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Opioidiniy analgetiky skyrimo
galimybes



Letinis neonkologinis skausmas

Bet kokios etiologijos skausmas, tiesiogiai
nesusijes su onkologine liga, turintys rysj su
létine medicinine bukle ar uztrunkantis ilgiau, nel
tikétinas audiniy suzalojimo gijimas,
pazeidziantis paciento funkcionavimag ar
gyvenimo pilnatve (kokybe)

Practice Guidelines for Chronic Pain Management: An Updated Report by the

American Society of Anesthesiologists Task Force on Chronic Pain Management and
the American Society of Regional Anesthesia and Pain Medicine Anesthesiology 2010;

112(4):810-833




LETINIS NEONKOLOGINIS SKAUSMAS

" Osteoartritas

" Apatinis nugaros skausmas

" Miofascinis skausmas

" Fibromialgija

" Galvos skausmas (migrena, jtampos skausmas, klasterinis)

" Centrinis skausmas (nugaros smegeny trauminis,
insultinis, 1Ssétinés sklerozes)

= Leétinis pilvo skausmas (Iétinis pankreatitas, 1étiné peptine
opa, dirgliosios Zarnos sindromas)

" Kompleksinis regioninis skausmas (I ir II tipai)

" Fantominis galiinés skausmas

" Periferiné neuropatija

" Neuralgija (poherping, trigeming)



LETINIS NEONKOLOGINIS
SKAUSMAS: Farmakoterapija

* Skausmas gydant tur1 smarkiai sumazeti (1ki 30 proc.
pradinio skausmo intensyvumo)

* Skiriami vaistai neturi sukelti sunkiy netoleruojamy
nepageidaujamy poveikiy

* Gydymas turi pagerinti ligonio funkcing bukle bei
gyvenimo kokybe

* Vaistas skirtamas adekvaciomis dozémis, kol bus
nuspresta, kad jis yra “blogas™ skausmui gydyti

* Gydymo pradzioje je1 galima, reikia siekti skirt1 vieng
analgetin] preparatg

* Medikamentas skiriamas “pagal laikrod;” reguliariais
intervalais



LETINIO NEONKOLOGINIO SKAUSMO
OPIOIDU TERAPIJOS REKOMENDACIJOS

NEONKOLOGINIO SKAUSMO GYDYMO REKOMENDACIJOS

(R.Portenoy, 1996)

OPIODINIU ANALGETIKU NAUDOJIMAS GYDANT LETIN]

NEONKOLOGIN] SKAUSMA Kanados skausmo draugijos konsensusas ir

rekomendacijos (1997)

OPIOIDU NAUDOJIMAS GYDANT LETIN] SKAUSMA:

Amerikos skausmo medicinos akademijos ir Amerikos skausmo

draugijos konsensusas, 1997)

TARPTAUTINES SKAUSMO STUDIJU ASOCIACIJOS EUROPOS

SKAUSMO DRAUGIJU FEDERACIJOS OPIOIDU SKYRIMO

LETINIAM NEONKOLOGINIAM SKAUSMUI REKOMENDACIJOS,

2002)

OPIOIDU TINKAMO NAUDOJIMO PASTOVIAM NEONKOLOGINIAM

SKAUSMUI GYDYTI REKOMENDACIJOS

Brity Skausmo draugijos, KaraliSkosios anestezisty kolegijos,
KaraliSkosios bendrosios praktikos gydytoju kolegijos ir karaliSkosios
psichiatry kolegijos Konsensusas (2004 )
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Opioidiniy analgetiky skyrimo
ypatumai



Analgetiky skyrimo taisykles

< Skiria pirmasis gydytojas

= Vadovaujasi pakopinés analgezijos schema

< Jvertings skausmo intensyvuma

< Parenka pagrindinj analgezinj preparata

< Derina su papildomais (adjuvantiniais) vaistais

< Kontroliuoja betarpiska efekta ir
nepageidaujamus poveikius

< Ilgesniam paskyrimui vadovaujasi “pagal
laikrody” principu

< Pildo skausmo dienyna

< Vertina efekta, esant reikalui kviecia skausmo
gydymo konsultantg



Opioidiniy analgetiky klinikine
klasifikacija

< a) silpnieji (kodeinas, tramadolis, pentazicinas)

< b) stiprieji (morfinas, fentanilis, metadonas,
petidinas)

< ¢) trumpai veikiantys (kodeinas, morfinas inj.,
tramadolis kaps.)

< d) ilgai veikiantys (morfinas tab., fentanilis
transderminis, tramadolis tab.)



Opioidine analgezija paskiria:

< Ambulatorijoje:

a) bendrosios praktikos gydytojas

b) skausmo klinikos gydytojas

c) kitas gydytojas, kuriam §1 yra teisé suteikta

< Stacionare:
Bet kurios specialybés gydytojas



Opioidiniai analgetikai neonkologiniam
skausmui: gera medicinos praktika

* Skausmo klinikinis vertinimas ir paciento medicininé apZiiira: biitina gerai
iSs1askinti skausmo anamneze ir skausmo poveik] pacientui, ankstyvesniy
diagnostiniy tyrimy perzitra, buvusios klinikinés intervencijos, vaisty
vartojimo anamneze, gretutiniy susirgimy buvimas ir gydymas

* Gydymo planas turi biiti individualus 1r atitikti esancig problema: reikia
galvoti apie kompleksinio gydymo programa, jtraukiant reabilitacijos
proceduras, elgesio poveikio strategijas, neinvazines technikas, taip pat
medikamentus, priklausomai nuo fizinés ir psichosocialinés paciento
bikles.

* QGydytojas turl pacientui ar jo slaugytojui paaiskinti visus su OA susijusius
privalumus ir nepageidaujamus poveikius



Opioidiniai analgetikai neonkologiniam
skausmui: pacienty atranka (l)

* Geltonosios veliaveles: pakites elgesys, kuris gali
neduoti gydymo efekto, sukelia 1lgalaikio OA

vartojimo problemy

- agresyvus reikalavimas skirti daugiau vaisto gydymui

- vaisto kaupimas, kai skausmo simptomai maz¢ja

- specialaus vaisto reikalavimas (“ne visi opioidai yra vienodi”™)

- savarankisSkas suradimas kity panasSiy opioidams vaisty

- nesankcionuotas dozes eskalavimas ar kitas nesuderinamas su
paskyrimu poelgis

- psichikos pakitimy atsiradimas

- nepasidavimas terapijos pakeitimui atsiradus nerimo 1r kitiems
pavojingiems simptomams



Opioidiniai analgetikai neonkologiniam
skausmui: pacienty atranka (ll)

* Raudonosios veliaveles: Pakites elgesys, rodantis
piktnaudziavima vaistu ir potraukio atsiradimag

- klastojami receptai
- vogimas vaisty 18 kity
- pardavinéjimas vaisty
- i1SraSyty vaisty 1sigijimas nemedicininése vietose injekcijos
- piktnaudziavimas alkoholiu kartu su vaistais
- daugybinis dozes didinimas ir kiti nesuderinami su terapija veiksmai
daugybinis recepty “pametimas”
- pakartotiniai praSymai kartoti recepty 1SraSyma, vykimas | priémimo
skyrius tuo tikslu
- akivaizdus darbo funkcijy, Seimos nario funkcijy neiSpildymas
- pakartotinas nenoras keisti terapija, nepaisant akivaizdziy fizikiniy ar
psichosocialiniy reakcijy dél paskirto vaisto



Opioidiniai analgetikai neonkologiniam
skausmui: nepageidaujamy poveikiy vertinimas

* Pykinimas ir vémimas

* Sedacija

* Kvépavimo depresija

* Viduriy uzkiet¢jimas, Slapimo susilaikymas

* Prakaitavimas

* Nemiga

* Seksualiné disfunkcija

* Pazintiniy funkcijy pokyciai

* Hormonuy apykaitos pokyc€iai (kortizolis, prolaktinas,
estrogenas, progesteronas, testosteronas)

* Alerginés reakcijos



Opioidiniai analgetikai neonkologiniam
skausmui: potraukio rizika

* Literaturos duomenimis — nuo 3 iki 19%
* Svarbiausi rizikos veiksniai:
- kokaino, kanapiy, gausus alkoholio vartojimas
pracityje
-piktnaudziavimas narkotikais praeityje
- narkotikais, alkoholiu piktnaudziavimas Seimoje
- priklausomybeé tabakui
- rySki depresija ir/ar nerimas
"lves T et al. BMC Health Services Research 2006

2Reid MC et al JGIM 2002
IMichna E el al. JPSM 2004

“Akbik H et al. JPSM 2006




Polinkio vartoti opioidus vertinimas

Paciento charakteristika Moteris

Piktnaudziavimas Alkoholis
preparatais seimos | Nelegaliis preparatai
anamnezéje Kita
Piktnaudziavimas Alkoholis
preparatais asmens | Nelegalus preparatai
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anamnezeje Vaisty 15rasvmas
Amzius (16-45)
Seksualinio 15naudojimo
anamnezé pauglystéje
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Vertinimas 0-3 maza rizika
4.7 widutiné rizika
8+ didele rizika
DS — démesio sutrikimas. BS — bipolinis sutrikimas, OKS — obsesimnis-kompulsinis sutrikimas




Letinis neonkologinis skausmas:
opioidiniy analgetiky parinkimas

* Silpnas ar stiprus?

* Ilgalaikis ar trumpalaikis?

* OA vartojimo anamneze?

* OA 1vedimo budas?

* Trumpo veikimo ar/ir 1lgo veikimo?
* Nepageidaujami poveikiai 1r kaina?



Letinis neonkologinis skausmas:
vaisto skyrimo taktika

- op1o1do 1r jo dozes parinkimas

- pagrindinio skausmo malSinimas (1lgai veikiancios
formos)

- skausmo protrukio malSinimas (trumpai veikiancios
formos)

- papildomas gydymas adjuvantais

- op1o1dy rotacija

- palaikomojo gydymo stebésena



Opioidiniy analgetiky rotacija
Opioid Conversion Chart

ANALGESIC ORAL PARENTERAL

Ogcodore o |-
yoocodone | |-

100-200 mcg [TM]
Fentanyl 50 mcg [TD] 100 mcg
Propoxyphene 65-130 _

adapted from © Copyright 2008 American College of Physicians




Opioidiniy analgetiky efektyvumo
vertinimas



Letinis neonkologinis skausmas:
opioidiniy analgetiky efektyvumas

* - literaturos duomenys pagal klausimynus ir
nekontroliuojamus tyrimus

* - dauguma randomizuoty kontroliuojamy tyrimuy
mazos trukmes 1r apimties (<4men. <300 pacienty)

* - dauguma farmaciniy kompanijy sponsoriuoti

* - daugumoje vidutinis skausmo malSinimo efektas

* - sumazu ar be funkcinio pageréjimo

Balantyne JC, Mao J. NEJM 2003

Martell BA et al. Ann Intern Med 2007; Eisenberg E et al. JAMA. 2005



llgalaikio morfino skyrimo efektyvumo vertinimas

Table 13. Results of studies evaluating the long-term effectiveness of morphine.

Studv/ myethods

Participants

Opioids studied

Omtcoime(s)

Result{s)

Conclusiongs)

Complications

Allan et al (259)

Open. randomized,
parallel group
multicenter study
13 months

Chronic low
back pain
MN=630

Sustained release
oral morphine
versus transdermal
fentanyl

Pain relief; bowel
function, guality
of life, disease
progression, and
side effects

Significant
proportion of
patients on
sustained release
morphine
experienced pain
relief

Sustained release
strong opicids
can safely be used
in opicid naive
patients

Most comImon
adverse events
leading to
discontinuation
were nausea (37%),
vomiting and
constipation.

Caldwell et al (260}

Double-blind trial,
followed by open-
label extension trial

184 with
chronic
osteoarthritis

181 patients
entered the
open-label
trial

Placebo, Avinza,
or M5 Contin in
double-blind trial

Pain relief;
phiysical
functioning;
stiffness

Significant
Improvement in
pain relief and
sleep measures

Efficacy was
comparable
between two modes
of administration.

Most common
adverse effects were
constipation and
nausea

Zenz et al (265)

Marrative descriptive
report

100 patients
who were
chronically
given
opioids for
treatment of
nonmalignant
pain, with

23 patients
receiving
morphine SR

Sustained release
morphine,
sustained release
dihydrocodeine,
buprenorphine

WVAS, Karmofsky
Performance
Status Scale
used to assess
function

Good pain relief
was obtained in
51 patients and
partial pain relief
was reported by
28 patients. Only
21 patients had
no beneficial
effect from
opicid therapy

Results indicate
that opioids can be
effective in chronic
nonmalignant pain,
with side effects
that are comparable
to those that
complicate the
treatment of cancer
pain

Common side
effects were
constipation and
nausea

Maier et al (29&)

Marrative descriptive
report

121 patients
with chronic
NOnN-Cancer
pain

Sustained release
morphine

Pain relief and
quality of life

Significantly
lower pain
intensity and
improved
physical state
and quality of life

Pain relief
correlated with
Improvement in
functional status

There was no
development of
tolerance

Tassain et al (297)

Long-term
prospective study

28 chromic
NOn-Cancer
pain patients.
18 received
oral sustained
morphine,

10 patients
stopped
morphine due
to side effects
and were
followed as
control grouap

Oral sustained
morphine

Pain relief
and cognitive
functioning

Follow-up period
of 12 months

Morphine
produced
persistent

pain relief and
improved quality
of life and mood

There was no
impairment of any
neuropsychological
variables owver time

Side effects
inchoded
constipation,

loss of appetite,
naunsea, dry mouth,
drowsiness,
somnolence,
fatigue, subjective
memaory
impairment.
sweating, and
pruritus

Adapted from Trescot et al (19). Effectiveness of opioids in the treatment of chronic non-cancer pain. Pain Physician 2008; 11:5181-520d0.

whew. painphysicianjournal .com




llgalaikio trandermalinio fentanilo efektyvumo vertinimas

Table 14. Results of studies evaluating long-term effectiveness of transdermal fentanyl.

Study/ methods | Participants Opioids studied | Outcome(s) Result(s) Conclusion(s) Complications
Allan et al (259) | 338 patients Evaluation of Pain relief. Transdermal Transdermal Most common
were transdermal bowel fentanyl provided [ fentanyl can side effects
Open. studied with fentanyl in function, significant pain safely be used included
randonuzed, transdermal strong-opioid quality of relief m opioid naive constipation,
parallel group fentanvl with | naive patients life. disease patients nausea, and
multicenter chronic low with chronic low | progression, voruting
study back pain back pain and side
13 months effects
Milligan et al 532 pts w/ Transdermal Preference of | 67% rated pain Long-term Nausea 31%;
(260) chronic non- fentanyl medication, rehief as very treatment with constipation
Cancer pain compared pain control, good to moderate [ transdermal 19%%;
International, studied over to previous SF-36, global | on transdermal fentanyl offered | sommnolence
multicenter, 12 months medication (over | satisfaction, fentanyl 86% majority of 18%a;
open label trial 40 different requirement preferred patients at least | respiratory
31% opioids) for break- transdermal moderate relief | depression,
completed through pain fentanyl, SF- abuse, or
trial. 25% 36 showed less 1%
withdrew mmprovement for withdrawal 3%
because of body pain only
adverse events
Mystakidou et 5290 patients Transdermal Cuality of Transdermal Transdermal Side effects,
al (267) being treated therapeutic Life-Short therapeutic therapeutic with
with oral system fentanyl | Form 12 system-fentanyl system-fentanyl | constipation
Prospective codeine or oral significantly 15 a safe and (range 4 6%
open-label study | morphine mmproves quality effective pain 23.19%) and
of life within 28 management nausea were
days. and pain the most
management frequent
within 48 hours

Adapted from Trescot et al (19). Effectiveness of opioids in the treatment of chronic non-cancer pain. Pain Physician 2008; 11:5181-5200.




llgalaikio tramadolio skyrimo efektyvumo vertinimas

Table 17. Results of studies evaluating long-term effectiveness of tramadol.

Study/methods FParticipants Opicids stuadied Outcome( =) Re=uli{s) Conclusionds) Complications
Harati et al (261) 117 with Tramadol Self-administered Tramadol Tramadol The most common
painful pain intensity reduced provides lomg- adwverse events
a-month open diabetic scores (scale 0-4; mean pain term relief of the were constipation,
extension followed neuropathy none o extreme SCOTES pain of diabetic nausea, and
a 6-weck double- pain) and pain which were neuropathy headache
blind randomized A total of relief scores (scale maintained

trial

117 patients
{56 former
tramadol and
51 former

-1-4; worse bto
complete relief)
were recorded the
first day of the

throughout
the study

placebo) open extension
entered the {last day of the
study double-blind
phase) and at 30,
90, and 180 days.
Agdams et al (213) A total of MSAIDs, Abuse Tramadol was | These results MNone described
11,352 subjects tramadol, effective with support the
Prospective were enrolled hydrocodone less abuse hypothesis that

potential than
hydrocodone

the rate of abuse
identified with
tramadol is less
than the rate
associated with
hydrocodone

Beauliew et al {302)

Multicenter
randomirzed double
blind, double
durmmy, cross over
trial of tramadol
controlled-release
and tramadaol
immediate-release

Chronic nomn
cancer pain
patients: (n=
123)
Completed
stndy: n=65

a8 weeks

Pts randomized
Lo 2 grodrps:
active tramadol
controlled-
release + placebo
4-6 hours prn

or placebo plas
active tramadol
immediate-release
4-6 hours prn
for 4 weeks and
then switched

to alternate
treatment fior
another 4 weeks

Pain intensity; pain
dizability index;
sleep guality and
quantity; analgesic
effectiveness;
adverse events at
each wisit

Owerall pain
intensity
SCOTes
sigmificantly
better with
controlled-
release
tramadaol.
Mo
differences
in total pain
disability
index, or
overall pain
and sleep
SCOTEs

Significantlhy
better pain
contrnod in chronic
benign pain

with tramadol
controlled-release
every 24 hours

vs. Tramadol
immediate-release
every 4-6 hours
pro

Funded by Purdue
Pharma

3 patients
experienced serious
adwverse events.
The only difference
in adverse events
was Nausea seen
more often in

the tramadol
controlled-release
(P02 1).

2 patients
hospitalized with
vomiting from

the immediate-
release group; one
hospitalized for
asthenia in the
controlled-release

Broup

Adapted from Trescot et al {19). Effectiveness of opioids in the treatment of chronic non-cancer pain. Pain Physiciarn 2008; 11:5181-52040.

540

whnnw. painphysicianjournal .com -




Letinis neonkologinis skausmas:
OA efektyvumas

* Neéra pakankamy jrodymy, kad 1lgai veikiantys OA
yra labiau efektyvus ar saugis

* Ne¢ra pakankamai rodymuy, kad vienas 1lgai
veikiantus OA yra veiksmingesnis uz kita

* Nera OA, kuriais negalety buti piktnaudziaujama

Chou R et al. J Pain Symptom Manage 2003




kontrole



Letinis neonkologinis skausmas:
ilgalaikio gydymo kontrole

* Specialisto konsultacija (skausmo gydytojo,
psichologo)

* Periodiska gydymo veiksmingumo kontrolé
(funkciné bukle, analgezija, nepageidaujami
poveikiai, galimas potraukis)

* Dokumentacna (gydymo planas, jo korekcija,
pakartotinas skausmo vertinimas)

* Galimo piktnaudziavimo stebésena



Letinis neonkologinis skausmas ir
OA: galimo potraukio pozymiai

(7alima potraukio 1storia

Mokejimas uz preparatus grynas

Nejtikétinat geros zinios apie preparaus

Retkalavimas preparato pirmo  vizito
metu

Neadekvatus ar perdetas draugiskumas

Prasymas specifinio preparato

Nevalyvumas, bloga saves prieziiira

Nezaléjimas vardintt paprasto preparato

Neaiskios paciento atsiuntimo aplinkybés

Nusiskundimar  labiau  skausmu  net

medicinine bikle

Senyvi pacientai Iydimi jauno palydovo

Preteksta, kad pamestt medicininiai
dokumentai




Letinis neonkologinis skausmas ir OA:
galimo piktnaudziavimo pozymiai

Paorertintas recento 1551rasvmas Pamestt medikamentar

Daznai nesuderinta dozés eskalacija
Retkalavimas daznmti priémimus | Netewsingt vaisty tableciy skaiiavimo
rezultatal

Pakartotiian atvykimai priémumui | Vaisto  ekskrecjos testo  pokyéian
nevalyvoje bilsenoje rodantys vartojtmo pazeidimus
Retkalavimas papildyti vassty Anomminia telefono skambuéiai

Pamestt 1'eceEtai




LNS: Opioidiniy analgetiky
algoritmas — 10 zingsniy (I)

VisapusiSkas pradinis ligonio skausmo vertinimas
Intrumentine diagnostika (KT, MRT, psichologinis
tyrimas, diagnostiniai blokar)

OA skyrimo pagrindimas

Naudos/rizikos jvertinimas

Gydymo tikslo nustatymas

Paciento sutikimas

Pradinis kontrolinis gydymas (pasiekiama reikiama doze,
k1 8-12 savaiciy)

Stabili gydymo faz¢ (kasménesiné kontrolé)

Gydymo taisykliy laitkymosi kontrolé

Rezultatas teigiamas — gydymas t¢siamas, neigiamas -
nutraukiamas



Letinis neonkologinis skausmas ir jo gydymas
opioidiniais analgetikais: isvados (l)

1. Opioidiniy analgetiky pasirinkimas létinio neonkologinio skausmo atveju neretai gali
buti vieninteliu teisingu sprendimu.

2. Pries paskiriant gydyma opioidiniais analgetikais, pirmiausia reikia jvertinti galimo
potraukio preparatams rizika.

3. Pries pradedant gydyma, tikslingas paciento supazindinimas su opioidiniy analgetiky
teigiamais ir neigiamais poveikiais bei informuoto paciento sutikimo pasiraSymas.

4. Leétinio neonkologinio skausmo atveju svarbus yra teisingas preparato formos
parinkimas, pirmenybg teikiant peroraliniams preparatams.

5. Paskiriant gydyma opioidiniais analgetikais létinio neonkologinio skausmo atveju
svarbu nustatyti teisinga preparato doze, malSinti skausmo protrikius, esant reikalui,
keisti viena opioidin] preparata kitu.

6. Tik licenzijuotas ir pasiruoSgs medicinos praktikas gali paskirti 1étinio neonkologinio
skausmo pacientui gydyma opioidiniais analgetikais.
tarp paciento 1r gydancio gydytojo, taip pat tarp pirminio ir antrinio, tretinio lygio
specialisty



Letinis neonkologinis skausmas ir jo gydymas
opioidiniais analgetikais: isvados (ll)

b) palaikomasis; kiekvienu laikotarpiu labai svarbi yra gydymo
kontrolé.

9. Paprastai gydymo pradzioje opioidinis analgetikas turi biiti
titruojamas skiriant trumpo veikimo preparata, o pasiekus efektyvia
palaikomg dozeg, pereinama prie i1lgalaikeés terapijos prailginto
velkimo preparatu.

10.Biitina skirti svarbiausius opioidiniy analgetiky pasalinius
poveikius: fizing priklausomybeg, tolerancija, galima potrauk] ir
piktnaudZiavima Siais preparatais

11. Skausmo silpnéjimas, pageréjusi funkcija ir gyvenimo kokybe — tai
svarbiausi gydymo opioidiniais analgetikais tikslai.

dokumentuojamas.
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