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OPIJATNI I ALTERNATIVNI/ADJIIVANTNI ANALGETICI

Radica Stepanovi6-Petrovid

Institut za farmakolo gij u, Farmaceutski fakr"rltet, Beo grad

Hronidan bo1 nrogu izazyati, produZrti ili pogoriati razll('iti faktori: bolesti koje

izazivajtt bol ali koje Je ne mogu' izlediti (artritis. kancer. migrena, fibromijalgr.la,

dr;abetifna neuropatlja); startja iZazvana bole56u, koja se odrZavaju i po prestanku

botesti (oite6enja senzoir.|ih i..uvu, simpatidke et-erentne aktivnosti i bolne refleksne

mi5iine kontrakcije): i rarlit,ta psilifka sianja koja rnogu pogoriati i1i dak izazvatibol'

osnovne grrp" t.t*u koje se primenjuju u tretmanu hronidnog bola su: opioidni

ontilgelici; untidlpiesivi; untikinvulzit'i i lotitni unestetici. Dugotrajna oralna primena

ipfoTdriti onatgetiktr se najieS6e koristi u terpiji bola 
'ralignih.oboljenja 

U ove svrh.e

,i p..porul.,.1I p.in-,.,-ru' ,l*rtnu sa pro6uZenim oslobadanjern. metadona ili

aLrgoaeiulueih" preparata levorfanola. Takodi: se desto primenjuje fentanil u forn,i

traisdermalnog'flaitera. Farmakokinetidki profil ovih preparata omogu6ava produZeno

aratjetieto de]stvo, i miniiriziranje neZeljenih efekata kao 5to su sedacija koja se javlja

sa nigli,, povtda,lern nivoa leka u plazmi, i ponovno javljanje bola' sto je u vezi sa

L.rl# smanjivanje,r koncentracije opioida u plazmi. Konstipacija je dest neZelieni

efekat, koji bi trebalo lediti.
Tricikliinianticlepresivi(TCA)ostvarujuanalgetidkiefekatutfetlnanll

hronidnog bola brZe i pii r"unjoj dozi nego kada se primenjuju u terapli depresije Ovi

lekovi pitenciraju analger4i iruruunu opijatima, te se koriste-zajedno kod jakog

;;;;""; bola n -utig"ni,, tumorima. Eukasnost TCA je zabele1ena u ledenju

p[rt-r,",i"tlot. n.urulgfi., dijabetidke neuropatije, tenzione glavobolie, i migrene.

ft;;.1i" se prirnenjuiti u,"itiiptitir, nortriptilin i dezipramin ,Ali TCA 'rogu 
irnati

;;ilj;" ,"2.'t1.n. .i.itt" kuo 5to su ortostitska hipotenzija, EKG promene i aritrnije,

,ir.tn1. u parn6enju. ionti,p*i;u i retencija urina, koii mogu posebno kod starih

pu.ij.'nu,u da budu proLf .n , a 
'neki od njih potenciraju istovrstte neZeliene efekte

[p,:1 " S.f.f.tivni in6ibitori preuzi*-anja seiotonina kao Sto su fluoksetin i venlafaksin

i,i_,iiu ,.a. i manje izraiene nezeljene efekte od TCA, ali i manju efikasnost .
suprimiranju hronidnog bola.

Antikonvulzirii lkurbu,rurepin, fenitoin, gabapentin) .i lokilni unestelici - i-v'

(lidokain i meksiletin) su posebno efikasni u ledenju neuropatskog bola'

U zakljuiku, "pU"*i"rrfgetici 
ostaju oinovni lekovi u ledenju umerenog do

jakog kancerrt og Uoiu.'U1oga adju-vantnih analgetika u tretmanu kancerskog bola sve

viseraste.posebno,*ir,pacijenatakoclkojihopijatinemog}lupotpunostida
antagonizuju bol. Su airg" stiane, neki alternativni/adjuvantni analgetici imaju

;.";fiar"' analgetidka s.r-ojstva u otklanjanju izvesnih tipova bola, poseb.o

neuropatskog bola.
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]I P I O IDS AND ALTERNATIVE/ADJTIVANT ANALGESICS

Radica Stepanovi6-Petrovi6

Department of Pharmacology, Faculty of Pharmacy, Belgrade

lhere are severai factors that can callse, perpetuate, or exacerbate chronic pain:
:-:ses that are characteristically painflil for which there are presently no cure
:itjs. cancerl migraine headaches, fibromyaigia, and diabetic neuropathy);

. :rdary perpetuating factors that are initiated by disease and persist after that disease
, :esolved (darraged sensory nerves, syrnpathetic eff-erent activify, and painful reflex
.:le contraction); and a variety of psychological conditions that can exacerbate or

:rl cause pain.
The niain classes of analgesics adrninistered in treating chronic pain are: opioids;

'iilepressonts; anticonvulsives and local onestltelics. The long-term orally use of
-irirls is administered for patients with pain due to rnalignant diseases. For this
::ose, it is desirable to use sustained-release morphine, methadone or long-acting

. . 'rrphanol conrpounds. Transdermal fentanyl is another excellent option. The
..,rntacokinetic profile of these drug preparations enables prolonged pain reliel, and
r-Liurizes side effects such as sedation that are associated with high peak plasma levels

.:'.rcing the likelihood of rebound pain associated witlr a lapid fall in plasrna opioid
- :',centration. Constipation is a virtually universal side effect of opioid use and should
I treated expectantly.

The analgesic effect of tricyclic antidepressunb QCA) in heating chronic pain has a
.'ore rapid onset and occurs at a lower dose that is typically required for the treahlent ol
.-:nression. TCAs potentiate opioid analgesia, so they are usefirl adjuncts for the treatment of
,:iere persistent pain such as occurs with rnalignant tunrors. TCAs are of padicular value in

.'.i tttanagement of neuropathic pain snch as postherpetic neuralgia, diabetic neuropathy,
:nsion headacl.re and rnigrain headache. The rnost frequently used drugs are: amitriptiline,
trrrlriptyline and desipraniine. But TCAs rnay have significant side effects such as orthostatic
:r potension, ECG disturbances and anhythmias, memory impairment, constipation, and

,rtnary retention, which nray be parlicularly ploblernatic in elderly patients, and several are

:lditive to the side effects of opiod analgesics. The serotonin-selective reuptake inhibitors sr"rch

"s fluoxetine and venlafaxine have fewer and less serious side effects than TCAs, but they are

J)s effective for relieving pain.

Anticonvulsives (carbarnazepine, phenytoin, gabapentin) and i.v. locul
urtesthetics (lidocaine and mexiletine) are useful prirnarily for patients uith neuropathic
lain.

In conclusion, opioids remain the rnainstay of treatrnent of moderate to severe
cancer pain. The potential utiiity of adj',rvant analgesics in the management of cancer
pain has grown" especially for those patients rvhose pain is only partially responsive to
opioids. Othenvise, some alternative/adjuvant analgesics possess specific analgesic
properties in several types ofpain especially neuropathic pain.
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