
ously limit risks and side effects, main guidelines on the
management of non-cancer chronic pain (i.e. ASIPP [43],
NOUGG [45] and ANZCA [44]) suggest proceeding as
reported below..

3. PATIENT COMPREHENSIVE ASSESSMENT

When considering the possibility of starting an opi-
oid treatment in patients suffering from chronic nonma-
lignant pain, the first step is represented by the assessment
of the effective opioids requirement. The identification of
the type, nature and primary cause of the patient’s pain-
ful symptoms can be considered as the primary clinical
assessment. The patient’s anamnesis and physical exami-
nation are thus required to define the pain intensity, the
ensuing functional impairment, circumstances and/or ac-
tions related to the increase or decrease in pain severity
[30, 46].

Before initiating opioid therapy, the physician should
have established a precise diagnosis (based on the identi-
fication of the type of pain and abnormalities), trying to
avoid unspecific definitions (e.g. “low back pain”). When
evaluating pain, the presence and extent of its emotion-
al component should always be estimated together with
the pain intensity. According to ASIPP guideline [43], the
following criteria must be met to suggest an opioid trial:

cety y 2013. ropuum [38]. Vameby 2000. u 2015. roguue
3adere)xeHa Cy fiBa pasjmunTa anu MehysaBucHa TpeHIa; y
CTBapy, noBehamwe CMPTHOCTU Off Ipefo3upara OIMONJ-
HVIM JIEKOBYMMa KOju ce Jodujajy Ha pelelnT je IIoBe3aHo ca
orpoMHMM nobehameM CMPTHUX CTy4ajeBa y Be3! ca yIo-
TpedoM mteranHux onronsa (OFHOCHO XepOouHa U He3aKo-
Huror ¢enranmia) [39]. lllTaBuiue, 0Bo nmuTame yK/bydyje
U MHOTe JipyTe pasBujeHe 3eM/be, YKbyuyjyhn Kanany [40],
Benuky Bpuranmujy [41] n Ayctpanujy[42]; us oBor pasnora,
HeJJaBHA YIIYTCTBA YKa3yjy Ha IIOKYIaj OTpaHNYaBamba yIIo-
Tpede ommonpa, 4ak u npuderaBame He-(papMaKOTOUIKIM
VHBa3VMBHUM IIpoliefypama [43,44].

Vsrnepa ma je Heckman usMeby pyTuHcke KIMHMYKe
IpaKce ¥ PaCHONIOKMBYX HAYYHNUX I0Ka3a IPYIMIHO peie-
BaHTaH y Be3) ca OBOM TeMoM. [la &1 ce Makcummsmpare
KOPUCTY KOje IIPONCTIUYY 13 YHOTpede OIonsia ¥ UCTOBpe-
MEHO OTPaHMYMIN PU3NLV U HeXe/beHU eQeKTH, I7IaBHe
CMEpHILIE 33 YIIpaB/babe HeKaHIEPCKUM XPOHMYHUM OO-
noM (1j. ASIPP [43], NOUGG [45] 1 ANZCA [44]) npepna-
XY TIOCTYIIAK KaKO je HaBeJJeHO Y la/beM TeKCTY.

3. CBEOBYXBATHA ITPOIIEHA MMAITHJEHTA

Kapa ce pasmarpa moryhHoCT 3amounmarma OIVON-
HOT TpeTMaHa KOJ IaljijeHaTa ca XPOHWYHUM HeMaJIur-
HIM O0/IOM, IPBU KOpAK IPefCTaB/ba IPOLleHy euKacHo-
CTH OIMOMAHOT 3axTeBa. VeHTnduKammja TumIa, Ipupoze
U IIPUMApPHOT Y3poKa OONMHMX CHMIITOMA IallMfjeHTa MOXKe
ce cMarpaTy IpUMAapHOM KIVHUYKOM IporeHoM. IIpema
TOMe, aHaMHe3a U (PU3VKa/THY Hperie]; MalljeHTa Cy Heoll-
XOfiHM fia Ou ce AepMHICA0 MHTEH3UTET SO1a, QYHKI[MOHAI-
HO omreheme HaCTaIO yciien Tora, OKOJIHOCTY M/WIN Mepe
norpedHe 3a mosehamwe nmm cMameme jaunte dona [30, 46].

IIpe sanounmama ONMMONHE Tepamnuje 1ekap du Tpe-
dasio fa ycrnocTaBy NpenysHy AujarHosy (Ha OCHOBY VJeH-
tn¢ukanuje Bpcre doma u nopemehaja), nmokymasajyhu ga
usderHe Hecnenuduyne geduuunyje (HOp. ,d0m y nebhu-
Ma“). IIpynnkom npouemuBama 00/a, IPUCYCTBO U CTEIIEH
IbETOBE eMOLIMOHATHE KOMIIOHEHTE YBeK Tpeda IIPOLIeHNTH
3ajenHo ca nHTeH3uTeToM. [Ipema ASIPP[43] cmepHuIiama,
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1)moderate-severe pain (>4 on a scale of 0 to 10), 2) sus-
pected organic medical problem etiology 3)failure of first-
line analgesic treatments (e.g. NSAIDs).

In order to recognize these characteristics, the ASIPP
guideline suggests the systematic analysis of the following
elements.

3.1. General medical history

An exhaustive medical anamnesis must be collected,
as patients suffering from chronic pain tend to have nu-
merous comorbidities, that can contribute to reduce func-
tional performance, exacerbate pain and modify drug ef-
fects [47,48]. The physician should, therefore, pose ques-
tions about physical, emotional and mental health, as well
as medication usage [49].

3.2. Functional status

The functional and work status are inevitably affect-
ed by chronic pain, and many patients suffering from this
condition experience some degree of disability [50,51].
Moreover, disability often continues to worsen alongside
the progression of the underlying disease, despite the in-
creasing use of different treatment modalities, including
opioids [52,53], thus impairing activities of daily living,
work, and socialization [50,54]. It should be noted that, as
stated in recent surveys[55-57], about 70% of long-term
opioids users are affected by chronic disability, handicap
or chronic disease that prevent them from carrying out
work, school, house and daily activities[58]. A baseline
functional assessment is crucial in monitoring progress
made during opioid treatment, as it represents a basis
for comparison for subsequent evaluations. Moreover, it
should be noted that opiod administration itself could, in
some cases, contribute to worsen patient’s quality of life;
this effect can be related to possible side and adverse ef-
fects, as well as the onset of opioids misuse and/or abuse,
and should be considered as an indication for opioid ther-
apy tapering/discontinuation.

cnepnehu Kputepujymu Mopajy SuTH UCIIyHBeH! Kako Ou ce
HpeUIoKIIa ONMMOMAHA Tepamuja: 1) yMmepeHO 030m/baH
dort (= 4 Ha ckam of 0 1o 10); 2) cymmba Ha eTHOIOTH]Y Op-
TaHCKOT ME[UIIMHCKOT IpodieMa; U 3) HeycIex TpeTMaHa
aHajreTHIMMa IpBor pefa (arp. NSAID).

Ia du ce npenosnarne oBe Kapakrepuctke, ASIPP cmep-
HMLIe CYTepUILY CUCTEMATCKY aHa/M3y cnefehnx enemeHara.

3.1. Onwuma meduyuncka ucmopuja

ITorpedHa je cBeodyxBaTHa MeIMIIMHCKA aHAMHE3a,
jep manujeHTy Koju MIMajy XpOHUYIHM O MMajy TeHeHIIN-
jy ma nmajy OpojHe KOMOpduguTeTe, ITO MOXE HOIPIHE-
TV CMamberby QyHKIMOHATHUX HepdopMaHCH, IOTOpLIATI
don u mopudukoBaTu edexte nekoBa [47,48]. Jlekap Tpeda
CTOra IOCTAB/bATY INTaa O GU3MIKOM, EMOIVOHATHOM
Yl MEHTA/THOM 3JIpaBjby, Kao 11 O caMoj ynorpedu neka[49].

3.2. dynukyuonanuu cmamyc

Ha ¢yHKIMOHAMHN M pajiHU CTATyC XPOHUYHM OO
Hens3OeXXHO yTude, a MHOIM IAIVjeHT! Koju OOoIyjy of
OBOT CTama JOXKIB/baBajy ofjpeheHn crerneH MHBaMMaNTe-
ta [50,51]. [llTaBuIe, MHBAAUIUTET YECTO HACTAB/ba [Ia CE
HOTOpIIaBa y3 HAIIpeIoBambe OCHOBHE OTIeCTH, YIIPKOC CBe
Behoj ymorpedu pasmmunTux MopjamuTeTa JIederma, YK/bY-
qyjyhu u ommonpe [52,53], unme ce HapyuIaBajy akTUBHO-
CTM CBaKOJJHEBHOT XXVBOTA, pajia 1 conyjanusanyje [50,54].
Tpeda HamoMeHyTHU 1a, KaKo je HaBefeHO y HEJABHUM NC-
TpaxmBamwuMa [55-57], oko 70% ZyropoYHMX KOPUCHMKA
OIIONAA je TOrOheHO XPOHMYHUM MHBAIMAUTETOM, XEH-
AVIKETIOM VIV XpOHMYHMM QOJIeCTVIMA KOjU MX CIpedaBajy
fa 00aB/bajy CBAKOJHEBHE aKTUBHOTI, II0CA0, UAY Y IIKO-
my [58]. OcHOBHa (YHKIVIOHATHA IIPOLEHA je IIpecyfiHa 3a
npaheme HampeTKa IIOCTUTHYTOT TOKOM ONMOVJHOT TPeT-
MaHa, jep IpeficTaB/ba OCHOB 3a yrnopehuBame 3a HAKHaIHe
npouere. llltasumre, Tpeda HAOMEHYTH Ja caMa AIMIHMN-
CTpanMja OIMoysia MO>Ke, y HeKIM C/Ty4ajeBUMa, IOTIPUHETN
HOTOplIaky KBaIUTETA KMBOTA IAIVjeHTa; OBaj edekar
MO>Ke OUTM IOBe3aH ca MOTyhuM HeXXe/beHVUM U IITeTHUM
edeKTnMa, Kao I 110jaBOM HeafleKBaTHe yroTpede omonsa
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3.3. Psychosocial evaluation

Psychosocial history represents another relevant as-
pect to be considered since issues regarding this topic can
increase the risk of opioids misuse and dependence. In-
formation about upbringing, family and social support,
work status and living arrangements are essential during
preliminary assessment. Other relevant elements are rep-
resented by possible intricacies of the family network and
history of drug use and abuse within family nucleus. The
role of the spouse, or other family members, in relation
to surrogate decision-making should be evaluated as well.
In addition, a preliminary comprehensive psychological
evaluation must be performed, due to the fact that psycho-
logical and emotional distress (i.e. depression and/or anxi-
ety) can result in increased levels of pain-related disability,
chronicity and health-care services overuse [59,60]. For
that reason, psychological treatment, both pharmacologic
and non-pharmacologic, is one of the main components
of chronic pain management. In particular, behavioral and
psychodynamic therapies have been assigned a central role
in recent years [61,62].

3.4. Substance use history

Treating physician should assess patients for opioids
use disorder according to DSM-5 criteria [63], as it is cru-
cial to identify this condition for the correct management
of long-term opioid therapy [64]. Current, past and fami-
ly abuse of prescription and street drugs, over the counter
medications, alcohol and tobacco must be actively recog-
nized. Current substance abuse can be investigated through
Prescription Drug Monitoring Program (PDMP) data,
medical records and Urine Drug Testing (UDT). Unfortu-
nately, most of the available screening tools for addiction
risk have not been comprehensively studied, validated or
compared to each other at present; thus, evidence about
their reliability is very limited [65,66]. Subsequently, the
physician should try to assess risk for opioid misuse and
addiction by referring to an exhaustive review of the pa-
tient’s anamnesis of alcohol and other substances abuse.

u/vmm 310ynoTpede, WITO Tpeda cMaTpaTy MHAMKALIVOM 3a
CMameme/IIpeKniambe ONMOUIHE TepaIje.

3.3. IIcuxocouujanna esanyavuja

IlcuxocoumjanHa aHaMHe3a IIpefCcTaB/ba jOLI jefaH
penieBaHTaH acIeKT Koju Tpeda y3eTu y o0s3Mp jep muTama
Be3aHa 3a OBy TeMy Mory nosehatu pusmk o 3nmoynorpede
omyonzia 1 3aBUCHOCTH. VIHpopManuje o BacnuTamy, Iopo-
AVYHO]j M COLMjaTHOj TIOAIPIIIIN, PAJHOM CTATyCy U HAuMHY
KIMBOTA HEOIIXOJIHE Cy TOKOM IIpe/IMIMIHApHe IporieHe. Ipy-
TVl pEe/IeBaHTHU €/IEMEHTH CY IIPeICTaB/beHN MOIyhuM KOoM-
IUIVKAIjaMa IIOPOAITYHOT CTad/Ia ¥ MCTOpUjoM yIoTpede n
3noymorpede apora y yxxoj mopopum. Tpeda Takobe nporge-
HUTY Y/IOTy CYNPY>KHMKA VIM APYTMX WIAHOBA HOPOAMLIE Y
Be3J ca CypOTaTCKUM OofjTy4yrBameM. [lopen Tora, Heonxop-
HO je U3BPIINTY IPeTMMUHAPHY CBeOOYXBAaTHY IICUXOJIOLIKY
HpOLIeHyY, 300T YMbeHNIIe [a IICUXOJIOIIKE 1 eMOLVIOHa/THE
Terode (Tj. AeTpecu;ja n/umy aHKCO3HOCT) MOTY IOBECTH JI0
nosehaHor HUBOA OJIECTH MOBE3aHUX Ca VHBAIMAUTETOM,
XPOHMYHUX OJIECTH U NIpeTepaHor Kopuirhermna 3/ipaBCTBe-
HUX yoryra [59,60]. 350r Tora je IICUXOMOMIKY TPEeTMaH, KaKo
(dbapMakoIoIKy, Tako 1 HeapMaKOJIONIKY, jefHa Off I/IaB-
HMX KOMIIOHEHT! JIedera XpOHM4YHOr domoa. KoHkpeTHO,
IIOHALIAY U IICUXOAMHAMCKO] Tepalujy Cy JOfie/beHe 11eH-
TpaJIHe y/Iore y IOC/IeABbIX HeKOIMKO TofyHa [61,62].

3.4. Micmopuja ynompebe cyncmanyu

Jlekap du Tpedamo na IpoleHM HauMjeHTe y KOH-
TeKcTy nopemehaja ynorpede ommonaa mpema KpuUTepu-
jymuma DSM-5 [63], momTo je K/bYy4HO Ja Ce OBO CTambe
uileHTNOUKyje 3apaj IpaBUWIHE [yrOpOYHe Tepamuje
ommougauma [64]. Cagauiba, Tpolria 1 TOPOAUYHA 37I0-
yrnoTpeda /leKoBa Ha pellenT WIV YINYHUX JIPOra, JIeKO-
Ba JCIIOJ] pyKe, aIKOXO/Ia M J[yBaHa MOpajy ce aKTMBHO
Ipeno3HaTH. 3710ynoTpeda CyNCTaHLM y JaHAIlbe BpeMe
MOKe ce ucrnmraty npeko ITporpama 3a Haj30p /eKoBa Ha
penent (Prescription Drug Monitoring Program - PDMP),
MEAMIVHCKIM 3aIJCYMa 11 ICIIUTUBAbEM JIEKOBA Y YPUHY
(Urine Drug Testing - UDT). Haxanocr, Behuna goctyn-
HIUIX ajIaTa 3a YTBphuBame pusuKa of 3aBUCHOCTU HUje Y
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3.5. Sleep patterns

When considering starting a long-term opioid thera-
py, an assessment of sleep patterns and quality is included
among necessary evaluations. The quality of sleep is fre-
quently harmed by chronic pain; on the other hand, sleep
disturbances can also be induced and exacerbated by opi-
oids and other psychoactive drugs [67,68], leading to day-
time sleepiness, cognitive dysfunction and fatigue. Sub-
sequently, conditions related to sleep disorders, including
obstructive sleep apnoea syndrome, are crucial in assess-
ing the patient’s condition before the initiation of opioid
therapy [68]. Careful monitoring and a cautious dose ti-
tration are thus recommended if opioids are prescribed to
patients presenting mild sleep breathing disorder; opioids
abstention is instead strongly suggested by several authors
(e.g. Dowell et al [30]) in case of moderate-severe sleep
breathing disorder.

3.6. Assessment of previous therapy

Patients suffering from chronic nonmalignant
pain should receive the treatment providing the best
risk-benefit ratio [30]. Non-opioids drugs and non-
pharmacological interventions, counting interventional
procedures, physical, cognitive behavioral therapies and
weight loss (namely in the case of osteoarthritis) can
ameliorate chronic pain without opioids use. Consequently,
before considering this option, it is necessary to assess
all treatment modalities utilized in the past, including
conservative and surgical therapies. If a previous analgesic
treatment has never been performed, a non-opioid trial
is usually recommended as the first-choice therapeutic
attempt to control painful symptoms.

4. NON-OPIOID TRIAL

In order to achieve a proper symptoms control, a
multimodal pharmacologic and non-pharmacologic ap-
proach is strongly recommended, as stated in 2015 ANZ-

HOTIIYHOCTY IPOYYeHa, Baupupana wim yrnopebhena jegua
ca IpyruMa; ma Cy AOKasy O HBJXOBOj II0Y34aHOCTH BeoMa
orpanmnyenn [65,66]. [Jake, nekap du Tpedano na moxyia
fia IPOL[eHY PU3NK Off 37I0yIIOTpede OMMONFHNX CYIICTaH-
I ¥ 3aBUCHOCTH, 1103MBajyhy ce Ha MCIPIHY aHAMHe3Y
HaLJjeHTa O 3/I0YIIOTPedy aIKOXO/Ia U [PYTUX CYICTAHIII.

3.5. Hauunu cnasatwa

Kapa ce pasmarpa 3anounmarme JyTOpOYHe OIMOU/IHE
TepaIyje, IPOIleHa CTama ¥ KBa/INTeTa CIIaBamba yK/bydeHa
je'y HeomxopHe mmporneHe. KBamrer ciaBama je gecTo omre-
hewn 360r xpoHm4HoOr do71a; € ApyTe cTpaHe, nopemehaju cra-
Bama Takohe Mory SUTH MHIYKOBaHM U ITOTOPIIAHM OIVO-
UUMa M IPYIVM IICUXOAKTUMBHMM JIeKoBuMa [67,68], miTo
JIOBOZIY J1O OCIIAHOCTY TOKOM JIaHa, KOTHUTYBHE ANCPYHK-
nuje u ymopa. Ilocnennyano, ycimoBu Koju ce OffHOCe Ha TI0-
pemehaj criaBama, yKbydyjyhn cuHpom xpKama (apnoea),
K/bYYHI CY y IPOLIEHN CTarba MalfjeHTa Ipe 3al0uiibama
Tepanyje ommousioM [68]. Crora ce mpenopydyje Max/buB
HaJI30p U OIIPE3HO JJ03UParbe aKO Ce OIMONM IIPEIopPydyjy
manyjeHTnMa ca dmaruM nopemehajem fycama TOKOM Cria-
Bamba; YMECTO OIMON/A, AIICTUHEHIIN]Y Off ONMON/A IIPero-
pyuyje Hekomuko ayTtopa (anp. Dowell u np. [30]) y cydajy
cpernmer-3HadajHor mopeMehaja gucarma TOKOM CllaBama.

3.6. IIpouena npemxoone mepanuje

[TanmjeHT Koju d0Myjy 0Of XpOHMYHOT HEMa/TUTHOT
doma du Tpedarno ma Kodujy TpeT™MaH Koju Ipyska Hajoopu
onHoc pusnka u kopuctu [30]. JlekoBu de3 onmonpa u He-
-apmaxkorolke NHTepBeHIMje, padyHajyhu nHTepBeHTHe
npouenype, ¢usnuke, KOTHUTUBHE Tepalije MOHAIIamba
U TyOMTaK TeXXMHe (HamMe y CIy4ajy OCTeOapTPUTHCA)
MOTY OJIaKIIATU CUMIITOME XPOHMYHOT dona de3 ymoTpe-
de ommonpa. CXofHO TOMe, IIpe pasMarpama OBe OILuje,
HEOIXOJHO je IIPOLICHNT CBe MOJIA/INTETe JIederha KOji Cy
KopuitheHN y IpOLUUIOCTH, YK/BY4yjyhu KOoH3epBaTHBHe
¥ XMpypLIKe Tepamuje. YKOIMKO IPETXOAHU aHaITeTCKI
TpeTMaH HMKaJl HUje M3BpIIEH, OOMYHO ce Iperopydyje
HEOIMON/HO VICHUTUBAbe Ka0 TepaleyTCKM MOKYIIaj IIp-
BOT 1300pa 3a KOHTPO/TY OOTHUX CHMIITOMA.
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CA guideline44. The objective of this therapeutic strategy
is to educate the patients to be independent as much as
he can from continuous medical referral for the manage-
ment of his chronic painful symptoms. In this “self-man-
agement strategy”’69 (or “minimal medical consultation
requirement”), pharmacotherapy should be ideally pre-
scribed only on a limited-time basis. Non-drug therapies,
such as patient education, structured exercise programs
and addressing postural components, sleep hygiene, and
psychological support, thus play a central role in the
management of chronic pain. Ideally, it should involve
different healthcare professionals as nurses, dietitians,
educators, psychologists, occupational therapists, social
workers, physical therapists and rehabilitation counselors.
Drug prescription should not be seen solely as an alterna-
tive to non-pharmacological therapies, but as an adjunct
to achieve a better quality of life through better symp-
toms control. Paracetamol was historically considered
as the first-line pharmacotherapy in chronic non-cancer
pain and usually preferred over NSAIDs. Nonetheless,
this strategy has been questioned by a recent systematic
review70. Nowadays, NSAIDs are considered to be pref-
erable71 to Paracetamol, namely in the event that inflam-
mation is not the prominent pathogenetic mechanism.
Before deciding to introduce opioid therapy, different
adjuvant analgesics, such as tricyclic antidepressants (am-
itriptyline, nortriptyline) serotonin-noradrenaline reup-
take inhibitors (venlafaxine, desvenlafaxine, duloxetine)
and anticonvulsants (gabapentin, pregabalin) should be
considered, especially in the case of neuropathic pain.

5. OPIOID TRIAL

When the necessity of long-term opioid therapy has
been confirmed. the patient should be comprehensively
evaluated and correctly informed about treatment poten-
tial risks and benefits before the opioids administration. At
this stage, prescribing physician should apply the ALARA
principle (As Low As Reasonably Achievable), trying to at-

4. HEONTMOUIHA TEPAITUJA

Jla du ce mocTuINA NpaBMIHA KOHTPOJIA CHMIITOMA,
Ipenopydyje ce MyITUMOAATHY (papMaKo/IOmIKY 11 Hedap-
MaKOJIOIIKY IMPUCTYII, Kako je HaBefeHo y ANZCA cmep-
Hunama 3a 2015. roguny [44]. Llws oBe TepaneyTcke cTpa-
Teruje je fa efyKyje namyjeHTe fa Oyay He3aBUCHYU KOJIMKO
rofi je Moryhe off KOHTMHYMPAHOT KOHTaKTMpamwa jleKapa
3a KOHTPOJ/Iy HeTOBUX XPOHMYHMX QONMHMX CUMIITOMA. Y
0BOj ,,CTpaTeruju camoymnpaspama“ [69] (W ,MUHUMAI-
HOM 3aXTeBamy MeAMIMHCKe KOHCYITanuje), papmakore-
panujy du Tpedano mpomucaTii caMo Ha OrpaHMYEHO Bpe-
Me. Tepanuje de3 1ekoBa, Kao IITO CY efyKalyja ralyjeHa-
Ta, CTPYKTYpMPaHU IIPOrpaMy Bexxdama ¥ aKIeHTHpambe
HOCTYpa/IHVX KOMIIOHEHTH, XUIMjeHa CHAa U IICHUXOJIOLIKA
HOJpIIKA, CTOra WUIPajy LIEHTPaaHy YIOTYy y KOHTPOJIM
xpoHuydHor dorna. VgeanHo du Tpedano fa ykpydnmo pa-
3IMYNTE 3APABCTBEHE PafjHMKe KAa0 ME[VIIMHCKE CecTpe,
AujeTeTMYape, BacIMTade, ICUXOJIOTE, pajiHe TepaIeyTe,
colujaaHe pajjHIKe, GU3NOTEpaIeyTe U CaBeTHUKE 32 pe-
xadummranujy. [IpenncrBarme 1ekoBa He Tpeda mocmarpa-
TV UCK/BY4YMBO KaO aITePHATUBY He-(PpapMaKOIOLIKIM Te-
panmjama, Beh Kao gopgarak 3a HocTusame do/ber KBajnTe-
Ta XMBOTA KPO3 d07by KOHTpO/Y cumnToMa. [lapareramorn
ce MCTOPMjCKM IIOCMATpao Kao (hapMakoTepamnyja IpBOT
pefa XpOHMYHOT HeKaHILepcKor doa ¥ 0dMYHO je mpede-
pupan y ogHocy Ha NSAID. Bes 083upa, oBa cTpareruja je
JOBefieHa Y MUTambe HelaBHUM CUCTEMAaTCKMM MCIIUTHBA-
weM [70]. Janac manujentn npedepupajy NSAID [71] y
opHocy Ha [lapalieramorn, OHOCHO y CIy4ajy fa 3alabembe
HMje MICTAaKHYTU IaTOreHeTCKU MeXaHm3aM. IIpe Hero mro
ce OITYYMMO Jia Ce yBeJie OIMONIHA Tepamuja, IMoTpedHO
je pasMOTpUTM pasIM4UTEe aJjyBaHTHE AHAITETHUKE, Kao
IITO CY TPULMKIMYHM aHTUAENPecuBM (aMUTPUIITHUIVH,
HOPTPUIITIIVMH) MHXUOUTOPY IOHOBHOT Y3MMakha CEPOTO-
HUHa-HOpajpeHanuHa (BeHmadakcuH, gecBeHIadaKkcuH,
IY/IOKCeTMH) ¥ aHTUMKOHBY/I3aHTH (radameHTNH, nperada-
JIVH), HAPOUNTO Y CIy4ajy HEypOIaTCKor dora.
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tain therapeutic target without major side effects. The use of
opioids for the treatment of chronic pain can be considered
as an ongoing, individual trial of therapy and it should be
subject to frequent efficacy and safety assessment by refer-
ring to the “5As™:

1. Analgesia
2. Activity

3. Adverse effects
4. Affect
5

Aberrant behavior

There is no general consensus among guidelines re-
garding first-line opioid drugs. According to ASIPP [43],
the opioid trial should be started by opting for low doses
of short-acting opioid agonists (i.e. tramadol, tapentadol,
codeine and hydrocodone in the case of moderate pain). If
pain symptoms have been assessed as “severe”, they should
be treated with either hydrocodone, morphine, oxycodone
or hydromorphone. On the contrary, long-acting opioids
should not be utilized for the initiation of opioid therapy.
Second-line drugs include fentanyl, methadone, and bu-
prenorphine. Methadone should be prescribed exclusively
by experienced physicians and administered under close
supervision Meperidine use is no longer advised due to
its relevant side effects. Dose titration should be carefully
performed; the dose increase should be progressive and
carried out over an 8-12 weeks period. On the other hand,
ANZCA guideline [44] suggest against short-acting drugs,
either oral, transdermal or parenteral, as the rapid onset of
the hedonistic effect increases the risk of positive reinforce-
ment of drug taking. For this reason, it is suggested to avoid,
or wean from, short-acting drugs in favor of a trial with
long-acting or sustained-release preparations, either oral
or transdermal. This guideline recommends a progressive
dose titration, based on 5As assessment over several weeks;
in the event of an acute pain exacerbation, a modification
of long-lasting opioid therapy, rather than the addition of
short-acting drugs, is advised. At present, a “ceiling” dose

5. OTTHONUIHA TEPAITHJA

Kaga je morBplheHa HeONXOZHOCT AyropodHe Tepa-
IYje OMONOM, TaIyjeHT du Tpedaso aa je cBeodyXBaTHO
IPOLCHEeH U MPABMIHO MHPOPMUCAH O NOTEHIUjaTHUM
pM3MIMMa ¥ KOPUCTMMA IIpe 3all0uMbalba caMe Teparu-
je. Y oBoj ¢asu, nekap du Tpedano ma ImpuMeHM IPUH-
nun AJIAPA - MUHMMYM KOJMKO je peajlHO M3BOA/bMBO
(ALARA - As Low As Reasonably Achievable), nokyuiaBajy-
hu a mocturHe Tepanmjcke nubeBe de3 Behux Hexxe/beHNX
edekara. Yrorpeda onmonusa 3a nedere XpOHMYHOT do/a
MO)Xe ce TTocMaTparty Kao Tekyhe, MHAMBUAYaIHO IPOJHO
UCIIUTYBAbe U OHO Oy Tpedaso OUTY HOMIOKHO YeCToj
nporeHy epUKaCHOCTY U CUTYPHOCTH, 03MBajyhm ce Ha
cnenehe (Ha eHrmeckoM jesuky ,5A%: Analgesia, Activity,
Adbverse effects, Affect and Aberrant behavior):

Amnanresuja
AKTUBHOCT
Hexemenn edextn

Y1uiaj

A

HenpasunHo nonamame

He mnocroju ommrty koHceHsyc Meby cmepHuiama y
Be3u ca ommoupanma npsor pena. [Ipema ASIPP [43], ommo-
UJTHO VCIIVTHUBAbe O1 Tpedao 3amodueTyt ofadpoM HUCKe
Ji03€ ONMOMIHVIX arOHNCTA Ca KPaTKMM JIejCTBOM (Tj. Tpama-
JI071, TAIIeHTAJ0I, KOZIeNH Y XVAPOKOJIOH Y CITy4ajy yMepeHOT
doma). AKo cy doIoBU OlieleHM Kao TelIKH, Tpeda UX Tpe-
TUPATU XUIPOKOJZOHOM, MOP(UjyMOM, OKCUKOJJOHOM WM
xupgpomopdonom. Hanporus, omvonze ca Jyrum AejcTBoM
He Ou Tpedaso KOPUCTUTH 3a MOKpeTame OIMOUHE Tepa-
nuje. JlekoBM ApyTor pema yKbydyjy GeHTaHWT, METaloH 1
dynpenopdun. Mertanon Tpeda mpomycaTyt UCK/bYYUBO Of
CTpaHe MCKYCHIX JIeKapa U IPYIMEHNTH TIOf, OJIMCKIM HaJi30-
poM. Yrorpeda MenepuayHa ce BUIlle He IIperopydyje 3dor
IETOBIIX PE/IeBaHTHIX HeXke/beHNX edpekara. Jlosupame Tpe-
da odaButu max/pMBO; moBehatbe mo3e Mopa duTy mporpe-
CUBHO U CIIPOBEAEHO TOKOM Ilepuona off 8 no 12 Henema. C
npyre cTpaHe, cMepuuiie ANZCA [44] ykasyjy Ha /ieKkoBe ca
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has not been defined and there is no agreement among dif-
ferent guidelines about a cut-oft value to identify “high dose”
for opioid therapy. ANZCA guideline asserts that caution is
warranted in the case of oral morphine equivalent daily dose
(oMEDD) higher than 40 mg72-74, while doses exceeding
100 mg oMEDD should suggest a therapeutic plan reassess-
ment and a specialist advice[75]. Particular attention should
be paid to patients using fentanyl transdermal patches, as
the minimum available dose (12 mcg/hr) is close to the
oMEDD 40 mg threshold.

The guideline by APS and AAPM in 2009 defined
“high dose” as 100 morphine milligram equivalents
(MME) [64], whereas CDC guidelines30 recommended a
limit of 50 - 90 MME. ASIPP guideline [43] defined a high
dose as 40 MME while the Canadian Guideline in 2017
identified 200 MME dose as a “watchful dose” [76]. The
rationale behind the administration of high doses of opi-
oids is questionable for several authors [77-79]; in fact, if
a low or intermediate dosage is not effective in controlling
pain, unlikely the patient would respond to incremental
dose administration, even though individual exceptions
also exist [80].

5.1. Patient-physician agreement

When establishing treatment goals, the physician
has to define realistic expectations together with the
patient. The physician should also underline that the long-
term benefits of opioid therapy for chronic pain are not
substantiated by the evidence available in literature [43].
At the same time, the risk of serious harms related to
chronic therapy should be emphasized [30]. The treatment
should be aimed at controlling acute pain symptoms,
while the complete elimination of chronic pain may not
be an achievable goal. Main therapeutic targets can thus
be identified with a reduction of pain intensity coupled
with an improvement in function and activity. Even if it
would be ideal to obtain a gradual improvement in pain
intensity and functional status, this may not be possible
when the underlying disease is associated with progressive

KPaTKVM JIejcTBOM, OW/IO Opa/lHUM, TPAaHCHEPMaTHUM VIIA
HapeHTePaTHNM, jep Op3y MoYeTaK XeLOHUCTUYKOT edeKTa
nosehaBa puU3MK Of IO3UTUBHOT II0ja4aBarba y3/Marba JIEKO-
Ba. 300r Tora ce mpejyIaxe fia ce 130eTHy JIEKOBM a KPaTKIM
[€jCTBOM y KOPUCT Tepaluje IpenapaTyMa ca JyroTpajHuM
JiejCTBOM MU TIPOAY>KeHUM ocriodabhareM, d1to opanHo mm
TpaHcziepManHo. OBe CMepHMIle Nperopydyjy IpOrpecus-
HO JI03VIpambe, 3aCHOBAHO Ha IIPOLIEHN 5A TOKOM HEKONIVKO
HeJie/ba; y CTy4ajy aKyTHOT HOropiuama OojIoBa, caBeTyje ce
MomuuKalyja IyroTpajHe Tepamnyje ONVOMUANMA, a He JI0-
JlaBarbe JIEKOBA Ca KPAaTKUM J€jCTBOM. TpeHyTHO, ,ImadoH”
fo3a Hyje gedMHICAaHA ¥ He TOCTOju criopasyM usmeby pa-
3IMYNUTHX CMEPHULIA O BPETHOCTY 32 MIEHTU(UKALY ,,BU-
coke no3e” 3a ommonpny Tepanyjy. Cmepuniie ANZCA TBp-
ie Jla je OIpe3 HEOIXO[jaH 3a C/Iy4aj eKBMBAJICHTHE JHEBHE
nose opanHor Mmopduna (oMEDD) Behe op 40 mg [72-74],
IOK Jjo3e Koje npemarryjy 100 mg oMEDD saxreBajy IOHOB-
Hy IIPOLEHY TepalMjCKOr IUIAaHA ¥ MUIUbEHE CIeLjalncTe
[75]. Tlocedny naxkeby Tpeda IMOCBETUTH IALMjeHTHMA KOju
KOpHUCTe (peHTaHMT TPAHC/IEPMATHO, jep je MUHVMAJIHA JI0-
crymHa fo3a (12 meg/hr) dmmsy nmpara oMEDD 40 mg. Cmep-
Hute APS 1 AAPM y 2009. ropyiau feduHmcane cy ,BUCOKY
no3y“ xao 100 mg exBuBaneHara Mopdujyma (MME) [64],
nok cy cmepanie CDC [30]mpenopyumie rpanuiy op 50
1o 90 MME. Cmepuuie ASIPP [43] nedunucarne cy BUCOKY
nosy xao 40 MME, nok cy Kanazncke cmepannie 2017. rogune
upentudukosane 200 MME kao 03y 3a onpes” (watchful
dose) [76]. Odpasnoxerbe 3a aMVHICTpaLyje BUCOKNX J103a
OIIMIOMJIA je YIMTHO 3a HEeKO/MKO aytopa [77-79]; 3anpaso,
aKo HIYICKA WM Cpefiiba 03 Hije eyKacHa y KOHTPO/IUCAby
doroBa, Maro je BepoBaTHO jja he maryjeHT pearoBariu Ha I10-
CTeIIeHO JJ03Vpakbe, MaKo MojeayHaYHY n3y3eny noctoje [80].

5.1. Jlozo60p nexapa u navujenma

Jlok mocTaB/mba IubeBe /ederba, 1eKap Mopa 3ajelHO
C TIAIVjeHTOM fla fepMHUIIe peaqHa odeKuBama. Jlekap
Takohe Tpeda Ja HarIacy fja yropoyHe MPeJHOCTH OIN-
OUfiHe Tepamuje 3a XpOHMYHEe OIOBe HIUCY NMOTKpeIbeHe
[IOKa3MMa JOCTYIIHUM Y nuTepatypu [43]. VictoBpemeHo,
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impairment or severe injuries, such as chronic pancreatitis
or spinal cord trauma. In the absence of meaningful results
in both pain and function, tapering and discontinuation
of opioids are a central element of the therapeutic alliance
between patients and physicians.

6. MONITORING LONG-TERM OPIOIDS THERAPY

Once established, treatment goals should be
documented in the patient’s record since they are essential
in determining opioids’ effectiveness. The efficacy of long-
term opioid therapy can be evaluated by applying numeric
rating pain scales, such as the Visual Analog Scale (VAS,
0-10), and functional assessment tests, like the Oswestry
Disability Index (0-50) and the Neck Disability Index (0-
50). Other relevant parameters include variations in the
employment and social activity status. Based on evidence
found in trials studying general, musculoskeletal and low
back chronic pain, a clinically significant improvement
is identified with a change of at least 2 points in a 0 to 10
scale, or 20 percentage points [81-86]. Subsequently, for
guideline purposes, it would be appropriate to define the
cut-off for clinically significant pain relief as a decrease
of at least 3 points on an 11 points scale (0-10), and a
minimum improvement of 30% for functional status
variations [43].

7. DISCONTINUATION, WEANING, AND TAPERING

The decision about whether to continue or interrupt
opioid therapy should be taken after a stable maintenance
period lasting between 8 and 12 weeks. After that, a
comprehensive evaluation should be carried out to
detect the presence of persistent pain or the onset of
new symptoms. Opioid therapy can be maintained in
the case of the achievement of appropriate analgesia and
enhancement in functional status, either with opioids
alone or in association with other treatment modalities.

Tpeda HaIIaCUTY PU3MK Off 03OM/PHUX IITETa Be3aHMX 3a
xpoununy tepanujy [30]. Jlederwe Tpeda ga uMa 3a b aa
KOHTpOJIMIIIE aKyTHe CUMIITOMe O, IOK IOTIIYHA eJIN-
MMHaLMja XPOHMYHOT do/la MOXK/Ia HIje LM/b KOjii MOXKe
Sutu mocturnyr. [Ipema ToMme, I/IaBHY TepaIVjCKy I/be-
BU MOTY OUTM UICHTU(PUKOBAHY CMalbeheM MHTeH3UTeTa
dona y komOuHaumju ca nodospiameM QyHKIYje U aKTUB-
Hoctu. Yak mako du duno upeanHo moctuhyu mocreneHo
nodosplabe MHTeH3UTeTa doja U PyHKIMOHATHOT CTaTy-
ca, To Moxxzia Hehe dutu moryhe kaja je ocHoBHa donect
IOBe3aHa ca INPOTPeCMBHUM oluTehemeM WM TEIIKUM
HOBpefaMa, Kao LITO Cy XPOHMYHM ITAHKPEATUTNC VIX T10-
Bpefia KMYMeHe MOXKAMHE. Y OfCYCTBY 3HaYajHUjUX pe3yil-
Tara yMamema do1oBa 1 nodospinama QyHKIMje, CMamberbe
U TIpeKMJatbe OMMONAA Cy LIeHTPAIHU e/IeMEeHT TepareyT-
CKOT JIOrOBOpA IallMjeHara 1 j1eKapa.

6. IIPAREIHE IYTOPOYHE TEPAITUJE OITHOHIHMA

JemHOM yCTaHOB/bEHM, IIMJbEBU JIedera Tpeda fa Oymy
IOKYJe[lHOM YCTaHOB/bEHN, LIM/beBM JIedera Tpeda ma dymy
JIOKyMEHTOBAHM Y TALMjeHTOBOM KapTOHY jep Cy CYIITHH-
ckn y onpebuBamy edbuxacnoctn ommonpa. Eduxacnoct
JlyTOpOYHe TepaIije OIMMONIOM MOXKe Ce IPOLEeHNTH TIpH-
MEHOM HYMepUYKUX JIeCTBMIA O0/Ia, K0 IITO Cy BU3Ye/lHe
anasorHe ckazne (VAS, 0-10) 1 TecToBa (yHKLIMOHATHE IIPO-
1eHe, Kao mTo je Oswestry Disability Index (0-50) n Vinmexc
uHBampHocTy Bpata (0-50). OcTtanu peieBaHTHY Mapame-
TPU YK/bY4yjy Bapujaliije y CTaTyCy IOC/TIOBHE U APYLITBEHE
akTBHOCTI. Ha OCHOBY /joKa3a yTBpheHMX y uCnuTrBamu-
Ma KOjJ1 IIPOYYaBajy OIIITH, KOIITaHO-MUIIMAHY 1 XpOHIY-
H11 don y neh)yma, KIMHIYKY 3HAYajHO MOJO0bIIAKE je MJeH-
TI(UKOBAHO Ca IPOMEHOM HajMambe [jBa IT0€HA Y CKa/IU Off
0 mo 10 wmm 20 npouenTHNX noeHa [81-86]. Hakon Tora, y
CBPXY ycMepaBama, O1Io Oy MpUKIAHO feUHIICATH TIpe-
KIJI 32 K/IVHIYKY 3HA4ajHO CMamberbe 00/I0BA KA0 CMAberhe
Off HajMambe TPY NoeHa Ha ckamm of, 10 moena (0-10), a Mu-
HYMa/THO nodospiname of 30% 3a Bapujauuje GyHKIVOHA-
HOT cTaTyca [43].
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As mentioned, the target in analgesia and function is
considered accomplished if an at least 30% improvement
has been achieved in the absence of major side effects and
misuse or abuse. Notably, if the treatment is successful and
pain is no longer detectable, an interruption in opioids
administration is strongly advised; the same, in the case
of any indication of abuse, misuse, lack of analgesia and
activity, significant adverse effects or aberrant behavior.
Treatment withdrawal modalities differ depending on
the patient’s medical history. If opioid therapy has been
relatively brief, there may be no need for tapering or
weaning, and the discontinuation can thus be directly
implemented. On the other hand, tapering should be carried
out through the decrease of the original dose by 10% per
week. This tapering scheme is usually well tolerated with
no or minimal psychological adverse effects. In some cases,
it may be preferable to shift the tapering/weaning timeline
from weekly to monthly dosage adjustments*abuse, and
adverse consequences, including death, have escalated at
an alarming rate since the 1990s. In an attempt to control
opioid abuse, numerous regulations and guidelines for
responsible opioid prescribing have been developed by
various organizations. However, the US opioid epidemic
is continuing and drug dose deaths tripled during 1999 to
2015. Recent data show a continuing increase in deaths
due to natural and semisynthetic opioids, a decline in
methadone deaths, and an explosive increase in the rates
of deaths involving other opioids, specifically heroin and
illicit synthetic fentanyl. Contrary to scientific evidence
of efficacy and negative recommendations, a significant
proportion of physicians and patients (92%. On the other
hand, some patients can be weaned or tapered more rapidly,
over a 6-8 weeks period, without experiencing any major
problem. Opioids abstinence syndrome may arise in this
period, but it is rarely medically serious; nevertheless, its
symptoms (including nausea, diarrhea, muscular pain and
myoclonus) can be very unpleasant and occasionally persist
up to 6 months after opioids discontinuation. During the
taper, withdrawal syndrome can be managed with oral
administration of clonidine (0.1 to 0.2 mg every 6 hours) or

7. IIPEKU]I, ONBUKABAKE U CMAIEE

Omnyky o ToMe Aa /1M HAacTaBUTU WIM ITIPEKUJATH
OIIMONJIHY Tepamujy Tpeda Ipefy3eTy HAKOH CTadMIHOT
IepMuofa ofip>KaBama ofi 8 1o 12 Hegerpa. Hakon Tora, Tpe-
da cipoBecTy cBeoOyXBaTHY IIPOLIEHY KaKO Ou ce OTKpMU-
JI0 TIPUCYCTBO TPajHOr OJIa MM I0jaBa HOBUX CHMIITOMA.
OmnmonyiHa Tepanmuja ce Moke Offp>KaBaTi y C/Iy4ajy IOCTHU-
3ama ofiroBapajyhe ananresuje u nodomuiama y GyHKIMO-
HAJTHOM CTaTycCy, OMIO ca CaMMM OIVOMAVMA MU 3ajeHO
ca IpyruM MOJIa/IMTeTMA Jledersa. Kao 1mTo je momenyro,
Wb aHa/resnje u QyHKIMje ce cMaTpa OCTBAPEHUM aKoO je
HOCTUTHYTO HajMame 30% nodopluama y ofcycTBy Behux
HeXXe/beHNX edeKaTa 1 37I0yIoTpede VIV HeIpaBIUIHE yIIo-
tpede. Ha nmpumep, aKo je TpeTMaH ycIemaH 1 or ce BuLie
He MOXKe YCTaHOBWTH, IIperopydyje ce HpeKup y agMu-
HUCTPALjJi OIVMON/A; UCTO TAKO, Y CIIy4ajy Ommo KakBuX
HasHaKa 3/10ynotpede, HelIpaBIUIHe yIoTpede, HeOCTaTKa
aHa/jre3uje M aKTMBHOCTY, 3HAYajHMX IITeTHUX edekara
VIV HerlpefBuleHOT MoHanIamba. MofalmnTe T OfiBUKaBaba
Off 7IeKa Ce Pa3/MKYjy Y 3aBUCHOCTU Off MICTOPMje OO/MeCT.
AKo je onmoupgHa Tepaluja peaTMBHO KpaTka, MOX/a He
IOCTOjY TOTpeda 3a CMaberheM V/IM OfBJMKaBambeM, I1a Ipe-
Kujjame MoXKke OUTH JUPeKTHO npuMereHo. C pyre cTpa-
He, CMameme Tpeda a ce M3BPIIN KPO3 CMarberbe IPBOJNUT-
He mo3se 3a 10% HenepHo. OBa cxeMa CMarberba ce 0OUMYHO
1odpo Tonepuiie de3 MKAKBMX MV MUHVMATHUX [ICUXOTIO-
IIKVX IITeTHNX edekara. Y HeKMM CTydajeBuMa, MOX/a On
Su1o 1oYKe/bHO IpedaruTy BpeMeHCKM OKBUP 3a CMamberbe/
OfIBUKaBabe Of] HEJE/bHOT [0 MECeYHOr Ipuiarohabarma
nose [43]. C mpyre cTpaHe, HeKU TAIMjeHTU Ce MOTY dpike
opByhy Wiy cMamuTH Kopuiherme, TOKOM Iieprofa of 6 10
8 Hezerpa, Oe3 MKakBuX npodnema. CHHAPOM alCTHHEeHIuje
OIIMONJIA MOYKE C€ II0jaBUTU Y OBOM IIEpUOJY, A/l PETKO je
MEeJVILIMHCKY 030M/baH; UIIAK, HEroBY CUMITOMMU (YKIbY-
qyjyhu My4uHuny, aujapejy, mumhamu 00 ¥ MUOK/IOHYC)
MOTry OUTM BeoMa HENPUjaTHU U HOHEKaf TPajy O LIeCT
MeceIy IocTIe IpeKNaama ononsia. TokoM cMambema, CUH-
IAPOMOM OfIBMKaBamba Ce MOXKe YIIPaB/baTyl OPaTHOM IIpHU-
MeHoM kinoHypuHa (0,1 go 0,2 mg Ha CBaKMX LIECT CATH)
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clonidine transdermal patch (0.1 mg for 24 hours weekly).
In this phase, patients should be carefully monitored both
for significant hypotension and anticholinergic side effects,
as well as for tapering dosage abuse, an event that prompts
referral to detoxification facilities. Adjuvant agents, like
antidepressants and antiepileptics, can be administered
if irritability, sleep disturbance or neuropathic pain arise,
while opioids and benzodiazepines should not be employed
to treat withdrawal symptoms once the tapering/weaning
processhasstarted. Onlyin patients presenting dependency,
office-based opioid treatment® can be provided as a viable
alternative to methadone or rehabilitation programs; in
this context, the use of buprenorphine/naloxone is an
important tool to be considered, together with counseling
from pain management specialists and referral to a
chemical dependency center. (see also schemes 1 and 2 for
a synopsis of the whole process)

8. AT-RISK POPULATIONS

As stated in 2010 NOUGG guideline®, particular
attention should be adopted when considering to initiate
long-term opioid therapy in specific clusters of patients,
due to the possibility of incremented risks and side effects.

8.1. Elderly

Main risks in elderly patients are represented by
overdose and over-sedation®*’. The former might be
related to pharmacokinetic issues, including lower serum
binding capacity, slower hepatic biotransformation,
and greater sensitivity to the sedating and respiratory
effects of opioids®™. Nevertheless, opioid treatment can
be safe and effective even in elderly patients, given that
appropriate precautions are put in place. These include
therapy initiation with lower starting doses, that should
not exceed 50% of the suggested initial dose for adults,
slower titration, longer dosing interval and more
frequent monitoring. In addition, eventual tapering of
benzodiazepines concurs to reduce cognitive impairment

WM TpaHcaepManHor KnoHnanHa (0,1 mg Ha 24 yaca He-
fie/bHO). Y 0BOj (hasy, manmjeHTe Tpeda MaXk/bUBO MPATUTH
pany yoyaBama 3Ha4ajHe XUIOTEH3Mje M aHTUXOINHePrud-
KIX HeXXe/beHNUX edeKaTa, Kao U 3a 3/10ynorpede cMambeHe
nose, porabaja xoju mopctuye ynyhusame 3a JeTOKCUKA-
1Mjy. AJjyBaHTHU areHcCH, Kao IUTO Cy aHTUJeNpecuBu U
AHTMENMJIENITULY, MOTY Ce NPUMEBUBATU aKO CE jaB/bajy
Pasopak/bUBOCT, mopemehaj crmaBama WM HEYpOIATCKU
don, mok ommonpe u deHsonmaszenyHe He Ou Tpedano Ko-
PUCTUTH 3a TPETHpPalbe CHMIITOMA OJBJMKaBaba HAKOH IITO
je 3aroyeT IOCTYIAK CMamblBamba/ofBrKaBama. CaMo Kol
NanyjeHaTa Koju pasB1jy 3aBUCHOCT, TPETMaH OIMONA 3a-
CHOBaH Ha Kopuihewy y oppuHanuju [87] moxxe dutu ofp-
KMBA a/ITePHATVBA METAIOHCKIM J/IN PeXadVINTALVIOHUM
IPOrpaMIMa; y OBOM KOHTEKCTY, yrnoTpeda dympeHopdu-
Ha/HaJIOKCOHA je BaYKHO CPeACTBO Koje Tpeda pasMoTpuTHy,
3ajeflHO ca CaBeTOBabEM Of CTPaHe CIIeLIMja/InCTa 32 Jiede-
e dorma 1 ynyhuameM y 1leHTap 3a TOKCUKOJIOTH]Y (BUAM
U cxeMe 1 1 2 3a CMHOIICUC YMTaBOT IIpoLeca).

8. ITonyIALIMJE CA TIOBERAHHUM PU3HKOM

Kao mro je HaBeeno y NOUGG [45] cmepHumiama us
2010. ropnHe, mocedHa maXkwa Tpeda Ja ce MOCBETH Kajia
ce pasMaTpa IOKpeTame AyroTpajHe Tepaluje ONMonguMa
y criennuYHNM IpynanmjaMa rnanyjeHara, 3dor moryhso-
¢ty moBehaHOT pr3uKa 1 HeXXe/beHUX edekara.

8.1. Cmapu

[naBHM pusuuM Kop, CTapujuX IMalMjeHaTa Cy IIpe-
fosupame 1 IpekoMepHa cepmanmja [88,89]. Ilpeu mory
Outu moBe3aHMm ca QapMAKOKMHETMYKNMM IpodreMuma,
yK/BY4dyjyhu Mamy cmocoOHOCT BesuBama y cepymy, CIIo-
pujy duorpanchopmannjy y jerpu u Behy oceT/pmBOCT Ha
cefanujy u pecnmparopHe edekre ormmonpga [90]. Vmaxk,
OIIVIOMJHM TPETMaH MO)Ke SUTU curypaH u epuKacaH 4ak
M KOJI CTapMjyX MaI[MjeHaTa, ¢ 003MpOM Ha NPUMEHY Off-
roBapajyhux mepa npenocrpoxxnoctu. To ykbydyje nHm-
Iypame Tepamnuje ca HIDKMM CTapTHUM [j03aMa, Koje He
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and risk of falls. Oxycodone and hydromorphone should
be preferred among strong opioids, since they are less
likely to cause sedation and constipation®, while in
patients presenting swallowing problems, or requiring
less than 5 mg oMEDD per dose, morphine solutions,
rather than tablets, are advised®.

8.2. Adolescents

Even if opioids administration to adolescents can
be hazardous, an opioid trial may be considered in the
presence of well-defined somatic or neuropathic pain,
only when a non-opioid alternative has been proven as
ineffective. Since adolescents may present multiple risk
factors for opioid misuse (i.e. poor academic performance,
higher risk-taking levels, major depression, regular use of
alcohol, cannabis, and nicotine), cautions must be taken
during the opioids prescription®. In particular, only a
low risk of opioid misuse should be recognized in that
specific adolescence patient. Furthermore, a specialist
consultation should be included in the treatment plan,
considering conservative dosing, frequent dispensing,
monitoring of aberrant behaviors and regular urine drug
screening®. As in the elderly, opioid titration should be
slower than in adults, and concurrent administration of
benzodiazepines should be avoided.

8.3. Patients with psychiatric diagnosis

When psychiatric comorbidities exist, risks of
substances abuse, depression, sedation, falls, and opioids
overdose are all increased. Furthermore, patients with
depression or anxiety unlikely benefit from opioids,
due to ineffective drug responsiveness and/or enhanced
perception of pain®*®%. For this reason, opioids should
be reserved to selected cases, in which a well-defined
diagnosis of somatic or neuropathic chronic pain has been
made.

Other than a closer patient’s mood and function
monitoring, a slower dose titration, a structured opioid
therapy and a consultation with a psychiatrist should

du Tpedaino ga npenase 50% mpenIoXKeHe IOYETHE JJ03€ 3a
ofipaciie, CIOPUjy TUTPALN]jY, Jy>KI MHTEPBAJ JO3MPaba U
yemthe npaheme. [lopen Tora, eBeHTyanHO cMameme deH-
30[Ma3eNHa CMamyje KOTHUTMBHO omTeheme M pusMk
op HexxebeHMX edexata. OKCUKOLIOH ¥ XUPOMOPQOH Cy
HOXXe/bHYjM MeDy CHa)XHMjUM OIMONMAMMA, HOIITO Marbe
Y3pOKYjy cemanujy u 3atBop [91], mok ce Koy maryjeHara
ca IIpod/IeMoM TyTama WM Iie je 3aXTeBaHO Mame off 5 mg
oMEDD 110 103u, caBeTyjy MOpdujyMCKI pacTBOpH, a He
tadnete. [56]

8.2. Adonecuenmu

Yak mako onyMoujgHa afIMVMHUCTPpaLIMja KO afiorieclie-
HaTa MO)ke SUTM OIlacHa, OIMOUIHA Tepallija MOXe Ce y3e-
T y 003Up y IPUCYCTBY AOOPO Ae(MHMUCAHOT COMATCKOT
WIN HEYpPOIIATCKOTr dO0Ja, caMo Kaja ce HeONMOWTHA ajl-
TepHATMBa II0Ka3aja Kao HeedukacHa. C 0d3mpom aa ajo-
JIECLIEHTV MOTY MMaTH BHuIe (aKTopa pUsMKa 3a 3/10yIO-
Tpedy onmonpa (tj. noue akageMcke neppopmance, Behn
HMBO pU3MKa, 030M/bHA JleTIpecHija, pefoBHa ynoTpeda aj-
KOXOJ1a, KaHadMca ¥ HMKOTIHA), HEOIIXO/[HA je OIMPe3HOCT
Ipu npenncuBamy onnonsa. [92] KonkperHo, Tpeda mpe-
MIO3HATM ¥ HajMambyl PU3UK Off 3/I0yIOTpede Onmonsja Kof
tor manujenra. llltaBuire, y miaH nedema Tpeda yK/bY-
YUTY KOHCYITalMje CIlenujamicTe, ysumajyhu y odsmp
KOH3epBaTUBHO J03Upambe, 4eCTO M3/aBatbe, HalI/Iejame
adHOpMa/THOT TNOHAIlaka 1 PEJOBHO Iperiefambe JIeKOBa
y ypuHy [45]. Kao 1 xop crapujux ocoda, Turpanuja rpeda
ma dyze criopuja HeTo KOJ, OffpaciuxX y3 usderaBame ICTO-
BpeMeHe IIpMeHe deH30/1a3ennHa.

8.3. Ilayujenmu ca ncuxujampujckom oujazHo3om

Kapa mocroje ncuxmjarpujcke KOMOpOMIHOCTH, TTOBe-
haBajy ce pusunu of 3noynoTpede CyncTaHIM, ierrpecuje,
cemanyje, majioBa 1 Ipefosyparba OIMMOUIHNM CYIICTaHIIA-
Ma. lITaBuiie, manujeHTy ca JeIpecujoM MU aHKCHO3HO-
mhy c1ado MMajy KopycTu off onmonupa, 300or HeepukacHe
peakiyje Ha JIeK 1/WIM IojadaHe nepueniuje doma. 3dor
TOra ommouse Tpeda pesepBucaTu 3a ogadpaHe Ciydajese,
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be sought®. This approach can help to define the role of
mental illness in the patient’s pain perception and the
advisability of eventual benzodiazepines discontinuation.

8.4. Pregnancy

Generally speaking, women are advised to
discontinue all non-essential medications during
pregnancy because of potential drug effects on the fetus.
Long-term opioid therapy should, therefore, be tapered to
the lowest effective dose and subsequently discontinued,
if possible. In this context, it is essential to conduct a
slow tapering, since opioid withdrawal can cause uterine
smooth muscle irritability, and thus increments the risk of
premature birth and spontaneous abortion.

It is worth noting that during pregnancy and lactation
tramadol is not recommended, while fentanyl safety in this
context has not been established yet*.

9. ABUSE, MISUSE, AND ADDICTION MONITORING

Once all preliminary evaluations have been
completed, and the opioid therapy has been initiated,
an accurate follow-up and a monitoring program are
mandatory. Urine drug testing (UDT) is essential to
determine a baseline measure of risk and to oversee
patient’s compliance to the treatment®®. Furthermore,
UDT can assist physicians in detecting when patients are
not taking opioids or other drugs as prescribed; it may
furthermore reveal either overuse, misuse, and abuse or,
in some cases, diversion as well as other difficulties to
cope with adverse effects™.

In order to help treating physicians in dectecting
warning signals of an high risk for the development of
opioid addiction, characteristics distinguishing compliant
patients from opioids-addicted ones are reported in the
table below (Table 2).

Whenever 4 out of 5 evaluation items fall in the right
column, physician may have to deal with the following
aberrant behaviours from the patient:

y KojuMa je nodpo medpuHMCcaHa [UjarHO3a COMATCKOT MIN
HeypomaTckor XxpoHuyHor 6oma. Ocum nomHor npahemwa
pacnonoxxema 1 QYHKIMOHNCAbA NAlMjeHaTa, IT0TpedHo
je YCTaHOBUTM CIIOpUMjy TUTpaLNjy J03e, CTPyKTypupa-
HY ONVOVJHY Tepanujy M KOHCYITALUjy ca NCUXMjaTpOM
[45]. OBaj mpuctyn mMoxe rmomohu y neduHucamy ynore
MEHTA/THUX O0JIeCTV Y MaLMjeHTOBOj Meplenuuju dona u
ynyhuBamy Ha eBeHTYaTHO IIpeK1ambe OeH30Ma3enHa.

8.4. Tpyonoha

Yomteno roopehy, yeHaMa ce Iperopydyje fa mpe-
KIHY CBe OCMM OCHOBHUX JIEKOBa TOKOM TpyaHOohe 300r no-
TeHIVjaTHIX edeKara ieka Ha etyc. JlyroTpajHa onmongHa
Tepamnuja Tpeda, TpeMa ToMe, Tpeda J1a ce CMambl IO HajHIDKe
edukacHe 103e ¥ HAKOH TOTa je MPeKMHYTH, aKo je Moryhe.
Y TOM KOHTEKCTY, Off CyLITMHCKOL je 3Hayaja CIIopO CMambl-
Bambe, TIOIITO OMVOMHO IIPEKNathe MOXKe Y3pOKOBATH pas-
IpaXX/BUBOCT IIaTKyX Muha MaTepuiie u TiMe nosehatn
PU3MK Off IIpeBpeMeHOT Iopohaja 1 crioHTaHor adopryca.

Ba’kHO je HAITIOMEHYTH Jja ce TOKOM TpyzHohe 1 fioje-
1a He IIperopydyje TpaMafon, JOK CUTYPHOCT (eHTaHNIa
y OBOM KOHTEKCTY jolI Hije yTBpheHa [45].

9. 3)'[0YHOTPEEA, HEIIPABHUJ/IHA YIIOTPEGA H HAOTJIEOAIGE
3ABHCHOCTH

HakoH 3aBplIeTKa CBUX IpeIVMIHAPHUX eBajya-
LMja 1 3amodeTe ONMOMJHE Tepaluje, TauHe IpoBepe U
IporpaM MOHMTOpPUHTIa Cy odaBesHu. Tectnpame fpora y
ypuny (UDT) op cymTuHCKOT je 3Hadaja 3a onpebusame
OCHOBHE Mepe PU3MKa I Ha/I/Iefjarbe TIOHAMIamba MalfyjeH-
Ta y CK/Iafly ca nedemeM je [95,96]. lltapume, UDT mosxe
noMoh jTleKkapyMa y OTKpYBamby Kajia TaljeHTH He y3M-
Majy OIMOME VI IPYTe JIEKOBE KaKO je IPOIMCAHO; MOXe
flaJbe OTKPUTH IPeKOMepHY yrnorpedy, 310ynoTpedy u He-
IPaBWIHY YIIOTPedy WM, Y HeKMM CITydajeBMMa, IIpeycMme-
paBame Kao 1 fpyre noremkohe y dopdu ca Hexxe/beHUM
edextnma [30].

Ila du ce momorio nexkapy y yrBphuBamy ynosopasa-
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Table 2: Development of opioid dependence

. Opioids-
1
Cor.np ant addicted
patient .
patient

v 1. Effective pain control ®

% 2. Quality of life improvement ®
through opioid administration

3. Constant demand for opioids’ dose

® increment to achieve better pain 4
control

% 4. Cf)n'cern regarding his/her own ®
clinical status

v 5. Compliance to treatment plan ®

1. Aggressive behavior when asking for opioids’ dosage
increment.

2. Opioids stockpiling during relative wellbeing periods.
3. Request for specific opioid.

4. Demand of similar drugs’ prescription from different
physicians.

5. Dose escalation without medical prescription, or other
aberrant behaviors.

6. Complaints about psychological symptoms, which have
not been detected by the physician.

7. Oppositional behavior against treatments modifications
associated with bearable side effects, motivated by the
fear of severe pain recurrence.

The defition of “red alert” situation applies in the case
of the simultaneous presence of all the 5 abovementioned
warning signs, which may lead to the following behavioral,
social and clinical issues:

Tadena 2: PasBoj onmogHe 3aBUCHOCTH

[MTanmjenTt Koju [ManjenT
ce MoHama 3aBICTaH
oznrosapajyhe Q1K) 107001701 F:)
v 1. EdextuBHa KOHTpOIA 607Ta ®
2. Tlobomurame KBaIuTETA
4 XXMBOTA IyTeM Kopuirherba ®
ommonsa
3. KoncraHTHa MOTpaXkma 3a
® noBehameM mo3e ommona 4
panu 607be KOHTporte 6oma
4. 3a0puHYTOCT Y IIOITIENY
4 EerOBOI/ BeHOr KIMHUIKOr | ®
craryca
v 5. YcknaheHoct ca mraHOM ®

JIeY€Cba

jyhux curxaja BUCOKOT pU3MKa 3a Pa3Boj OOV JHE 3aBU-
CHOCTH, KapaKTepUCTUKe Koje pas/iuKyjy domecHuke Koju
ce TIOHAIIAjy Y CK/IAZly ca JieuetbeM Off 3aBUCHMX Off OIIMOMU-
ma pare cy y Tadenu ucnop (Tadena 2).

Kap roz 4 ox 5 HaBefieHMX CTaBKY 3a eBanyanujy oyme

y JleCHOj KoJIoHY, jiekap he Mopatu fa ce daBu cregehum
HeIIPaBI/IHVM [IOHAIIAbeM KOJ IAljeHTa:
1.

ATpecuBHO IIOHAIlIatbe Kafla ce TPAXKU CMamberbe Jjo3e
onmousa.

Onmonsn Koju ce HAroMMIaBajy TOKOM Iepuofia pena-
TYBHOT JJOOPOT CTaba IalyjeHTa.

3axreB 3a oppehenu onmon.

Tpaxkeme pelenTa 3a cIM4YHe JIEKOBE Off Pa3IN4UTUX
7eKapa.

Eckanmanmja mose de3 jieKapcKor perenra Min Apyro
HeIpaBU/IHO IIOHALIAbeE.

JKande Ha ncuxornouike cumMnToMe, Koje ekap Huje oT-
KpHo.

OnosuuyoHo IOHAIIake IPOTUB MOAMpUKaLuja
TpeTMaHa IIOBE3aHMX Ca IIOJHOLUBMBMM HEXKebeHMM
edeKTrMa, MOTUBIICAaHMX CTPAXOM Off IOHOBHE II0jaBe
03dm/pHOT dora.
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1. Prescription counterfeiting
Prescription selling

Prescription procurement from non-medical personnel

Ll

Frequent demand for opioids’ prescription from
different physicians, without informing the treatment
plan controller

Frequent episodes of «prescription loss»
Concomitant alcohol and/or substance abuse
Opioids stealing

Oral opioid preparations iniejction

Y ® N

Multiple-dose escalation, or other aberrant behaviors
10. Evident deterioration of work, familiar and social status

11. Strong opposition against treatment plan modification,
even in the presence of significant physical and/or
psychological side effects

10. SIDE EFFECTS

Long-term utilization of opioid drugs can lead to
the onset of numerous side effects, responsible for a
possibly relevant deterioration of the patient’s quality of
life. This issue is particularly relevant for patients suffering
from chronic non-cancer pain, who can be exposed to
opioids over a long period. Opioids may cause negative
effects on driving capacity, sedation, as well as sleep and
breathing disturbances, namely in patients with pre-
existing respiratory diseases. Constipation is one of the
most frequent opioid-related adverse effects” and can
determine major issues in a significant proportion of
patients exposed to opioids over a long period of time.
Even though the evidence is anecdotal, physicians should
subsequently consider the initiation of a prophylactic
bowel regimen for older patients and for those presenting
additional risk factors for the development of constipation.

Hedunnnyja curyanmje ,,lipBeHOT YIIO30pema pyMe-
Ibyje ce y CIIy4ajy MCTOBPeMEHOT IIPUCYCTBA CBUX IeT rope
HaBeJIeHVIX 3HAKOBa YII030peba, IITO MOXKE JOBECTH JIO CTIe-
nehyx noHamramwa, COLVja/THNX M KIVHIYKMX MMTamba:
1. ®ancupukoBame perenTa
IIpopaja penenra
HadaBka perjenta of cTpaHe HEeMEIUIITHCKOT 0c007ba
YecTa moTpaxkma 3a pellellTOM ONVOMAA Off pas/Inyn-
THX JIeKapa, de3 odaBelITaBamba IVIaHa Jlederha
Yectu crmydajeBn ,,IyOuTKa perenra“
VcroBpeMeHa 310ymoTpeda alKoXo/1a 1/ CyICTaHIN
Kpaba onnonpa
YOpusraBame OpasHOT OIMOUIHOT ITpenapara
[ToBehamwe BuIIECTPYKMX 1032 WM APYTO HEIIPABUIHO
HOHAIIabe
10. EBupieHTHO IOTOpIIabe IIOCTIOBHOT, HOPOAVYHOT MIN
APYLITBEHOT CTaTyca
11. Jaka CynmpoOTCTaB/beHOCT MOAM(UKALM)! I/IaHa Jlede-
13, YaK ¥ Yy IPUCYCTBY 3Ha4YajHMX PU3MYKMX u/mmm
IICUXOJIOIIKUX HeXe/beHNX edekara.

bl

0 NG

10. HEXE/BEHHU EQ®EKTH

Jlyrorpajuo xopuinheme ONMOMAHUX JIEKOBA MOXKe
JIOBECTH IO TI0jaBe OPOjHNUX HeXe/beHMX edeKara, Ofro-
BOPHMX 32 €BEHTYa/HO IOTOpllare KBAIUTETAa XXMBOTA
nanujeHta. OBO NuTame je II0CedHO peeBaHTHO 3a MaLy-
jeHTe KOju IaTe Of XPOHNYHOT HeKaHIePCKOr dosa, KOoju
MOTY OUTY M3/I0>KEH!U OIMOMAVMA TOKOM y>XKeT Heproja.
Onmonpm MOry y3pOKOBaTy HeraTuBHe edeKTe Ha CIIO-
COOHOCT BOXIbE, Celallljy, Kao 1 nopemehaje crnaBama u
fucama, a mocedHo Kop manujeHara ca Beh mocrojehum
pecnupaTopHuM odo/bermuMa. 3aTBOp (KOHCTUIALMjA) je-
flaH je of Hajuemhyux HeXKe/beHNX edeKara IMOBEe3aHUX ca
ynorpedom onmonpa [97] n Moke MOKpeHyTH dpojHa mu-
Tama KoJ 3HauajHOr dpoja maumjeHaTa U3/I0KEeHUX OINON-
iMMa TOKOM JIy>KeT BpeMeHCKOT Ieprofa. Vako cy gokasu
aHeKJOTHI, jleKapu 01 Tpedaso HaKHAJHO Aa y3MY y 00-
3Up HOKpeTame HMPOPUIAKTUYKOI PEXUMa IpeBeHIje
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Increased fluid and fibers intake, stool softener or
laxatives can be utilized to prevent or treat constipation,
while evidence is still insufficient to recommend the
administration of opioid antagonist for that reason. While
undergoing an opioid trial, patients should be advised to
avoid engaging in potentially dangerous activities, such
as driving motor vehicles or using heavy machinery, until
titration phase has ended and a stable dosage has been
established. Furthermore, the physician should verify that
the prescribed opioid dose does not cause sedation and
that the patient is not contemporaneously taking alcohol,
benzodiazepines or other sedating drugs®. It should be
noted that patients on long-term opioid therapy could
have additional risk factors concurring to the impairment
of cognition and psychomotor abilities, as severe
pain symptoms, sleep disturbances and concomitant
medications.

11. CONCLUSIONS

Even though evidence about efficacy and safeness
of long-term opioid therapy in this clinical setting is still
lacking [43], opioids are one of the most widely used
class of medicines for non-malignant pain treatment in
everyday clincal practice. Opioids should be reserved to
selected patients, suffering from non-cancer chronic pain
of moderate or severe intensity that significantly harms
their functional status and quality of life. In this context,
available evidence seem to support their short-term
utilization, on the condition that this latter is included
in a multimodal treatment plan involving the general
practioner, the physiatrist, the physiotherapist and other
healthcare professionals. This approach, together with a
careful follow-up, must be aimed at achieving an effective
functional and social rehabilitation, thus improving
patient’s quality of life.

omrrehenja 1peBHe QyHKIVje KO CTapUjUX HalMjeHaTa u
3a OHe KOji UCIO/be IofaTHe (aKTOpe pU3MKaA 3a PasBoj
3aTBopa. [ToBehaHy yHOC T€YHOCTM ¥ BIAKHACTUX HAMMP-
HUI]A, OMEKIIMBaya CTO/INLE M/IN JTAKCATIBA MOTY Ce KOPH-
CTUTHU 32 CIpeyaBarbe WM jeder-e KOHCTUIaLNje, 0K Cy
JI0Ka3M 1 Jajbe HeJOBOJbHY f1a OU Ce MPeHopydIIo IaBambe
OIMOM/JHOT AHTArOHMCTA U3 TOr pasyora. [lok cy y Toky
OIIMOWIHE Tepamuje, MalMjeHTMa Tpeda caBeTOBaTH fia
n3derapajy aHra>)xoBarbe Y OTeHI[Mja/IHO OITACHNUM aKTUB-
HOCTIMMa, Kao IITO Cy BOXIba MOTOPHUM BO3M/IMMA MU
Kopuinherme 3aXTeBHUX MallllfHa, CBe 0K ce (asza Turpa-
I)Yje He 3aBpLIM U ycriocTaBy cTaduiHa gosa. [lopen Tora,
NeKap Tpeda Ja yTBpAM fa IPOIMCaHA ONMMONJHA 103a He
Y3pOKyje ceflalyjy U Jja MauMjeHT MCTOBPEMEHO He y3MMa
a7Koxos1, OeHaofuasenHe Win apyre ceparuse [45]. Tpe-
da HallOMeHY T fia TALVjeHTH Ca JYTOTPajHOM ONMOUJHOM
TepamnujoM MOTy MMaTy JofaTHe paKTOpe pUsMKa Koju ce
HOAyAapajy ca ourrehemyMa KOTHAIje U IICUXOMOTOPHUX
CIIOCOOHOCTM, Kao LITO Cy Tewku OonoByu, nopemehaju
CIIaBamba ¥ UICTOBPEMEHO y3MMalbe JIEKOBa.

11. 3AKBYYLIH

Mako moxasy 0 epMKaCHOCTY M CUTYPHOCTH JIyTOPOY-
He ONMON/HE Tepamnyje y mocTojeheM KIMHIYKOM OKpYsKe-
1Y 1 Jla/be HeoCTajy [43], ommonan cy jenHa o Hajuenthe
KopuIiIheHnX BpCTa /1€KOBa 3a /leYerhe HeMaTUTHUX do71o-
Ba Y CBAKOJHEBHO] KIMHNYKO]j Mpakcyu. Ommonay Tpeda fa
dyny pesepBucany 3a ofjadpaHe HalMjeHTe, KOjU TaTe Of
HEKaHIIePCKOT XPOHMYHOT 00/1a YMEPEHOT MM jaKoT MH-
TEH3NUTEeTa KOjJ 3HA4ajHO IITeTe PYyHKI[MOHATTHOM CTAaTyCy
" KBA/JINTETY KUBOTA.

Y TOM KOHTEKCTY, YMHM Ce Jla PACIIONOXVBM JOKa-
31 TIOAp’KaBajy HUXOBO KPATKOPOYHO Kopuinheme, IOT
YCTIOBOM JIa je OBO APYTO YK/bYYEHO Y MYITUMOMA/THY [I/IaH
Nedersa Kojy YK/bydyje OIIITY IIpaKCy, dusujarpe, Gpusmo-
TepameyTe 1 ApyTre 34paBCTBeHe pagHuke. OBaj mpucrym,
y3 MaX/buBO Npahere, MOpa dUTH yCMepeH Ha NOCTU3abe
edukacue QyHKIMOHANHE U COMja/IHE pexadunuTaImje,
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ABSTRACT

Opioids are effective analgesics in the treatment
of acute pain, cancer pain and pain at the end of life.
However, their use in a treatment of chronic non-cancer
pain is controversial due to insufficient evidence of long
term efficacy and the risk of serious harm. Long-term
use of opioids is accompanied by a higher incidence
of adverse effects, including misuse, abuse and death
due to overdose. At present, there are two parallel crisis
(epidemics) in the world regarding opioids use. The first
crisis is undertreatment of pain, as about two-thirds of the
world’s population has no access to opioid analgesics. It is
caused by poverty and / or opiofobia. For these reasons,
moderate to severe pain associated with trauma, surgery,
cancer and palliative care is not effectively treated. The
second crisis relates to opioid abuse, especially in America.
In this case, opioids are widely prescribed, which creates
the possibility of widespread abuse with devastating
consequences for the individual and society. At the heart
of both crisis is inadequate or inaccurate understanding of
opioid analgesics. More research and education on opioids
may help inform both patient and physician about these

CAXETAK

Onmonpy cy epuKacHU aHAITETULY Y JIeUerby aKyT-
Hor doa, KaHLepckor doa 1 doma Ha Kpajy >knBoTa. Me-
hyTum, muxoBa yrorpeda y nedermy XpOHUIHOT HEKAHIIEP-
ckor dos1a je KOHTpOBep3Ha 300T HeJOBOJ/BHO JIOKA3a O Ay-
TOPOYHOj e(pMKACHOCTY U PUSUKY Off TEWIKMX ommTehema.
Ilyrorpajuy nmpumeny ommoupa mparu Beha ydecramoct
HeXXe/beHMX edekara, ykpydyjyhu morpemHy ymnorpedy,
3noynorpedy u cMpT 300T Ipefo3upama. Y Besu ca yIo-
TpedOoM OINMOoN/ia, y CBETY TPEHYTHO II0CTOje ABe Mapajen-
He kpuse (emupemuje). [IpBa kpusa je HeOBO/BHO Jiede-
we 0ora, jep oko Be TpehuHe cBeTCke IoIy/nanyje HeMa
OPUCTYIl ONMOMIHUM aHadreTunuma. IIpoyspokoBaHa
je cupomamutBoM ¥/ onvogodujom. V3 oBux pasnora
yMepeHM JI0 TEIIKM JOJIOBYU KOjU Ce jaB/bajy y Be3u ca Tpa-
YMOM, OIlepalyijoM, KapIIMHOMOM I TTaJIMjaTUBHOM HEroM
He jIede ce I0BOJ/bHO edukacHo. JIpyra Kpusa ofHOCK ce Ha
3noynorpedy Onmmonsia, MocedHo y AMepun. Y oBoM CIy-
Yajy, OIMMON/M Ce IMMPOKO MPOMNCY]y, IITO CTBapa Moryh-
HOCT IIMPOKe 3/I0yTIOTpe ca pa3apajyhum nocieguiama no
HOjeMHIIA U IPYIITBO. Y OCHOBM 00€ Kpu3e je He[[OBO/bHO
VIV TIOTPELHO NI03HABakhe OIMONIHNX aHa/ITeTHKa. Buire



158 |

Opiofobia

simultaneously under- and over-utilized drugs, thereby
improving their use in pain management.

According to available literature, opiofobia is
significantly present in Serbia and opioid analgesics are less
used in the treatment of pain compared to some countries
in the region (eg Croatia). Doctors in Serbia, compared to
American doctors, are more cautious when they prescribe
opioids to people with chronic non-cancer pain, which is in
line with current guidelines.

Key words: pain, opioids, opiofobia, opioid crisis

MCTPaXXMBaba 1 eAyKallyja o OMOMAMMa MOry moMmohu fa
ce ¥ TMALVjeHTH ¥ JieKapy MH(OPMUIIY O OBYUM, MICTOBpe-
MEHO ¥ He[IOBO/bHO 1 IPEKOMEPHO KOpMIINeHNM TeKOBY-
Ma, 4nMe ce yHanpebyje muxosa npumena. [Ipema focryn-
Hoj nmuteparypy, y Cpduju je y 3Ha4ajHOj Mepy IPUCYTHA
onmododuja 1 ONMONHY aHAITETULIN Mambe Ce KOPUCTe Y
Tepanuju dona y nopehemy ca HeKMM 3eM/baMa U3 PerroHa
(nmp. XpBarcka). Jlekapu y Cpduju, y ogHoCcy Ha AMepud-
Ke JIEKape, ONPE3HMjI CY KaJia je y IUTalby IPONNUCUBabe
omnmonzia ocodama ca XpOHUYHMM HEKAHIIEPCKUM d0JIoM,
IITO je y CKIaly ca TpeHyTHO BakehuM cmepHuIama.

Kmwyune peuu: dor, onvonsy, onrodpoduja, onnongHa Kpu-
3a
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1. THE PROBLEM OF THE UNDERTREATMENT OF PAIN

Pain is an unpleasant sensory and emotional
experience associated with actual or potential tissue damage,
or described in terms of such damage [1]. In 1996, the
American Pain Society launched an initiative to treat pain
as the 5™ vital sign and advocated that the severity of pain
was measured regularly, and entered into medical records.
Assessment and treatment of pain should be a priority in
everyday clinical practice. At the 13th World Congress of
Pain in Montreal 2010, the International Association for
the Study of Pain adopted a declaration that the treatment
of pain is a basic human right [2]. However, despite the
existence of clinical guidelines for pain therapy, based on
the evidence and work of professional medical associations
and organizations, insufficient pain management is a
commonly recognized health problem [3-6].

A special commission formed by the medical journal
The Lancet has recently investigated the treatment of pain
in various parts of the world and found that more than 25
million people die annually in severe pain, mostly in the
poor part of the world, because they have no access to
opioid analgesics [7]. In addition, another 35 million people
live with chronic pain that is under-treated. Cancer pain is
not sufficiently treated in 43% of patients [8], and 10-20%
of patients with this pain do not respond at all to standard
treatment with opioids and / or adjuvant analgesics [9].
American researchers report that postoperative pain occurs
in 80% of patients after surgery; of which in 88% of cases it
is moderate to extremely strong [10-11]. The same authors
estimate that one-third of Americans suffer from chronic
non-cancer pain [10], which in 25% of patients is moderate
to severe, and in 10% incapacitating [12]. Only 40-60% of
patients with neuropathic pain can achieve pain reduction,
partly [13].

Inadequately controlled pain adversely affects the
physical and mental health of the patient, as well as his
family [11, 14-15]. Pain triggers the activation of the
hypothalamus-pituitary-adrenal axis and increased
cortisol secretion, which reduces the immune response,

1. IIPOB/IEM HEJOBOJbHO JIEYEHOT BOJIA

do71 je HelpujaTaH CEH30PHM U eMOLOHAIHY JOXKM-
B/baj yAPYKeH ca nocrojehum mmm moryhum omrrehewem
TKUBA VIV JOXXNB/baj, KOjU Ce OINUCYje peduma, Koje Ofi-
roBapajy Tom omrehemy [1]. AMepuuko ApymTBO 32 O0ON
(American Pain Society) mokpenysno je 1996. rogyse nHu-
LVjaTUBy fa ce S0/ mocMarpa Kao MeTV BUTATHU 3HAK U
3ajIa)Ke ce Jla ce jayrHa §o/a pefjoBHO MepH, U YHOCK Y Me-
IMIVHCKY JOKyMeHTanujy. IIpoliena u nederme doma Tpeda
fa Oyay NpMOPUTET Yy CBAKOLHEBHO] KIVHMYKOj IPaKCh
JeKapa.

Ha 13. Cerckom KoHrpecy o domy y MoHTpeany
2010. rop., MebyHapogHo yapysKembe 3a IpoydaBame doma
(International Association for the Study of Pain) ycBojuno
je mekIapanmjy npeMa Kojoj je nedere doma OCHOBHO JbY-
cko mpaBo [2]. MehyTum, yrpkoc ocTojamy KIMHUYKIX
CMepHMIJa 3a Tepanujy do/a, 3aCHOBaHMX Ha JI0KAa3uMa U
pajy CTPYYHMX MeAMLMHCKUX YAPY>Kelbha M OpraHu3alnja,
HEeJIOBOJBHO JIeuelbe DOl OIILITE je IPeIo3HaT 3[paBCTBe-
HU 1ipodeMm [3-6].

CrerujanHa KoMucuja Kojy je popmMmupao MegyuIH-
cku yaconyc Jlancer (The Lancet) HeaBHO je ncTpakmpa-
J1a jlederse do/1a y pasIMuuTUM JIeJIOBMMA CBeTa Y YTBPAU-
J1a Jia BUILE Off 25 MUIMOHA JbYAV TOAVILIEbE YMMPE Y jaKUM
donoBuma, 1 TO BehMHOM y CMpOMAIIIHOM fieNTy CBeTa, jep
HeMajy IPUCTYI ommMoupHuM aHanretunyma [7]. ITopex
TOTA jOII 35 MI/IMOHA JbYAM SKMBU Ca XPOHUYHUM OO/IOM
KOj! je HeOBO/bHO /ledeH. KaHiepcku o Huje OBOBHO
nedeH y 43% nanyjenara [8], a 10-20% nanujenara ca OBUM
dosoM yormite He pearyje Ha CTaHZAPHY TePaINjy OINON-
[VIMa VI/VIM ajjyBaHTHUM aHaAretnnyma [9]. Amepudxu
MCTPaXMBA4M CAOIIITaBajy Jla Ce IOCTONEepaTMBHM OO
jaBpa y 80% omnepucanux; of Tora y 88% ciydajeBa OH je
yMepeH 1o eKcTpeMHO jak [10-11]. Victu ayropu mpore-
BYjy fia jenHa TpehnHa AMepuKaHala maTu of XpOHUYHOT
HekaHIepckor doma [10], koju je xop 25% odonenux yme-
peH 7o jak, a kopi 10% onecrocodspaBajyhu [12]. Y camo
40-60% manujeHara ca HeypOIIATCKUM dOIOM MOXe ce IO-
ctuhu cmameme dona, 1 To menuMudHo [13].
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aggravates wound healing, accelerates catabolism and
reduces muscle mass and causes muscle weakness. The
activation of the sympathetic nervous system caused
by pain has a negative effect on the functioning of
cardiovascular (hypertension), gastrointestinal (decreased
bowel motility, ileus), respiratory system (accelerates
respiration) and kidney (retention of salt and water).
Reduced mobility of the patient with pain increases the
risk of deep vein thrombosis, pulmonary embolism, and
pneumonia. Thus, unwanted pain limits physical activity,
motivation, disturbs family and friends relationships,
leads to depression and anxiety, sleep disorders and
reduces quality of life [16]. It also extends hospitalization
and treatment costs. Untreated acute pain can turn into a
chronic one due to persistent changes in the neurons in
the pain pathways.

2. OPI10IDS IN THE TREATMENT OF PAIN

Opioid analgesics are indicated in the treatment of
moderate to severe acute and chronic pain. They have a
favorable risk-benefit ratio in the treatment of acute pain,
cancer pain and pain at the end of life. However, in chronic
non-cancer pain, their long-term use is still controversial
because there is not enough evidence of efficacy and there
is a higher incidence of adverse effects, including misuse,
abuse and death due to overdosage.

Opioids work through multiple mechanisms and
simultaneously at multiple sites in pain pathways. They
reduce the perception of pain on the peripheral, spinal
and supraspinal levels [17-19]. They cause analgesia by
inhibition of excitation of peripheral nerve endings,
inhibition of transmission of pain in the dorsal horn of the
spinal cord and activation of descedent pathways of pain
control. They also change the emotional reaction to pain.
Their actions are achieved through opioid receptors.

The largest number of opioid analgesics, which
is today in clinical use, is relatively selective for mi
opioid receptors (agonists) and exhibits a morphine-

HenoBo/bHO KOHTpO/MCAH QO HETIOBO/BHO yTUYE HA
(bUSMYKO M IICUXNYKO 3[paB/be MAlMjeHTa, Kao 1 Ha Hero-
By opozuuy [11, 14-15]. bon nsa3Ba akTuBaIyjy 0COBIHe
xunoranamyc-xunogusa-Hagdydper u nosehano nydeme
KOPTM30/1a, LITO CMakbyje UMYHM OATOBOP, OTEXaBa 3apa-
CTalbe paHa, IoCIIelyje KaTadonmsam 1 cMamyje Muninhay
Macy u nsasua cnadoct mummha. AKTuBamnyja CUMIaTny-
KOT HEPBHOT CYICTeMa HacTasa ycef do/Ia HeraTMBHO YTH-
4ye Ha (QYHKIMOHNCambe KapAMOBACKYTApHOT (XUIIepPTeH-
31ja), FaCTPOMHTECTUHATHOT (CMambeH MOTM/INTET 1IpeBa,
WIeyc), pecpaTopHoOr cucteMa (ydpsasa pecrimpanujy) u
dydpera (perenuuja conu u Boge). CMarmbeHa IOKPET/bUBOT
nanujenTa 3or dona mosehasa pusmk o Tpomdose pydo-
KX BeHa, emOonuje mwiyha u ynane myha. [Jake, Heneyen
don orpannyaBa Gpu3NYKy aKTMBHOCT, MOTUBALNjY, HAPy-
IIaBa OfIHOCE Ca MOPOAUIIOM U IIpMjaTe/buMa, HOBOAY JI0
Iempecuje M aHKCMO3HOCTH, opeMehaja craBama 1 cMma-
BYyje kBanuTeT XuBoTa [16]. Takobe, mpoxykaBa xocmm-
Ta/NM3alyjy U TPOIIKOBe /edera. HemedeHu akyTHu 001
MO>Xe J1a IIpehe y XpoHn4HM 300T TpajHUX IPOMeEHa y Hey-
poHuMa y nyTeBuMa dora.

2. Onvouau vy JIEYEKY BOJIA

OnuomupHN aHAITeTUIV CY MH[VKOBAHU Y JIeUeHY
YMepeHOT [0 jaKOT aKyTHOT 1 XpOHMYHOT doa. VImajy no-
BO/baH OJJHOC KOPUCTY M PU3UKA Yy JIederby aKyTHOT doa,
KaHIepckor doma 1 dora Ha Kpajy xxuBora. Kaza je y mura-
Y XPOHIYHM HEKaHIIePCKY OOJI, IbUX0Ba yrOTPajHa IIPH-
MeHa jOIII yBeK je KOHTPOBEeP3Ha jep HeMa JOBO/BHO JOKa3a
o edukacHocTy n Beha je yuecTanocT Hexe/beHMX edexa-
Ta, YK/by4yjyhn norpemny ynorpedy, 310ynorpedy u cMpT
3d0r mpeno3npama.

Omnmonay Aenyjy myTeM BuIle MeXaHM3aMa M CUMYII-
TaHO Ha BMIIe MecTa y ImyTeBuMa donma. CMamyjy neplern-
nujy doma Ha neprudepHOM, CIMHATHOM ¥ CYHpacIHAaI-
HOM HuBOy [17-19]. V3asuBajy aHanresujy: MHXNOMLINjOM
eKCLUTalVje HepBHUX 3aBplleTaKa Ha Iepudepuju, MHXN-
dunujom TpaHcMucHje doma y 3afmbeM pOry KMIMeHe MO-
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like pharmacological effects. They are the most potent
analgesics in general. In contrast to non-opioid analgesics,
as well as weak opioid analgesics, strong opioid analgesics
do not have the upper limit of efficacy, i.e. they can
effectively relieve the most severe pain. Their effectiveness
is limited only by the appearance of numerous side effects
[20].

Today, the use of opioid analgesics is inadequate
in most countries of the world. While in some parts of
the world their use is insufficient [21], in other parts, the
problem is their overuse [22].

At the United Nations Conference in 1961, in
New York, the World Community adopted the Single
Convention on Narcotic Drugs, which limited their use
solely for medical and scientific purposes, and also took the
view that these drugs were “necessary for alleviating pain
and suffering”, which is also the primary role of palliative
care [23]. The Convention obligated the governments of
the signatory countries (including our country) to strike
a balance between the obligation to prevent the abuse
of narcotics and the urgently important obligation to
ensure their availability for the treatment of pain and the
elimination of suffering. Also, in 1986, the World Health
Organization (WHO) proposed a guide to pain therapy
and advocated the widespread use of oral morphine and
other opioid analgesics in patients with cancer pain [24-
25].

The International Narcotics Control Board highlights
inequalities between high and low / middle income coun-
tries in the availability and access to controlled drugs in-
cluding opioid drugs [26]. About 83% of the world’s popu-
lation, predominantly from low- and middle-income coun-
tries, has limited or no access to drugs containing narcotic
drugs. They only consume 8% of the world’s morphine
supplies, although they carry a burden of 70% of the total
number of all cancer deaths in the world, a difference that,
according to experts, will still be increased by 2030. Also,
in 2012, the WHO estimates that in this poorer part of the
world 5.5 million patients with terminal carcinoma and one
million patients at the last and most severe stage of the HIV

XK/IVIHE V1 aKTUBUPambeM CHIa3HUX ITyTeBa KOHTpoJIe doa.
Taxobe, Memajy emornonanny peakuujy Ha don. [ejcrtsa
OCTBApY]jy IOCPECTBOM ONMOUIHNX PElLleNTopa.

Hajsehu Opoj onmonaHmx aHaAreTMKa, KOjI je JaHac
y KIVMHMYKO] IPUMEHM, PEIATUBHO jeé CENEeKTUBAH 3a MU
OIMoONAIHe perentope (aroHUCTH) U KUCIO/baBa papMako-
JIOLIKA JiejcTBa cm4Ha MopduHy. To cy Hajjaum aHasre-
THULY yOHIITe. 3a Pa3/MKy Off HEONMMONIHUX aHA/ITeTHKA,
Kao 1 c/1adMxX ONMOUIHYX aHAITeTUKA, jaKVl OIIVIOMIHM aH-
aITeTULV HeMajy TOpibY IPaHuUIy e(UKACHOCTH, Tj. MOTY
epuKacHO fa OTK/IOHe U Hajjade donose. Ibuxosa eduka-
CHOCT JIMMUTHPAHA je CaMo I10jaBOM OPOjHNUX HEXXe/bEHUX
nejcrasa [20].

Janac je ymorpeda OmMOMAHMX aHAITeTMKa Hea-
nekBaTHa y BehmHu semapa cBeta. JJoK je y jemHOM gmemy
CBeTa HUXOBa ynorpeda HeoBO/bHA [21], y ApyroMm peny,
npodeM je BUXOBa IpeKoMepHa ynorpeda [22].

Ha xondepenunju Yjenumennx Hanmja 1961. y Iby-
jOPKY, CBETCKa 33ajelHMILA YCBOj//IA je JeIMHCTBEHY KOH-
BEHIVjy O OIIOjHMM Jporama, KOjoM je OrpaHM4MIa BbIXO-
BY yHOTpedy MCK/bYYMBO y MEAMLMHCKE ¥ Hay4He CBpXe,
u Takobe, 3ay3ena cTaB fla Cy OBM JIEKOBU ,HEOIIXOJHM 3
o/MaKIiIame O0IOBA I IaTbe, IITO je X OCHOBHA y/IOra Ia-
nujaTUBHOT 30pumaBama donecHnka [23]. Konsenuuja je
odaBesasna Briafie 3eMaspa normucHuna (mebhy xojuma je n
Hallla 3eM/ba) [ja YCIOCTaBe paBHOTeXY u3Meby odaBese ma
ce crpeun 370ynorpeda HapKOTHKA U IHOJjeJHAKO BaKHE
odaBe3e Ja ce OCUTYpa HUXOBA HOCTYIHOCT 3a JIeYeHe
doma u oTKIamae naTe. Takohe, rognue 1986., CBeTcka
3npaBcTBeHa opranmsanuja (C30) npenaxke BOANY 3a Te-
panujy dona 1 3aroBapa LIMPOKY YIIOTPedy OpaTHOT MOp-
¢uHA M ApYruX ONMOVJHMX aHAJITeTUKA y NalMjeHara ca
KaHIepckuM dorom [24-25].

Mebynaponuy ondop 3a KOHTPOIYy HapKOTMKa
(International Narcotics Control Board) narnmamasa He-
jemHakocT uaMeby 3emMas/pa ca BYICOKMM U HUCKUM/CpeX-
IBJIM JJOXOTKOM Y HOCTYITHOCTU ¥ TIPUCTYIy KOHTPOJINCA-
HMM JIeKOBUMa YK/by4yjyhu omojHe gpore [26]. Oko 83%
CBeTCKe IOIy/alyje, IPEeTeKHO U3 3eMa/ba Ca HUCKUM U
CPelVIM IOXOTKOM, IMa OTPaHMYeH MIN HMKAKaB IIpU-
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infection are suffering from moderate to severe pain that
is insufficiently treated [27]. Without adequate treatment,
there are 0.8 million patients who suffer pain due to injury
caused by accidents and violence, chronic illness patients,
postoperative patients, women in childbirth, and pediat-
ric patients. On the other hand, the remaining 17% of the
world’s population, made up of a small number of high-in-
come countries, predominantly United States of America
(USA), Canada, the countries of Western Europe, Austral-
ia and New Zealand, consume as much as 92% of world’s
medical morphine supplies [26, 28]. This disparity exists
despite the raw opium reserves that are sufficient to meet
the global demand for morphine and is linked to the fact
that there is unnecessarily stringent regulation in most of
the world that prevents the availability of opioid analgesics,
limited financial resources, and the negative perception of
opioids use by patients, families, lack of training or aware-
ness among health workers, problems in supply from in-
dustry or imports, etc. The International Narcotics Control
Board provides guidelines for addressing these barriers and
highlights:

e access to controlled medicines for medical purposes is
human right,

o the countries of the signatory of the Single Convention
on Narcotic Drugs, have the obligation to ensure the
availability of controlled medicines under international
supervision for medical purposes, not only to prevent
their abuse [29].

2.1. Opiophobia

Opiofobia is one of the pharmacophobia. Pharmaco-
phobia is exaggerated concern about the prescription or use
of drugs. Opiofobia is an unjustified fear of the therapeutic
use of opioids, primarily the fear of the development of jat-
rogenic dependence, tolerance, undesirable effects of opi-
oids (eg respiratory depression) and restrictive regulations
controlling the prescription of opioids [30-31]. Morphino-

CTYII JIEKOBMMaA KOju cajpke omojHe mpore. OHu Tpole
caMo 8% CBeTCKUX 3a/1uxa MOpQMHa, MaKO HOCe TepeT Of
70% off YKyIHOT dpoja CBUX CMPTHUX CITy4ajeBa Off paka y
CBeTY, pa3/uKa, Koja he, mpema o4eKVBamyMa CTpydmba-
Ka, jour fa ce noseha go 2030. roguue. Takobe, 2012., C30
IpoLemyje Ja y OBOM CUpPOMAalIHUjeM Jely CBeTa CBakKe
rofiyHe 5,5 MWIVOHA MaljijeHaTa ca TepMUHAIHUM KapLy-
HOMIMA ¥ MWIVOH IaljijeHaTa y IOCIEebeM U HajTeXeM
cTapujyMy MHQeKIMje BUPYCOM XyMaHe MMYHO#epuIy-
jennuje (XVIB) matu on ymepeHOr Jjo jakor doma Koju ce
HeoBo/bHO Jieun [27]. Bes agexBaTHOTr TpeTMaHa je u 0,8
MIWIMOHA TaljujeHara Koju Tpie dorm 300r moBpene m3a-
3BaHe HecpehoM 1 HacusbeM, 0dojIenu O XPOHUIHMX OO-
7IeCTH, TTALUjeHTH Y TIOCTOIIePAaTVBHOM II€PUONY, KeHe Ha
nopobajy, kao u negujarpujcku nanujentu. Ca gpyre crpa-
He, IpeocTanux 17% cBeTcKe nomnynanyje, Kojy Y/He Majin
dpoj 3emMaspa ca BUCOKMM HOXOTKOM, peTe>xxHO CjeumbeHe
Awmepnuke JIp>xaBe (CAJl), Kanaza, 3emspe 3anague Espo-
ne, Aycrpanuja u Hosu 3enang, Tpoure 4ak 92% cBeTcKux
3ajMMxa MeJUIIMHCKOr MopduHa [26, 28]. OBa HejeqHAKOCT
IIOCTOjU YIIPKOC 3a/JMXaMa CHPOBOT OIMjyMa Koje Cy Jo-
BOJbHE [Ia 33/I0BO/be ITI0OA/IHY MOTPAXHY 32 MOPOUHOM U
JIOBOIM Ce Y Be3y ca TUM ja y BeheM fieny cBeTa mocroju
HermoTpedHO cTpora peryiaaruBa Koja oHeMmoryhasa [o-
CTYIIHOCT ONVIOMJHMX aHaITeTUKA, OrpaHN4YeHy (UHAH-
CMjCKV pecypc, Kao ¥ HeraTMBHA Ieplieniyja ynorpede
HapKOTHMKA Off CTpaHe NaljijeHara, IOpojuIie, HefloCTaTaK
odyke nm cBectu Meby 3paBCTBEHUM pajHULIIMA, TIPO-
dnemnu y cHadneBamwy U3 MHAYCTpUje WM yBO3a U Ap. Me-
hynapopgau ogdop 3a KOHTPOTY HAaPKOTHKA Jjaje CMepHuLle
3a pelllaBame OBMX IIpeNpeKa ! Har/lallaBa:

® IIPUCTYIl KOHTPONMCAHUM J/I€KOBUMA Y MEIVIVHCKE

CBpXe je /bYJICKO IIPaBo,

® 3eM/be IOTINCHNUIE JefUHCTBEHE KOHBEHLMje, MMajy
odaBesy ma odesdene MOCTYIHOCT JIeKOBA 1107, MehyHa-
POIHUM HaJ30pOM y MeAMINHCKe CBPXe, a He caMo Jja
cIIpede BUXOBY 3710ynoTpedy [29].
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phobia is a set of misconceptions about the negative effects
of morphine in the treatment of cancer.

Opiofobia / morphinophobia may be present among
health workers (doctors, nurses), patients and their families
and health authorities. They are widespread. They can be
caused by ignorance, prejudice, economic-marketing
strategies and limited availability of opioids / morphine.

Opioids are key and irreplaceable drugs for the
successful elimination of moderately strong and severe
cancer pain [32]. Non-prescribing opioids due to opiofobia
is an important barrier to successful treatment of cancer
pain [33-34].

In a cross-section study of cancer pain carried out
in Portugal [35], the reasons for not using morphine in
general population (GP) were:

e For GP morphine use means advanced disease (56%),
e Risk of addiction (50%) and
e Legal requirements (49.7%).

Among health workers, the reasons were:
o Legal risks (56.3%) and

e Side effects, such as sedation (30.5%).

Similar results were obtained in other studies in
Europe [36-37]. Increased use of opioids in general
(including transdermal fentanyl) and reduced use of oral
morphine wepe also found.

According to international guidelines, in patients with
moderate to severe cancer pain, initiation of therapy with
oralmorphine formulationisrecommended, unlessthereare
obstacles for its taking. However, due to morphinophobia,
there is a trend to use forms with controlled release of
opioids, such as a transdermal patch [37-38]. This finding
suggest that either cultural or marketing rather than legal
factors are responsible for morphinofobia.

Five years ago, a research on the presence of opiofobia
among patients was conducted at the Institute of Oncology
and Radiology of Serbia [39]. Approximately 93% of
patients experienced opiofobia as follows:

2.1. Onuogobuja

Omnododuja je jenna ox papmaxopoduja. Papmako-
¢$oduja je HeOCHOBaHA 3a0PUHYTOCT Y Be3N ca IIPOINCHBA-
BeM Wi ynorpedom nekosa. Onmnododuja je Heompasaan
CTpax Off TepalujcKe ynorpede onmonsa, Ha IPBOM MeCTY
CTpax Off pasBoja jaTporeHe 3aBMCHOCTHU, TOJEpaHLuje,
HeXe/beHMX JiejcTaBa ommouza (HIIp. Jempecuje Acama)
¥ PeCTPUKTUBHMX IIPOINCA KOjiMa ce KOHTPOJIUIIE Ipo-
nycuBame omonpa [30-31]. Mopdurododuja je ckyn no-
I'pelIHNX YBEpE€ba Yy BE31U Ca HEraTUBHUM e(l)eKTI/IMa MOp-
¢uHa y 1edery KaHIEPCKOT dora.

Omnododuja/moppunododuja mory dutu npucyrHe
Mmeby smpaBcTBeHMM pamgHMIUMa (7eKapyuMa, MeVIIVH-
CKVIM CecTpaMa), MAIVjeHT!MA U ’BIXOBUM HOPOANIaMa I
KOJ, 3IpaBCTBeHNX BacTu. [lI1poko cy pacmpocTpameHe.
Mory duty n3asBaHe HesHambeM, IIpefpacyfiaMma, eKOHOM-
CKO-MapKETMHIIKNM CTpaTeeraMa " OrpaHM4Y€HOM [O-
crynHomhy ononga/MopduHa.

Omnmonpy cy K/by4HU ¥ He3aMeIbUBY JIEKOBU 3a yCIIe-
IIHO OTK/IaKaie YMEePEHO jaKoT M jaKOT KaHIepCKOT Oora
[32]. HenponmcuBame ommonpa 3dor omnododuje 3HauajHA
je TIpempeka 3a yCIEIIHO yiederbe KaHIlepcKor doma [33-34].

Y jennoj ctypuju nmpecexa criposenenoj y Ilopryramm-
ju [35] xoja je McimTMBaMa KaHIIEPCKM O, pas3nosn 3a ns-
deraBame Mop¢uHa y ommroj nomymanuju (OIT) dmmm cy:

e m3jegHavaBame npumeHe Mmop¢una u OII ca y3Ha-
npeposanoM dornenrhy (56%),

e pusux of 3aBucHocTH (50%),
e 3akoHCcKu mpomucu (49,7%).
Meby 3ppaBcTBeHUM pafiHUIIMIMA PA3/IO3Y CY VL
e mpaBHM pusnk (56,3%) n
e Hexe/beHN edeKTH, Kao 1To je cefanyja (30,5%).

CruaHy pesynTatyt JOOUjeHY CY U Y SPYTUM CTyAuja-
ma y EBpomn [36-37]. Takobe, Hahena je mosehana ymorpe-
da ommompa yormmre (ykpydyjyhm tpancmepmanan den-
TaHWI), a CMambeHa ynorpeda opamHor MopduHa. [Ipema
MebyHapopHUM BOAMYMMA, KOJ TalyjeHaTa ca yMepeHUM
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e Fear of addiction (about 84%),
e Fear of opioid adverse reactions (about 58%),
e Fear of tolerance (about 45%),

e Fear that opioid use means that the terminal phase of
the disease has occurred (about 35%), as well

e Fear that others will think about him as coward.

In the fight against opiofobia, education of patients and
members of their families is carried out. Multidisciplinary
approach is recommended, ie cooperation of specialists
of several branches of medicine (anesthesiologists,
oncologists, clinical pharmacologists, psychologists). It is
necessary to explain how opioid analgesics work and how
important they are in treating cancer pain, and that they are
safe drugs when used properly. An opioid addiction among
cancer patients is rare unless the patient has previously
been a drug addict or alcohol addict. The use of these drugs
does not depend on the severity of the underlying illness
or prognosis of the length of life, but on the severity of
the pain. If used with other medicines, the dose of opioid
can be reduced or even eliminated without any unwanted
consequences. These drugs may require a dose increase, but
do not stop acting. Side effects can be successfully prevented
and controlled [31, 40].

The education of doctors and other health
professionals in relation to opiofobia should be organized
at all levels of medical education, starting from basic,
specialist and sub-specialist studies, as well as through
national and international academic projects dealing with
pain therapy.

2.2. Opioid crisis

The problem of treating a chronic non-cancer pain
has long been present throughout the world as a medical
problem. However, over the past two decades, in USA it
has become a major public health problem [41-42]. The
press and other media often report on opioid use disorders
(Table 1) [41] related to prescription opioid pain relievers.

IO jakuM OO0/lOM M3a3BaHMM KapLMHOMOM IIperopydyje
ce 3alouMmame Tepalyje ca OpaJTHUM OOIMKOM MOpGu-
Ha, OCIM aKO II0CTOje IpempeKe 3a HberoBo y3umame. Me-
hytum, 38or moppunododuje, mocToju TpeHA fa ce y Ty
CBPXY KOpUCTe 0d/MIy ca KOHTponmucaHuM ocnodahamem
OIMONJIA, Kao INTO je TpaHcaepMmanuu ¢mactep [37-38].
OBaj Ha/as ykasyje fja Cy KyJITypaJHV I MapKeTUHIIKY,
a He TIPaBHY Pasio3y OATOBOPHU 3a MOpduHOPOOH;jy.
IIpe net roguua Ha VIHCTUTYTY 3a OHKOJIOTUjY U pa-
puonorujy Cpduje cipoBefieHO je MCTPakKMBarbe O TIPUCY-
cTBy onmododuje mehy nmaunjentnma [39]. Oxo 93% maru-
jeHara ucnospuIO je onnododujy Ha cnenehn HaumH:

e crpax off 3aBUCHOCTH (0KO 84 %),
® CTpax Off HeXKeJbeHX fiejcTaBa onononpa (oxo 58%),
e cTpax of TonepaHuuje (oko 45 %),

e (CTpax fia NpMMeHa ONMMONJA 3HA4YM fla je HACTyIuiIa
tTepMmuHanHa ¢asa donectn (oko 35%), kao u

® (CTpax jja [IALMjeHT He JICIafHe Y O4MMa JPYIUX KyKa-
Bua (0ko 34%).

Y dopdu npotus ommododuje Bpum ce egykaiuja
nanyjeHaTa ¥ 9IaHOBa HUX0OBUX Nopopuua. IIpenopyuy-
je ce MyNTUAMCIMIIIMHAPHY TIPUCTYI, OFHOCHO Capajiba
CIleLIMjaIiCcTa BUIIe TPaHa MeMIHe (AaHeCTe3MOIO0ra, OH-
KOJIOTa, KIMHIYKMX papMaKosiora, ncuxosnora). ITorpedno
je 00jacHUTY KaKO Jieyjy ONMONIHM aHAITeTUIY Y KOJIN-
KU je ’JIXOB 3Ha4aj y Jiedery KaHIepCKOT doma, Kao 1 Ja
cy To Oe3demHN JIEKOBM KaJl ce KOPUCTe IPAaBUIHO. 3aBU-
cHoCT of ommonzia Meby donmecHMIMMa ca KapIMHOMOM je
peTKa, ocuM aKo QOJIeCHMK paHuje Huje 01O 3aBMCHUK Of
Apore unu ankoxona. IIpumena oBux 1leKoBa He 3aBUCH O
TeXXJHe OCHOBHOT 000/berba VIV IIPOTHO3€ NY>KIHE XKIBO-
Ta, Beh off jaunHe doma. AKO ce IpUMeHM Y3 ApyTe IeKOBe,
032 OIMONM/IAa MOXKe Ia Ce CMakby MU YaK YKUHe, Oe3 Onto
KaKBUX HeXebeHux nocneauna. OBU JIEKOBUM BPEMEHOM
MOTY 3axTeBaTyu nosehame J03e, any He PecTajy fia fAemy-
jy. HexxerbeHa fiejcTBa MOry ce yCIEUIHO CIIPeYMTH U KOH-
tTpomucatu [31, 40].
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It has long been known that any prescription of opioids
is a challenge for health workers in which they struggle
to achieve as much efficiency as possible and reduce the
side effects of these drugs. In the absence of effective
alternative treatments for the treatment of chronic pain
in the USA, doctors in the USA for the past two decades
have opted for opioid pharmacotherapy, traditionally
regarded as a medication for the palliative care of cancer
patients. After the liberalization of the law regulating
the prescription of opioids for the treatment of chronic
pain in the medical community by the state medical
committees in the late 1990s, and with the introduction
of new standards for the treatment of pain by the Joint
Commission Accreditation of Healthcare Organizations
since 2000 [43], in this region of the world the prescription
of opioids has been dramatically increased [44]. This has
been greatly encouraged by the publication of certain
evidence, although weak and insufficiently scientifically
based, that opioids can be safe in selected individuals
with chronic pain [45-47]. Advocating doctors and other
healthcare professionals against the prohibition of the
prescription of opioids contributed to this [48]. Also, the
consensus of professional associations for the treatment
of pain emphasized that chronic pain was not sufficiently
treated [49].

The opioid crisis began in the second half of the 1990s
when pharmaceutical companies promoted the use of opioid
analgesics (eg Oxycodone, Oxycontin®) for the treatment of
chronic pain by aggressive marketing campaigns. In fact,
this crisis was a consequence of the complex relations and
cooperation of large pharmaceutical companies, politicians
and regulatory bodies of the health service in this part of
the world.

U.S. population, constituting less than 5% of the
world’s population consumed 83% of the world’s oxycodone,
and 99% of hydrocodone in 2008. During 2013, morphine
consumption in the United States amounted to 57.3%
of total world consumption, and in 2015, 29.3% of the
total world consumption of fentanyl and 30% of the total
global consumption of opioid analgesics was consumed

Enykanmja nekapa u Jpyrux sgpaBCTBEHUX PaIHMKA
y Be3n ca onnododujom Tpeda fja ce opraHmusyje Ha CBUM
HMBOVIMA MEIMIMHCKOT 00pa3oBamba, OYEBIIN Off OCHOB-
HUX, IPEKO CIEIVjaJIMCTUYKIX U CYOCIelnjamnCTUIKIX
CTyZAMja, Kao ¥ Kpo3 HaljMoHaIHe u MelyHaponHe akajem-
CKe TIpojeKTe Koju ce daBe Tepamujom doa.

2.2. OnnoupgHa Kpusa

[Ipodnem mnederma XpPOHMYHOT HeKaHIEpCKor Ooma
OfIaBHO je TIPMCYTaH Yy L[e/IOM CBETY Kao MEMIIMHCKY IIPO-
dnem. MebyTum, TokoM nocnente gBe fetiennje y CAJl mo-
CTao je IJIaBHY IIpodsieM y 0dacTy jaBHOT 37paBba [41-42].
IlITamma u ApyTM MeAVju 4ecTO M3BEILITaBajy O IopeMe-
hajuma ynorpede onmonpa (tadena 1) [41] koju ce ogHOce
Ha OIMONJHE aHAITeTHKe IpoIycaHe Ha perent. OpaBHO
je TMO3HATO J]a CBAaKO IPOMNCHBAaIe ONMOMAA IIPECTaB/ba
13a30B 32 37paBCTBEHE PafIHMKe Y KOMe ce OHu dope Ja [io-
cturHy mro Behy epukacHOCT 1 cMarbe HeXKe/beHa JlejcTaBa
OBUX JIeKOBa. Y OJICYCTBY e(pMKACHMX aITepHATHBHUX JIe-
KOBa 3a JIeYerhe XPOHMYHOT HeKaHILIepCKOT OO/Ia, /IeKapy y
CA]l mocnenme fBe felieHuje ompefeni Cy ce 3a papMaKo-
Tepanujy OMMOUAMMA, KOj) Cy TPaAMIVIOHATHO CMaTpaHN
JIeKOBMMa 13d0pa 3a Ia/INjaTUBHO 30pybaBarbe IallyjeHa-
Ta ca KapuyHoMuMa. [Tocne midepanmsaiyje 3akoHa KojuM
Ce peryuiie NpoICHYBabe OO/ 3a TeYerhe XPOHIYHOT
HEKaHIepCKOT 80/a Of CTpaHe APXKABHMUX MENVILIMHCKMX
ozidopa KpajeM AeBefieceTVX TOMVIHA, U ca YBOhemeM HOBMX
CTaHJapfia 3a Jiederse doa off cTpaHe 3ajefHIYKe KOMIUCH-
je 3a aKpeguTalMjy 3paBCTBEHMX opraHmsanuja op 2000.
ropuHe [43], y 0BOM Kpajy cBeTa ApaMaTU4HO je noBehaHo
npomnucuBame onvonaa [44]. OBo je y Bemkoj Mepu duso
HOACTAKHYTO 00jaB/bJBatbeM JM3BECHNX JIOKa3a, MAKO C/la-
OVIX M HeJOBO/LHO HAYYHO 3aCHOBAHMX, [jd OIVOUJY MOTY
dutn de3demHn y ogadpaHux ocoda ca XpOHUYHUM HEKaH-
nepckumM donoM [45-47]. Tome je HeCyM/BMBO TOIIPMHENO U
3aroBaparbe JIeKapa ¥ PYTMX 3PaBCTBEHNUX CydjeKara Ipo-
TVB 3adpaHe NPONMCUBamba omonsa [48], kao 1 KOHCeH3yc
npodecroHaTHNX YAPY>Kerba CIIelnja/licTa 3a 1ederbe doma
7ia je XpOHMYIHM OOJT HEIOBOJBHO JiedeH [49].
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Table 1: Definitions of concepts related to drug dependence *|

(modified by ref. 42).

A cluster of cognitive, behavioral
continues to use the substance desp
on pathological pattern of behavios

Substance use disorder

and physiological symptoms indicating that an individual
ite significant substance-related problems. A diagnosis based
s related to use of the substance [82].

A state of adaptation in which m

Tolerance effect or exposure results in dimin

kedly increased drug doses are required to achieve desired
tion of one or more opioid effects over time [69, 83].

A state of adaptation manifested
produced by abrupt cessation, rapi

Physical dependence - ) >
administration of an antagonist [83

by a drug class specific withdrawal syndrome that can be
d dose reduction, decreasing blood level of the drug, and/or

I

A primary, chronic, neurobiologic
influencing its development and m
or more of the following: impaired
Addiction harm, and craving [83]. This term

synonymous with severe substance

the Diagnostic and Statistical Manjual of Mental Disorders, fifth edition (DSM-V), this term is

disease with genetic, psychosocial, and environmental factors
anifestations. It is characterized by behaviors that include one
control over drug use, compulsive use, continued use despite
is no longer applied as a diagnostic term [82]. According to

abuse disorder.

A behavior outside the boundaries

Aberrant drug-related
as possible in the doctor-patient re

behavior

of the agreed-on treatment plan, which is established as early
ationship [84].

Use of a medication for nonmedid
willful or unintentional use of a §
guidelines, such as altering dosin|
harmful consequences. It does not

Misuse

al use, or for reasons other than prescribed. Misuse can be
ubstance in a manner not consistent with legal or medical
g or sharing medicines, which has harmful or potentially
refer to use for mind altering purposes [85].

Misuse with consequences. The us
in a manner that is illegal or hary
include accidents or injuries, black
risk of human immunodeficiency ¥

Abuse

e of a substance to modify or control mood or state of mind
nful to oneself or others. Potentially harmful consequences
outs, legal problems, and sexual behavior that increases the
rirus infection [85].

The intentional transfer of a contr

Diversion channels into illegal channels or o

plled substance from legitimate distribution and dispensing
taining a controlled substance by an illegal method [85].

A syndrome occurring when blog

Withdrawal maintained prolonged heavy use [§

d or tissue concentrations of a substance decline who had
2].
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* Notes: there are differences in terminology regarding sul

Classification of Diseases and Health Problems (ICD-10) p

can be set when a person meets at least 3 of the 6 following
of control in drug use, functioning disorder, including neg
substance use, persisting with substance use despite clea

withdrawal syndrome (physical dependence).

In the USA, the diagnosis of substance use disorder is based
criteria are found in the Diagnostic and Statistical Manual
in 2013[82, 86]. A substance use disorder, also known as
use of one or more substances leads to clinically significan

abuse criteria (3 criteria), and criteria for dependence (8 cr

pstance (drug) dependence. According to The International
rovided by the WHO, the diagnosis of dependence syndrome
criteria: strong, constant desire to enjoy (use medicine), loss
lect of other pleasures and interests because of psychoactive
r evidence of overtly harmful consequences, tolerance, and

n the criteria of the American Psychiatric Association. These
pf Mental Disorders (DSM-V), fifth edition which is pulished
a drug use disorder, is defined as a condition in which the
t damage or danger. The substance use disorder incorporates
iteria) (a total of 11 criteria) from the previous version of the

manual (fourth edition). So until 2013, “abuse” and “dependlence” were considered as separate diagnoses, and since 2013,

as one diagnosis - substance use disorder. Criteria of subst

interpersonal problems related to the use of substances, n
substance use disorder related to dependence are: withdraw

quit/control use, a lot of time spent in the activities to acqu
physical / psychological problems related to use, neglect of
for the medicine. So, the fifth edition of manual recommen
tolerance and opioid withdrawal syndrome [86], but does
inevitable consequences of the treatment itself. At least two

ance use disorder related to abuse are: hazardous use, social/
eglected major roles to use, legal problems [86]. Criteria of
ral, tolerance, use larger amounts/longer, repeated attempts to
re, use the medicine, and to recover from the use of the drug,
social, work and recreational activities due to use, and craving
ds 11 diagnostic criteria for substance use disorder including
not take into account these two symptoms because they are
of the eleven criteria are required for the diagnosis of opioid

disorder. The number of criteria present indicates the severTy of the disorder: mild (two to three criteria), moderate (four

to five) and severe (six or more) [86].
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Ta6ena 1: [lepuunnyje mojmosa y Besu ca 3aBucHourhy off 1gkoBa* (Mop. mpema ped. 42).

[Topemehaj 300r ymnorpede
CYICTaHIEe
(enr. Substance use

disorder)

CKyTI KOTHUTUBHHX, TIOHAIIAjHUX U

BJbA J1a KOPUCTH CYIICTAHILY YIPKOC
3aCHOBaHA Ha MaTOJIOMIKOM 00pasIry

(DU3MOJIOMIKIX CHMIITOMA KOjU yKa3yjy Ha TO Jia I10jeIuHAaIl HacTa-
3HauajHUM TPOOIIEMIMa BE3aHHUM 3a HeHY ymnoTpely. [lujarHosa
TOHAIIamka Y BE3H ca yrnorpedom cymncranne [82].

Tonepaniuja
(enr. Tolerance)

Crame npuiarohaBama y koMme Cy 3HauajHO Behe 03¢ JIeKoBa MOTPEOHE Ja CE MOCTHUTHE KEJbCHH S(PEKT
WJIH U3J1arame JICKy TOKOM BPeMEHa| IOBOJIHU JI0 CMakhCHha jeIHOT Wi Buile edekara [69, 83].

Puznuka 3aBUCHOCT
(enr. Physical dependence)

Crambe ajanranuje Koje ce MmaHude
rpyIy JIEKOBa U KOjU HACTaje yCien

je JIeKa y KpBHU /WM IPUMEHE aHTgronucra [83].

Tyje CHHIPOMOM 00ycTaBe Jieka (B. J10ie), KOoju je criennryan 3a
HATIOT MPECTaHKa, OP30T CMamEma 03¢, CMAhCHa KOHIICHTPAIIH-

3aBHCHOCT
(enr. Addiction)

[IpumapHa, XpOHUYHA, HEYPOOUOII
TICUXOCOIIHjaTHA ¥ (PAKTOPH KUBOT
oz ciexneher: cirada KOHTpoOJA HA Y

0a ynpkoc mITeTHOCTH ¥ Xyama [83]. Buie ce He mpuMemyje Kao aujarHoctuaku uspas [82]. [Ipema
JIMjarHOCTUYKOM M CTaTHCTUYKOM TPUPYYHHUKY MEHTAJIHHUX ropemehaja — meto n3name, 0Baj U3pas je
CHHOHUM 3a TeIIKH nopeMehaj yrmotpede cymcraHiie.

mrka OOJIECT Ha YHjH Pa3BOj W MaHH(]ecTalje YTHIy TeHEeTCKH,
He cpeanHe. Kapakrepwine je moHamame Koje YKIbydyje 6ap jemHo
[0TpeGOM JIpore, KOMITYJICHBHA YIIOTpeOa, KOHTHHYHpPaHa yIoTpe-

HenopmainHo noHalame y
BE3H Ca JICKOM

(enr. Aberrant drug-related
behavior)

[MoHamame BaH rpaHMId OHOTA IIIT!
nanujenTa [84].

j€ IIOTOBOPEHO TEpaIujCKUM ITUIaHOM y oHOCY m3Mel)y jekapa u

[Torpermina yrnorpeda
(enr. Misuse)

Viorpeba IeKoBa y He-MEIUIIMHCKG
W HeHaMepHa ymnoTpeba CyrncTaH

CMEpHUIIaMa, Kao IITO je MPOMCHA o3Uparha UK JaBamka JICKOBa, KOja MMa ITCTHE WX MTOTCHIIH]alTHO
mrretHe nmocnenuie. He onHocu ce #a ynmotpeOy y ujby IpOMEHE cTama yma [85].

WK Jpyre CBpxe, a HE Yy MPONUCAaHC CBPXC. Moske Outn HaM€EpHa
[1C HAa HAYUH KOjI/I HI/Ije Yy CKJlagy ca nNpaBHUM WM MEIUIIUHCKUM

3noynorpeda
(eHr. Abuse)

3noynorpeba ca mocneanaMa. Yngrpeoa cyrncranie 3a MoAu(UKannjy Win KOHTPOITYy PacIoIOKEmha
WIN CTamba yMa Ha HAYMH KOjH j€ HE3aKOHUT WM IITETaH 3a KOpUCHWKa min apyre. IloTennujanno
IITETHE MOCIEANIIE YKIbYUyjy Hecp¢he nnm moBpene, ryoutak namhema, mpaBHe poliieMe 1 ceKcyall-

HO TIOHAMIamke Koje moBehasa pu3uK

on XUB undexmmje [85].

IIpeycmepaBame
(enr. Diversion)

Hamepnu npenazak u3 JIerUTUMHE

KOHTPOJIMCAHE CYTICTaHIIe HE3aKOHYTUM MeToaama [85].

mUCTpUOyIMje M KaHala 3a M3[aBambe y WICrajlHe WK J00ujame

CuHOpoM ycTe3ama JeKa
(enr. Withdrawal)

CHHIpPOM KOjH c€ jaBJba KaJa ce CM:

AFbM KOHIICHTpAIlFja JIeKa y KPBHU TOcie Ayke yrmorpede jexa [82].
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*Hamomene: ocToje pasnuke y TEPMUHOIOTH)Y Kajia je Y N
Busuju MehyHapopHe Knacudukanuje donectu u 3fpaBCTB
Health Problems, ICD-10) xojy je mama C30, gujaraosa cu
JbaBa HajMame 3 off 6 crefehux KpuTepujyma: HeOf0/b1Ba,
kopuinhema yeka, nopemehaj QyHKIMOHMCa®ba, YKIBYUY)Y]
cranHo Kopuinheme j1eka, 6e3 0031pa Ha LITETHe IOCTIeN]
(pmsnuka 3aBucHOCT).

Y CA]] pujarnosa nopemehaja 3dor ynorpede cyncranim
acoumjanmje (American Psychiatric Association). OBu kp
NpUPYYHUKY MeHTanHux nopemehaja — meto mspamwe (D
Edition, DSM-V) koju je odjasmen 2013. rox [82, 86]. Ilof
3dor ynorpede gpore, geduHuIIe ce Kao CTalbe y KOMe Y
3Ha4ajHMX omTeherma WM OMACHOCTU. YIPUPYUHUKY TTOPE
3noynorpedy (eHr. abuse, 3 xpurepujyma) u kpurepujyme
KpUTepUjyMa) U3 IpeTXOfHe Bep3uje MpUpydIHuKa (4eTBp
pasmarpaHnu cy Kao 3acedHe mmjarxose, a og 2013. rop.
Kpurepujymn nopemehaja 3dor ynorpede cyncranim koju q
MHTepIIepCOHATHM IpodieMn Y Be3u ca KopuirhermeM CyIicT
[86]. Kpurepujymn nopemehaja 3dor ynorpede cyncranun
(anCTUMHEHIMjaTHM CUHAPOM), TOJlepaHlnja, Kopuirheme
KOHTpOJIMIIIE YIOTpeda, MHOTO BpeMeHa IPOBEJEHO Y aKT|
on xopumrhema jeka, QUSMYKN/ICUXUYKM TIPOdIeMu y
U peKpealoHNX aKTUBHOCTHU 300r ymoTpede 1 Xyama 33
AMjarHOCTUYKUX KpUTepujyMa 3a nopemehaje 3dor ymorped
omnuonza [86], amu He y3uMa y 0031p 0Ba iBa CUMIITOMA jep
nopemehaja 3dor ynorpede onmonsa norpedHa cy HajMambe ]
ykasyje Ha TexXuHy nopemehaja: dmaru (aBa 1o Tpu Kpurtep
[86].

Tamby 3aBMICHOCT Off CyncTaHIu (1ekosa). [Ipema meceroj pe-
eHyx npodnema. (International Classification of Diseases and
[IpoMa 3aBMCHOCTI MO>Ke Jja Ce IIOCTaBM Kaja 0coda 3a/{0BO-
CTa/IHA JKeJba [ ce YXK1Ba (KOPUCTH JIeK), I'yOUTaK KOHTPOJIe
hu 3aHemapuBame JPyrux 3a/JOBO/bCTAaBA 1 MHTEPECOBaMbA,
11je TI0 000JIeTIOr, TolepaHINja, AICTUHEHIUjaTHU CUHAPOM

3aCHMBA Ceé Ha KpuTepujymmuma AMepudke ICUXMjaTpUjcKe
MTepMjyMu Hajase ce y JMjarHOCTMYKOM M CTaTUCTUYKOM
iagnostic and Statistical Manual of Mental Disorders Fifth
emehaj 3dor ynorpede cyncranum, nmosHar u kao nopemehaj
oTpeda jefHe WM BMILE CYNCTAHIV JOBOAU HO KIMHWYKK
Mehaj 3dor ynorpede cymncraniu odjenumyje KpUTpujyme 3a
3a 3aBUCHOCT (eHT. dependence, 8 xputepujyma) (ykymHo 11
To u3ame). Jaxne no 2013. “3noynorpeda” u “saBUCHOCT”
10 jellHa IMjarHo3a — mopeMecaj 300r ymoTpede CyNCTaHIMN.
€ OffHOCe Ha 3710ynoTpedy Cy: olacHa yrnorpeda, ConyjamTHm n
"aHIM, 3aHeMapyBalbe IIABHOT pas/iora 3a ynorpedy onmonza
KOju ce OfIHOCe Ha 3aBJMCHOCT CY: CMHZIPOM 0dyCcTaBe OIMonzia
Behux mosa/myxe BpeMe, BIlIe NOKyIIaja Ja ce IIpecTaHe/
MBHOCTMMA Jla Ce HadaBM, KOPUCTH JIeK, Kao 1 3a OIIOpaBaK
Be3M ca ymoTpedoM, 3aHeMapyBare COLVjaTHMX, PaJHUX
| 1eKkoM. Jlaksie, TIeTo M3fare NpUPYYHMKA Impenopydyje 11
e CYIICTaHIle, YK/byuyjyhu TonepaHIujy u cuaapom odycraBe
Cy OHI Hem3de>KHe MOCIIeIuIie CAMOT TPeTMaHa. 3a INjarHo3y
1Ba Off jelaHaecT KpuTepujyma. bpoj nmpucyTHUX Kputepujyma
1jymMa), yMepeHu (4eTupu [0 MeT) ¥ TeKM (LIeCT YIN BUIIIe)
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in general [50]. The quantity of opioids prescribed in the
USA increased 4 times in the period from 1999 to 2010
[51], although Americans did not report progress in the
treatment of pain [52]. On the contrary, higher prescribing
of opioids in the United States increased the incidence of
adverse events, including abuse (Table 1) and increased
mortality from opioid use [42]. Unused opioids have
become increasingly available in American homes and
communities, and therefore conditions have been created
for redistribution of prescription drugs instead of medical,
for non-medical use (Table 1). The misuse (Table 1) and
the abuse of opioid analgesics that have been issued on
prescription have reached epidemic rates in the United
States in recent years [42, 53] (Table 1). A national drug
use survey found that in 2011, 8.7% of Americans over 12
years of age were identified as current drug users, including
opioids [54].

The rate of mortality from opioid overdose (opioid-
prescription drugs and heroin combined) in the United
States between 1999 and 2016 increased 5 times. Of all
drugs, opioids are the most common (66%) cause of fatal
outcome due to overdosage. On average, this is 115 deaths
caused by opiates every day [55], which is more than those
caused by firearms or traffic accidents.

In 2015, US economic costs due to misuse of opioids
have been estimated at more than $ 500 billion [56],
including human costs, among other things, due to reduced
quality oflife, psychological stress, social function disorders
and family disorders.

The United States responds to the changes that have
occurred and introduces restrictive measures that limit the
prescription of opioids, and their number begins to decline
after 2010. However, this prohibition, although reducing
the number of deaths caused by prescription opioids,
promotes the creation of a black market, which continues
to increase the number of heroin deaths, as well as fentanyl
(50 times stronger than heroin) that are illegally produced.
The number of lethal overdoses with fentanyl and other
synthetic opioids has more than doubled from 2015 to
2016. [55, 57]. Another significant problem of introducing

OmnnonsiHa Kpu3a 1odvena je y gpyroj IOJIOBUHU fie-
BeJleCeTVX TOfIHA IPOIIOT BeKa Kaja cy dapmaleyTcke
KOMIIaHje arpeCBHIM MapKeTUHIIKIM KaMIIabaMa Ipo-
MOBIICaJle IIPUMEHY OIMOMJIHMX aHA/ITeTHKa (HIp. OKCH-
komoH, Oxycontin®) 3a jiedere XpPOHMYHOT HEKAHI[ePCKOT
dorma. 3anpaBo, 0Ba Kpy3a HaCTaIa je Kao MOC/IeANIa KOM-
IVIEKCHMX OIHOCA M Capajibe BEIUMKUX (apMaleyTCKNUX
KOMIIaHUja, TIOJINTHYApa U PEry/IaTOPHUX Te/la 3[4paBCTBe-
He CTy>kde y OBOM Kpajy cBeTa.

CjepumeHnnM AMepUUYKMM Ap)KaBaMa Koje 4lHe He-
ITO Mame off 5% cBeTcKe momynauuje, Tokom 2008. rogm.
npumano je 99% ykyImHe CBETCKe IOTPOIIE XUAPOKOLO-
Ha 1 83% yKyIlHe CBeTCKe IIOTPOLINe OKCUKOZIoHA. TokoM
2013., morpourrsa Mopduna y CAJl usHocuna je 57,3%
YKyIIHE CBETCKE IOTPOIIIe, a TOKoM 2015. morpoueHo
je 29,3% ykymHe cBeTCKe IOTpolume (eHTaHmna u 30%
YKyIIHe CBeTCKe IOTPOIIe ONVOMIHUX aHAITeTHKA YOII-
mre [50]. Kommunua onmonja mpomyucaHux Ha peLent y
CAJl yBehana ce yetupu mmyta y epuony oz 1999. o 2010.
rog. [51], nako AMepukaHIy y TOM pa3fodby HUCY NpK-
jaBM/IM Hampepnak y nedewy domosa [52]. HanpoTus, Behe
nponucuBaie ormmonza y CAJl nosehasno je nHImMaeHI]Y
HexxebeHux porabaja, yxwyuyjyhm snoymorpedy (radema
1) n noBehany cMpTHOCT off ynoTpede onvonpa [42]. He-
uckopuinheHy OIMoONAY MOCTaN CY CBe BUILE JOCTYIIHN Y
aMepMYKMM JJOMOBMMA U 3ajeJHNIIAMa, Vi TYMe CY CTBOpe-
HM YCTIOBM JIa Ce TIPVIMeHa JIeKOBa M3aTUX Ha PeLeNT Ipey-
CMepaBa YMeCTO Y MEAMI[HCKe, Ha IPUMEHY y HeMeVILIH-
cke cBpxe (Tadena 1).

I[Torpemna ynorpeda (tadena 1) u snoynorpeda omnn-
OMJIHMX aHAJITETUKA KOjU Ce U3/]ajy Ha PELENT Cy MOCIIef-
wux ropguua y CAJl gocturiu creneH ennpemuje [42, 53]
(tadena 1). HaunonanHo uctpaxuame o ynorpedu gpora
nokasasno je gay 2011. ronuau 8,7% AMepuKaHana cTapu-
jux op 12 ropmHa ce UAeHTUPUKY)Y Kao aKTyeTHU KOpU-
CHIILYM Apora, yK/bYyuyjyhu u onnongpe [54].

Croma CMPTHOCTM Off TIpefo3Vpama ONMOUAMMA
(ommompay M3pgaTy Ha peuent u xepouH 3ajenno) y CAIly
nepuony of 1999. no 2016. ysehana ce ner nyra. Ox cBux
JIeKOBa, ONMONAY Cy Hajyemrhn (66%) y3pounniy daran-
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restrictive measures is the difficulty in supplying opioids to
patients with chronic non-cancer pain that have long been
treated with these drugs.

Recent research suggests that drug monitoring
programs in the US that use health information technologies
and exchange data across a centralized platform provide
promising results [58-59]. This means that the prescription
of opioids can be controlled.

Even today, more than two decades after the onset
of the opioid crisis, there is no definite evidence of the
benefit and risk of using opioids in the pharmacotherapy
of chronic non-cancer pain [28, 60-61]. The guidelines
indicate that the risk of opioids is probably greater than
their benefits in most chronic non-cancer pain conditions,
including headaches, back pain, and fibromyalgia [62-64].
Also, their effectiveness in reducing chronic neuropathic
pain is uncertain [65]. In the treatment of chronic pain,
opioids are a therapeutic option to be tested after other
less risky drugs are tried [65-66]. Concern about opioid is
particularly present when it comes to their physiological
effects, such as tolerance and hyperalgesia [67],
hypogonadism and sexual dysfunction [68]; and adverse
effects - potential for misuse, abuse [69] and increased
mortality [70].

In2016, the Centers for Disease Controland Prevention
in the United States published recommendations for the
prescription of opioids for the treatment of chronic pain
(except for cancer, end-of-life pain and palliative care) and
are intended for doctors in the primary health careThese
recommendations refer to questions when to start or stop
opioids in the treatment of chronic pain, what medications
and doses to give, how long, as well as the assessment of the
relationship of benefit and the risk of opioid use [71-72].
Their goal is to improve the safety and effectiveness of the
treatment of pain and reduce the risks associated with long-
term opioid therapy, including abuse, addiction, overdose
and death.

There is a fundamentally concern that the epidemic
from North America will spread to the rest of the world and
become a pandemic [73]. Prescription opioids in Europe

HOT MCXOfja YC/Ie, Ipefo3upama. 10 y IMpoceKy M3HOCK
115 cMpTHUX MCXOfa IPOY3POKOBAHMX ONMjaTHMa CBAKOT
faHa [55], WTO je BUIe Off OHMX Y3POKOBAHNX BaTPeHNUM
opyxjem mnu caodpahajunm Hecpehama.

Y 2015. rog. ekoHomckn Tpoukosu CAJJ 3dor morpe-
IHe yrnoTpede ommonpa MpolemeHy cy Ha Buie of 500
Mujapau gonapa [56], ykpyuyjyhn /pyncke Tpoiikose,
usMmeby ocrasor, 300r cMambeHOT KBaJIUTeTa XUBOTA, IICK-
XOJIOLIKOT CTpeca, mopemehaja conmjantor pyHKIMOHMCA-
1a 11 nopeMehaja HOPOAMYHMX OFHOCA.

CA]] pearyjy Ha HacTajle IpOMeHe U YBOJie peCTpPUK-
TUBHE Mepe KOjIMa OTPaHN4YaBajy IPOIMCUBaIbe ONMOA,
IIa BUXOB Opoj Iounme fa ce cMamyje mocie 2010. rognHe.
MebhyTtum, oBa npoxuduimja, nako cMamyje Opoj CMPTHUX
CTy4ajeBa M3a3BaHMX ONMONU/VIMA IIPOIIMICAaHVM Ha peLienT,
HOTIIOMa)Ke CTBapaibe I[PHOT TPXKMUILITA, YMMe Ce 1 Jajbe
nosehaBa dpoj yMp/MX of XeponHa, Kao 1 of peHTaHmIa
(50 myTa jaum of XepomHa) KOji ce MIerajHO IIPOU3BOJE.
Bpoj mpenosupama ca 1eTaTHUM UCXOLIOM ca PeHTaHUIOM
U IPyTMM CUHTETCKUM OIMOMAMMA Ce BMIIE HEro yIBO-
crpyuno ox 2015. o 2016. rox. [55, 57]. Ipyru sHavajan
npodieM yBohemwa peCTpUKTUBHUX Mepa je OTe>KaHO CHad-
JieBatbe ONMON/VIMA TTAllVjeHaTa ca XPOHUYHUM HeKaHIep-
ckuM do71oM Koju ce Beh 1yro sede 0BUM JIeKOBUMA.

HoBuja mcrpakmusama I0Ka3yjy fa IporpaMu Ipa-
hemwa mponucusama nekoBa y CAJ] xoju Kopucre 3ppas-
cTBeHe MH(OpMAIVIOHe TeXHOJIOTHje 1 pa3Memyjy HofaT-
Ke IpeKo IleHTpaan3oBaHe InaTdopme aajy odehasajyhe
pesynrare [58-59]. To 3Haum fma mpomnycuBame ONMON[A
MO>Ke Jja Ce KOHTPOJIMIIIE.

W paHac, mocne Buie of ABe JelleHuje of MoYeTKa
OIIVIOMJIHE KpU3e HEOCTajy IepUHUTUBHY JOKA3Y O OJHO-
Cy KOPMCTH ¥ PU3UKa Off IIPMMeHe onuonya y papmMaxoTe-
panmju XpoOHNYHOT HeKaHIepckor dona [28, 60-61].

CMmepHulle YKasyjy fia je pU3MK Off OIIMONA BepoBaT-
HO Berjhy Off BUXOBe KOPUCTU Kofi BehHe XpOHMYHNX He-
KaHIIepPCKUX OO/THYX CTamwa, YKbydyjyhu rmaBodoswe, don 'y
nebuma n pudpomujanrujy [62-64]. Takobhe, wuxosa epu-
KaCHOCT Y CMabetby XPOHNYHOT HeYPOIIaTCKOr O0/Ia je Heu-
3BecHa [65]. Y nedery XpOHIMYHOT 0T, OIMOUY CY Tepa-
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today are responsible for three quarters of deaths due to
overdosage among people aged 15 to 39 [74].

Abuse of prescription drugs among adolescents in
Canada, Australia and Europe at rates is similar to those
of the same age in the United States. Not surprisingly, the
American opioid crisis promotes opiofobia. The Center
for the Control and Prevention of Diseases in the United
States has written models of laws that restrict access to
opioids where they are overused. However, these same
measures may adversely affect the use of opioids in low-
income countries. For example, a model law requires that
only doctors can probe opioids, which limits the availability
of opioids in poor countries that do not have enough
physicians [75].

Opioid consumption in our country has been poorly
studied. The two-year study monitored the consumption of
opioid analgesics (expressed as a defined daily dose-DDD
per 1000 inhabitants per day) in Serbia in 2012 and 2013.
Opioid analgesics have been shown to be significantly less
used in pain therapy compared to some countries in the
region. Thus, in this period, consumption in Serbia was 8.8
times lower than in Croatia [76]. In 2015, this difference
was reduced to 7.6 times [77-78]. In Croatia and in our
country, tramadol is used most, followed by fentanyl,
and morphine. A detailed analysis of the consumption of
opioids in our country is necessary, as well as the reasons
for their less application.

The International Narcotics Control Board in its
periodical technical reports shows the consumption of the
most used narcotic drugs (codeine, fentanyl, hydrocodone,
hydromorphone, methadone, morphine, oxycodone,
pethidine, buprenorphine, etc.) in different countries of
the world. Consumption is expressed in DDD for statistical
needs per million inhabitants per day (S-DDD). According
to the report of this committee for the period 2013-2015.
year, our country is roughly at the level of Bulgaria, and
behind Hungary, the Czech Republic, Croatia, Slovakia,
Italy, and ahead of Romania, Ukraine, Turkey, Belarus,
Lithuania, etc. [79].

IMjCKa omiyja Kojy Tpeda mpodaTy HaKOH LITO ce Ipodajy
IPYTY Mambe PU3NYHY JIEKOBU [65-66]. 3adpuHYyTOCT y Be3n
OIMONAA je TT0CedHO NPUCYTHA Kl CY Y MUTABY HUXOBU
¢dusnonomky edekTy Kao IITO Cy TONEpaHIMja U XMuIle-
panresuja [67], XunoroHaausam 1 cekcyanHa guchyHkimja
[68]; 1 HexxerbeHM eheKTH - MOTEHIVjasT 32 HOTPEIIHY YIIO-
tpedy, 3noynorpedy [69] u nosehany cmprHoCcT [70].

Topnue 2016., LlenTap 3a KOHTPOIY 1 IpeBeHLNjy d0-
nectu (Centers for Disease Control and Prevention) y CAJ]
nyOIMKOBAo je Ipernopyke 3a IPONNCUBabe ONMOUA 3a
Nlederbe XpOHMYHOT dor1a (0CUM KaHILIepCKOT, do/ia Ha Kpajy
JKMBOTA U y NA/INjaTUBHOj He3M), @ HAMEIeHe CY JIeKap-
Ma y IpUMapHOj 3[[paBCTBEHO] 3aiTuTy. OBe Impernopyke
OfIHOCE Ce Ha NMTama Kajja IIoYeTy VI IPeKMHYTU OIN-
oujie y Ie4ery XpOHIYHOT 0/Ia, Koje JIeKOBe U Jo3e ATy,
KOJIMKO JYTO, KO 1 IIPOLIeHY OffHOCA KOPYICTY Vi PU3MKA O
ynotpede onmonpa [71-72]. Hbuxos 1we je ma yHampepe
de3demHOCT 1 epUKACHOCT /eyera doja U CMambe pU3NKe
Be3aHe 3a AYTOTPajHY Tepalujy ONMOMANMa, YKby4dyjyhn
3n0oynorpedy, 3aBUCHOCT, IPeOo3npatbe U CMPT.

ITocToju ocHoBana 3adpunyTocT fia he ce enmpemnja 3
ceBepHe AMepJiKe IIPOIIVPUTY HA OCTA/IN [Ie0 CBEeTa 1 OCTa-
v maHpemyja [73]. Janac y EBporny onvonay mpomvicany Ha
PELIENIT y3pOK Cy TPU YeTBPTUHE CMPTHIUX VICXOia YCIIef IIpe-
nosupama Meby ocodama crapoctu op 15 o 39 roguua [74].

3noymnorpeda sekoBa Ha penent Meby agonecreHTn-
Ma y Kanapgn, Ayctpanuju n EBponu mo cromama cimyHa
je xao kxop, ocoda ucror yspacra y CAJl. He usnenabyje ga
aMepuyKa ONmMouziHa Kpusa nogcrude onnododujy. Len-
Tap 3a KOHTpoiny u npeseHuujy donectu y CAJl Hanmcao
je Mofene 3aKoHa KOju OrpaHN4YaBajy SOCTYIHOCT ONVOM-
IIMa TaMo Ifie ce IpeKoMepHo Kopucte. MehyTnm, te ncre
Mepe MOTy HeIIOBO/BHO Jja YTU4Y Ha Kopuurhemwe ommonaa
Y 3eM/baMa Ca HUCKMM J0XOTKOM. Ha npumep, jenan Mmogen
3aKOHa HajIa)ke J1a CaMo JIeKapy MOTY fia IPOINIY OIMON-
fie, IITO OrPaHNYaBa OCTYIHOCT OMMON/A Y CMPOMAIIHUM
3eM/baMa Koje HeMajy I0BO/bHO Jiekapa [75].

[ToTpourma onmonza y Hauroj 3emMbu cado je mpoy-
yaBaHa. [[BOrofininmba CTyinja MpaTuia je IOTPOLIY OIN-
OUJIHUX aHa/IreTuKa (M3pakeHO Kao AeduHuUCaHa JHEBHA
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In a retrospective cohort study, which included all
patients first examined in the pain clinic of Clinical Center
of Serbia, during the first eight months of 2014 and 2015,
opioids have been found to be more often prescribed in
cancer compared to non-cancer pain. Also, the average
prescribed daily dose of opioid analgesics in the treatment
of non-cancer pain was significantly lower than in the
case of cancer pain, which is in accordance with current
guidelines [80]. It has been found that transdermal
fentanyl, hydromorphone and tramadol are the most
prescribed opioid analgesics. Since this is a retrospective
analysis of data and lack of more detailed patient data, the
authors state that they can not with certainty claim whether
there really was such a large number of patients in whom
only the transdermal form of the drug could have been
administered. Or they are other reasons (prescribing by
habit, patients who have previously prescribed this therapy,
opioid rotation, etc.) [80].

In the latest international pilot study, the use of opioids
in treating chronic non-cancer pain in the United States
and Serbia (202 patients from the USA and 102 patients
from Serbia) was compared [81]. In Serbia, compared to
America, opioids are taken by elderly patients (68.5 + 12.8
and 52.8 * 14) and those with severe pain (7.3 + 2.1 and 5.7
+ 3.2). Also, the taking of opioids in Serbia was preceded by
significantly longer non-pharmacological therapy (physical
therapy, transcutaneous electrical nerve stimulation, etc.
33.2 £ 18.5 and 14.5 + 10.7 months), as well as prolonged
therapy with non-steroidal antiinflammatory drugs (43.5 +
12.8 and 28.3 + 11.7 months), where there was no difference
between the examined groups regarding the efficacy of
these therapies. Also, patients from Serbia took less potent
opioid analgesics than American patients. This finding
suggests that doctors in Serbia, compared to American
doctors, are more cautious in prescribing opioid analgesics
in treating a chronic non-cancer pain, which is in line with
current guidelines.

nosa-JIJJ1] na 1000 craHoBHMKa Ha #aH) y Cpduju ToxoM
2012. n 2013. ropuue. IlokasaHo je ma ce ONMOMJHMU aH-
aITeTUIM 3HAYajHO Malbe KOPUCTe Y Tepanuju doja y mo-
pebemy ca HekuM 3em/bama M3 permoHa. Tako je y oBoM
nepuony norpourma y Cpduju duna 8,8 myra Marma Hero y
XpBaTckoj [76]. Y 2015. Ta pasnuka je cMameHa Ha 7,6 IyTa
[77-78]. I y XpBarcKkoj u KOJ, Hac HajBMUIlE Ce KOPUCTU
Tpamajor, a 3atuM (eHTaHm1, nma mopdun. Heomxonna
je Iera/bHa aHajM3a MOTPOILGE ONMONAA Y HAIIOj 3€MJbM,
Kao 11 pas3Jiora BbIX0Be Mambe IpIMEeHe.

MebyHnaponuu ofdop 3a KOHTPONYy HAPKOTHKA Y CBO-
juUM IepMOAMYHMM TEXHUYKVM WM3BELITajuMa IIpUKasyje
HOTPOLIKY HajBuile KopuheHNX JTeKoBa U3 Tpylie Hap-
KOTMKa (KofieVH, peHTaHN I, XUAPOKOLOH, XUAPOMOPdOH,
MeTafIoH, MOPGUH, OKCUKOJOH, IeTUAVH, dynpeHopduH n
ip.) Y pasmMuMTUM 3eM/baMa cBeTa. IloTpomma ce uspa-
xaBa y JJI]] 3a cratucTyke norpede Ha MUIMOH CTAHOB-
Huka gHeBHO (C-[I[11T). IIpema n3Bemrtajy oBor oxdopa 3a
nepuop, 2013-2015., Hama 3emM/ba je OTIPUINKE HA HUBOY
byrapcke, a usa MabapCKe, Yemxe, XpBarcke, CroBauke,
Wranmje, n ucnpen Pymynuje, Ykpajue, Typcke, benopycu-
je, JlutBanuje, utx. [79].

Y jenHoj peTpOCIEeKTNBHOj KOXOPTHO] CTyHuju, Koja
je odyxBaTwia CBe TMalyjeHTe NPBU IyT IIperjefiaHe y
Kadunery 3a tepanujy doma Knnunuxor nenrpa Cpduje,
TOKOM IpBUX ocaMm Meceuy 2014. u 2015. rop. yrBpheHo
je ma cy omyompay MHOTO 4eirhe IPONMCUBAHY Y Tepalm-
j KaHIIEPCKOI, Y OfHOCY Ha HekaHIepcku don. Takobe,
IpOCeYHa IPOIMCaHa JHEBHA [J03a ONVOMIHOT aHAJITeTH-
Ka y Tepanuju HeKaHIepcKor dora dua je 3HauajHO Mama
HEro Kojj KaHIlepcKor doja, IITO je y CKIafy ca Baxehnm
cmepHunama [80]. Habeno je ga cy HajBuie nponucusann
TpaHcaepManHu GpeHTaHuI, Xuapomopdon u Tpamagon. C
003MpOM Ha TO fla ce pajy O PeTPOCIEKTUBHOj aHAIM3U
IojlaTaka U Jla HellOCTajy AeTa/bHUjU NOJaly O MalNjeH-
TYIMa, ayTOPY pajia M3jaB/byjy /ja He MOry ca curyprourhy
TBPANUTY [ JIU je 3a/CTa dMO TaKo BeMMKM dpoj maryjeHa-
Ta KOJ, KOjMX je je;HO TPaHC/iepMaIHy OQ/IUK JieKa MOTao
Sutu npumMerbeH. Vinu cy o cpeny gpyru pasnosu (mpommn-
CMBame 110 HaBMIY, MALVjeHTN KOjuMa je o paHuje duma
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Y HajHOBMjOj MehyHapomHOj IMIOT cTyAMju Mopehe-
Ha je yHnoTpeda onmousa y nedery XpOHIYHOT HeKaHIep-
ckor doma usmehy CAJI u Cpduje (202 manujenta us CAJJ
u 102 mauujenrta us Cpduje) [81]. ITokasano je ma y Cpduju
Yy OBHOCY Ha AMepPUKY OIIMONe Y3IMAajy MallMjeHTy CTaph-
jer >xuBOTHOT 00a (68,5+12,8 u 52,8+14) 1 OHU KOju MMa-
jy jaum don (7,3+2,1 n 5,7+3,2). Takobe, ysumamy onvonga
y Cpduju nperxopua je 3Ha4ajHO Ayka HeapMaKOIOLIKa
tepanuja (pusukanna repanuja, TEHC, u np.; 33,2+18,5n
14,5+10,7 mecenn), Kao U Ay>Ka Tepamyja HeCTEPOUJHUM
aHTMMqu}IaMaTopHMM nekoBuma (43,5+12,8 u 28,3+11,7
Meceln), Ipyu 4yeMy Huje HaheHa pasnuka usmeby ncnurn-
BaHUX Ipyla y norneny edukacHocTy oBe Tepanwuje. ITa-
nujenty u3 Cpduje y3umanu cy Marbe IOTEHTHe OOV HE
aHa/ITeTNKe Off aMepMUKNX ManyjeHata. OBaj Haja3 ykasy-
je ma cy nexapu y Cpduju, y ogHOCy Ha AMepudke jiekape,
OIIPe3HNj! TPV MPONNCHUBABY ONMOMIHNUX aHAITeTUKA Y
Jlederby XpOHMYHOT HeKaHI[ePCKOT dorIa, LITO je y CKIafy
ca Baxehum cMepHuiama.
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