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PROLEG

Després de fer una analisi i seguiment dels medicaments amb més import
facturat en els darrers anys, en 'ambit de I'atencié primaria, tan a Catalunya com
a la resta de I'estat espanyol, es va observar un increment elevat de I'is de
medicaments que se utilitzen per al tractament de I'epilepsia, del dolor neuropatic
i del trastorn d'ansietat generalitzada (TAG) en adults. A més, es va detectar un
canvi de tendencia en I'is de diferents grups, en concret, un augment dels
analgésics opioides i d’altres analgésics com el paracetamol, i un descens
significatiu dels antiinflamatoris no esteroidals (AINE), sobretot en indicacions
com el dolor cronic noncologic (DCNO).

Aquesta tesis doctoral pretén mostrar si hi hagut una prescripcio dels grups de
medicaments mencionats, d’acord amb les indicacions terapéutiques
autoritzades o, pel contrari, s’han prescrit per altres indicacions no descrites a la
fitxa técnica, el que afectaria o podria tenir repercussions apreciables que caldra

valorar en I'ambit sanitari, social i també en I'economic.

La tesis es presenta com un conjunt de 3 articles publicats en revistes
cientifiques de prestigi internacional i/o nacional. A la primera publicacio s’avalua
'adequacio de la prescripcié d’un co-analgésic, la pregabalina, en I'ambit de
I'atencio primaria, justament en el moment que el medicament estava sota patent
en alguna de les indicacions terapéutiqgues aprovades a la fitxa técnica. A la
segona es va realitzar un estudi que tenia com a objectiu determinar el patré de
prescripcié de dos analgésics opioides ampliament utilitzats i amb indicacions
terapéutigues similars, en concret, tapentadol i la combinaci6 de
I'oxicodona/naloxona, novament, en la practica clinica de I'atencié primaria. Per
altim, en la tercera, es va dur a terme un estudi per tal d’establir el patr6 de
prescripci6 d'una altra combinaci6 a dosis fixes, en concret de
tramadol/dexketoprofen 75 mg/25 mg, donat l'elevat increment de consum,

també a la practica clinica de I'atencié primaria.



RESUM

L’augment del consum d’analgésics en general i d’opioides en particular és una
questid que preocupa especialment en els paisos industrialitzats. L’origen del
canvi en el patré de prescripcioé i Us d’aquests medicaments que implica un
increment de la utilitzacié d’opioides en el DCNO i la cronificacié dels
tractaments, podria ser consequeéencia de diversos factors com canvis en la
societat i també en el propi sistema de salut, com és la dificultat en 'accessibilitat

a altres abordatges terapeutics.

Els opioides poden ser medicaments altament efectius per al control del dolor, si
es fan servir adequadament, pero les dades apunten que la seleccié, la pauta i/o
la durada dels tractaments no son les més adequades. L’objectiu del tractament
del DCNO és millorar el dolor, la funcionalitat i la qualitat de vida de les persones
que el pateixen. Tot i que és altament improbable aconseguir una erradicacio
completa del dolor, s’hauria de assumir com a objectiu terapéutic una reduccié

d’almenys un 30%.

Els opioides es consideren medicaments de segona linia en el tractament del
DCNO, es a dir, quan altres alternatives han fracassat. Cal tenir en compte que
no han demostrat el seus beneficis en estudis a llarg termini i que no hi ha
evidencia cientifica de la superioritat d’'uns sobre els altres. La resposta individual
al tractament varia ampliament i s’ha d’acceptar que hi ha una elevada taxa de
fracas que, en ocasions, podria condicionar la retirada de I'opioide. A 'atencio
primaria, la via oral d’administracié de medicaments és també d’eleccio en el
DCNO i es considera raonable tractar els pacients amb dosis que no superin els
180 mg en dosis equivalents de morfina. No obstant aixo, cal tenir especial
precaucio amb els pacients que prenen dosis superiors de 100 mg en dosis
equivalents de morfina, ja que aquestes s’han associat a un increment del risc

de mort per sobredosi.



La present tesis doctoral proporciona informacio rellevant sobre els patrons de
prescripcié de medicaments indicats per a dolors aguts-moderats que només es
poden tractar adequadament amb analgesics opioides com sén la pregabalina
(gabapentinoide), el tapentadol, I'oxicodona/naloxona [ el
tramadol/dexketoprofen (opioides) en la practica actual de I'atencié primaria a

Catalunya.

Paraules clau: analgesics, opioide, co-analgésics, gabapentinoide, dolor cronic
no oncologic, atencié primaria, adequacio terapéutica, estudis d’utilitzacio de

medicaments.



INTRODUCCIO

Definicié i prevalenca del dolor

El dolor es defineix com una experiéncia fisica, sensorial i emocional
desagradable relacionada amb el dany tissular real o potencial, i, per tant, també
emocional [1]. Es tracta d’una simptoma d’alta prevalenga que afecta la qualitat
de vida dels pacients que la pateixen, a més d’ésser una de les queixes o
consultes més frequents dels pacients a I'hospital [2], en afectar negativament a
les seves activitats diaries, a la salut fisica i mental, a les relacions familiars i
socials i a les seves interaccions en el lloc de treball, on s’associa amb una

pérdua de productivitat [3].

La gesti6 adequada del dolor és un requisit obligatori i universal en l'atencio
sanitaria. Pel contrari, s’ha descrit que la gestié del dolor inadequada pot conduir
a una disminucié significativa dels resultats clinics i psicologics desitjables dels
pacients [4]. Malgrat els progressos considerables en la investigacié i que els
tractaments hagin avancat amb protocols de millora en la practica clinica, el
maneig del dolor es manté sense resoldre i constitueix un problema de salut
publica [5].

S’estima que la prevalenca del dolor cronic a la poblacié general en els Estats
Units (EE.UU.) és de I'1% [6]. A Espanya, els resultats de les enquestes
realitzades en un estudi publicat a 'any 2015 mostren una prevalenca més
elevada (16.6% de la poblacié adulta) [7]. Respecte a la regié de Catalunya,
aquesta és encara major. Aixi, a 'any 2015, segons les dades de I'enquesta de

salut, el 28% de la poblacié de més de 15 anys pateix algun tipus de dolor [8].

Classificacio del dolor

El dolor es pot classificar de diferents maneres, segons la causa o la patologia
de base (oncologic o no oncologic), la localitzacio (lumbar, cefalea, perineal,

etc.), la intensitat, el patré temporal (continu, intermitent o irruptiu) o la durada
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[9]. La classificacidé neurofisiologica del dolor es basa en els seu lloc d’accid i

divideix el dolor en dos grans grups: nociceptiu i neuropatic [10].

El dolor nociceptiu és el provocat per les lesions tissulars i pot ser visceral o
somatic si afecta, respectivament, a estructures muascul-esquelétiques o
cutanies. Son exemples de dolor nociceptiu el dolor per fractures, traumatismes,
artrosi o el dolor postoperatori. El dolor neuropatic é€s el provocat per una lesié
del sistema nervids, ja sigui central o periféric. Es un dolor desproporcionat
respecte la lesié que el va provocar. Els mecanismes d’aquest dolor sén multiples
i afecten tant a les vies de transmissié com les d’inhibicio del dolor [10]. Exemples
de dolor neuropatic periféeric sén: la neuralgia postherpetica, la neuropatia
diabetica, la neuralgia del trigemin, el dolor del membre fantasma i el dolor
cicatricial postcirurgia. Exemples de dolor neuropatic central sén: el dolor
posterior a un accident vascular cerebral i el dolor posterior a una lesié medul-lar.
Un dolor mixt és aquell que té caracteristiques de dolor nociceptiu i neuropatic al
mateix temps. Exemples de dolor mixt soén el dolor oncologic, el dolor de la

lumbalgia o cervicalgia amb irradiaci6 a les extremitats.

A més, el dolor es pot classificar com a dolor agut o cronic. En general, tot i que
pot oscil-lar des de dies a setmanes, es considera dolor agut quan la durada és
inferior a tres mesos i s’entén com un signe d’alarma i reaccié del cos davant una
agressio [11]. El dolor cronic implica una durada superior a tres mesos [2,9,12],
i no sempre es troba una causa obvia que I'expliqui en tota la seva magnitud. A
més, es considera un dels simptomes d’un terme més ampli que €és el patiment,

on els aspectes psicologics i socials juguen un paper molt important [13].

L’artrosi d’extremitats i I'espondiloartrosi lumbar sén dues de les principals
causes del DCNO. Segons set enquestes nacionals realitzades al Canada entre
19942008, entre el 15 i el 19% dels canadencs experimenten DCNO [3]. Dades
mes recents i de la Sociedad Espafiola de Reumatologia, un 17 % de la poblacio
major de 20 anys pateix artrosi de ma, genoll o columna i al voltant del 15%
pateix lumbalgia [14]. Segons I'enquesta de salut a Catalunya de I'any 2018, el
26,1% de les dones i el 17,7% dels homes de més de 15 anys pateixen o han
patit mal d'esquena lumbar o dorsal cronic [15].



Complexitat en I'abordatge del dolor

En la practica clinica, el dolor ha demostrat ser més complex d'avaluar i tractar
del que inicialment s'esperava. En un intent de gestionar adequadament els
pacients amb dolor, s'ha produit un augment en la utilitzacié dels opioides amb
recepta, aixi com un augment de la mort relacionada amb aquest Us [16]. Quan
els pacients perceben el dolor com una experiéncia sensorial, la gestié dels
metges molt sovint es limita a la millora d’aquesta sensacio i, per tant, augmenta
la prescripcié de medicaments per al dolor. Aixd probablement genera una
resposta suboptima en el pacient, especialment quan es tracta de controlar el
dolor cronic [16]. L'avaluacio i la gestio del dolor es compliquen encara més en
la gent gran que requereix un enfocament diferent, doncs s’ha de tenir en compte
les comorbiditats i el potencial augment dels efectes adversos dels medicaments
[16]. L'avaluacio de la intensitat del dolor i la seva localitzacio és un procediment
habitual en la practica clinica, utilitzant-se eines tan per ajudar a avaluar la
intensitat com per controlar I'efectivitat i la resposta al tractament [17]. Aixi, es
disposa d’escales de dolor multidimensional que avaluen, entre altres, els factors
associats, la localitzacié/gravetat, la cronicitat, la carrega/distribucio, I'etiologia
del dolor si és identificable, el mecanisme de lesid, si escau. Les escales
multidimensionals com per exemple el McGill Pain Questionnaire (MPQ), el
guestionari DN4, el West Haven Yale Multidimensional Pain Inventory (WHYMPI)
s6n adequades per avaluar el dolor cronic, mentre que les escales
unidimensionals com per exemple I'escala visual analogica (EVA), I'escala
numerica verbal (EN), I'escala verbal simple (EVS) i I'escala expressio facial
(EFF) ho son per avaluar el dolor agut. La Wong-Baker Faces Pain Rating Scale
s'utilitza per avaluar el dolor en nens i gent gran perqué altres escales sén sovint
dificils d'entendre [18].

Farmacoterapia per I’'abordatge del dolor

El tractament del dolor agut es basa en combinar les mesures no
farmacoterapéutiques and I'is d’analgésics, principalment paracetamol, AINES,
anestésics locals i opioides [19]. No obstant, I'eleccié del tractament s’ha

d’individualitzar tenint en compte el mecanisme d’accié del farmac, el tipus i la
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intensitat del dolor i les caracteristiques del pacient. En determinats casos es pot

requerir 'administraci6 combinada d’analgésics amb efectes complementaris

(tractament multimodal) [19] [Figura 1].

Figura 1. Farmacoterapia del dolor cronic no oncologic (DCNO).

No opioides

Analgesics

Opioides

Paracetamol, metamizol.
Ibuprofen i altres antiinflamatoris
no esteroidals (AINE)

Febles Codeinai tramadol
_ Buprenorfina,
Forts hidromorfona, fentanil,

morfina, tapentadol,
oxicodona i altres

Antidepressius

Antidepressius
triciclics

Amitriptilina,
nortriptilinai altres

Inhibidors de la
recaptaci6 de
serotonina

Duloxetina,
venlafaxinai altres

Anticonvulsius

Gabapentinoides

Gabapentinai

pregabalina

Co-analgesics

Analgésics topics

Capsaicina

Relaxants
musculars

Glucocorticoides

Cannabinoides




Les principals guies de practica clinica de maneig del dolor agut postquirurgic,
toti que indiquen que els opioides no sempre sGn necessaris en tots els pacients,
recomanen el tractament combinat d’opioides orals amb paracetamol o AINE per
augmentar I'efecte analgesic i reduir les dosis d’opioides [20,21]. En canvi, per a
altres tipus de dolor agut, com per exemple el mal d’esquena, es recomana
utilitzar opioides debils com el tramadol, associat o0 no a altres analgesics, només

guan els AINE estan contraindicats, no es toleren o no han estat efectius [22].

En quant al tractament farmacoterapeutic del DCNO cal tenir en compte que els
AINE i paracetamol poden ser utils per a la inflamacio i nocicepcio periferica. Els
antidepressius triciclics es consideren els farmacs de primera linia en aquest
tipus de dolor per les seves propietats analgésiques i antidepressives.
L’amitriptilina a la nit millora la qualitat del son, el benestar global i el dolor

muscular en el 25-45% dels pacients tractats [23].

En el cas dels antiepileptics, a més del tractament per prevenir I'aparicio de la
simptomatologia associada (generalment convulsions) en I'epilepsia [24], alguns
tenen indicacions addicionals com en el cas de la pregabalina, un
anticonvulsivant de segona generacio que ha demostrat la seva eficacia davant
placebo (assajos clinics) en la neuropatia diabetica i la neuralgia postherpética,
en el grup que va rebre dosis més altes (450 mg/dia) [25], estant indicada també

en el dolor neuropatic i I'ansietat.

Pel que fa als opioides, aquests sén potents i eficacos en el tractament del dolor
nociceptiu (somatic/visceral) i només parcialment eficacos en Il'alleujament del
dolor neuropatic. Davant la manca d'evidéncia sobre l'eficacia i seguretat dels
opioides a llarg termini, es recomana reavaluar als tres mesos el tractament del
DCNO amb opioides. [26]

L'escala analgésica de I'Organitzacié Mundial de la Salut (OMS) [Figura 2],
publicada I'any 1986 i amb revisions els anys 1996 i 2006, segueix encara vigent
i ha estat molt util per orientar a tots els professionals medics en el tractament
del dolor [27].
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Cal tenir en compte que nomeés es refereix al tractament del dolor nociceptiu i no
al neuropatic, ni als dolors agut i postoperatori. Segons l'escala, els analgesics
no opioides i els coanalgésics-coadjuvants poden emprar-se en qualsevol esglad

i no s'han de barrejar opioides débils i potents [28].

Figura 2. Escala analgesica de la OMS [27].
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Els analgesics no opioides sén juntament amb els opioides el pilar basic del
tractament del dolor. En general, tenen activitat analgésica, antiinflamatoria i
antipirética. Sén utils per al dolor lleu-moderat, principalment pel no visceral, com
el dolor muscul-esquelétic, dolor postoperatori, cefalea i dismenorrea. Les
principals limitacions son el seu efecte sostre (arriba un moment en que en
augmentar la dosi no augmenta l'analgésia) i els efectes secundaris a nivell

gastrointestinal, renal, hematologic i hepatic [10].
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Els opioides

Els analgeésics opioides exerceixen el seu efecte mitjangant I'activacio dels
receptors opioides endogens, distribuits ampliament al cervell, la medul-la
espinal i els teixits periférics. Hi ha tres tipus principals de receptors opioides: mu
(W), kappa (K) i delta (d), essent la uni6 i I'activacié dels receptors y la principal

responsable dels seus efectes analgesics [14].

Els opioides es poden classificar segons I'origen (natural, sintétic o semisintéetic),
en funcio de la intensitat del dolor que poden alleujar (debil/feble o fort) o segons
el tipus d’interacci6 amb els receptors opioides (agonistes purs, agonistes

parcials, agonistes-antagonistes) [29].

A I'escala analgésica de 'OMS, els opioides ocupen el segon i tercer graus. Son
ampliament acceptats per al tractament del dolor agut greu i del cronic oncologic
de moderat a greu que no respon a altres tractaments [30]. En el DCNO, la seva
eficacia i seguretat a llarg termini, tal i com s’ha esmentat abans, no estan ben
establertes. En el segon grau es troben els opioides débils i en el tercer grau els
opioides forts per al dolor intens. En els dos casos es contempla la possibilitat de

I'us concomitant amb altres analgésics no opioides i/o farmacs [10].

Una de les principals limitacions en I'is d’opioides sén els efectes adversos, que
acostumen a ser frequents i, a vegades, greus. En general, els opioides
presenten un perfil d’efectes adversos similar [10] que es relaciona amb la seva
acci6 sobre el sistema nervios central, la funcié respiratoria i a nivell
gastrointestinal, considerant-se efectes de classe. Aixi, poden causar depressio
respiratoria, bradicardia, hipotérmia, restrenyiment, miosi, dependéncia fisica i
euforia [31,32].

El restrenyiment és l'efecte secundari més frequent en els tractaments
prolongats i pot ser més greu en persones d’edat avangada, allitades, que fan
poc exercici i en pacients amb patologia intrinseca gastrointestinal. Tot i que es
recomana la seva prevencio, per contrarestar el efecte s'utilitzen laxants d’accio

osmotica com a primera mesura, i Si persisteix es passa a laxants estimulants.
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En els casos d’'impactacio fecal s’administra un énema rectal o es procedeix a la

des-impactacié manual [31].

La incidéncia de nausees i vomits oscil-la entre un 10 i un 40%, sobretot durant
les primeres dosis. Es poden tractar amb metoclopramida o haloperidol. Si
I'opioide déna lloc a reaccions delirants, després de comprovar que no hi ha una
altra causa que les generi, s’intenta controlar-les amb haloperidol. En els
tractaments cronics, aquests simptomes poden ser limitants; tot i que en algunes
persones apareix tolerancia relativa amb rapidesa despres de les primeres dosis,

en altres, en canvi, hi ha una gran susceptibilitat i persisteix la sedacio. [31,32].

La depressio respiratoria és una de les reaccions adverses més importants a
tenir en compte [5]. No obstant, es creu que el risc en pacients amb dolor
oncologic intens és minim, a causa de la seva cronicitat, ja que el tractament de
manteniment basal amb derivats opioides d’accié prolongada va creant certa
tolerancia i adaptacio a aquest efecte advers. Atés que la velocitat d’aparicio de
la tolerancia varia molt d’'una persona a una altra, cal ajustar la dosi

individualment per aconseguir I'efecte desitjat [33].

Atés I'elevat risc de dependéncia fisica i d’addiccid, el tractament amb opioides
s’ha de realitzar de forma controlada i amb supervisio estreta. Cal tenir en compte
que la dependéncia fisica no significa addiccid; aquesta consisteix en I'aparicié
d’'una sindrome d’abstinéncia amb totes les seves manifestacions fisiques quan
s’interromp la dosificacio de l'opioide administrat de forma cronica, quan es
redueix bruscament la dosi, o s’afegeix un antagonista durant I'administracio
cronica d’un agonista pur. En canvi, I'addiccié implica un quadre conductual i
psicologic en el qual la persona s’esforca per aconseguir noves dosis d’opioide
que li permetin seguir notant els seus efectes. El fentanil d’alliberacié rapida s’ha

relacionat amb un nombre elevat de casos d’abus i d’addiccio.

Els opioides poden influir sobre I'eix hipotalem-hipofisiari-suprarenal i gonadal.
Poden estimular la secreci6 de prolactina i produir hipogonadisme
hipogonadotrofic (disminucio de la libido, impoténcia i esterilitat), insuficiéncia

suprarenal i disminucié de les concentracions plasmatiques de cortisol i
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testosterona, deéficit d’hormona de creixement i hiperglucémia [34]. Alguns
opioides, com el fentanil, poden augmentar la transmissié serotoninérgica i la
seva combinacio amb antidepressius (sobretot els inhibidors selectius de la
recaptacio de serotonina), o amb antimigranyosos (com els triptans) pot donar

lloc a una sindrome serotoninergica [35].

A més dels efectes adversos sistémics dels opioides, els comprimits bucals,
sublinguals, oral transmucosa i pel-licula bucal de fentanil s’associen a efectes
adversos locals en el lloc d’administracié, com dolor, irritacio, Ulceres, i
alteracions dentals. Els d’administracié nasal poden produir trastorns com

sequedat nasal, coissor, rinorrea, disgéusia, epistaxi, pruija i esternuts [36].

- Opioides febles:

Tramadol: Es un agonista pur i no selectiu dels receptors opioides y, d i
K, perdo amb una major afinitat pels receptors y. A més de l'efecte agonista
opioide, tramadol posseeix altres mecanismes que contribueixen al seu efecte
analgésic, com la inhibicié de la recaptacié neuronal de noradrenalina i la
potenciaciéo de l'alliberament de serotonina. El tramadol esta indicat per al

tractament del dolor moderat a intens [37].

Codeina: La codeina exerceix la seva accio analgesica mitjancant la unio
als receptors opioides y, pero té una baixa afinitat per aquests receptors i el seu
efecte analgésic és a causa de la seva conversiéo metabolica a morfina. Esta
indicada en el tractament del dolor moderat agut en majors de 12 anys d’edat
guan no es consideri alleujat per altres analgésics com paracetamol o ibuprofé.

A més, és adequada per al tractament simptomatic de la tos improductiva [37].

- Opioides forts:

Morfina: La morfina actua com a agonista dels receptors y i una mica
menys dels K. Entre les diverses formulacions disponibles de morfina, les
d’alliberament controlat estan indicades especificament per al tractament del

dolor cronic intens i, a més, per a 'alleujament dels dolors postoperatoris.
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Morfina és I'opioide fort que disposa de major experiéncia d’us en el tractament
del dolor originat per multiples causes. Per aquest motiu, aixi com per criteris de
cost-efectivitat, tradicionalment ha estat considerada d’eleccié en el nostre

entorn i es habitual triar-la com a comparador de referéncia [37-39].

Buprenorfina transdermica: La buprenorfina €s un agonista-antagonista
opioide. D’'una banda, posseeix una elevada afinitat pels receptors u i exerceix
sobre ells un efecte agonista parcial i, de l'altra, actua com a antagonista dels
receptors K, la qual cosa es relaciona amb un potencial d’abus menor. La
buprenorfina transdérmica esta indicada per al tractament del dolor greu que no
respongui a analgesics no opioides. Per la seva formulacié en forma de pegats

transdérmics no s’ha d’utilitzar per al tractament del dolor agut [40].

Hidromorfona: L’efecte analgésic és per la seva activitat agonista sobre
els receptors yu. A més, té certa afinitat pels receptors K. La hidromorfona

d’alliberament controlat esta indicada per al tractament del dolor intens [40].

Oxicodona: Actua com un agonista pur dels receptors opioides K, p i &
del cervell i la medul-la espinal. L’oxicodona d’alliberament controlat esta

indicada per al tractament del dolor intens en adults [40].

Tapentadol: Els seus efectes analgésics sén per la seva accié agonista
sobre els receptors opioides uy i, a més, la inhibici6 de la recaptacié de
noradrenalina. El tapentadol d’alliberament controlat esta indicat per al

tractament del dolor cronic intens en adults [40].

Fentanil transdéermic: L’accié analgésica de fentanil proveé principalment
de la seva activitat agonista sobre els receptors opioides p. Fentanil transdérmic
esta indicat per al tractament del dolor cronic intens. Per la seva formulacié en
forma de pegats transdérmics no s’ha d’utilitzar per al tractament del dolor agut
[40].
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Oxicodona/Naloxona: Oxicodona i naloxona tenen afinitat pels receptors
opioides k, p i & de I'encéfal, la medul-la espinal i els organs periférics. En
aguests receptors, oxicodona actua com a agonista dels receptors opioides. Per
contra, naloxona €s un antagonista pur que actua sobre tots els tipus de
receptors opioides, i quan s’administra per via oral pateix un important
metabolisme de primer pas, per la qual cosa gairebé no arriba a la circulacio
sistémica. La combinacié d’oxicodona/naloxona esta indicada per al tractament
del dolor intens. La naloxona s’afegeix per contrarestar el restrenyiment induit
per opioides en bloquejar I'accié de I'oxicodona en els receptors opioides que hi
ha a l'intesti [40].

Tendéncies de consum dels opioides i risc associat a nivell internacional i

a Espanya

L'eficacia i seguretat dels opioides en el DCNO s'ha demostrat en assajos clinics
de curta durada, de manera que es desconeix la seva eficacia a llarg termini [41].
Només hi ha evidéncia cientifica en els casos de la morfina d'alliberament
retardat i el fentanil transdermic, que produeixen millora funcional i reduccié del

dolor en tractaments superiors a 6 mesos en aquest tipus de dolor [42].

En els darrers anys, s’han vist canvis en les tendéncies de consum dels
medicaments per tractar el dolor no Unicament als EE.UU. [43,44], sin6 també
en alguns paisos europeus com en Alemanya i el Regne Unit. Aixi, es va
observar un augment significatiu del consum d'analgésics per alleujar el dolor, el
que podria ser degut a una major consciencia sobre el dolor i el seu
reconeixement com el cinqué signe vital [16]. A més, un augment de la mortalitat
per intoxicacié amb opioides, mostrant-se similituds amb la situacié coneguda
dels EE.UU. [45,46].
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EE.UU.

Segons dades disponibles del 2005, prop d’'un 3-4% de la poblacié adulta dels
EE.UU. rebia una prescripcio cronica amb opioides, i donava lloc a un increment
d’efectes adversos [47]. A 'any 2010 es van notificar 16.651 morts relacionades
amb els opioides, la qual cosa es va considerar una emergéencia nacional i va
propiciar I'establiment de programes de control i intervencions per aturar el

problema [48].

Els opioides d'accio prolongada augmenten el risc de morts no intencionades per
sobredosis, pero també poden augmentar la mortalitat per causes
cardiorespiratories, entre altres. Un estudi retrospectiu de cohorts en pacients de
Medicaid realitzat entre 1999 i 2012 a Tennessee va comparar la mortalitat de
tots els malalts amb DCNO i prescripci6 d’opioides d'accié prolongada o
medicaments alternatius pel dolor cronic moderat a greu i sense cap evidencia
de cures pal-liatives o de finalitzaci6 de la vida. Es va concloure que la prescripcié
d'opioides d'acci6 prolongada per al DCNO, en comparaci6 amb
anticonvulsivants o antidepressius triciclics, es va associar amb un risc
significativament major de mortalitat per a totes les causes, incloses les morts
per causes diferents de la sobredosi. Aquesta informacio s'ha de tenir en compte
a I'nora d'avaluar els danys i els beneficis del tractament [49].

Des de 2012 es disposa d’un pla d’accions proposat per la FDA per reduir el risc
d’abus d’opioides i I'epidemia de morts per intoxicacié d’opioides. Tot i aixi al
2018 es va publicar un article al BMJ que indicava que les sobredosis per
opioides als EE.UU. havien augmentat un 30% en un any. Segons el Vital Signs
Bulletin, les visites a urgéncies per sospites de sobredosi d’opioides s’havien
incrementat un 30% des de juliol de 2016 a setembre de 2017 [50]. Un estudi
publicat el 2018 al JAMA que va fer un seguiment de 240 pacients amb dolor
cronic d'esquena o dolor d'artrosi de maluc o genoll va trobar que després de 12
mesos la terapia amb opioides no disminuia el dolor més que paracetamol i AINE
[51].
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Fins al moment, els punts clau que s’han formulat sén un augment del risc de
I'ds inadequat, sobredosi, mort, abus, dependeéncia, fractures ossies, infarts de
miocardi, restrenyiment i disfuncié sexual [36]. En aquest sentit, la American
Society of Interventional Pain Physicians (ASIPP) va recomanar centrar-se en
esforcos legislatius més efectius per mantenir un accés adient per obtenir
I'alleujament del dolor i promoure modalitats no opioides, incloses técniques
d’intervencid, per tal de continuar frenant I'abus i reduir les morts per opioides
[52].

Canada

D’igual manera que als EE.UU., la prescripciéo d'opioides per al DCNO va
augmentar d’'una manera constant al Canada, des de 2010, de 10209 dosis
diaries definides (DDD) per cada milié d’habitants i per dia en el periode de 2001
al 2003, fins 30540 en 2012 a 2014 [3]. Aixi, Canada té la segona taxa més alta
de prescripcio d’opioides al mén quan es mesura en DDD, i la taxa més alta en
general quan es consideren equivalents dispensats de morfina. Alguns
investigadors han arribat a la conclusié que aquestes tendencies s'han produit
sense cap canvi significatiu en la prevalenca poblacional de DCNO i sense noves
proves de l'eficacia de la terapia amb opioides a llarg termini. Aquests augments
podrien explicar-se, en part, mitjancant la comercialitzacié agressiva d'opioides i
els esforcos per encoratjar als metges a ser més proactius en la identificacié i el

tractament de dolor cronic [3].

Altres paisos

A lIsrael es va estudiar el consum d’analgésics opioides com la morfina, la
metadona, I'oxicodona, la petidina i el fentanil, entre 2009 i 2016, per identificar
les tendencies. La informacio va ser extreta de la base de dades del Ministeri de
Salut d’Israel i es va utilitzar per calcular les DDD per cada 1000 habitants per
dia (DHD). Es va concloure que el consum d’aquests 5 opioides va augmentar
un 68% [53].
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A Taiwan es va fer un estudi entre el 2002-2014 degut a l'elevat consum
d’opioides, amb I'objecte de comparar els diferents patrons d’utilitzacié entre
Taiwan i altres paisos i poder millorar la qualitat de la gestié del dolor. Es va
veure que durant els tretze anys estudiats, el consum de la morfina, el fentanil i
la buprenorfina va augmentar, pero va disminuir I'is de la petidina i la codeina.
En comparaciéo amb les regions i paisos seleccionats, I'Us d'opioides a Taiwan
va progressar a Asia, perd encara era inferior al dels paisos occidentals. La FDA
de Taiwan introdueix continuament nous analgésics opioides i forma als metges
sobre com utilitzar-los correctament per millorar la qualitat de la gestié del dolor
[54].

Uni6 Europea

Els patrons de prescripcio d'opioides en el dolor greu observat en diversos paisos
es caracteritzen per un augment de I'is de fentanil i oxicodona i I'is decreixent
de morfina [55,56]. Per tant, I'analisi del consum analgesic pot proporcionar
informacié valuosa sobre I'lls de medicaments per al dolor i permetre el
reconeixement dels problemes associats, aixi com la comparacié entre paisos.

Schubert et al. (2013) [45] van veure que en Alemanya el percentatge de pacients
amb DCNO que estaven en tractament amb opioides a llarg termini va augmentar
durant els anys 2000-2010 i aix0 podria estar directament relacionat amb un gran
nombre de morts. Giraudon et al. (2013) [46] van demostrar que l'augment de
morts relacionades amb el tramadol podria reflectir un augment de les

prescripcions de tramadol i, per tant, la seva disponibilitat o accés.

A Croacia es van analitzar les tendéencies en el consum d’analgésics opioides i
no opioides i si el preu havia canviat durant el 2007 i el 2013. Es va observar una
tendéncia creixent del consum i el cost total de tots els analgesics, tot i que

tramadol va ser, amb diferéncia, el de major consum [57].

En 2015, es van descriure a Franca les tendencies de consum de tres grups
d’analgésics (no opioides, opioides febles i forts) entre 2006 i 2015, i es va
comparar aquest patro0 d’'us amb sis paisos europeus. Es van analitzar les

vendes anuals dels medicaments que es van obtenir de les bases de dades de
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l'autoritat nacional francesa i de I'IMS-Microwell displacement amplification
system (MIDAS), aixi com de les bases de dades nacionals de la resta dels
paisos europeus. Es va observar un augment en la utilitzacié d’opioides forts de
2 a 2,8 DHD. A més, I's de combinacions de tramadol i codeina també havia
augmentat un 62% i un 42%, respectivament [58]. Al 2018 es va realitzar un altre
estudi a Franca entre els anys 2004 i 2017 on els resultats demanaven vigilancia,
tenint en compte el fort augment de consum de 'oxicodona i altres farmacs com
el fentanil, aixi com l'augment de les tendéncies en la morbi-mortalitat

relacionada amb opioides [59].

L’OMS també estudia I'evolucio de la quantitat d’opioides distribuits legalment,
amb finalitats medic-cientifiques, a les institucions sanitaries i programes que
tenen llicencia per dispensar aquests medicaments a pacients, com ara
hospitals, residéncies, farmacies, hospicis i programes de cures pal-liatives en
un pais. Aixi, respecte a lI'evolucié del consum de fentanil a Espanya, el Regne
Unit i als EE.UU. es va veure que hi havia un increment considerable des del
2013. En el cas del fentanil, Espanya era el 5e pais europeu amb major consum
al 2015 [60].

En el cas de la utilitzaci6 dels opioides forts a Espanya s’ha incrementat
notablement i, per tant, el risc d’abus, tot i que la situacié no es comparable a la
dels EE.UU. [61]. Els casos relacionats amb I'addiccio, la sobredosi i la
intoxicacié d’aquests medicaments es deuen, sobretot, a les dosis altes i la llarga
durada dels tractaments. El Ministeri de Sanitat, Serveis Socials i Igualtat va
publicar un document el 2015, Practicas seguras para el uso de opioides en
pacientes con dolor crénico, dirigit a prevenir els errors de medicacio i, d’aquesta
manera, reduir els efectes adversos prevenibles causats per aquests

medicaments [62].

A Espanya, I'is d’opioides en el periode 2008-2017 va passar de 7.3 DHD a
17.77 DHD, un augment superior al 80%. A més, durant aguest periode el
consum de tapentadol, tramadol i tramadol en combinacié va créixer de 4.3 a 8.7
DHD, principalment a causa del tramadol en combinacio (el seu consum va
augmentar de 1.8 DHD el 2008 a 5.3 DHD el 2015) [63]. També es va observar
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un increment del fentanil de 1.43 a 2.33 DHD, representant el 17.51% del consum
d’opioides en I'any 2015, principalment en la forma d’administracié transdermica
(84% del total del consum de fentanil) [63]. Entre els alcaloides naturals de I'opi
(0.85-1.32 DHD), va destacar 'augment de I'oxicodona en combinacio, donat que
el seu consum ha anat creixent des de la seva autoritzacié en I'any 2010,
representant el 32.58% del consum d’aquest grup el 2015 [63]. La codeina en
combinacio segueix sent la més consumida del subgrup en 2015, encara que ha
experimentat un lleuger descens al llarg del periode 2008-2017 (0.61- 0.51 DHD).
La morfina va experimentar un lleuger augment del consum (0.15-0.21 DHD). La
dihidrocodeina com analgesic va ser retirada del mercat I'any 2012. Respecte
els derivats de I'oripavina, la buprenorfina va augmentar de 0.66 a 0.92 DHD [63].
A Catalunya també es va observar un canvi en la tendencia del consum dels
diferents grups utilitzats i, en concret, un augment del consum d’analgésics
opioides i paracetamol, i un descens molt important d’AINEs [64]. Aquesta
disminucié pot ser deguda a que els darrers anys s’ha reavaluat el balang
benefici-risc a nivell cardiovascular, gastrointestinal, hepatic o reaccions
cutanies, donant-se aixi, restriccions en les prescripcions i dispensacions,
modificacié de les seves condicions d’Us o la suspensié de l'autoritzacio de

comercialitzacié d’algun d’ells [65].

A més, tant a Catalunya com a la resta d’Espanya es va observar un increment
molt elevat en I'Us d’antiepiléptics i de pregabalina. En el cas d’aquesta ultima es
va veure un augment important del 2005 al 2006. Altres grups terapéutics es van
mantenir més o menys constant al llarg dels dltims 15 anys, a excepcié del grup
de Otros antiepilépticos, responsable d’ aproximadament el 80% de l'increment
en I'ts del grup complet des de 1992 [66]. La major part de I'Gs dins d’aquest
subgrup, correspon a la gabapentina, en bona mesura a causa de la incorporacié
de la indicacié dolor neuropatic periféric, tot i que també hi havia altres principis
actius que presentaven una tendencia ascendent en el periode estudiat, entre
els que va destacar I'abans esmentada pregabalina (inclosa en I'oferta del
Sistema Nacional de Salut al 2004) [66].
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Estudis d’utilitzacié de medicaments

L'OMS defineix els estudis d'utilitzacio de medicaments (EUM) com «estudios
sobre comercializacion, distribucion, prescripcién y uso de los medicamentos en
la sociedad, con acento especial sobre las consecuencias médicas, sociales y

economicas» [67].

Moltes intervencions tant preventives com curatives en I'ambit sanitari inclouen
la utilitzacié d'un medicament com a mecanisme intermedi per a obtenir un
objectiu de salut concret [68]. Els professionals de la salut han de garantir que
els pacients rebran el medicament adequat en la dosi correcta i durant el temps
necessari, i per aixo han de tenir un ampli coneixement de la terapeutica.
L’objectiu dels EUM és millorar la prescripcio de medicaments i per assolir-lo
s’han d’acomplir uns objectius intermedis mitjancant valoracions quantitatives i
qualitatives. Els estudis quantitatius tenen com a objectiu principal la descripcid
de quins medicaments es consumeixen i en quina quantitat. En moltes ocasions,
constitueixen el primer nivell d'analisi sobre la utilitzaci6 de medicaments i
permeten realitzar una analisi de situacié per establir les bases d'un estudi més
ampli sobre com s'estan utilitzant [67]. Els estudis qualitatius comprenen la
utilitzacié dels medicaments amb uns patrons de referencia que es solen basar
en les evidéncies publicades. Aquest tipus de valoracio tracta d'identificar
problemes que, en cas de ser modificats, poden millorar els beneficis terapeutics
obtinguts o disminuir els efectes adversos produits o els costos del tractament
[67].

Encara que hi ha diferents classificacions dels medicaments, el Collaborating
Centre for Drug Statistics Methodology de 'OMS (2016) recomana aplicar la
Anatomical Therapeutic Chemical Classification, el codi ATC. En el sistema de
classificacio ATC, les substancies actives es divideixen en diferents grups
segons l'organ o sistema sobre el qual actuen i les seves propietats
terapeutiques, farmacologiques i quimiques. Les substancies farmacologiques
es classifiquen en grups en cinc nivells diferents. El primer nivell es divideix en

14 grups anatomics o farmacologics principals [69]. [Taula 1]
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Taula 1. Anatomical Therapeutic Chemical Classification (ATC) [69].

A Sistema digestiu i metabolisme

B Sang i organs hematopoetics

C Sistema cardiovascular

D Medicaments dermatologics

G Aparell genitourinari i hormones sexuals

H Preparats hormonals sistemics, excloent hormones sexuals
J Antiinfecciosos en general per us sistemics

L Agents antineoplasics i immunomoduladors

M Sistema muscul-esquelétic

N Sistema nerviés

P Productes antiparasitaris, insecticides i repel-lents
R Sistema respiratori

S Organs dels sentits

V Varis

En el segon nivell, aquests grups es divideixen en subgrups farmacologics o
terapeutics. El tercer i quart nivell es formen pels subgrups quimics,
farmacologics o terapeutics i, per ultim, el cinqué nivell el forma I'entitat quimica,

el que permet efectuar estudis d'utilitzacié de medicaments més detallats.
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Seguint les recomanacions de I'OMS sobre els EUM, el consum dels
medicaments s’expressen en DDD per mil habitants i dia (DHD) [70]. La DDD es
defineix com la dosi mitjana de manteniment suposada per dia per a un
medicament utilitzat per a la seva indicacio principal en adults. En general, el
nombre de DDD consumides en una area geografica és expressat en DHD.
Aquest parametre pot proporcionar una estimacio del nombre de persones de
cada 1,000 de la poblacié estudiada que reben al dia una DDD d'un determinat
medicament o subgrup terapéutic. Cal tenir en compte que la DDD és una unitat
tecnica de mesura i que no necessariament reflecteix la dosi diaria realment
prescrita o utilitzada pel pacient. El calcul de les DHD a partir del nombre
d'envasos dispensats es fa mitjancant la férmula segtient i els resultats estan

associats a la dada de poblacié seleccionada:

DHD = UV x FF x C x 1,000 / DDD x nim. d’habitants x dies

UV = unitats d’envas venudes.
FF= nombre de formes farmaceutiques per envas.

C = quantitat de principi actiu en cada forma farmaceutica.

En tot aquest context, la present tesis doctoral vol posar de manifest si hi hagut
sobreutilitzacié sense justificacié dels medicaments estudiats i, per aix0, es
important coneixer i analitzar 'augment del consum de medicaments en els

darrers anys pel tractament del DCNO.

L’evolucioé del consum dels antiepileptics del 2001 fins al 2016 a Espanya i del
2007 al 2013 a Catalunya va anar en augment tant en despesa com en envasos.
A més, I'any 2006-2007 hi va haver un canvi brusc, augmentant-ne molt el
consum [66] sense que hi hagués aparentment un motiu, tot i que just aquell any
la FDA va autoritzar la pregabalina com a tractament de la fibromialgia. Les
possibles causes d’aquests augments poden ser I'envelliment de la poblacio, la
facilitat d’accés a aquests medicaments, la recomanacié de considerar I'Gs
d’opioides o medicaments pel dolor neuropatic com els antiepiléptics i evitar els

AINEs en persones d'edat avangada a causa del risc gastrointestinal i
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cardiovascular, aixi com I'increment de la utilitzacié d’opioides en indicacions no

oncologiques, sobretot els dolors muscul esqueletic, lumbar i la fiboromialgia [61].

A Espanya, el nombre de persones consumidores d’analgésics opioides va
augmentar un 24% i les consumidores d’AINE va disminuir un 16.7% en els
ultims 6 anys. L’us d’opioides durant el periode 2008-2015 va passar de 7.3 DHD
a 13.3 DHD, cosa que va suposar un augment superior al 80%. A més, durant
aquest periode el consum de tapentadol, tramadol i tramadol en combinacié va
créixer de 4.3 a 8.7 DHD principalment a causa del tramadol en combinacio (el
consum va passar d’1.8 DHD el 2008 a 5.3 DHD el 2015). Aquest patré d’us
podria ser degut a 'augment de les indicacions fora de fitxa tecnica d’opioides,

com el tractament del DCNO.

Aixi mateix, a 'ambit de l'atencié primaria de la sanitat publica a Catalunya
(Espanya), la Direccié d’Atencié Primaria Costa de Ponent de I'Institut Catala de
la Salut (ICS) va observar que el consum dopioides augmentava
aproximadament un 25% en quatre anys i va passar de 9.7 DHD el 2014 a 12.2
DHD el 2017 (10.4 DHD el 2015 i 11.1 DHD el 2016) [71]. Aquest patré d’'us
podria ser consequéncia de l'augment de I'is d’opioides en indicacions no

oncologiques, aixi com en tractaments de malalties croniques [72].

Bon exemple d’aquest augment d’utilitzacio son la pregabalina, el tapentadol,
'oxicodona/naloxona i el tramadol/dexketoprofen, medicaments que han estat
seleccionats pel desenvolupament de la present tesis, els quals es descriuen a
continuacié. [Taula 2] Cal indicar, pero, que en el moment de comencar la
present tesi doctoral, no existia en la literatura cientifica cap estudi formal que
analitzés I'adequacié del tractament d’aquests medicaments pels diagnostics i la
durada del tractament pels quals s’estan indicant en la practica clinica. D'aquesta
manera, a I'hora de decidir sobre la prescripcid o no d’aquests medicaments
només es va poder obtenir informacio a través de guies, bases de dades i

publicacions com les ja indicades anteriorment [73].
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Taula 2. Classificacio ATC dels medicaments d’estudi [69].

Medicament ATC

Pregabalina NO3AX16
Tapentadol NO2AX06
Oxicodona/Naloxona NO2AA55
Tramadol/Dexketoprofen NO2AJ14

PREGABALINA

La pregabalina és un farmac antiepiléptic. Aquest principi actiu és un analeg de

I'acid gamma-aminobutiric (acid (S)-3-(aminometil)-5-metilhexanoic).

El mecanisme d’accié d’aquest farmac és similar al de la gabapentina: bloqueja
els canals de calci dependents de voltatge unint-se de manera especifica i amb
elevada afinitat a la subunitat a2d d'aquests canals, actuant sobre el mecanisme
clau de la sensibilitzacié central al dolor neuropatic. No presenten un mecanisme
antinociceptiu similar als anestésics locals o altres analgésics centrals o
periferics com els analgésics antiinflamatoris o els opiacis [74]. La pregabalina
ha demostrat activitat antialodinica (definint-se I'alodinia com la percepcio
anormal del dolor, en resposta a un tacte lleuger, nascut d'un estimul mecanic o
termic que de manera normal és indolor) i antihiperalgésica (evita una resposta
augmentada a un estimul que normalment és dolorés) en diferents models de
dolor neuropatic (dolor produit pels nervis danyats que pot produir-se en bracos,
mans, dits de les mans, cames, peus, o dits dels peus si té diabetis, 0 en alguna
zona que hi hagi granellada si ha tingut la infeccié amb herpes zoster), amb un
perfil antinociceptiu similar al de la gabapentina, perd amb dosis de dos a quatre

vegades menors.

Respecte a la seves caracteristiques farmacocinétiques, la pregabalina té una
farmacocinética lineal. S'elimina de I'organisme principalment per excrecié renal
com a farmac inalterat, atés que experimenta un metabolisme insignificant (<2%
de la dosi recuperada en orina en forma de metabalits).
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En el moment de I'estudi a Espanya només es comercialitzava Lyrica® i en
quatre presentacions diferents: 25, 75, 150 i 300 mg. Actualment (desembre de
2022), hi ha comercialitzades marques com Lyrica®, Premax®, Gatica®,
Apregia®, Aciryl®, Prebalix®, Pramep® i medicaments genérics que contenen
aquest principi actiu en forma de capsules dures i en presentacions diferents: 25,
50, 75, 100, 150, 200, 225 i 300 mg. D’acord amb les fitxes técniques es pot
utilitzar en tres indicacions autoritzades: I'epilépsia, el dolor neuropatic i el TAG
en adults [75].

La posologia i la forma d’administracio en les tres indicacions és molt similar. La
dosi habitual varia entre 150 i 600 mg/dia, dividint 'administracié en dues o tres
preses [76]. La dosi inicial és de 150 mg/dia i, segons la resposta i la tolerancia,
es pot incrementar a 300 mg/dia un cop transcorreguts de 3 a 7 dies, i si fos
necessari fins a una dosi maxima de 600 mg/dia després de 7 dies més. En el
cas del TAG després de la setmana s’incrementa a 450 mg/dia i si fos necessari
passats altres 7 dies s’incrementaria a 600 mg/dia. S’ha d’ajustar la dosi en cas
d’insuficiéncia renal [75,77]. No s'ha establert la seguretat i eficacia de Lyrica®

en nens menors de 12 anys ni en adolescents (de 12 a 17 anys d'edat).

TAPENTADOL

Tapentadol és un analgésic opioide d’accio central de la classe benzenoide amb
un doble mode d’accié com a agonista del receptor p-opioide i com a inhibidor

de la recaptaci6é de noradrenalina [78].

L'analgésia es produeix als 32 minuts de I'administracio oral i dura de 4 a 6 hores
[79]. Es similar al tramadol en el seu doble mecanisme d’accid; és a dir, la seva
capacitat per activar el receptor opioide p i inhibir la recaptacié de noradrenalina
[79]. A diferencia del tramadol, només té efectes febles sobre la recaptacié de
serotonina i és un opioide significativament més potent sense metabolits actius
coneguts [79,80]. La poténcia del tapentadol se situa entre la del tramadol i la
morfina [81], amb una eficacia analgesica comparable a la de I'oxicodona [78].
Generalment es considera un opioide de for¢a feble-moderada, esta indicat per

controlar el dolor cronic intens en adults, que nomeés es pot tractar adequadament
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amb un analgésic opioide. La pauta posologica s'ha de individualitzar en funcio
de la intensitat del dolor del pacient i el tractament previ que ha rebut. Tapentadol
retard s'ha de prendre dues vegades a el dia, aproximadament cada 12 hores.
Les presentacions comercials que contenen tapentadol en comprimits aprovades
I comercialitzades a desembre de 2022 es mostren a la Taula 3 [82]:

Taula 3. Presentacions comercials que contenen tapentadol comprimits [82].

Nom comercial Presentacions

Palexia retard® 25, 50, 100, 150, 200, 250 mg comprimits
d’alliberament prolongat

Palexia ® 50, 75, 100 mg comprimits recoberts amb pelicula

Yantil retard® 25, 50, 100, 150, 200, 250 mg comprimits

d’alliberament prolongat

Yantil ® 50, 75, 100 mg comprimits recoberts amb pelicula

OXICODONA/NALOXONA

L’oxicodona/naloxona son dos components que tenen afinitat pels receptors
opioides p, K'i & de I'encéfal, la medul-la espinal i drgans periferics (por ejemplo
I'intesti). En aquests receptors, I'oxicodona actua com agonista del receptor
opioide i afecta l'alleujament de dolor en unint-se als receptors opioides
endogens del sistema nerviés central. Per contra, la naloxona és un antagonista

pur que actua sobre tots els tipus de receptors opioides [83].

La forma farmaceutica comercialitzada sén comprimits recoberts d’alliberacio
prolongada que s’utilitzen per tractar el dolor intens en adults que només es pot
tractar adequadament amb analgesics opioides. L’antagonista opioide naloxona
s’afegeix per a contrarestar I'estrenyiment ocasionat pels opioides, al bloquejar

I'accié de I'oxicodona als receptor opioides que es troben a l'intesti [83].
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La dosi inicial habitual per a un pacient no tractat previament amb opioides és de
10 mg/5 mg de hidroclorur d’oxicodona/hidroclorur de naloxona cada 12 hores.
Es disposa de dosis més baixes per facilitar 'adaptacié quan s'inicia el tractament
amb opioides i per ajustar la dosi de forma individual. Els pacients que ja estiguin
rebent tractament amb opioides podran iniciar el tractament rebent dosis majors
en funcio de la seva experiencia previa amb opioides. La dosi diaria maxima
d'aquests comprimits és de 160 mg de hidroclorur d’oxicodona i de 80 mg de
hidroclorur de naloxona i es reserva a pacients que préviament han estat
mantinguts amb una dosi estable i que requereixen un augment de la dosi. En
els casos que es consideri necessari un augment de la dosi s'ha de prestar
especial atencié als pacients amb la funcié renal compromesa i a pacients amb

malaltia hepatica lleu [83].

Les presentacions comercials que contenen oxicodona/naloxona aprovades i

comercialitzades a desembre de 2022 son [Taula 4]:

Taula 4. Presentacions comercials que contenen oxicodona/naloxona [83].

Nom comercial Presentacions

Oxicodona/naloxona | 10 mg/5 mg, 20 mg/ 10 mg, 40 mg /20 mg, 30 mg / 15 mg*,

(Cinfa/stada*/mylan/ | 5 mg /2.5 mg comprimits d’alliberament prolongat

ratiopharm/teva*)

Tanonalla® 10 mg/5 mg, 20 mg/ 10 mg, 30 mg / 15 mg, 40 mg/ 20 mg,
5 mg /2.5 mg comprimits d’alliberament prolongat

Targin® 10 mg/5mg, 20 mg/ 10 mg, 40 mg/ 20 mg, 5 mg/ 2.5 mg
comprimits d’alliberament prolongat

Duoxona® 10 mg /5 mg, 20 mg / 10 mg, 40 mg / 20 mg, 30 mg / 15 mg,
5 mg /2.5 mg comprimits d’alliberament prolongat

Taioma plus® 10 mg /5 mg, 20 mg / 10 mg, 30 mg / 15 mg, 40 mg / 20 mg,
5 mg /2.5 mg comprimits d’alliberament prolongat

(*genérics que contenen la dosis 30 mg / 15 mg)
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TRAMADOL/DEXKETOPROFEN

En el moment de I‘'estudi només existia una marca registrada amb el tractament
combinat dels principis actius hidroclorur de tramadol i dexketoproféen,
'Enanplus®. L’hidroclorur de tramadol és un analgésic pertanyent al grup dels
opioides que actuen en el sistema nervios central. Alleuja el dolor actuant sobre
cel-lules nervioses especifiques del cervell i de la medul-la espinal. El
dexketoprofén és un analgesic pertanyent al grup dels AINEs. Cada comprimit
conté 75 mg d’hidroclorur de tramadol i 25 mg de dexketoprofen. Esta indicat en
el tractament simptomatic a curt termini del dolor agut de moderat a intens en
pacients adults quan el dolor requereixi una combinacié de tramadol i
dexketoprofén. Per tant, el tractament s'ha de limitar estrictament al periode
simptomatic i en qualsevol cas a no més de 5 dies [84]. La dosi recomanada és
d'un comprimit recobert amb pel-licula amb un interval minim de dosificacio de 8
hores. La dosi diaria total recomanada no ha de sobrepassar els tres comprimits
al dia [84]. En l'actualitat, a data de desembre de 2022, a part de la presentacio
en comprimits, també hi ha comercialitzat Enanplus® en granulat per a solucié

oral.
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OBJECTIUS

L’objectiu general de la present tesis doctoral va ser potenciar la seguretat,
I'efectivitat i I'eficiéncia de I'is dels medicaments en pacients amb DCNO en
'ambit de [latencié primaria, d’acord amb els paradigmes actuals que

fonamenten la practica basada en 'evidéncia.

Per a assolir I'objectiu general esmentat, es considera necessari portar a terme,

entre altres, els seglents objectius intermedis:

- Analitzar I'evolucié de la prescripci6 de medicaments pel tractament del
DCNO en I'ambit de I'atencié primaria de salut de Catalunya i, en concret, de
la pregabalina, el tapentadol, i les combinacions de I'oxicodona/naloxona i el

tramadol/dexketoprofén.

- Determinar 'adequacio terapéutica en els pacients amb prescripcié

d’almenys un dels medicaments seleccionats.

- Dissenyar, establir i analitzar els efectes de les intervencions de millora que,
en cas necessari, es van dur a terme per a incrementar els beneficis
terapeutics i/o disminuir el potencial risc iatrogenic associat a I'is dels

medicaments.
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RESULTATS

La present tesis és un compendi de 3 articles publicats en revistes cientifiques

indexades que es presenten a continuacio.

Primer article

Clinical use of pregabalin in general practice in Catalonia, Spain: a population-

based cross-sectional study

Montserrat Vifias-Bastart, Miriam Oms-Arias, Africa Pedraza-Gutiérrez, Irene

Lizano-Diez, Pilar Modamio, Eduardo L. Marifio

Pain Med. 2018;19(8):1639-1649

doi: 10.1093/pm/pnx159.

- Indicadors de qualitat

Revista: Pain Medicine

Factor d’impacte en Journal Citation Reports (JCR) 2018: 2.764

Categoria, quartil (JCR 2018): Medicine, General and Internal, Q1 (38 de 160)
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Abstract

Objective. The aim of this study was to determine the
pattern of use of pregabalin and the appropriateness
of treatment, so that interventions could be designed
to improve various clinical approaches to the use of
pregabalin to include unlicensed indications.

Design. A descriptive, cross-sectional, multicenter
study was performed between April 2014 and
January 2015.

© 2017 American Academy of Pain Medicine. All rights reserved. For permissions, please e-mail: journals.permissions @ oup.com

Setting. Fifty-three primary health care centers cov-
ering 1,250,000 inhabitants.

Subjects. A total of 10,155 patients with pregabalin
prescriptions.

Methods. Demographic (gender, age) and clinical
(licensed indications for pregabalin, treatment dur-
ation, dosing schedule, diagnoses, kidney function,
previous treatment with pregabalin, and additional
drug treatment combined with pregabalin) variables
obtained from health records were studied. The
indicators were related to the daily dose of pregaba-
lin, diagnoses, and treatment.

Results. A total of 64.2% of patients treated with
pregabalin were female (mean age = 62.3 years;
SD =15.2years). Twenty-nine patients were
younger than age 18years. A total of 68.2% of
patients were taking pregabalin for an appropriate
indication, 45.2% were using pregabalin off-label
for bone and joint pain, and 15.1% were using pre-
gabalin for fibromyalgia. A total of 71.9% of
patients started treatment with pregabalin without
previously using firstline drugs, such as amitrip-
tyline or gabapentin, and 66% of active treatments
had been initiated during the year before the
study. In 47% of patients with glomerular filtration
rates lower than 15mL/min, the dose exceeded
the maximum.

Conclusions. Our study reveals that pregabalin is
used for unlicensed indications and often when
firstline drugs have not been trialed and suggests
that better routines in diagnosis and prescription
may improve treatment outcomes. Our study also
provides novel information about the use of doses
of pregabalin that are higher than recommended for
patients with renal impairment.

Key Words. Chronic Kidney Disease; Drug
Utilization Review; Inappropriate Prescribing;
Neuropathic Pain; Off-Label Use; Pregabalin
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Introduction

Currently, moderate to severe chronic pain affects ap-
proximately 18% of the population across Europe [1]. In
addition, management of chronic pain is a major clinical
challenge. It has long been recognized that the percep-
tion of pain, and the disability that often arises from it, is
inextricably linked to an individual’s emotional, cognitive,
and social functioning. The available pain management
strategies include a wide range of both pharmacological
and nonpharmacological strategies [2].

Pregabalin is an analogue of gamma-aminobutyric acid
(GABA) that, due to its mechanism of action, has anal-
gesic, anxiolytic, and antiepileptic effects. In the
European Union (EU), it is indicated for peripheral and
central neuropathic pain, epilepsy, and generalized anx-
iety disorder (GAD) in adults [3]. According to the
Cochrane Review [4], pregabalin has proven efficacy
against neuropathic pain conditions and fibromyalgia.
There is no evidence to support the use of pregabalin in
acute pain scenarios.

Pregabalin (titrated up to at least 300 mg daily) is gener-
ally recommended in guidelines [2] for the treatment of
patients with neuropathic pain if other first- and second-
line pharmacological treatments have failed. A flexible
dosing strategy (manufacturer’'s recommended dosages
between 150 and 600 mg per day were considered ef-
fective, based on clinical response and tolerability) [3]
may reduce discontinuations, facilitate a higher final
dose, and give slightly greater pain relief.

Official data published in Spain [5] on an analysis of
the Anatomical Therapeutic Chemical (ATC) classifica-
tion groups with the highest sales volumes from 1992
to 2006 revealed a very sharp increase in the use of
antiepileptic drugs. The consumption of all the associ-
ated therapeutic subgroups remained more or less
constant over the 15years of the study, except for the
subgroup “NO3AX — Other antiepileptic drugs,” which
was responsible for approximately 80% of the increase
in the total use of antiepileptic drugs since 1992.
Gabapentin accounted for most of the consumption in
this subgroup, mainly due to the fact that it is also indi-
cated for “peripheral neuropathic pain.” However, the
consumption of other antiepileptic drugs also rose dur-
ing the study period, including that of pregabalin (a
drug authorized and funded by the Spanish National
Health System in 2004). It should be considered that
the volume of sales of pregabalin increased signifi-
cantly between 2005 and 2006, which coincides with
the European authorization of a new indication for
neuropathic pain [3].

Subsequent data on the consumption of pregabalin be-
tween 2007 and 2008 in Spain and specifically in
Catalonia, a Spanish regional health administration,
showed a further increase in the sales volume of over
40% [6,7]. This situation may be due to the fact that in
2007 the US Food and Drug Administration approved
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pregabalin as the first drug indicated for the manage-
ment of fibromyalgia [8]. This indication is not currently
licensed in the EU [3]; however, the European League
Against Rheumatism (EULAR) [9] highly recommends
pregabalin for fibromyalgia treatment and contends that
it should be a firstline therapy.

The latest data source on pregabalin sales in Spain
(2011-2014) [6] shows that it continued to top sales in
monetary terms (millions of €), with figures of €145.51
M, €161.44 M, €175.05 M, and €184.37 M, respect-
ively. In 2015, the first generic versions of this drug
appeared on the market, and consequently its price
dropped. This had an impact on sales volume (monetary
value), which fell sharply (€109.78 M), and pregabalin
moved into sixth place in the ranking by active sub-
stance [6]. However, the use of pregabalin went up in
terms of the number of units prescribed and dispensed,
while the price drop masked this effect. A similar pattern
is found in the Catalan Health Service (CatSalut) data on
pregabalin sales in Catalonia for 2013 to 2015 (from the
second highest monetary sales in 2013 and 2014 to
seventh in 2015) [7].

The aim of this study was to determine the pattern of
use of pregabalin and the appropriateness of treatment,
so that interventions could be designed to improve vari-
ous clinical approaches to the use of pregabalin to in-
clude unlicensed indications.  Currently, Lyrica
(pregabalin) is patented in Spain for only one indication:
neuropathic pain. That patent expires in July 2017. The
generic versions that have been marketed are only
licensed for the treatment of epilepsy and GAD.

Methods
Design and Setting of the Study

A descriptive, cross-sectional, multicenter study was
carried out between April 2014 and January 2015. It
covered the 53 primary care teams in the Department
of Primary Care (DAP) Costa de Ponent of the Catalan
Institute of Health (ICS), which provides health care for
1.25 million inhabitants.

The ICS [10] is the main public provider of health serv-
ices in Catalonia, Spain. It is a pioneer in its three basic
areas of activity: health care (its main area), research,
and teaching. The ICS provides health services to 83%
of all Catalan citizens (more than 5.5 million people). It is
comprised of eight hospitals and 287 primary care
teams, located throughout the whole of Catalonia. The
primary care teams are made up of a varying number of
professionals  (general  practitioners,  pediatricians,
nurses, auxiliary nursing staff, dental surgeons, social
workers, and administrative staff) and are responsible
for providing public coverage in primary health care to
the population that lives within their catchment area.
DAPs are management structures that are directly re-
sponsible for all of the health centers, services, and
institutions within their corresponding area. The DAP
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Costa de Ponent directly manages primary health care
services in the southern Barcelona metropolitan area
(Catalonia, Spain).

Data Sources

A total of 10,155 patients who were covered by the
DAP Costa de Ponent and had a current prescription
for pregabalin (cutoff date: May 19, 2014) were
selected. The patients’ clinical information was obtained
from computerized health records (e-CAP computer
program). e-CAP contains patients’ demographic data,
medical history, diagnoses, medications, treatment
plans, immunization dates, allergies, radiology images,
laboratory and test results, therapeutic procedures, hos-
pital release dates, and visits to emergency facilities. e-
CAP also allows clinical data provided by the private
health sector or the individual citizen to be added later,
so it contains information from other health providers
and organizations involved in patient care [11].

Data Collection and Variables

Information on each patient was recorded separately
using a specially designed form, so that the data could
subsequently be used in the analysis. To design the
form, 124 computerized health records of patients with
a current pregabalin prescription were selected from the
e-CAP computer program and analyzed. Computerized
health records were extracted from anonymized data.
Diagnoses that could be associated with pregabalin use
were identified and grouped together. The codes of
other drugs used in combination with pregabalin were
compiled to analyze which were most common, and
available data on kidney function was included.
Diseases were coded according to the 10th version of
the International Statistical Classification of Diseases
and Related Health Problems (ICD-10), and drugs were
coded according to the World Health Organization
(WHO) ATC classification system (Supplementary
Appendix 1).

The study variables were both demographic (gender,
age) and clinical (licensed pregabalin indications, treat-
ment duration, dosing schedule, diagnoses, kidney
function, previous treatment with pregabalin, and drug
treatment in combination with pregabalin). Kidney func-
tion was assessed by glomerular filtration rate (GFR).
According to data published on chronic kidney disease
by the National Kidney Foundation, a GFR below
15 mL/min is considered the most serious and indicates
kidney failure [12].

The indicators were related to the daily dose of prega-
balin (by age, gender, treatment duration, kidney func-
tion, and appropriate treatment in terms of dose),
diagnoses (appropriateness according to indication or
kidney function), and treatment (appropriateness
according to diagnosis and daily dose or according to
diagnosis and treatment duration).

Clinical Use of Pregabalin

Ethical Review Board Approval

Ethical approval was not required as this was a retro-
spective secondary analysis of suitably anonymized data
sets. It was not an experimental study, and patients
were not recruited. The study was not funded.

Data Analysis

Initially, a descriptive analysis of the data was carried
out, in which discrete variables were expressed in pro-
portions or frequencies, and continuous variables as
means and standard deviations. Then, frequencies were
compared in a bivariate analysis using yx square, and
means were compared using Student’s t test or analysis
of variance, depending on the number of variables to be
analyzed. Results were considered statistically signifi-
cant when the P value was 0.05 or less. The statistical
analysis was carried out using SPSS 17.0 software.

A descriptive, cross-sectional, multicenter study of pre-
gabalin use was carried out in the same setting in 2009
with a representative sample of patients (N=256). The
previous results were compared with those of the study
reported here [13].

Results
Description of the Population: Demographic Data

The population of Catalonia in 2014 was 7,508,106,
0.14% lower than in 2013. In the DAP under study,
which has four primary care services, the total popula-
tion covered by the public health system was 1,206,219
in 2014 [10].

On the cutoff date, 10,155 patients were taking prega-
balin prescribed by one of the teams in the DAP under
study. Therefore, an average of 8.4 patients per 1,000
inhabitants had a pregabalin prescription. Of these
10,155 patients, 64.2% (N=6,522) were women. The
average patient age was 62.3years (SD=15.2years),
60.8years for men and 63.2 years for women; the differ-
ence was statistically significant (P < 0.005). Patients
were classified into four age groups: younger than
25years (0.8% of patients), 25 to 50years (22.6%), 51
to 65years (31.8%), and older than 65years (44.8%).
Patient age varied from 10 to 101 years, so current pre-
gabalin treatments were detected in the nonadult popu-
lation: 29 patients were under 18years old, a dosing
schedule that is outside the age limits specified in the
summary of product characteristics (SmPC) of
pregabalin.

Description of the Population: Clinical Data
Pattern of Pregabalin Use
The length of treatment with pregabalin was studied;

the average was 413.4 days (SD=523.2 days). A total
66.6% of patients had been treated for less than a
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year (N=6,762), 14.6% for between one and two years
(N=1,485), 12.6% for between two and four
years (N=1,279), 4.7% for between four and six years
(N=473), and 1.5% for more than six years (N = 156).

The records of 202 patients did not specify the dosing
schedule (153 patients) or were invalid (49 patients).
Therefore, the analysis of dosing schedule results only
refers to 9,953 patients (Figure 1). A wide range of dos-
ing schedules was recorded: 11 in total, of which four
could be considered subtherapeutic, according to
SmPC.

The average daily dose administered to patients treated
with pregabalin was 151 mg (SD=113.3mg; minimum
dose: 13 mg, maximum dose: 2,700 mg). Dosing sched-
ules by gender, age group, length of treatment, and
according to kidney function are represented in Figure
2, A-D. Differences in average daily dose were statistic-
ally significant according to gender and for all the age
groups (P < 0.005).

Between the shortest treatment group (patients with a
treatment duration of less than a year, in which the
average daily dose was lower) and the other groups, the
differences between average daily dose were statistically
significant (P < 0.005). In addition, there were statistically
significant differences (P < 0.005) in average daily dose
between the group that had been receiving treatment
for one to two years and the group that had been
treated for more than six years.

Significant differences were also found between the
average daily dose according to GFR (P < 0.005). Not
all the patients in the study were included in this analy-
sis as the GFR was not known for all of them. In
patients with GFRs lower than 15mL/min, which is indi-
cative of moderate or severe kidney failure [12], the
dose was higher than the recommended maximum in
47% of patients. Finally, when the maximum recom-
mended dose according to kidney function was com-
pared with the daily dose prescribed to patients in the
study, it was found that 45 patients (0.4% of the total)
were not prescribed an appropriate dose according to
their GFR. Of these 45 patients, 20 (44%) were adminis-
tered a higher daily dose than the authorized 600 mg.

Pregabalin was found to be prescribed for nine diagno-
ses (Figure 3). Each patient may have had more than
one specific diagnosis, which is why the results add up
to over 100%.

To determine whether the diagnoses matched the drug
indications, we considered that patients received appro-
priate treatment according to the drug indications
(neuropathic pain, GAD, and epilepsy) when they had
one or more appropriate diagnoses, even if they also
had inappropriate diagnoses. A total of 68.2% of
patients had at least one of the diagnoses licensed in
the SmPC. A total of 6.9% of patients did not have any
recorded diagnosis. Regarding whether diagnoses were

1642

appropriate or not according to patient kidney function,
of the 45 patients who did not have a pregabalin dosing
schedule adapted to their GFRs, 29% did not have a
diagnosis that was considered appropriate.

Appropriateness of Treatment According to
Diagnosis, Dosing Schedule, and Length of
Treatment

Very similar patterns were found for the average daily
dose prescribed according to whether or not the diag-
nosis was appropriate (in 50% of cases, the diagnosis
did not warrant the prescription considering also dos-
ing schedule and length of treatment). There were,
however, significant differences (P <0.05) between
diagnostic groups (Table 1). The average treatment
duration was analyzed for both appropriate and in-
appropriate diagnoses (Table 2). Significant differences
(P<0.05) were found between some diagnostic
groups.

Table 3 shows the distribution of diagnoses according
to treatment duration. The number of patients with each
diagnosis did not add up to the total number of patients
in the study as some patients had more than one diag-
nosis; therefore, the total corresponds to the number of
diagnoses rather than the number of patients. In add-
ition, an analysis of the appropriateness of the prescrip-
tions and treatment durations (Figure 4) showed no
significant differences (P > 0.05).

Drug Treatment Prior to Pregabalin

We assessed whether other drugs had been adminis-
tered prior to the use of pregabalin to treat the same
health problem. A total of 10.9% of patients had taken
amitriptyline before starting treatment with pregabalin;
13.0% had taken gabapentin, 4.2% continued to take
gabapentin or amitriptyline, and 71.9% had not taken ei-
ther amitriptyline or gabapentin before starting treatment
with pregabalin. A total of 66% of current treatments
had started during the last year.

Drug Treatment in Combination with Pregabalin

Along with pregabalin, patients with neuropathic pain,
bone and joint pain, fibromyalgia, spondylopathy and
dorsopathy, depression, and neuralgia were prescribed
various drugs for pain management (Supplementary
Appendix 1). The drugs were compatible, so each pa-
tient could take more than one at a time. The drugs that
were prescribed most frequently were analgesics
(42.0% of patients), anxiolytics (35.4% of patients), and
opioid analgesics (30.0% of patients). A total of 1.1% of
patients took pregabalin and gabapentin concurrently.
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Figure 3 Distribution of patients according to the nine diagnoses encountered.

Table 1 Diagnoses and average daily dose

Patients with this

Average Daily

Patients without this

Average Daily

Diagnoses Diagnosis, No. Dose, mg+=SD Diagnosis, No. Dose, mg=SD P

Spondylopathy and dorsopathy 4,696 150.7 = 113.0 5,257 152.9 +114.0 0.330
without radiculopathy

Bone and joint pain 4,517 145.4 +104.9 5,436 157.2+119.6  <0.005*

Spondylopathy and dorsopathy 4,103 157.7 =108.9 5,850 147.7 £116.2  <0.005*
with radiculopathy

Enthesopathy and other soft 3,262 148.3+104.5 6,691 153.1+117.4 0.101
tissue disorders

General anxiety disorder 2,920 154.3+114.4 7,033 150.8 +112.9 0.167

Depression 2,290 164.0 £128.2 7,663 148.2+108.2 <0.005*

Neuralgia 2,008 160.2+118.5 7,945 149.7 £111.9  <0.005*

Fibromyalgia 1,509 164.3+117.3 8,444 149.6 £ 1125 <0.005*

Epilepsy 68 154.4 +117.8 9,886 151.8+113.3 0.850

*Significant differences.

Discussion

The present study provides new information on the pre-
scription patterns of pregabalin in general practice in
Catalonia, Spain. The prevalence and incidence of pre-
gabalin use associated with specific indications, accord-
ing to recorded diagnoses, were determined on the
basis of clinical information available from the e-CAP
database [11]. We linked several demographic and clin-
ical characteristics to pregabalin use. To our knowledge,
this is the first study that provides novel information
regarding the prescription of pregabalin in patients with
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renal impairment. However, some limitations should be
considered.

This study is based on prescription data, so we cannot
ascertain whether the prescriptions were actually used
or whether the drugs were taken by the patient.

Secondly, the clinical diagnoses made by general practi-
tioners may not be accurate, so all pregabalin prescrip-
tions were analyzed, whether or not they were linked to
licensed indications. The study was carried out using
data collected from a restricted area of northeastern
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Table 2 Diagnoses and length of treatment

Patients with this Average Length of Patients without

Clinical Use of Pregabalin

Average Length

Diagnoses Diagnosis, No. Treatment, d = SD this Diagnosis, No. of Treatment, d=SD P
Spondylopathy and 4,776 388.8 =478.7 5,379 435.3 +551.9 <0.005%
dorsopathy without
radiculopathy
Bone and joint pain 4,593 535.4 +104.9 5,562 390.4 +511.8 <0.005*
Spondylopathy and 4,157 415.5 +529.4 5,998 147.7 = 116.2 0.746
dorsopathy with
radiculopathy
Enthesopathy and other 3,300 424.3 = 526.8 6,855 408.2 +521.4 0.146
soft tissue disorders
General anxiety disorder 3,010 398.1 =491.6 7,145 419.9 +535.9 <0.005*
Depression 2,359 420.3 +512.3 7,796 411.4 = 526.5 0.469
Neuralgia 2,034 439.6 +537.0 8,121 406.9 +519.5 <0.005*
Fibromyalgia 1,537 459.0 = 540.2 8,618 405.3 +519.7 <0.005*
Epilepsy 69 361.8 = 466.8 10,086 413.8 £523.6 0.411
*Significant differences.
Table 3 Diagnoses and treatment duration
Diagnoses <1y, % 1-2y, % 2-4y, % 46y, % >6Y, %
Spondylopathy and dorsopathy without radiculopathy 19.13 17.82 17.68 15.17 14.41
Bone and joint pain 17.21 18.27 19.05 29.71 20.22
Spondylopathy and dorsopathy with radiculopathy 16.23 15.83 15.64 15.57 18.28
Enthesopathy and other soft tissue disorders 12.69 12.81 12.91 13.30 13.29
General anxiety disorder 11.87 12.15 10.31 11.60 8.59
Depression 9.25 8.81 9.01 8.68 9.70
Neuralgia 7.64 8.10 8.36 8.84 8.59
Fibromyalgia 5.70 5.96 6.77 6.89 6.92
Epilepsy 0.28 0.25 0.27 0.24 0.00

Spain; therefore, our findings may not be applicable to
the entire Spanish population. However, the evidence in
the literature and comparison with a previous study car-
ried out in the same setting in 2009 [13] support the
results on pregabalin use, at least in this area.

Other potential indications for pregabalin are under
study, despite controversial results. The frequent off-
label use of pregabalin in clinical populations is found in
both primary and specialized care (perioperative settings
and analgesia/anesthesia protocols) [14,15]. Others
have studied the potential for pregabalin abuse and de-
pendence [16].

Characteristics of the Population with Pregabalin
Prescriptions

The population distribution by gender and age was simi-
lar to that observed in the previous study carried out in
2009 in the same area [13].

The prevalence of pregabalin prescription by gender did
not differ among patients with conditions for which the
drug is licensed in the EU [3]. However, pregabalin is
also used for conditions such as fibromyalgia and bone
and joint pain (off-label use), and in this case current
prescriptions were more prevalent among women. In
the EPISER study (in 2000) [17], the prevalence of fibro-
myalgia in the Spanish population was estimated at
2.4%, with 4.2% for women and 0.2% for men. It is im-
portant to note that pregabalin was authorized in Spain
in July 2004, so this could explain the differences be-
tween the EPISER study and our results. The fibromyal-
gia prevalence data from the EPISER study also
contrast with a prevalence close to 10% in countries
such as Israel, the United States, the United Kingdom,
and Canada [18]. As the diagnostic criteria are only clin-
ical and the etiopathogenesis has not yet been clarified,
it is very difficult to study and determine a therapeutic
approach to fibromyalgia and to make epidemiological
comparisons between countries.
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Figure 4 Distribution of appropriate and inappropriate diagnoses in patients, according to treatment length.

As for the distribution of the study population by gender,
the average age of patients (62.3years) was an
expected result, considering that the geriatric population
suffers more from chronic pain. In a study of 18,626
patients carried out from 2005 to 2009 in Stockholm
[19], it was found that the average ages of men and
women who used pregabalin were 62 and 64years,
respectively.

Pattern of Pregabalin Use

Two-thirds of patients had been undergoing treatment
with pregabalin for less than a year. In the previous
study carried out in 2009, 50% of the patients had been
treated for less than a year [13]. This change could be
due to the fact that treatments are now shorter or that
more new treatments are being started. With reference
to the high variability in the dosing schedules, our
results agreed with the previous study [13].

The licensed dose according to the SmPC is very similar
for the three indications of pregabalin. Generally, prega-
balin treatment can be started at a dose of 150mg per
day. Based on individual patient response and tolerabil-
ity, the dose may be increased to 300 mg per day after
an interval of three to seven days and, if needed, to a
maximum dose of 600mg per day after an additional
seven-day interval [3]. Notably, 41.2% of patients had a
dosing schedule lower than that indicated, which could
lead to a lack of effectiveness of the treatment.

1646

In patients older than age 25years, the average daily
dose decreased as the age range increased. This result
was found to be statistically significant (P < 0.005) and
was expected [13]. Older patients require lower doses
due to a reduction in kidney function. Women were pre-
scribed lower doses than men, although no difference
by gender is specified in the SmPC [3]. The analysis of
daily dose according to treatment duration showed that
the patients with the lowest average daily dose were
those whose treatment had lasted less than a year. This
could be due to a lack of effectiveness, which becomes
evident the longer the treatment lasts. In the study car-
ried out in 2009 [13], the average daily dose was also
higher in patients who were treated for more than a
year.

Characteristics of Diagnoses and Licensed Indications
of Pregabalin

Only 68.2% of patients had at least one of the diagno-
ses warranting pregabalin prescription. The International
Association for the Study of Pain (IASP) [20] defines
neuropathic pain as pain caused by a lesion or disease
of the somatosensory nervous system. Neuropathic pain
is a clinical description (not a diagnosis) requiring a
demonstrable lesion or a disease that satisfies estab-
lished neurological diagnostic criteria. Neurologists gen-
erally consider pain to be neuropathic when there is a
clear lesion of the nervous system [21]. However, the
IASP definition is broader, and the fact that it includes
the term “dysfunction” could mean that pathologies
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such as fibromyalgia are considered a kind of neuro-
pathic pain.

Only 0.7% of patients took pregabalin to treat epilepsy,
which shows that, despite the fact that this drug
belongs to the group of antiepileptics, it is mainly used
for other indications.

In terms of the evaluation of appropriate treatment
according to diagnosis and daily dose, our results dif-
fered from those of the study carried out in 2009 [13]
in the same DAP, in which the daily dose of patients
with an appropriate diagnosis was higher than that of
patients with an inappropriate diagnosis. This could
be due to an increase in the number of patients with
bone and joint pain or dorsopathy without radiculop-
athy diagnoses, which are not authorized pregabalin
indications [3].

In the case of diagnoses that are not included in the
SmPC [3], such as bone and joint pain or fiboromyalgia,
the treatment durations were longer than those of
licensed indications such as GAD or epilepsy. This re-
sult, also observed in the study undertaken in 2009 [13],
is surprising and could be due to the fact that treat-
ments for bone and joint pain tend to be continued for
longer.

Treatment Alternatives to Pregabalin

Regarding the review of previous drug treatment, it was
found that approximately 72% of the patients did not
have a prescription for either gabapentin or amitriptyline
for the same health problem before they were pre-
scribed pregabalin. In contrast to the results of our
study presented here, Wettermark et al. [19] showed
that 55% of patients had used antidepressants, 49%
had used opioids, and 48% had used sedatives before
they started treatment with pregabalin.

A retrospective study of administrative records in
Sweden (2004-2009) [22] to explore treatment patterns
in patients with chronic pain diagnoses and the initiation
of pharmacological treatment indicated for neuropathic
pain showed different results from those presented
here. Of the patients who were assumed to be treated
for neuropathic pain, 16% had a neuropathy diagnosis,
18% had a mixed pain diagnosis, and the remaining
66% had another diagnosis related to chronic pain. The
most common first prescription was amitriptyline (40%),
followed by pregabalin (22%) and gabapentin (19%).
More than half of the patients had discontinued treat-
ment at three months, and 60% to 70% at six months;
7% of those who discontinued this treatment switched
to or remained on another analgesic drug. A small pro-
portion of patients (11%) had an added analgesic pre-
scription in parallel to the pharmacological treatment
indicated for neuropathic pain, and more than one-fifth
(22%) of patients were also prescribed a psychiatric
drug (selective serotonin  reuptake inhibitor or
benzodiazepines).

Clinical Use of Pregabalin

Gabapentin and amitriptyline have been on the market
longer than pregabalin, and there is abundant evidence
of their effectiveness and safety. Reports by Spanish
pharmacotherapeutic committees recommend the use
of gabapentin or amitriptyline prior to pregabalin [5,10],
which is consistent with the National Institute for Health
and Care Excellence (NICE) guidelines on the treatment
of neuropathic pain (2012) [23] and the Cochrane review
by Wiffen et al. [24], which concluded that clinical trials
support the use of gabapentin and pregabalin in some
neuropathic pain conditions (painful diabetic neuropathy,
postherpetic neuralgia, and central neuropathic pain)
and fibromyalgia. For other antiepileptic drugs, there
was no evidence, insufficient evidence, or evidence of a
lack of effect, although clinical practice experience indi-
cates that some patients can achieve good results with
antiepileptics other than gabapentin or pregabalin. In
December 2014, the Canadian Agency for Drugs and
Technologies in Health [25] concluded that the efficacy
of gabapentin was similar to that of antidepressants and
pregabalin in relieving pain in diabetic neuropathy, post-
herpetic neuralgia, and fibromyalgia.

In this study, coprescriptions with pregabalin of other
analgesics were most frequently found in non-
neuropathic pain conditions such as bone and joint pain
and  spondylopathy  without  radiculopathy, and
coprescriptions of other anxiolytics were most frequently
found in GAD. Patients with concurrent prescriptions for
gabapentin and pregabalin were also found (1.1%;
N = 114); these two drugs have the same mechanism of
action, and although no pharmacokinetic interactions
between them have been reported, pregabalin may dis-
place gabapentin from receptors [3].

Strategies to Improve Results

Potential interventions include studying the safety and
efficacy of pregabalin in patients younger than age
18years, flagging inappropriate doses according to GFR
for review and possible dose reduction, sending
reminders to doctors about indications for pregabalin,
and providing information on inappropriate diagnoses
and alternatives to pregabalin.

Another opportunity for improvement would be to re-
place pregabalin with gabapentin in patients with neuro-
pathic pain, based on costs and safety. Both
gabapentin and pregabalin were initially developed as
antiepileptic drugs. Both agents are also licensed for
use in neuropathic pain, on the basis of scientific evi-
dence. The mechanism of action is similar in both
drugs. However, it is important to note that gabapentin
has nonlinear pharmacokinetics, which means that the
dose needs to be carefully adjusted. In this way, if pre-
gabalin treatment needs to be withdrawn or replaced
with an alternative drug, the dose should be gradually
reduced over at least a week. This minimizes the risk of
a greater frequency of crises for patients with convulsive
disorders. [3] The procedure for replacing pregabalin
with gabapentin consists of remembering that the
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standard dosing schedule for pregabalin is 150 mg per
12hours (maximum daily dose of 600 mg), while that of
gabapentin is 600mg per eight hours (maximum daily
dose of 3,600 mg).

The principal clinical practice guidelines recommend
amitriptyline as the firstline treatment for neuropathic
pain, except in trigeminal neuralgia, in which the use of
carbamazepine is recommended, and when the compli-
cations associated with TCAs are prevalent, such as in
older adults. If there is a lack of response, intolerance,
or a partial but insufficient response to amitriptyline, the
ICS Pharmacotherapeutic Commission recommends
changing to or adding gabapentin, which leaves prega-
balin as the third choice of drug [10]. According to the
NICE [23] publication and in the absence of more
detailed data, recommendations cannot be made about
initiating or switching to gabapentin following pregabalin
treatment or vice versa. The individual SmPCs [3] sug-
gest that either agent can be discontinued over the
course of a week, although whether this is relevant for
patients with neuropathic pain remains unclear.

Conclusions

This study supports other literature demonstrating that
pregabalin is used frequently off-label and for unlicensed
indications in both primary care and hospital care (in the
perioperative setting and analgesia/anesthesia protocols)
settings. These findings indicate the need for better
training to improve diagnostic and prescription proce-
dures for achieving better treatment outcomes. Our
study also provides novel information about the fre-
quency with which patients with renal impairment are
prescribed doses of pregabalin that exceed clinical
recommendations.
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RESUMEN

El consum de pregabalina va experimentar un augment exponencial en els
darrers anys i al 2013 va assolir la 2a posicié en despesa dels medicaments a
Catalunya. A la Uni6 Europea, la pregabalina esta autoritzada per tractar

I'epilépsia, el dolor neuropatic i el TAG en adults.

L’objectiu principal d’aquest primer estudi va ser determinar I'adequacio del
tractament de la pregabalina als diagnostics en que s’estava indicant, aixi com
establir el patr6 de prescripcid per a, en cas que fos necessari, dissenyar

intervencions de millora.

Es va dur a terme un estudi descriptiu, transversal, multicéntric en 53 centres
d’atencio primaria que donen cobertura a una poblacié aproximada de 1250000
habitants. Es van trobar 10155 pacients amb prescripcié de pregabalina en el
moment del tall (maig de 2014). Es van registrar les dades de cada pacient,
variables demografigues com l'edat i el sexe, la dosi diaria de pregabalina,
diagnostics, I'index de filtracié glomerular (IFG), el temps en tractament, la
medicacio prévia i el tractament indicat segons diagnostic aprovat en la fitxa

técnica.

Es va observar que un 64.2% dels pacients tractats amb pregabalina eren dones
i 'edat mitjana era de 62.3 anys (desviacio estandard, DE + 15.2). Es van trobar
29 pacients menors de 18 anys. El 67.6% (N = 6860) dels pacients prenia
pregabalina per un diagnostic autoritzat en la fitxa tecnica. El 68.7% dels pacients
presentava un diagnostic inadequat d’artrosi i el 20.8% de fibromialgia, aquest
altim diagnostic no indicat a la fitxa técnica del medicament. Finalment, el 21.9%
dels pacients no presentaven cap diagnostic associat. El 71.9% (N = 7,299) dels
pacients van comencar el tractament amb pregabalina sense utilitzar
medicaments que es consideren de primera linia com lamitriptiina o la
gabapentina (nomeés un ter¢ havia iniciat el tractament amb amitriptilina o
gabapentina). El 66% dels tractaments actius s’havien iniciat un any abans. La
dosi diaria mitjana va ser de 151 mg (DE £ 113.3) en comparacio amb 135 mg
(DE % 93.6) per a persones majors de 65 anys. La dosi diaria va ser superior a la

maxima segons I'lFG, com a 0.4% del total. En pacients amb menor IFG, de 15
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ml/min, la dosi va superar la dosis maxima recomanada en un 47.4% dels
pacients (N = 9). Dos tercos dels tractaments tenien un diagnostic aprovat en la
fitxa tecnica. Una petita proporcio de pacients menors de 18 anys van ser tractats

amb pregabalina.

En el moment de I'estudi es van proposar intervencions per tal de millorar la
prescipcio de pregabalina. Les intervencions proposades incloien I'estudi de la
seguretat i I'eficacia de pregabalina en pacients menors de 18 anys, marcar les
dosis inadequades segons el filtrat glomerular per a la seva revisio i una possible
reduccié de la dosi, enviar recordatoris als metges sobre les indicacions de
pregabalina i proporcionar informacio sobre diagnostics inadequats i alternatives
a pregabalina. Una altra opcié de millora seria substituir la pregabalina per
gabapentina en pacients amb dolor neuropatic, en funcié dels costos i la

seguretat.
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Objective: To characterize the use of tapentadol and the combination oxycodone/naloxone
in primary health care. Data on their use and possible misuse will allow the identification of
risk factors and to design protocols to reduce and prevent avoidable harm to patients being
treated for pain.

Design: A descriptive, cross-sectional and multicenter study was performed.

Setting: Fifty-three primary health care teams, which provides healthcare for 1,300,000
inhabitants.

Patients: A total of 1840 patients had active prescriptions of tapentadol and 985 of
oxycodone/naloxone.

Methods: Demographic (age, sex) and clinical (glomerular filtration rate; active liver
disease; dosing and duration of treatment), prescribed daily dose (according to age, sex,
length of treatment), concomitant analgesic treatment and diagnosis. Patient information was
obtained from medical records.

Results: Most of the patients were women (>74.0% in both cases), and the average age was
69.3 years (women: 70.1+13.2; men: 66.7+13.9 years) in the case of tapentadol and 70.6
years (women: 64.0+13.6; men: 72.6+14.3 years) in the case of oxycodone/naloxone. Only
12.2% of patients taking tapentadol and 12.1% taking oxycodone/naloxone had a normal
renal function. In both cases, 4.1% of patients had active liver disease. The average length of
treatment was 246.4 days in oxycodone/naloxone and 199.0 days in tapentadol. It was
recorded that 85.1% of patients in the case of tapentadol and 89.0% in the oxycodone/
naloxone had at least another drug prescribed for pain. About 42.2% of patients treated with
tapentadol and 34.4% of patients treated with oxycodone/naloxone had associated neuralgia
as a diagnosis.

Conclusion: The pattern of use and profile of patients with tapentadol and oxycodone/
naloxone had more similarities than differences, and suggested that prescribing practice, and
monitoring should be assessed regularly to ensure patient safety and effective management of
pain.

Keywords: clinical practice pattern, chronic pain, opioids, oxycodone/naloxone, primary

health care, culture, tapentadol

Introduction

Although there is no uniformity in terms of its definition, chronic pain is generally
understood as the one that persists beyond 3 or 6 months from its appearance or
beyond the expected healing period for a given lesion." Chronic pain is one of the
most frequent causes why general population looks for medical treatment, and is
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often poorly managed.>” Approximately 20% of United
States adults have chronic pain® and it also affects 20% of
European citizens.” Spain shows a prevalence of chronic
pain in the adult population (>18 years) of 16.6%.°

Chronic opioid therapy has limited data supporting its
long-term effectiveness more than three months for the
management of chronic non-malignant pain’ and the use
in the long term remains controversial, also because of the
adverse events.® Besides, it must be taken into account that
chronic pain is often accompanied by mood and sleep
disorders, and other chronic conditions that can result in
complex medication regimens and an increased risk of
drug interactions and side effects.’

Regarding opioids’ side effects, the most habitual
encompass dry mouth, vomiting, nausea, fatigue, increased
sweating, itching, drowsiness and constipation, with
a remarkable negative impact on patient quality of life.*’
Tapentadol demonstrated to have fewer side effects at the
central nervous system (CNS), which could reduce

10,11
dependence'”"

and fewer gastrointestinal side effects
than morphine and oxycodone.'? In this regard, the com-
bination of naloxone with oxycodone improves opioid-
induced bowel dysfunction, characterized by constipation,
incomplete evacuation, bloating, and increased gastric
reflux, which helps increase the acceptability of opioid
treatment for pain.'>'*

In Spain, tapentadol is still covered by patent law and
dosage forms are only marketed as trademarks, both the
extended-release tablets (dosages of 25, 50, 100, 150, 200
and 250 mg) and the immediate-release tablets (dosages of
50, 75 and 100 mg)."> Oxycodone/naloxone combination
is marketed as trademarks and generics of extended-
release tablets in different dosages (5/2.5 mg, 10/5 mg,
20/10 mg and 40/20 mg).'® An increase in the consump-
tion of tapentadol and oxycodone/naloxone expressed in
defined daily doses per 1000 inhabitants per day (DHD)
over the years 2014 to 2017 (1.3% DHD tapentadol and
1.4% DHD oxycodone/naloxone to 2.3% DHD and 1.9%
DHD, respectively) was found in our study area of primary
health care. Despite the increasing influence of general
practitioners on the opioid analgesics’ prescription for
the chronic pain treatment, to our knowledge, there were
no findings in the literature of descriptive studies and
comparative analysis of the use of these drugs in primary
care practice.® Thus, the aim of the present study was to
characterize the use of tapentadol and the combination
oxycodone/naloxone in primary health care. Data on their
use and possible misuse will allow the identification of

risk factors and to design protocols to reduce and prevent
avoidable harm to patients being treated for pain.

Materials and Methods
Design and Setting of the Study

A descriptive and cross-sectional multicenter study was
carried out. It covered fifty-three primary health care
teams in the Primary Care Directorate (DAP) Costa de
Ponent of the Catalan Institute of Health (ICS), which

provides healthcare for 1.3 million inhabitants.'”'®

Data Source, Collection, and Variables
The target population were patients with an active pre-
scription of tapentadol or the oxycodone/naloxone combi-
nation on August 13, 2018. The Summary of Product
Characteristics (SmPC) of all (brand-named and generic)
marketed prescription medicines containing these drugs
were reviewed to evaluate their authorized therapeutic
use. The information of the patients was obtained and
extracted anonymously.

The variables studied about patient data were age, sex,
glomerular filtration rate (GFR: >90 mL/min, 60-89 mL/
min, 45-59 mL/min, 30-44 mL/min, 15-29 mL/min and
data not registered) and active liver disease. As for the
prescription data: duration of treatment (>30 days, 31-90
days, 91-180 days, 181-366 days, 1-2 years, and more
than 2 years), prescribed daily dose according to age (in
case of oxycodone/naloxone doses are only referred to as
oxycodone since the dose of naloxone is always half of
oxycodone), sex and length of treatment, concomitant
analgesic treatment and diagnosis. Patient data was
obtained from clinical records (e-CAP computer program),
whereas diagnoses were defined according to the
International Classification of Diseases (ICD-10). The
computer program used (e-CAP) contains patients’ demo-
graphic data, clinical history, diseases, drugs, treatment
plans, vaccinations, allergies, radiology images, analytical
and test results, therapeutic procedures, hospital discharge
dates, and visits to hospital emergency.'’

Regarding the ICS, it is the main provider of public
health services in Catalonia, Spain. It is a leading provi-
der in its three basic areas of activity: healthcare (its main
area), research and teaching. The ICS provides health
services to 83% of all Catalan citizens (over 5.5 million
people).'® It is comprised of 8 hospitals and 287 primary
care teams, located throughout the entire Catalan terri-
tory. The primary care teams are made up of a varying
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number of professionals (general practitioners, pediatri-
cians, nurses, auxiliary nurses, dental surgeons, social
workers, and administrative staff) and are responsible
for providing free primary healthcare to the population
that lives within their catchment area. The management
structures or DAPs are directly responsible for all the
health centers, services, and institutions within their cor-
responding area. Concretely, DAP Costa de Ponent
directly manages primary health care services in the
southern Barcelona

Metropolitan Area (Catalonia,

Spain).'®

Ethical Review Board Approval

Given that the extraction of information was carried out
anonymously and the relationship was not available to
recover which real cases the information corresponds to, it
was not necessary to ask for the informed consent of the
patients studied or institutional review board approval, in
accordance with Spanish regulations prior to January 2, 2021
(Order SAS/3470/2009, of December 16, which publishes
the guidelines on post-authorization studies of an observa-
tional type for medicines for human use and Chapter VI of
Royal Decree 577/2013, of July 26, which regulates pharma-
covigilance of medicinal products for human use).

Data Analysis

Discrete variables were expressed in proportions or fre-
quencies, and continuous variables as means and standard
deviations, and it was assumed that the data were normally
distributed. Frequencies were compared in a bivariate ana-
lysis using y square and means using Student’s ¢ test or
analysis of variance. As a post hoc test was used
Bonferroni. Pearson’s correlation was used in the relation-
ship of two quantitative variables. A p-value < 0.05 was
considered statistically significant. The data were analyzed
using SPSS software, version 17.0.

Results

Description of the Population

At the time of the study (13 August 2018), 1840 patients
had active prescription of tapentadol and 985 patients of
the combination oxycodone/naloxone. In the case of tapen-
tadol, all patients were prescribed extended-release tablets
and 0.3% (N = 6) of them had also oxycodone/naloxone at
the same time. As for oxycodone/naloxone, 0.6% (N = 6)
of patients had also tapentadol at the same time.

The 74.8% (N = 1377) of patients with active prescrip-
tion of tapentadol extended release and 74.1% (N = 729)
of patients in the case of oxycodone/naloxone were
women. No statistical differences were found in terms of
sex between patients taking tapentadol and those taking
oxycodone/naloxone. Regarding patients’ age, the average
was 69.3 years (women: 70.1+13.2 years, male: 66.7+13.9
years) in the case of tapentadol and 70.6 years (women:
64.0+13.6 years; male: 72.6+14.3 years) in oxycodone/
naloxone. The age of women who took tapentadol was
slightly higher but statistically significant than those who
took oxycodone. The distribution of patients by age is
shown in Figure 1A.

Renal and Hepatic Function
As for the renal function, in the case of tapentadol, 12.2%
of patients (N = 225) had a normal renal function (GFR>
90 mL/min) and in the case of oxycodone/naloxone,
12.1% (N = 119). Figure 1B shows the distribution of
patients depending on the GFR value registered to deter-
mine the stage of kidney disease. In addition, it was found
that around 5% of patients (5.6%, N = 104 in case of
tapentadol and 4.8%, N= 47 in case of oxycodone/nalox-
one) had no data recorded for their renal function.

Regarding liver function, 4.1% of patients with tapen-
tadol (N=75) had active liver disease. Liver disease
includes hepatitis C virus, hepatitis B virus, alcoholic
and non-alcoholic fatty liver disease, autoimmune hepati-
tis, cholestasis/diseases of the biliary tract, hepatotoxicity
for medicines or herbal supplements, and hepatotoxicity
leading to cirrhosis. In the case of oxycodone/naloxone,
4.1% of patients (N = 40) had active liver disease.

There was no found co-prescription of the two drugs in
patients with impaired renal or hepatic function.

Treatment Duration

The duration of treatment with extended release tapentadol
and oxycodone/naloxone is ranged from less than one month
to more than 2 years (Figure 1C). Oxycodone/naloxone
treatments had a longer duration than tapentadol treatments
(246.4+283.8 days vs.199.0+£219.7 days, respectively) and
this difference was statistically significant (p < 0.005).

Prescribed Daily Dose

The average daily dose prescribed to patients treated with
extended-release tablets of tapentadol and patients treated
with oxycodone/naloxone was, respectively, 112.3+87 mg
(range: 6.1 mg - 1000 mg) and 23.5£20.6 mg of
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Figure | Distribution of patients by age (A), by Glomerular Filtration Rate (B), and by duration of treatment (C) with tapentadol vs oxycodone/naloxone.

oxycodone (range: 1.2 mg —160 mg). We found, in the
case of tapentadol, 146 patients (7.4%) with doses below
50 mg/day (underdosed) and above 500 mg/day (over-
dosed). In oxycodone/naloxone, we found 179 patients
(18.2%) with doses lower than the recommended 10/5
every 12 h. The daily dose was calculated according to
frequency and dosage, finding frequencies of 1 every 99
h. Figure 2A shows the average daily dose established
according to age groups. In the case of tapentadol, the
highest daily dose was in the age group of 41-50 years
(average 123.2+109.3 mg), although there were no signifi-
cant differences in the daily dose in any of the age ranges
established (p =
(range: 2040 years) were taking lower doses of tapenta-

0.065). In general, younger patients

dol, however, three of those patients were taking more
than the authorized dose (500 mg according to the SmPC).

With respect to the oxycodone/naloxone, the highest
daily dose was in the age group between 20 and 40 years
(average of 36.2+35.2 mg of oxycodone). The oldest
patients (range: 81 - >91 years) were taking the lowest
doses and no patient were taking more than the authorized
dose (160 mg of oxycodone/80 mg of naloxone according

to the SmPC). There were statistically significant age-
related differences in the average daily dose of oxycodone
(p < 0.005).

Furthermore, there appeared to be a negative signifi-
cant correlation between age and average daily dose in

-0.173; p <

patients taking oxycodone/naloxone (r =
0.005).

On the other hand, the average daily dose used was
lower in women than men in both medicines (Figure 2B).
In the case of oxycodone, the dose in men (26.8+£25.7 mg)
was statistically significant higher (p = 0.012) than that of
women (22.4+18.3 mg).

When analyzing both the average daily dose data of the
drugs and the duration of treatment (Figure 2C), patients
treated with the lowest daily dose of tapentadol had the
shortest duration of treatment. In addition, there appeared
to be a significant positive correlation between the two
variables (r = 0.097; p < 0.005). In the case of oxycodone/
naloxone, patients with treatment length between one and
two years were the ones with the highest average daily
dose. In this sense, a significant correlation between the
two variables was found (r = 0.073; p = 0.022).
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Figure 2 Average daily dose according to age groups (A), to sex (B), and to duration of treatment (C).

Drug Treatment Combination with

Tapentadol and Oxycodone/Naloxone

These drugs were also prescribed along with additional
pain drugs, such as, NSAIDs, antiepilectics such as prega-
balin, other non-opioid analgesics such as metamizole,
anxiolytics and hypnotics, selective inhibitors of serotonin
reuptake inhibitors (SSRIs), antiepileptics such us gaba-
pentin, sedatives, tricyclic antidepressants (TCAs) and
other opioid analgesics. Besides, patients could be taking
simultaneously more than one medication (Figure 3).
Therefore, in the case of tapentadol, it was recorded that
85.1% (N = 1566) of patients had at least another drug
prescribed for pain. Mainly, 56.0% (N = 1030) of patients
had a concomitant acetaminophen, 21.4% (N = 393) preg-
abalin, 21.1% (N = 388) metamizole, 11.6% (N = 214)
diazepam, 7.1% (N = 196) duloxetine and 10.5% (N =
193) gabapentin. As for oxycodone/naloxone, 89.0% of
patients (N = 877) had at least another drug prescribed
for pain. Predominantly, 60.1% (N = 592) of patients had
concomitant acetaminophen, 23.7% (N = 233) pregabalin,

21.8% (N = 215) metamizole, 13.0% (N = 128) diazepam,
11.3% (N = 111) gabapentin and 11.2% (N = 110) dulox-
etine. Patients with oxycodone/naloxone treatment took
more adjuvant drugs (1.9+1.2 drugs) than patients with
tapentadol treatment (1.74+1.2 drugs) and this difference
was statistically significant (p = 0.005).

Diagnoses

The study found that 42.2% of patients treated with tapen-
tadol (N = 776) had neuralgia as a diagnosis, 14.4% of
patients (N = 265) osteoarthritis, 7.8% (N = 144) had more
than one diagnosis of pain, 5.3% (N = 97) neoplasic
processes, 5.3% (N = 94) fracture and osteoporosis, 4.7%
(N = 86) fibromyalgia, and 4.3% (N = 76) did not have
a diagnosis (Table 1). There were 0.43% of patients (N
= 8) with an incorrect indication including depressive
disorder (N = 4) and diabetes mellitus (N = 4).

In the case of treatment with oxycodone/naloxone,
34.0% N =
a diagnosis, lumbago with sciatica, sciatica, and spondy-
losis, 15.8% (N = 156) intervertebral disc disorders, 13.6%

of patients 335) had neuralgia as
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Figure 3 Distribution of drug treatment combination and number of patients.

(N = 134) osteoarthritis, 12.4% (N = 122) had more than
one diagnosis of pain, 7.9% (N = 78) fracture and osteo-
porosis, 5.1% (N = 50) neoplasic processes and (N = 50)
chronic pain, 4.9% (N = 48) fibromyalgia and 4% (N = 39)
did not have a diagnosis (Table 1).

On the other hand, 5.1% (N = 93) and 6.5% (N = 64)
of patients had other diagnoses, respectively (Tables 1-3).

Diagnoses vs Daily Dose

In the case of tapentadol, the highest daily dose was in the
incorrect indications of depressive disorder and diabetes
mellitus (175.0£155.4 mg and 137.5+£75 mg, respectively)
followed by unspecified rheumatism (135.3 £170.6 mg) and
the lowest was for unspecified osteoarthritis (62.5 £28.8).
There were no statistically significant differences in the daily
dose in tapentadol according to diagnosis (p = 0.094).

In oxycodone/naloxone the highest daily dose was for
unspecified rheumatism (33.3 +26.6 mg) and the lowest
(17.5£12.8  mg).
Nevertheless, there were statistically significant differ-

for  unspecified  osteoarthritis

ences in the daily dose of oxycodone with respect to the

diagnoses (p = 0.049). The significant differences (p =
0.032) were found between the daily dose of osteoarthritis
(21.0£16.4 mg) and neoplasic processes (33.2+£29.3 mg),
after applying Bonferroni test.

Diagnoses vs Treatment Duration

In the case of tapentadol, the highest treatment duration
was in the incorrect indication of depressive disorder
(365.5£301.7 days) followed by osseous stenosis (242.8
+223.1 days) and unspecified rheumatism (242.2+316.5
days) and the shortest was for non-associated diagnoses
(94.8+£66.8 days). There were statistically significant dif-
ferences in the duration of tapentadol treatment concerning
the diagnoses (p < 0.005). Concretely, the significant dif-
ferences were found concerning neoplasic processes
(122.3£102.2 days) and neuralgia (208.3£225.7 days),
and neoplasic processes and other diagnosis (239.2
+279.7 days), neuralgia (208.3+£225.7 days) and not asso-
ciated diagnosis (94.8+66.8 days), osteoarthritis (198.4
+199.5 days) and not associated diagnosis (94.8+66.8
days), fibromyalgia (229+£278.1 days) and not associated
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Table | Distribution of Patients Taking Tapentadol and Oxycodone/Naloxone and Their Diagnoses

Diagnosis ICD-10 Tapentadol Oxycodone/Naloxone
N % N %
Neuralgia* ok 776 422 335 34
Osteoarthritis MI5, Mlé, M17, MI9, M48 265 14.4 134 13.6
Neoplasic processes wohk 97 5.3 50 5.1
Fracture and osteoporosis okl 94 5.1 78 79
Fibromyalgia M79.7 86 4.7 48 49
Joint pain M25.5 53 2.8 26 2.6
Chronic pain R52.2 48 2.6 50 5.1
Osseous stenosis M99.3 36 2 13 1.3
Unspecified rheumatism M79.0 34 1.9 6 0.6
Unspecified Osteoarthritis MI19.9 18 | 16 1.6
Algoneurodystrophy M89.0 8 04 4 04
Paraplegia G82 4 0.2 - -
Depressive disorder F33.2 4 0.2 - -
Diabetes mellitus EIO 4 0.2 - -
More than | diagnosis associated 144 78 122 12.4
Other diagnosis 93 5.1 64 6.5
Not associated diagnosis 76 4.1 39 4

Notes: *Neuralgia, lumbago with sciatica, sciatica, spondylosis, dorsalgia, lumbalgia, intervertebral disc disorder. ¥*¥D86.9, G35, G50.0, G53.0, G56.2, G56.4, G62.0, G62.9,
G63.0, G63.2, M17.9 M34, M35.3, M41, M43.1, M45, M46.9, M47, M47.2, M47.8, M47.9, M48.0, M50.2, M50.9, M51.0, M51.1, M51.2, M51.9, M53.1, M54, M54.1, M54.2,
M54.3, M54.4, M54.5, M54.8, M65.8, M70.6, M75, M75.0, M75.1, M75.8, M75.9, M76.6, M79.1, M79.2, M99.3, M99.5, T14.0. ** C50.9, C79.5, C50, C34.9, Cé1, Cé4, C18.9,
C79.8, Cl6.9, C67.9, C71.9, C72, C78.0, C80, C96.9, COI, C06.9, C18.7, C25.9, C47.8, C53.9, C78.6, C81, C90.0, C22. **** T08, M80.9, M8I, S32.0, M80, M81.9, S22.0,

$32.8, M48.4, M80.4, S12.9, S22.3, S32, S42.2, S42.3, $62.6, S82.2, S82.4.

diagnosis (94.8+66.8 days), more than one diagnosis asso-
ciated (216.5£236.2 days) and not associated diagnosis
(94.8+66.8 days), other diagnosis (239.2+279.7 days) and
not associated diagnosis (94.8+66.8 days), after applying
Bonferroni test (p=0.035, p=0.031, p=0.002, p=0.036,
p=0.013, p=0.012, p=0.031, respectively).

The highest duration of treatment with oxycodone/nalox-
one was in patients with more than one diagnosis (315.5
+371.8 days) and the shortest for algoneurodystrophy (90.0
+0 days). There were statistically significant differences in
the duration of oxycodone/naloxone treatment about the
diagnoses (p < 0.005). In this case, the significant differences
were found about neoplasic processes (135.9+76 days) and
more than one diagnosis associated (315.5+371.8 days), not
associated diagnosis (92.1+61.1 days) and more than one
associated (315.5£371.8 days), fibromyalgia
(311.4+379.5 days) and more than one diagnosis associated
(315.5£371.8 days), after applying Bonferroni test (p=0.013,
p=0.001, p=0.027, respectively).

diagnosis

Discussion
This is a drug utilization study focus on a population with
active prescription of tapentadol or the combination

oxycodone-naloxone in a specific region of a country,
and its results do not necessarily be directly applicable to
others. However, it provides information about prescrip-
tion patterns such as dose prescribed and the extent of use
by higher-risk populations and their results could be repre-
sentative of other countries.

Description of the Population

Tapentadol was used approximately 2 times more than oxy-
codone/naloxone at the cutoff date. This could be explained
by the fact that tapentadol extended release is related with
substantially lesser incidences of gastrointestinal side effects
than oxycodone/naloxone combination.'>'*2!

In addition, all patients used prolonged-release tablets
also in tapentadol (the only one that has immediate-release
tablets), which are indicated to control severe chronic pain
and not acute pain.'>'®?? This also indicates that the six
patients who were taking the two medications simulta-
neously were a duplication that would have to be inter-
vened by de-prescribing one of the two opioids, since they
did not intend to treat breakthrough pain in which
immediate-release analgesics are used as a ‘“rescue”

medication.'>!'®
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Table 2 Other Diagnoses Associated with Tapentadol Prescription

Other Diagnoses Tapentadol ICD-10 N %

Other disorders of the peripheral nervous system Gé4 4 0.22
Peripheral vascular disease, unspecified 173.9 4 0.22
Injury of unspecific body region TI4 4 0.22
Lateral epicondylitis M77.1 3 0.16
Enthesopathy, unspecified M77.9 3 0.16
Herpes zoster without complication B02.9 2 0.11
Hypothyroidism, unspecified E03.9 2 0.11
Post viral fatigue syndrome G933 2 0.11
Stroke, not specified as hemorrhage or infarction 164 2 0.11
Systemic lupus erythematosus, unspecified M32.9 2 0.11
Cervicobrachial syndrome M53.1 2 0.11
Rotator cuff syndrome M75.1 2 0.11
Another osteonecrosis M87.8 2 0.11
Endometriosis, not specified N80.9 2 0.11
Pelvic and perineal pain R10.2 2 0.11
Abdominalgia R10.4 2 0.11
Paresthesia of skin R20.2 2 0.11
Other and unspecified abnormalities of gait and mobility R26.8 2 0.11
Tear of meniscus, current injury $83.2 2 0.11
Problems related to living in residential institutions Z59.3 2 0.11
Hemorrhagic thrombocythemia (essential) D47.3 | 0.05
Iron deficiency anemia, unspecified D50.9 [ 0.05
Sarcoidosis, unspecified D86.9 | 0.05
Parkinson’s disease G20 [ 0.05
Other chorea G25.5 [ 0.05
Other specified extrapyramidal and movement disorders G258 [ 0.05
Lesion of ulnar nerve, unspecified side G56.2 | 0.05
Causalgia G56.4 | 0.05
Other diseases of spinal cord G95 | 0.05
Other peripheral vertigo H81.3 | 0.05
Essential hypertension (primary) 110 | 0.05
Atrial fibrillation and atrial flutter, unspecified 148 | 0.05
Phlebitis and thrombophlebitis of unspecified site 180.9 | 0.05
Unspecified acute lower respiratory infection J22 | 0.05
Anal fistula K60.3 | 0.05
Cholangitis K83.0 | 0.05
Other chronic pancreatitis K86.1 | 0.05
Gastrointestinal hemorrhage, unspecified K92.2 | 0.05
Decubitus ulcer and pressure area L89 | 0.05
Lupus erythematosus L93 | 0.05
Psoriatic and enteropathy arthropathies M07 | 0.05
Gout, unspecified MI10.9 | 0.05
Sicca syndrome (Sjogren) M35.0 | 0.05
Spinal instabilities M53.2 | 0.05
Contracture of muscle Mé62.4 | 0.05
Other synovitis and tenosynovitis Mé65.8 | 0.05
Trochanteric bursitis M70.6 | 0.05
Palmar fascial fibromatosis (Dupuytren) M72.0 | 0.05
Plantar fascial fibromatosis M72.2 | 0.05
Achilles tendinitis M76.6 | 0.05
Other specified osteochondropathies M93.8 | 0.05
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Table 2 (Continued).

Other Diagnoses Tapentadol ICD-10 N %
Interstitial cystitis (chronic) N30.1 | 0.05
Urinary tract infection N39.0 I 0.05
Other specific disorders of the male genital organs N50.8 I 0.05
Congenital hiatus hernia Q40.1 | 0.05
Neurofibromatosis (nonmalignant) Q85.0 | 0.05
Another chest pain R07.3 | 0.05
Difficulty in walking, not elsewhere classified R26.2 | 0.05
Ataxia, unspecified R27.0 | 0.05
Unspecified urinary incontinence R32 | 0.05
Multiple superficial injuries, unspecified T00.9 | 0.05
Injury of muscles and tendons of unspecified body region Tl4.6 | 0.05
Crushing injury and traumatic amputation of unspecified body region T14.7 | 0.05
Complication of procedure, unspecified T81.9 | 0.05
Follow-up care involving plastic surgery of lower extremity 7424 | 0.05
Table 3 Other Diagnoses Associated with Oxycodone/Naloxone Prescription
Other Diagnoses Oxycodone/Naloxone ICD-10 N %
Peripheral vascular disease, unspecified 173.9 4 0.41
Trochanteric bursitis M70.6 3 0.30
Sacroiliitis, not elsewhere classified M46.1 3 0.30
Other disorders of the peripheral nervous system Gé64 2 0.20
Arthropathic psoriasis L40.5 2 0.20
Chondromalacia patellae M22.4 2 0.20
Zoster without complications B02.9 2 0.20
Chronic kidney disease, unspecified N18.9 2 0.20
Parkinson disease G20 2 0.20
Diabetic polyneuropathy (el0-el4 + with common fourth character) G63.2 2 0.20
Systemic involvement of connective tissue M35.9 | 0.10
Other chondrocalcinosis MI1.2 | 0.10
Other congenital deformities of hip Q65.8 I 0.10
Other specified urinary incontinence N39.4 | 0.10
Osteonecrosis, unspecified M87.8 | 0.10
Unstable angina 120.0 | 0.10
Medical care, unspecified Z51.9 | 0.10
Palliative care Z51.5 | 0.10
Calculus of kidney N20.0 | 0.10
Headache R51 | 0.10
Impacted cerumen Hé61.2 | 0.10
Nerve root and plexus compressions in other dorsopathies G553 | 0.10
Diabetes mellitus type 2 without complications EIN.9 | 0.10
Discitis, unspecified M46.4 | 0.10
Dyspnea R06.0 | 0.10
Severe depressive episode without psychotic symptoms F32.2 | 0.10
Hemiplegia, unspecified G81.9 | 0.10
Ankylosing hyperostosis M48.1 | 0.10
Lesion of ulnar nerve G56.2 | 0.10
(Continued)
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Table 3 (Continued).

Other Diagnoses Oxycodone/Naloxone ICD-10 N %

Superficial injury of unspecified body region T14.0 | 0.10
Systemic lupus erythematosus M32 | 0.10
Hypertensive heart disease without heart failure 1.9 | 0.10
Unspecified human immunodeficiency virus (HIV) disease B24 | 0.10
Pulmonary heart disease, unspecified 127.9 | 0.10
Neurofibromatosis (nonmalignant) Q85.0 | 0.10
Persons encountering health services in other specified circumstances Z76.8 | 0.10
Polyneuropathy, unspecified G62.9 | 0.10
Unspecified problem related to medical facilities and other health care Z75.9 | 0.10
Problems related to living in residential institution Z59.3 | 0.10
Rectal prolapse Ké62.3 | 0.10
Sequelae of poliomyelitis B91 | 0.10
Impingement syndrome of shoulder M75.4 | 0.10
Phantom limb syndrome with pain G54.6 | 0.10
Carpal tunnel syndrome G56.0 | 0.10
Nephrotic syndrome, unspecify NO04.9 | 0.10
Calcific tendinitis of shoulder M75.3 I 0.10
Sacrococcygeal disorders, not elsewhere classified M53.3 | 0.10
Crushing injury and traumatic amputation of unspecified body region T14.7 | 0.10
In growing nail L60.0 | 0.10
Varicose veins of lower extremities with ulcer 183.0 | 0.10

Although the use of tapentadol or oxycodone/naloxone
between sex was diverse, there was a higher percentage of
women than men with active prescriptions of these drugs.
This difference could be explained because the pain

threshold in women and men is different.?>"%>

Renal and Hepatic Function
In the study, 1.5% of patients treated with tapentadol (N =
28) and 1.5% of patients treated with oxycodone/naloxone
(N = 15) had severe (GFR: 15-29 mL/min) chronic kidney
disease (CKD). According to the SmPC, tapentadol has
not been studied in controlled efficacy trials in patients
with severe CKD; therefore, its use is not recommended in
this population.'”> Also, patients with CKD have shown
higher plasma concentrations of oxycodone and naloxone.
Thus, caution should be taken when using oxycodone/
naloxone medications in patients with mild CKD (GFR:
60-89 mL/min) and in the case of patients with severe
CKD, strict medical surveillance is needed.'®

As for liver function, around 4% of patients from each
group (28 patients treated with tapentadol and 15 with
oxycodone/naloxone) suffered from impaired liver func-
tion. The impairment of opioid metabolism increases in

line with increased liver dysfunction, hence major
changes in opioid metabolism have been detected mainly
in patients suffering from severe liver diseases, ie, cir-
rhotic patients. Therefore, among opioids that could
require a prolonged dose interval, or a dose reduction
are tapentadol and oxycodone.”® According to the
SmPC, tapentadol should be used with caution in patients
with moderate hepatic impairment. In the case of severe
hepatic impairment, no clinical studies have been found
with tapentadol; therefore, its use is not recommended in
this population.'> As for oxycodone/naloxone, clinical
trials have shown that plasma concentrations of both
oxycodone and naloxone are higher in patients with
impaired liver function. This means that medicines con-
taining oxycodone and naloxone as active ingredients are
contraindicated in patients with moderate or severe liver
failure.'®

Finally, although in general no dose adjustment was
necessary in elderly patients in any of the treatments,
considering the age profile of the population of the present
study and that elderly patients are more likely to have
kidney and liver dysfunction, caution must be exercised
when choosing the dose, as recommended.
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Treatment Duration

Almost half of the patients, both in tapentadol (51.5%) and
oxycodone/naloxone (43.2%), had durations of treatment
between one and three months. However, almost the other
half (45.3 and 48.6% in tapentadol and oxycodone/nalox-
one, respectively) had treatment durations ranging from
more than 90 days to more than 2 years, despite the very
limited evidence on the efficacy and safety of long-term
opioid treatment.>”?

Often, the liability for chronic pain management and
decision in starting an opioid therapy lies on the general
practitioners and other non-specialist opioid prescribers, as
emergency doctors.”® Insufficient training and information
about opioid management protocols, time pressure to
assess patients properly are some of the reasons that
could explain the off-label prescription of opioids.?
A pain specialist or access to specialized and integrative
care to re-evaluate the treatment might be needed in
patients who had no improvement for the first three
months.”*’

Prescribed Daily Dose

In this study variable differences were found between the
two drugs. Thus, in the case of tapentadol, no statistically
significant differences were found in the prescribed daily
dose as a function of age. However, an increase in daily
doses is observed in older patients (age groups 81-90 and
>90 years). Quite the opposite happened in the oxycodone/
naloxone combination, where there was a trend of decreas-
ing daily dose values with increasing age that was statis-
tically significative.

The general warning on the safety of patients based on
the daily dose used, considering the majority age group
found in the present study and the renal and liver functions
of these patients, could be especially relevant in the case
of tapentadol. Furthermore, only in the case of tapentadol,
3 patients were found who, although young, exceeded the
authorized dose according to the SmPC.'® On the other
hand, underdosed patients were found in both tapentadol
and oxycodone/naloxone (7.2% and 18.2%, respectively).

Therefore, some patients included in this study had
improper dosages, so prescribed daily doses for these
patients should be reviewed in the prescription program
to prevent both overdosing and underdosing. According to
European Pain Federation, the correct dose of an opioid is
the lowest possible dose that achieves the desired
outcome.”?® The decision to modify opioid dosage must

be made considering pain reassessment since increased
risk of serious harms appears to be dose-dependent,>’**
patient adherence on treatment, and frequency of monitor-
ing, among others.

Besides, additional evidence confirms an association
between opioids and increased risk of serious harms that

appears to be dose-dependent,’®

they should only be
introduced when strictly necessary and with due respect
to a continuous risk-benefit analysis.

If we analyze the daily dose according to sex in both
treatments, men took more doses than women. Although
these differences were significant only in the case of
oxycodone/naloxone, this is consistent with published
data suggesting that elderly patients and females may
suffer from bias in pain assessments or dosing® this
could be, as it was commented before because women
had less intensity of pain than men.***> Results of
a genome wide association study suggested that differ-
ences experienced by men and women in chronic pain
are likely to have a genetic basis.*’

By studying the daily dose depending on the duration
of treatment, in both cases an increasing length of treat-
ment increased the daily dose used, being significant, both
positive correlations. The literature shows a strong rela-
tionship between initial exposure to opioids and the like-
lihood of long-term use and, therefore, an increase in
tolerance.®® Thus, the progression of long-term opioid
use, should be prevented, in cases where it is not neces-

sary, or it is clinically inadequate.”

Drug Treatment Combination with

Tapentadol and Oxycodone/Naloxone
Tapentadol and oxycodone/naloxone followed a similar
pattern related to concomitant medications. It is remark-
able that more than 85% of patients were taking simulta-
neously so many pain medications, being some of the most
used analgesics, antiepileptics, antidepressants, anxioly-
tics, selective serotonin reuptake inhibitor and sedatives.
As it was mentioned before, polymedication is considered
an important risk factor, because involves a major thera-
peutic complexity and a lower adherence to treatment,
which negatively influences the achievement of expected
clinical improvement. In addition, the increase in potential
drug interactions and side effects, especially in the elderly
due to the decrease in hepatic, renal and cardiac functions,
should be noted.'®
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Diagnoses

The diagnoses for which tapentadol and oxycodone/nalox-
one are prescribed followed a similar pattern. Around 42%
of tapentadol and around 34% of oxycodone/naloxone
prescriptions were for neuralgia, spondylosis, lumbago
with sciatica or intervertebral disc disorders. The second
common diagnoses in both drugs were related to osteoar-
thritis, which is the most usual form of joint disease and
the main cause of pain and physical disability in the
elderly.® The third were related to fractures and
osteoporosis.

Only around 5% of diagnoses were neoplasms for the
two drugs studied. Around 4% of patients had not asso-
ciated diagnosis, in those cases, the dose was lower than in
the others, and length of treatment was 94 days.

At this point, it is important to highlight, that opioids
should only be introduced when strictly necessary. Many
patients may tolerate and respond to this treatment, and it
should not be denied to them when deemed medically
necessary by a responsible physician.’*¢=!

Throughout the discussion, several interventions that
would be necessary to improve the use of these drugs have
already been indicated. Thanks to this study, inappropriate
posology of tapentadol and oxycodone/naloxone has been
detected and in September 2019 the recommended posology
of both drugs has been added to the electronic primary care
clinical station (ECAP). The ECAP prescription module
proposes now the approved dosage regimen for each drug
and the physician should review and modify the prescription
if necessary. Furthermore, other interventions would be, for
example, better practices in promotion of medicines and
subsequent training to prescribers and other health profes-
sionals to raise awareness about opioids risk.?® Wong et** al
pointed out the implementation of interventions for emer-
gency department utilizing patients with chronic noncancer
pain could decrease the frequency of visits, care-associated
costs, amount of opioid administration and prescription.

Conclusions

We found that the use of tapentadol and the combination
oxycodone/naloxone in primary health care was character-
ized by female patients between 71 and 90 years of age
and with mild or moderate decrease in renal function.
Typical use was of one of these opioids at lower doses
than men for an average of 31 to 90 days. Daily doses
were higher in longer treatments, mainly of between one
and two years of duration.

To conclude, the pattern of use and profile of patients
with tapentadol and oxycodone/naloxone had more simila-
rities than differences. The study suggested that prescrib-
ing practices and patient monitoring should be assessed
regularly to ensure patient safety and effective manage-
ment of pain.
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RESUM

L’objectiu d’aquest segon estudi va ser determinar els patrons de prescripcio del
tapentadol i de la combinacié d’oxicodona/naloxona, medicaments molt prescrits
a l'ambit de l'atencié primaria i, en cas necessari, hovament proposar

intervencions per millorar la seva prescripcio.

Es va dur a terme un estudi descriptiu, transversal i multicéntric en 53 equips
d’atencidé primaria que proporcionen atencié sanitaria a 1,3 milions d’habitants.
En el moment del tall (agost de 2018) 1,840 pacients tenien receptes actives de

tapentadol i 985 pacients en el cas de la combinacié oxicodona/naloxona.

Es van recollir dades demografiqgues (edat, sexe) i cliniques (IFG, malaltia
hepatica activa, dosificacio i durada del tractament, dosi diaria prescrita segons
edat, sexe, durada del tractament, tractament analgesic i diagnostic
concomitants). Les fonts d’informacié van ser els registres dels pacients
(programa informatic e-CAP), mentre que els diagnostics es van definir segons

la Classificacio Internacional de Malalties (CIM-10).

El 74% dels pacients eren dones amb una edat mitjana de 69.3 anys (dones:
70.1 anys, DE 13.2) i 70.6 anys (dones: 64.0 anys, DE 13.6) en el cas de pacients
amb tapentadol i oxicodona/naloxona, respectivament. En el cas del tapentadol,
el 12.2% dels pacients tenia funcié renal normal i, en 'oxicodona/naloxona, el
12.1%. En ambdés casos, el 4% dels pacients tenien malaltia hepatica activa. La
durada mitjana del tractament va ser de 246.4 dies en oxicodona/naloxona i
199.0 dies en tapentadol. En el cas del tapentadol, es va registrar que el 85.1%
dels pacients tenien, almenys, un altre medicament prescrit per al dolor i en
I'oxicodona/naloxona arribava al 89% dels pacients. El 42% dels pacients tractats
amb tapentadol i el 34% dels pacients tractats amb oxicodona/naloxona tenien

neuralgia associada com a diagnostic.

Aquest estudi va detectar que el patrd de prescripcié i el perfil dels pacients en
ambdos casos (tapentadol i 'oxicodona/naloxona) en la practica actual d’atencio
primaria eren forga similars: pacients del sexe femeni, entre 71 i 90 anys, amb
disminucié lleu o moderada de la funcié renal i amb una durada mitjana del

tractament de 31 a 90 dies. La majoria de tractaments provenien de metges
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d'atencié primaria, les dosis diaries més grans s’associaven a tractaments
prolongats (1-2 anys) i el 2.3% (tapentadol) i el 2.9% (oxicodona/naloxona) dels

pacients tenien pautes posologiques fora de fitxa técnica.

A més, gracies a aquest estudi, es va detectar una posologia inadequada de
tapentadol i oxicodona/naloxona i al setembre del 2019 es va incorporar la
posologia recomanada d'ambdos farmacs a I'estacio clinica electronica d'atencio
primaria (ECAP). EI modul de prescripcid de 'ECAP proposa des d’aquell
moment el régim de dosificacioé aprovat per a cada medicament i el metge hauria

de revisar i modificar la prescripcio si calgués.
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ABSTRACT

Introduction: The use of the fixed-dose combi-
nation of tramadol/dexketoprofen in Spain and in
other countries has increased considerably. The
authorized therapeutic indication for this medicinal
product is the short-term symptomatic treatment
of moderate to severe acute pain in adult patients.
The objective of this study was to describe the pat-
tern of use of tramadol/dexketoprofen in the field of
primary health care.

Method: A cross-sectional, descriptive and mul-
ticenter study was carried out. The study popu-
lation included all patients from a Primary Care
Department (53 Primary Care teams) with an active
prescription of tramadol/dexketoprofen on March
28,2018. The target population was those patients
who were prescribed tramadol/dexketoprofen.
dexketoprofen for >20 days.

Results: A total of 176 patients had an active pre-
scription for tramadol/dexketoprofen. All patients
(100%) had a duration of treatment greater than 5
days and 72.7% (N=128) greater than 20 days. The
mean duration of treatment was 14+160.9 days in
patients who had less than 20 days of treatment
and 224+160.8 days in patients who had more than
20 days of treatment. 35.1% of the patients were
treated with >2 pain medications and concomi-
tantly with tramadol/dexketoprofen. The general
practitioner initiated 65.6% of the prescriptions.

Conclusions: The fixed-dose combination of tra-
madol/dexketoprofen was frequently used off-la-
bel, according to the product characteristics and
the available scientific evidence. This study warns
about the potential risks associated with the use of
this drug in clinical practice, such as lack of effec-
tiveness and/or the appearance of adverse effects.

Key Words: Off-label use; opioid; pharmacoepide-
miology; primary health care; tramadol/dexketopro-
fen; drug combinations.
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RESUMEN

Introduccion: La utilizacion de la combinacion a
dosis fija de tramadol/dexketoprofeno en Espafia y
en otros paises ha aumentado de forma conside-
rable. La indicacion terapéutica autorizada de este
medicamento es el tratamiento sintomatico a corto
plazo del dolor agudo de moderado a intenso en
pacientes adultos. El objetivo de este estudio fue
describir el patron de uso de tramadol/dexketopro-
feno en el ambito de la atencién primaria de salud.

Método: Se realizo un estudio transversal, descrip-
tivo y multicéntrico. La poblacion de estudio incluyo
a todos los pacientes de una Direccion de Atencion
Primaria (53 equipos de Atencion Primaria) que
tenfan activa la prescripcion de tramadol/dexke-
toprofeno el 28 de marzo de 2018. La poblacion
diana fueron aquellos pacientes a los que se les
prescribio tramadol/dexketoprofeno durante mas
de 20 dias.

Resultados: Un total de 176 pacientes tenia activa
la prescripcidn de tramadol/dexketoprofeno. Todos
los pacientes (100%) tuvieron una duracién del
tratamiento superior a 5 dias y el 72,7% (N=128) su-
perior a 20 dias. La duracion media del tratamiento
fue de 14+160,9 dias en pacientes que tenian me-
nos de 20 dias de tratamiento y de 224+160,8 dias
en pacientes que tenian mas de 20 dias de trata-
miento. El 35,1% de los pacientes estaban tratados
con mas de 2 medicamentos para aliviar el dolor de
forma concomitante con tramadol/dexketoprofeno.
El médico de atencion primaria inicio un 65,6% de
las prescripciones.

Conclusiones: La combinacion a dosis fija de
tramadol/dexketoprofeno se utilizé con frecuencia
fuera de indicacion, de acuerdo con la ficha técnica
y la evidencia cientifica disponible. Este estudio
alerta sobre los riesgos potenciales asociados a la
utilizacion de este medicamento en la practica clini-
ca, como son la falta de efectividad y/o la aparicion
de efectos adversos..

Palabras clave: Uso fuera de indicacion; opioide;

farmacoepidemiologia; atencion primaria; trama-

dol/dexketoprofeno combinacion de medicamen-
tos.
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Key points

Off-label use of the fixed-dose combination of tramadol and dexketoprofen is
common, despite lacking evidence of efficacy and potentially increasing risk
for adverse drug effects.

Tramadol/dexketoprofen should be prescribed with a diagnosis associated
with acute pain and for the five days authorised according to the product
characteristics.

Two thirds of the prescriptions came from the general practitioner and inter-
ventions directed at them are needed to promote an appropriate use.

Introduction

The estimated prevalence of chronic pain in the US is 11%™ and 19% in Eu-
rope®@. Not only the US® but also some European countries such as Germa-
ny®and United Kingdom® have shown a significant increase in the consump-
tion of opioid analgesics and the trends in mortality due to opioid poisoning
pointing out similarities to the US. So far, the key points of opioids that have
raised are the increased risk of misuse (diversion), overdose, death, abuse,
dependence, bone fractures, myocardial infarctions, constipation and sexual
dysfunction®.

A recent study about the prescribing patterns of opioids from 2013 to 2017
in one of the main health administrative regions in Portugal showed an in-
crease approximately 1.5-fold over a 4-year period (2013-2017).72 In Spain,
the use of opioids for the period 2010-2021® went from 9.9 defined daily
doses (DDD) per 1,000 inhabitants per day to 20.9 (DHD).

The appearance on the market of tramadol/dexketoprofen 75 mg/25 mg
film-coated tablets in 2016 and the increase of consumption in 2017 are
noteworthy.® In Spain this consumption has been growing and in 5 years
it has gone from 0.22 DHD in 2017 to 0.42 DHD in 2021.® According to its
summary of product characteristics (SmPC)(9 the authorised therapeutic in-
dication is symptomatic short-term treatment of moderate to severe acute
pain in adult patients whose pain is considered to require a combination of
tramadol and dexketoprofen. The recommended dosage is one tablet with a
minimum dosing interval of 8 hours, without exceeding three tablets per day
and five days of treatment. Switching to a single agent analgesia should be
considered according to pain intensity and response of the patient.(""

Despite the progressive change and the increasing use observed that can
impact of pain as a public health issue, there have not been published studies
on the use of the combination tramadol/dexketoprofen in clinical practice.
Thus, we aimed to describe the pattern of use of fixed-dose combination of
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tramadol/dexketoprofen in the field of primary health care to examine poten-
tial off-label prescribing, warn about possible risks and suggest interventions.

Methods

A descriptive, cross-sectional and multicenter study was carried out between
March 2017 and March 2018. It covered the 53 primary health care teams
and 4 primary care services in the Department of Primary Care (DAP) Costa
de Ponent of the Catalan Institute of Health (ICS), which provides health care
for 1.3 million inhabitants in the southern Barcelona Metropolitan Area (Cata-
lonia, Spain). ICS gives coverage to 42,374 professionals who provide health
care to 80% of the Catalan population out of a total of 7,780,479 inhabitants.

(12)

Total population in the study were patients covered by the DAP Costa de
Ponent with an active prescription of tramadol/dexketoprofen on March 28,
2018 (cut-off date chosen as a cross sectional data to provide a snapshot
of drug use at a day). Target population were those patients who were pre-
scribed tramadol/dexketoprofen over 20 day’s treatment, since it was consid-
ered 20 days as the limit for a short-term treatment of acute pain.

The computerized health records of patients with active tramadol/dexketo-
profen prescription were selected from the e-CAP computer program and
extracted from anonymized data. The analyses were performed on patients
who had more than 20 days of treatment.

The variables studied were demographic (age, sex) and clinical (prescribers’
specialty; characteristics of the study drug (combined tramadol/dexketo-
profen) regarding indications, dosing and duration of treatment; diagnoses
of target patients; previous analgesic treatment and concomitant analgesic
treatment).

A descriptive statistical analysis of the data was carried out. Discrete vari-
ables were shown as proportions or frequencies and continuous variables as
means and standard deviations.

Ethical approval was not required as it was made a secondary analysis in
accordance with Spanish regulations at the moment of the study performed.

Results

On the cut-off date, there were 176 patients with active prescription of tra-
madol/dexketoprofen. All these patients (100%) had a treatment duration
exceeding 5 days (average age: 54.7+13.4 years, 14.2% were women) and
72.7% (N=128) exceeding 20 days (average age: 54.7+13.5 years, 73.4% were
women). The mean duration of treatment was 14+160.9 days in patients who
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had less than 20 days of treatment and 224+160.8 days in patients who had ~ Figure 1 (a-d).

Distribution of

more than 20 days of treatment. Figure 1 (a-d) shows the distribution of pa- patients according
tients exceeding 20 days according to the origin of prescriptions, dosing, du- "¢ (@ origin of

. . . . . prescriptions, (b)
ration of treatment and diagnoses. Twelve patients did not have any diagno-  dosing, (c) duration

sis specified at e-CAP and they could not be included in Figure 1d (N=116). () fagmeree

(a) {b)

55.5%

21.1% 2.6%

Number of patients
Number of patients
8

LE% 0%  0.8% n | 0.8%

o
T h 1/2ah 1/12h 0.5/12h 1/8h
1 | mbumber of patients | 27 71 29

(a: seneral Practice, b: Traumatology, c: Anesthesia, d: Maxillofacial,
e Internal Medicine, f: Rheumatology, g- Gynecology, h: Rehabilitation)

100 [C} 100

(d)

28.1%

14.1% 13.2%

Num bir of patients
-]
Number of patients
58 &8 8 8

14.1% 125% 10.0% 7.8% 6.3% 3.0% 23% 2.3% 2.3%

101200 | 201300 | 301365
days days days
Whumber ofpatients| 31 | 18 17 7 a7 8 HNumberofpstients| 15 | 16 | 14 | 1w [ s | 5 [ 3 [ 3 | 3 | 3 |

30-60 days = 61-00 days

(M19.0: Primary osteoarthritis of other joints; M54.5: Low badk pain; M79.7:
Fibromyalgia; M54.4: Lumbago with sciatica; M51.2: Other thoracic,
toracolumbar and lumbosacral intervertebral disc displacement; MAE.9:
spondylopathy, wnspecified;, R51: Headache; M54.9: Dorsalgia, unspecified;
M79.2: Meuralgia and neuritis, unspecified)

Table 1 shows in detail the diagnoses classified as “Other” in Figure 1d. Only
three patients out of 128 (2.3%) had a treatment associated with an oncolog-
ical diagnosis. The diagnoses of these patients were malignant neoplasm of
cheek mucosa, osteochondroma and malignant neoplasm of ovary. Neither
of them took the maximum prescribed daily dose (three tablets per day), nor
of them took a longer treatment duration compared to the study population.
In addition, the patient with osteochondroma was the only men and who did
not take concomitant medication. The other two patients took acetamino-
phen.
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Sub-populations  ICD code Other diagnoses p':l,:ir::tzr((;:)
;;:,:’ewmr M25 5 Pain in joint 2(16)
M72.2 Plantar fascial fibromatosis 2(1.6)
M70.6 Trochanteric bursitis 2(1.6)
S43.001 Unspecified subluxation of right shoulder joint 1(0.8)
S42.0 Fracture of clavicle 1(0.8)
S120 Fracture of first cervical vertebra 1(0.8)
TO7 Unspecified multiple injuries 1(0.8)
M06.9 Rheumatoid arthritis, unspecified 1(0.8)
796.69 Presence of other orthopedic joint implants 1(08)
M65.0 Abscess of tendon sheath 1(08)
M75.0 Adhesive capsulitis of shoulder 1(0.8)
M62.40 Contracture of muscle, unspecified site 1(0.8)
M65.2 Calcific tendinitis 1(0.8)
S52.502 Unspecified fracture of the lower end of left radius 1(0.8)
M80.9 Unspecified osteoporosis with pathological fracture 1(08)
:;sutzo*ogical R53.82 Chronic fatigue, unspecified 1(0.8)
G431 Migraine with aura 1(08)
G933 Postviral fatigue syndrome 1(0.8)
M89.00 Algoneurodystrophy, unspecified site 1(0.8)
G62.9 Polyneuropathy, unspecified 1(0.8)
ra N pechotc atires o 108)
F90 Attention-deficit hyperactivity disorders 1(0.8)
F419 Anxiety disorder, unspecified 1(0.8)
M54 1 Radiculopathy 1(08)
:Inot:;r;alist diag- R10.3 Pain localized to other parts of lower abdomen 1(0.8)
E039 Hypothyroidism, unspecified 1(0.8)
o0 MmeeTa Mo s o oy a4 g
N18.9 Chronic kidney disease, unspecified 1(0.8)
187.2 Venous insufficiency (chronic) (peripheral) 1(0.8)
J311 Chronic nasopharyngitis 1(0.8)

Vihas-Bastart M, et al.
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Table 1. Diagnoses
classified as “Oth-
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Sub-populations  ICD code Other diagnoses p'::l':ir::tzr(g/:)

Oncological Ch6 Malignant neoplasm of ovary 1(0.8)
C06.0 Malignant neoplasm of cheek mucosa 1(0.8)
D16 Osteochondroma 1(0.8)

Concerning medication prior to tramadol/dexketoprofen associated with the
treatment of pain, 14.1% of patients (N=18) had not taken any medication for
pain before. In contrast, 18.8% (N=24) had been previously treated with one
medication for pain, 25.8% (N=33) had been previously treated with 2 drugs
and 41.4% (N=53) had been previously treated with more than two drugs. Fi-
nally, 7.8% of total study population (N=10) had been previously treated with
tramadol and dexketoprofen separately.

Regarding the associated pain medication prescribed concomitantly with
tramadol/dexketoprofen, 14.1% of patients (N=18) had not ever taken any
medicine for pain at any time during treatment with tramadol/dexketoprofen.
The 26.6% of patients (N=34) had been treated with one medicine for pain
in addition to tramadol/dexketoprofen, 24.2% (N=31) with two and 35.1%
of patients (N=45) with more than two. There were 1.6% of patients (N=2)
who took medication for migraine (sumatriptan, rizatriptan and clonazepam)
concomitantly with tramadol/dexketoprofen. Table 2 shows the active sub-
stances and/or therapeutic groups that had been prescribed previously and
concomitantly with tramadol/dexketoprofen.

Active substances and Number of drugs o Number of drugs 9k
therapeutic groups previous in combination
Analgesics? 87 679 90 /0.3
Weak opioids® 75 586 47 36.7
Antiepileptics/Analgesics® 32 250 46 359
NSAIDs! 79 617 42 337
Skeletal muscle relaxants® 13 102 24 188
Lidocaine 8 6.3 10 7.8
Corticosteroids' 7 55 9 7.0
Sumatriptan 0 0 2 16
Fentanyl 1 0.8 1 0.8

(*Since a patient may be associated with different products at once, total exceeds 100%; a-Acetaminophen, metamizole; b-Trama-
dol, tramadol/acetaminophen, oxicodone/naloxone, codeine/acetaminophen; c-Pregabalin, gabapentin, amitriptilyne, duloxetine;
d-Etoricoxib, diclofenac, naproxen, dexketoprofen, ibuprofen; e-Cyclobenzaprine, diazepam; f-Prednisone, dexamethasone)
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Discussion

Current evidence indicates that opioids should not be used as first line thera-
py, but only when all other treatment options have been tried and failed" The
National Institute for Health and Care Excellence’s (NICE) found no evidence
of long-term effectiveness in chronic non-cancer pain treatment, despite its
analgesic effect in the short-term.(® Furthermore, prescribing of opioids for
acute indications such as surgical pain in opioid-naive patients can also lead
to a transition to chronic opioid therapy.®

A higher percentage of women with active prescription and an average age
of 54.7 years were expected data since the prevalence of pain for more than
three months is more common in women and in people over 65 years old in
Spain.

Exploring the origin of the prescriptions, most of them came from the general
practitioner, when a prescription by a specialist would be advisable.(® The in-
fluence of general practitioner on the dissemination of opioids is substantial
to promote an appropriated use. Insufficient training and information about
opioid management protocols, time pressure to assess patients properly and
system-level constraints such as limited access to specialized and integra-
tive care are some of the reasons that could explain the off-label prescription
of opioids.("

About the duration of treatment, 36.7% of patients had a prescription with
durations between 9.5 and 12 months. According to the SmPC of tramadol/
dexketoprofen,(?it is intended only for short-term use and treatment should
be limited strictly to the symptomatic period (5 days). Although in our study,
only three patients had post-surgical pain treatment and for 10 days, several
studies of chronic postsurgical pain [14] showed that if postoperative pain
is not managed properly, it could evolve in chronic pain, becoming a serious
problem. In addition, in the absence of evidence on the efficacy and safety of
long-term opioid use, it is recommended to re-evaluate at three months the
opioid treatment.("

In relation to the diagnoses found, tramadol/dexketoprofen was hardly used
in cancer pain management or in the context of palliative care what is a cause
of concern considering the long-term treatment observed (more than 300
days) in 43% of patients. In reference to the most common diagnoses (pri-
mary osteoarthritis, low back pain, fiboromyalgia and lumbago with sciatica),
nociceptive pain was highly prevalent and should be treated with analgesics
and anti-inflammatory drugs. Although long-term opioid treatment has not
yet been widely studied on a population basis, many patients may tolerate
and respond to this treatment, and it should not be denied to them, with a
close follow-up in terms of effectiveness and safety.("9
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The first line use of tramadol/dexketoprofen in off-label indications would
require more research. The combination of analgesic products in general
should be avoided as first-line treatment, because it does not allow inde-
pendent assessment of each drug.(® There are no comparative studies with
other associations of analgesics, but there is so in monotherapy, obtaining
better results with the combination tramadol/dexketoprofen.(17.18)

In addition, the prescription of concurrent treatments given alongside tra-
madol/dexketoprofen was analyzed. Painkillers, NSAIDs, antiepileptics and
weak opioids were found to be the most prescribed. This information was
expected as the indications for the prescription of tramadol/dexketoprofen
were bone and joint pain, fibromyalgia and low back pain with sciatica.

It was also found that 26.6% of patients prescribed with tramadol/dexketo-
profen had been treated concomitantly with one of the two components of
this drug, which was unable to account for.

Interventions to improve prescribing should be carried out since there are nu-
merous contraindications and precautions related to tramadol/dexketopro-
fen, as well as risk of tolerance and addiction.('® Therefore, some interven-
tions were be realized and warnings have been introduced in the electronic
primary care clinical station that alert of the inadequate duration of treatment
during the prescription process (Prefasec program, safe pharmacological
prescription module).(" Additionally, prescribers have now the option of re-
viewing the safety of their patients' treatments of tramadol/dexketoprofen
through a support tool (self-audit) that facilitates the systematic review of
medication and detects inadequate treatments. Also, some interventions
could be that patients had an assessment of their pain and their perspec-
tives regarding the use of this drug (and opioids in general), and general prac-
titioner considered them to promote their correct use, specially preventing
their misuse.( Another possibility could be to make a reminder to general
practitioners about the indications of tramadol/dexketoprofen and provide
information about the inadequate diagnoses and/or prolonged use in chronic
noncancer pain, and alternatives in such cases according to evidence.®

Our study has several limitations. This is a drug utilization study, focus on a
specific region with a population with active prescription and in the context of
new medicines available under the public financing system. Furthermore, the
conclusions may not be directly applicable to other regions as the prescrip-
tion may be influenced by different factors, including, among others, morbid-
ity, characteristics of the prescribing physicians, or the number of specialists
per inhabitant.
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Conclusion

The present study points out that tramadol/dexketoprofen is frequently used
off-label, as treatments were usually prescribed without a diagnosis associ-
ated with acute pain and were lengthened beyond the days authorised and in
most cases 4 times longer than the time period indicated. These results warn
about potential harmful or ineffective effects (‘concern”) of tramadol/dexke-
toprofen combination since no adequate evidence exists about its off-label
use. Interventions to improve tramadol/dexketoprofen prescribing for the
treatment of moderate-to-severe acute pain are needed.
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RESUM

L’augment del consum de la combinacié a dosis fixes de tramadol/dexketoprofén
des de la seva comercialitzacié (any 2016) ha estat elevat. L'objectiu d’aquest
tercer article va ser descriure el patré de prescripcid d’aquesta combinacié
(tramadol/dexketoproféen 75 mg/25 mg) en 'ambit de I'atencié primaria, per tal de
detectar possibles prescripcions fora de fitxa teécnica i dissenyar i dur a terme, en

cas necessari, intervencions de millora.

Aixi, es va realitzar un estudi descriptiu, transversal i multicéntric en 53 centres
d’atencid primaria (cobertura de 1,300,000 habitants) al mar¢ de 2018. Les
variables estudiades van ser demografiques (edat, sexe) i cliniques (especialitat
dels prescriptors; caracteristiques del medicament quant a indicacions,
dosificacié i durada del tractament; diagnostics dels pacients; tractament

analgeésic previ i tractament analgesic concomitant).

Es van trobar 128 pacients amb recepta activa de tramadol/dexketoprofén i una
durada del tractament superior a 20 dies. Els resultats van mostrar que el 73.4%
dels pacients eren dones amb una edat mitjana de 55 anys (DE = 12.7 anys). El
programa de dosificaci6 més comu va ser 1 comprimit / 12 h (55.5% dels
pacients). La durada mitjana del tractament va ser de 224 dies (DE = 160.8 dies).
Més de 40 diagnostics diferents s’associen a prescripcions actives de
tramadol/dexketoprofen, on lartrosi primaria va ser la primera (14.1% dels
pacients) i només I'1.7% es tractava de malalties oncologiques. El 35.1% dels
pacients van ser tractats amb >2 medicaments per al dolor simultaniament amb

tramadol/dexketoprofén.

Aquest tercer i Ultim estudi va permetre descriure el patré de prescripcio de la
combinacio de tramadol/dexketoproféen en el nostre entorn i ambit de I'atencié
primaria, que sovint estava fora d’indicacié d’acord amb les caracteristiques del

medicament i 'evidencia cientifica disponible.

Les intervencions portades a terme inclouen advertiments a l'estacio clinica
d'atencié primaria que alerten de la durada inadequada del tractament durant el
procés de prescripcio (programa Prefasec, modul de prescripcié farmacologica

segura). A més, es va incloure l'opcio de revisar la seguretat dels tractaments
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dels pacients pels metges mitjancant una eina de suport (autoauditoria) que
facilita la revisio sistematica de la medicacio i detecta tractaments inadequats,

entre ells el tramadol/dexketoprofen.
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COMUNICACIONS A CONGRESSOS

Durant el desenvolupament d’aquesta tesis, els resultats s’han anant

presentant/defensant en els formats de comunicacié oral/poster discussion forum
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DISCUSSIO

Els opioides son medicaments altament efectius pel control del dolor si es fan
servir adequadament, tot i que, els resultats obtinguts, apunten que la seleccio,

la dosi i la durada del tractament utilitzades no sén les més apropiades.

L’objectiu del tractament del DCNO és la millora del dolor, la funcionalitat i la
qualitat de vida i els opioides es consideren medicaments de segona linia, es a
dir quan altres alternatives han fracassat [41]. A més, cal tenir en compte, tal i
com diu la guia del National Institute for Health and Care Excellence (NICE), que
els opioides no han demostrat el seus beneficis en estudis a llarg termini
[41,64,85] S'ha trobat que el risc de dany dels opioides augmenta
substancialment a dosis superiors a I'equivalent de morfina oral de 120 mg/dia
[86]. A més, l'evidéncia suggereix que la terapia amb opioides a llarg termini, que
es defineix principalment com a 90 dies 0 més, és on els danys comencen a

superar els beneficis [87].

Al setembre de 2020, I'Agencia Reguladora de Medicaments i Productes
Sanitaris en Regne Unit (MHRA) va emetre un avis de seguretat nacional sobre
I's d'opioides per al dolor no relacionat amb el cancer. Les recomanacions es
van basar en les troballes de la revisio del grup de treball d'experts del Committee
for Medicinal Products for Human Use (CHMP) de I' European Medicines Agency
(EMA) sobre els riscos de dependencia i addiccidé associats amb I's prolongat
d'opioides per al dolor no relacionat amb el cancer [41]. A més I'is cronic pot
causar tolerancia (necessitat d’incrementar les dosis) hiperalgésia (aparicid
d’'una sensibilitzacié incrementada al dolor) [33] i també, a llarg termini, poden
desencadenar augment del risc cardiovascular, depressio i disfunciéo sexual
[33,88].

Per una altra banda, els efectes adversos a curt termini més importants descrits
son el restrenyiment, les nausees, la depressio respiratoria, la sedacié que poden
tenir consequeéencies negatives com I'increment del risc de caigudes i fractures,

aixi com d’accidents de transit.
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La present tesis proporciona evidencia nova sobre els patrons d’utilitzacié de
pregabalina, tapentadol, oxicodona/naloxona i tramadol/desketoprofe a la
practica clinica en la comunitat autonoma de Catalunya, on s’han pogut
relacionar diverses caracteristiques demografiques i cliniques amb I'is d’aquests

medicaments.

L’adequacié del tractament de la pregabalina als diagnostics pels que estava
autoritzat d’acord amb la fitxa técnica va ser 'objectiu principal del primer estudi.
L'evidéncia cientifica disponible [89] i la comparacié amb un estudi previ realitzat
en el mateix entorn al 2009 van donar suport als resultats trobats sobre I'is de la
pregabalina en I'analisis actual, veient que, hi ha un alt nivell de prescripcio fora
de les indicacions de la fitxa tecnica en la poblacid, tant en 'ambit de I'atencié

primaria com I'especialitzada [90].

En el cas de tapentadol, 'objectiu va ser determinar el patré d’utilitzacio de
tapentadol, un medicament molt prescrit a I'ambit de I'atencié primaria i, en cas
necessari, dissenyar intervencions per millorar la seva prescripcid. Aquest estudi
va mostrar el patrd d’us i el perfil dels pacients en la practica actual d’atencié
primaria. Majoritariament eren pacients del sexe femeni, d’edat avancada, amb
disminucio lleu o moderada de la funci6 renal i durades de tractament entre un i
tres mesos. A més, es va veure que les dosis diaries eren més grans en
tractaments prolongats, que al voltant d'un 2% dels pacients tenien pautes
posologiques fora de fitxa tecnica i que la majoria de tractaments provenien de
metges d'atencio primaria. Aquests resultats es van poder comparar amb I'estudi

realitzat, al mateix temps, de la combinacié d’oxicodona/naloxona.

Pel que respecta a la combinacié d’oxicodona i naloxona, l'objectiu va ser
determinar el patr6 d'utilitzacié per tal de poder comparar els resultats obtinguts
amb l'estudi de tapentadol, obtenint el mateix perfil de pacients que en el cas de

tapentadol.
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Finalment sobre tramadol/desketoprofe, es va observar que hi havia un
increment de I'us d’aquest medicament des de la seva aparicié en el mercat
sense cap tipus d’evidéncia cientifica. Es va veure que hi havia un alt nivell de
prescripcio per part de metges no especialistes i per indicacions no incloses en

fitxa técnica.

A banda de les complicacions ja conegudes i comentades en relacié6 amb
I'addiccid, la sobredosi, els errors de medicacio, les intoxicacions, etc. als EE.UU.
[91], segons una revisid sistematica publicada en el 2015, s’estima que la
prevalenca d’abus en 'atencio primaria entre la poblacié que consumeix opioides
de forma cronica pot oscil-lar entre el 0.6% i el 8%, i la de dependéncia entre el
3% i el 26% [88]. Els factors que s’associen amb un risc superior d’abus i
dependéncia son la historia previa d’abus, I'edat jove, la patologia mental i I'is
d’altres medicaments psicotrops. Les sobredosis sén més frequents en el

pacients que usen dosis elevades d’opioides [88,91].

D’aquesta manera, cal destacar que prescriure un opioide de forma cronica
implica reavaluar periodicament la necessitat del tractament [41] i assumir que
aixdo implica temps i recursos [5,92]. Per tant, com passa amb altres
medicaments, el tractament amb opioides només ha de continuar si és
clinicament beneficios [41] i amb un perfil d’efectes adversos acceptable que no
comprometi encara més la qualitat de vida del pacient [5]. Tan mateix, s’han de
considerar els criteris per a la retirada d’opioides com sén la resolucié de la causa
del dolor, no tolerar els efectes adversos o si el pacient no respon a diferents
opioides, sempre que aquests hagin estat prescrits de forma adequada [5,93].
La no-resposta es defineix com la dificultat a documentar una millora de la
funcionalitat tot i utilitzant altes dosis d’opioides, encara que el tractament
alleugeri el dolor [94]. De fet, en un pacient amb dolor pot ser complicat justificar
la decisié d’aturar la prescripcidé d’'un opioide. No obstant aix0, alguns estudis
mostren que aquests pacients podrien experimentar millores en 'humor i el dolor

guan es retira el tractament [94-96].
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A més, cal tenir cura addicional a I'hora de triar el tipus i la dosi adequats
d’opioides, especialment en pacients amb malalties renal i/o hepatica. Els
pacients amb malaltia renal cronica, poden tenir canvis en la resposta als
opioides donant una alteracié en I'excrecio (i, per tant, acumulacié de I'opioide o
els seus metabolits), canvis en el balang acid-base, nivells de proteines, volum
de distribucio, entre altres. Els opioides que tenen menys probabilitat que causin
danys a pacients amb malaltia renal cronica sén: fentanil, buprenorfina i
oximorfona. Es poden utilitzar amb precauciéo I'hidromorfona i I'oxicodona,
mentre que no se’ls hi hauria de prescriure codeina, morfina, pethidina,

dextropropoxife i tramadol [97-99].

Els pacients amb malaltia hepatica, poden patir canvis en la resposta als opioides
com a consequeéncia d’'una farmacocinética alterada. La derivacié portosistémica
pot disminuir el metabolisme de primer pas i augmentar la biodisponibilitat
sistémica. Tan mateix, la distribucié pot alterar-se a causa de la disminucié de la
produccido d’enzims d'unié a farmacs. Aquests canvis sén més acusats en
pacients amb cirrosi. L’ajust de la dosi i altres prevencions nhomés sén rellevants
en malalties hepatiques greus. Els opioides que requereixen un interval
posologic prolongat o una reduccié de la dosi s6n tramadol, tapentadol, morfina,
hidromorfona i oxicodona. Cal evitar la codeina i la petidina en pacients amb
malaltia hepatica [100,101].

Amb relacio a la suspensi6 del tractament, aquesta s’ha de fer de forma gradual
per tal d’evitar una sindrome de retirada. Les recomanacions a seguir son:
reduccio6 de la dosi diaria que pot oscil-lar entre el 10% de la dosi total diaria fins
al 5% cada 1-4 setmanes, tot i que es pot retirar de forma més lenta en els
pacients que presenten ansietat davant la retirada, els que son dependents dels
opioides o els que presenten trastorns cardiorespiratoris. Un cop s’aconsegueix
la reduccié d’un ter¢ de la dosi, la freqléncia de la retirada s’ha de disminuir a la
meitat. Per ultim, la dosi s’hauria de mantenir o augmentar si el pacient
experimenta una sindrome de retirada intensa o un empitjorament del dolor i
I'humor [94].
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Perfil demografic (edat i sexe) dels pacients

En el cas de la pregabalina es va veure que quasi dos tercos dels pacients amb
prescripcié activa eren dones d’edat avangada. Tot i que les malalties per les
quals esta autoritzada la pregabalina a nivell europeu, no hi ha diferencia en la
prevalenca segons el sexe, n’hi ha d’altres com la fibromialgia o el dolor
osteoarticular, en que també s'utilitza la pregabalina, que s6n més presents en
les dones. Pel que fa a la mitjana d’edat dels pacients es va veure que era major
de seixanta anys, edat previsible tenint en compte que la poblacié geriatrica és

la que sol patir dolor cronic.

En el cas dels pacients amb prescripcio activa de tapentadol, es va trobar que hi
havia un percentatge superior de dones que d’homes, al voltant d’'un 75%, tot i
que en les indicacions terapeutiques per les quals esta autoritzat aquest
medicament a nivell europeu, no hi ha diferencies segons el sexe. Aquesta
diferencia podria explicar-se perqué el llindar de dolor en dones i homes s’ha
descrit que és diferent o perque la mitjana d’edat era més gran en les dones o
fins i tot per la influéncia de les diferents hormones segons el sexe [102,103]. La
mitjana d’edat va ser de 70.1 anys, dada previsible considerant les indicacions
per les que s’estan utilitzant i tenint en compte que la poblacié d’aquesta franja

d’edat sol patir dolor cronic.

Pel que respecta a I'oxicodona/naloxona, el percentatge de dones en tractament
també va ser al voltant d’'un 75% i I'edat mitjana de 64 anys, trobant el mateix
perfil que els pacients tractats amb tapentadol. També la Federacié Europea del

Dolor, el dolor cronic és més frequient en les dones [5,104].
Un estudi comparatiu d’utilitzacid de tapentadol vs. oxidocona/naloxona en la

practica clinica real també va deixar de manifest que el DCNO es meés frequent

en dones d’edat avangada que en homes [105].
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Finalment, sobre tramadol/desketoprofe, es va observar que hi havia un
percentatge meés elevat de dones que d'homes amb receptes actives de
tramadol/dexketoprofen (al voltant d’'un 75%) i I'edat mitjana era de 55 anys. Aixo
era d'esperar ateses les dades de I'Ultima enquesta de salut de Catalunya (2016),
en que el 28% de la poblacié de més de 15 anys patia algun tipus de dolor (33.8%
de dones i 21.9% d'homes), i aguest percentatge augmenta amb I'edat [106], i
també tenint en compte que a Espanya la prevalenca del dolor de més de tres

mesos €s molt més elevada en dones i en persones majors de 65 anys [7].

D’acord amb els resultats, el dolor cronic és frequent en les persones d'edat
avancada, on s’ha descrit que afecta a un 60% dels majors de 60 anys [107] i
majoritariament a les dones. Una dada sorprenent ha estat trobar 29 pacients
menors de 18 anys i que el més jove fos de 10 anys, doncs la pregabalina és un

medicament que segons la fitxa técnica no s’ha de prescriure en menors d’edat.

També s’ha vist que el dolor d'origen muscul-esquelétic augmenta amb I'edat. En
particular, el dolor relacionat amb artropaties degeneratives com per exemple
I'artrosi augmenta de manera exponencial fins a almenys els 90 anys d'edat
[108]. De fet, el dolor cronic és predominantment nociceptiu en els adults d'edat

avancada, pero també és frequent el dolor neuropatic o mixt [109].

Caracteristiques de I'inici del tractament i dosis mitjana diaria dels pacients

En el cas de la pregabalina el tractament es pot iniciar amb una dosi de 150 mg
per dia i segons la resposta i la tolerabilitat individual del pacient, la dosi es pot
incrementar a 300 mg per dia després d'un interval de 3 a 7 dies, i si cal, a una
dosi maxima de 600 mg per dia després d'un interval addicional de 7 dies [75].
Cal destacar que el 41.2% dels pacients tenien una pauta de dosificacio inferior
al que s'indicava a fitxa técnica, la qual cosa podria provocar una manca
d'efectivitat del tractament, excepte en aquells pacients que estaven iniciant el

tractament (és a dir, s'inclouen pacients nous en el moment de tall transversal).
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En els pacients majors de 25 anys, la dosi mitjana diaria va disminuir a mesura
gue augmentava la franja d'edat [90]. Els pacients més grans requereixen dosis
meés baixes, a causa d'una reduccié de la funcionalitat renal. Segons el nostre
coneixement, aquest va ser el primer estudi que va proporcionar informacié nova
sobre la prescripcio de pregabalina en pacients amb deteriorament renal. A les
dones se'ls van receptar dosis més baixes que els homes, tot i que no hi ha cap

diferéncia per sexe a la fitxa tecnica [75].

L'analisi de la dosi diaria segons la durada del tractament va mostrar que els
pacients amb la dosi mitjana diaria més baixa eren aquells on el tractament havia
durat menys d'un any. Per tant, es pot indicar que a mesura que augmenta la
durada del tractament, la dosi diaria també augmenta. Aixd podria ser degut a

una manca d'efectivitat que es fa evident quant més dura el tractament.

En el cas de tapentadol, aquest estudi va incloure l'analisi de comprimits
d'alliberament prolongat de tapentadol amb dosis diaries que van des de 6.1
mg fins a un maxim de 1,000 mg diaris. Segons la fitxa técnica [82], les dosis
diaries superiors a 500 mg de tapentadol no estan autoritzades ja que no han
estat estudiades. En el cas de la dosis diaria segons l'edat, a mesura que
augmentava l'edat es va observar que augmentaven les dosis diaries de
tapentadol, sent una mica més altes en pacients d'edat avancada. Els pacients
més grans sovint tenen disminuida la funcié renal, de manera que haurien

d'utilitzar dosis més baixes.

Si analitzem la dosi diaria segons el sexe, els homes van prendre més dosis que
les dones. Aquest resultat no s'esperava perqué no hi ha cap recomanacio en
aquest sentit. Es pot pensar que les dones solen pesar menys que els homes |,
per tant, es podrien prescriure dosis més baixes o que les dones tinguin menys
dolor que els homes. En estudiar la dosi diaria en funcido de la durada del
tractament, es va observar que una major durada implicava augmentar la dosi
diaria utilitzada. La literatura mostra una forta relacié entre I'exposicio inicial als
opioides i la probabilitat d'Us a llarg termini i, per tant, un augment de la tolerancia.
Aixi, s'ha de prevenir la progressio de I's d'opioides a llarg termini, en els casos

en que no sigui necessari, 0 sigui clinicament inadequat [110].
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Pel que respecta a I'oxicodona/naloxona, es va veure que les dosis diaries
anaven 1.21/0.61mg a un maxim de 160/80 mg diaris. Segons la fitxa tecnica,
la dosi de partida habitual per a aquells pacients no tractats previament amb
opioides és de 10 mg/5 mg d'oxicodona/naloxona cada 12 hores i la dosi maxima
diaria és de 160 mg d'oxicodona i 80 mg de naloxona. En el cas de la dosi diaria
segons la edat va passar tot el contrari, on hi havia una tendencia a disminuir els
valors de dosi diaria amb un augment de I'edat i aix0 podria conduir a pacients
infra-dosificats. Segons fitxa técnica, no caldria disminuir la dosi diaria en
pacients d'edat avancada (més de 65 anys), ja que I'excrecié d'oxicodona es
redueix lleugerament i no s'han observat efectes secundaris no desitjats segons
I'edat [83].

Si analitzem la dosi diaria segons el sexe i la dosi diaria en funcié de la durada
del tractament es van obtenir els mateixos resultats que en I'estudi de tapentadol.
Alguns pacients inclosos en ambdds estudis tenien dosis inadequades, per la
qual cosa les dosis diaries prescrites per a aquests pacients s'haurien de revisar
en el programa de gestid. Segons la Federacido Europea del Dolor, la dosi
correcta d'un opioide és la dosi més baixa possible que aconsegueix el resultat
desitjat [5,32]. Per tant, el tractament d'opioides ha de comencar inicialment amb

la dosi més baixa disponible i utilitzant una formulacié oral d'accio curta.

D'altra banda, segons la National Opioids Use Guideline Group [111], la terapia
de primera linia pel dolor moderat ha de comencar amb tramadol, codeina,
tapentadol o hidrocodona. Pel que fa a la terapia del dolor lleu a moderat de
segona linia, ha de comencar amb hidrocodona o oxicodona. Pel que fa al dolor
sever, la terapia de primera linia pot comencar amb hidrocodona, oxicodona,
hidromorfona o morfina, amb terapia de segona linia amb fentanil i, si és
absolutament necessari, la terapia de tercera linia amb metadona o buprenorfina.
La meperidina no es recomana en ambients de dolor cronic, a causa d’efectes

adversos neurologics [32].
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Finalment sobre tramadol/desketoprofe, la indicacio terapéutica autoritzada és el
tractament simptomatic a curt termini del dolor agut moderat a greu en pacients
adults, el dolor dels quals, es considera que requereix una combinacié de
tramadol i dexketoprofen. Pel que fa a la posologia, més de la meitat dels
pacients tenien pautat un comprimit cada 12 hores. Menys d’'un 1% dels pacients
estaven infradosificats. La dosi recomanada és d'un comprimit amb un interval
minim de dosificacié de 8 hores, sense superar els tres comprimits al dia i els
cinc dies de tractament [84]. Es va trobar al voltant d’'un 7% dels pacients majors
de 75 anys amb prescripcio activa, segons fitxa técnica es disposa de dades
limitades en pacients majors de 75 anys, per la qual cosa s'ha d'usar amb
precaucié en aquests pacients. [84] A dia d’avui, no hi ha estudis en la practica
clinica real, en els que poder compara els nostres resultats.

Caracteristiques dels diagnostics dels pacients, durada del tractament i

adequacio segons l’evidencia cientifica disponible

En el cas de la pregabalina, es va veure gue només el 0.7% dels pacients van
prendre pregabalina per tractar l'epilépsia, la qual cosa demostra que, tot i que
aquest farmac pertany al grup d'antiepiléptics, s'utilitza principalment per a altres
indicacions. En el cas de diagnostics no inclosos en la fitxa técnica, com el dolor
ossi i articular o la fibromialgia, les durades del tractament van ser superiors a
les recomanacions o guies. Aquest resultat es remarcable i podria ser degut al
fet que els tractaments per al dolor ossi i articular tendeixen a continuar durant

meés temps.

En el cas de tapentadol, quasi la meitat dels pacients tenien diagnostic associat
de neuralgia, espondilosi o lumbagos amb ciatica. Els opioides han estat descrits
com una opcid de tractament viable en persones amb dolor greu o quan altres
medicaments per al dolor estan contraindicats. Només un 5% dels diagnostics
eren neoplasies. Al voltant del 4% dels pacients no havien tingut diagnostic
associat, en aquests casos, la dosi era menor que en els altres, i la durada del

tractament era de més de tres mesos.
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Pel que respecta a 'oxicodona/naloxona, al voltant d’'un terg de les prescripcions
d'oxicodona/naloxona eren per neuralgia, espondilosi o lumbagos amb ciatica.
Igual que en el cas del tapentadol, només un 5% dels pacients havien estat
diagnosticats com a neoplasia i al voltant d’'un 4% dels pacients no havien tingut
cap diagnostic associat. S'ha demostrat que una combinacié de dosis fixes amb
alliberament prolongat d'oxicodona/naloxona proporciona un alleujament eficac
del dolor cronic, de moderat a greu i disminueix els efectes adversos

gastrointestinals [112].

A dia d’avui, hi ha un estudi comparatiu d’utilitzacié en la practica clinica real de
tapentadol amb oxicodona/naloxona [105] el qual suggereix que els opioides de
la nova generacio, oxicodona i tapentadol, poden millorar la intensitat del dolor.
Oxicodona va mostrar una pitjor tolerabilitat en comparacié amb tapentadol. A
meés, oxicodona es va associar amb una major incidencia d'alguns efectes
secundaris opioides, especialment en dones [105]. També, es van trobar estudis
de fase 3, que comparaven leficacia de tapentadol i de tapentadol vs.
oxicodona/naloxona pel mal de genoll i d’esquena cronic, ies va demostrar que,
el tapentadol va obtenir millores significativament més grans en el dolor
neuropatic i en I'estat de salut que lI'oxicodona/naloxona i va obtenir un perfil de
tolerabilitat gastrointestinal significativament millor [113-117]. Toti que I'eficacia
del tapentadol s’ha demostrat per tractar I'artrosi i el dolor lumbar [117,118] es
considera dolor lleu o moderat i s'ha de tractar amb AINE o mesures no
farmacologiques, ja que el benefici clinic que té el tapentadol generalment en el
dolor muscul-esquelétic cronic de moderat a greu que es troba en assaigs clinics

aleatoris és relativament petit [119].

Per tant, tots els resultats obtinguts fins el moment del nostre estudi,
demostraven que el tapentadol i 'oxicodona/naloxona, no eren ni més ni menys
efectius, ni millor ni pitjor tolerats que la morfina en l'alleujament del dolor
[115,120].
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La Canadian Agency for Drugs and Technologies in Health (CADTH) ha
proporcionat una revisio de I'eficacia clinica i la seguretat dels opioides de llarga
durada per al DCNO i ha conclos que l'evidéencia sobre els beneficis del
tractament opioide a llarg termini continua sent molt limitada i encara no s'ha
estudiat ampliament sobre la poblacio; a més, s’ha vist que hi ha una estreta
relacio entre els opioides i un major risc de danys greus, que semblen dependre
de la dosi [121,122], els opioides només s’han d'introduir quan sigui estrictament
necessari i, amb un analisi continu de risc-benefici, doncs molts pacients poden
tolerar i respondre a aquests tractaments, i no se'ls ha de negar quan un metge

responsable els consideri medicament necessaris [5,32,123].

Els analgesics opioides sén un tractament efica¢c per al dolor que redueix la
funcionalitat i la qualitat de vida, i s'han d'administrar com a part d'una estrategia
integral de I'abordatge del dolor [124]. Les principals barreres per a I'Gs d'opioides
en els pacients son el temor als efectes adversos relacionats amb aquests

medicaments i la preocupacié pel desenvolupament de dependéncia [124].

Finalment sobre tramadol/desketoprofen, sobre la durada del tractament, més
d’un terg dels pacients tenien una prescripcié amb una durada d'entre sis i dotze
mesos. Diversos estudis inclosos en la revisié del dolor cronic postquirtrgic de
Bruce i Quinlan [125] mostren que si el dolor postoperatori no es gestiona
correctament, podria evolucionar en el dolor cronic, convertint-se en un problema
greu [47]. L'evidéncia cientifica mostra una forta relacio entre I'exposicio inicial
als opioides i la probabilitat d'Us a llarg termini d'aquests. Per tant, l'augment de
I's d'opioides a llarg termini s'ha d'evitar, sempre que no sigui clinicament
apropiat [32,47,72,110]. L'Us cronic d'opioides podria causar tolerancia,
dependencia i hiperalgéesia (augment del dolor mentre es prenen opioides, que
sovint no té relaci6 amb la causa original del dolor) [32,47,126]. A més, en
abséncia d'evidéncia sobre I'eficacia i seguretat de I's d'opioides a llarg termini,

es recomana reavaluar als tres mesos el tractament opioide [5,47].
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En relaci6 amb els diagnostics trobats, el tramadol/dexketoprofen amb prou
feines es va utilitzar en el tractament del dolor oncologic o en el context de les
cures pal-liatives. Aquest fet és motiu de preocupacié tenint en compte el
tractament a llarg termini observat (més de 300 dies) en quasi la meitat dels
pacients. Els diagnostics més comuns pels quals es va prescriure
tramadol/dexketroprofen van ser artrosi primaria, lumbalgia, fibromialgia i
lumbalgia amb ciatica, a més, el dolor nociceptiu va ser altament prevalent el

qual s’hauria d’haver tractat amb analgésics i/o farmacs antiinflamatoris [127].

L'evidéncia actual indica que els opioides no s'han d'utilitzar com a terapia de
primera linia, sind només quan totes les altres opcions de tractament han estat
provades i han fallat [123,128]. A més, no hi ha evidencia d'efectivitat a llarg
termini en el tractament del dolor no oncologic, malgrat el seu efecte analgesic a
curt termini [32,88,122,123,126,129]. Tot i aixd, molts pacients poden tolerar i
respondre a aquest tractament, i no se'ls ha de negar, amb un seguiment proper

en termes d'efectivitat i seguretat [130].

Caracteristiqgues dels tractaments previs i concomitants pel dolor dels

pacients i adequacio segons I’evidencia cientifica disponible

En el cas de la pregabalina, pel que fa a la revisi6 de farmacs previs, es va
comprovar que més de dos tercos dels pacients no havien tingut cap recepta ni
de gabapentina ni de amitriptilina per al mateix problema de salut abans que se'ls

receptés pregabalina.

En el moment de l'estudi, tots els informes elaborats per diferents comités
farmacoterapéutics espanyols recomanaven I'Us de gabapentina o amitriptilina
abans de la pregabalina, actualment els farmacs considerats de primera linia i
amb indicacio aprovada a Espanya per al tractament del dolor neuropatic
inclouen: amitriptilina, gabapentina, duloxetina, pregabalina i carbamazepina
[131,132]. Es important insistir que el tractament s'ha d'iniciar amb els farmacs
que tinguin la millor evidencia disponible, el que esta d'acord amb la normativa

internacional. En aquest sentit, per exemple, les directrius del NICE sobre el
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tractament del dolor neuropatic (2019) [133] també recomana la gabapentina i la
pregabalina com a opcions per al tractament inicial del dolor neuropatic, a més d
d'amitriptilina i duloxetina, com a tractament inicial excepte en el cas de la
neuralgia del trigemin, tot i que en el moment de l'estudi es recomanava la
gabapentina com un dels farmacs de primera linia. Tot i aixi, des del 2019
'’Agencia Reguladora de Medicaments i Productes Sanitaris va publicar una
actualitzacio de seguretat on informava que a partir de I'1l d'abril de 2019, la
gabapentina i la pregabalina es reclassificaven com a medicaments controlats.
[133].

Pel que respecta a la Comissié Farmacoterapéutica de I'ICS, I'amitriptilina és el
tractament de primera linia per al dolor neuropatic, excepte en la neuralgia del
trigemin, en la qual es recomana I'Gs de carbamazepina. Si hi ha una manca de
resposta, intolerancia o una resposta parcial perd insuficient a I'amitriptilina,
aquesta Comissié Farmacoterapéutica recomana canviar o afegir gabapentina, i
per tant deixa la pregabalina com a tercera opci6 [132]. Per altra banda es va fer
un estudi dels tractaments associats a la pregabalina veient que els analgesics i
els ansiolitics eren els farmacs més prescrits juntament amb la pregabalina, dada
esperada en el cas dels analgeésics ja que la indicaci6 més prescrita de la
pregabalina va ser el dolor osteoarticular i 'espondilopatia sense radiculopatia i

en el cas dels ansiolitics per I'elevat nombre de pacients amb diagnostic de TAG.

En el cas de tapentadol i 'oxicodona/naloxona, només es van analitzar els
tractaments associats en el moment del tall amb el tapentadol i
I'oxicodona/naloxona, seguint el mateix patré en els dos casos. Més del 80% dels
pacients portaven tractament concomitant pel dolor, sent els més utilitzats els
analgesics, antiepiléptics, antidepressius inhibidors de la serotonina i ansiolitics
sedants. Sobta la presa simultania de tants medicaments pel dolor. La
polimedicacié es considera un factor de risc important, doncs un major nombre
de farmacs implica una major complexitat terapéutica i una menor adheréncia al
tractament, de manera que influeix negativament en la consecucio de la millora
clinica esperada. A més, s’ha de remarcar 'augment de potencials efectes
adversos i d'interaccions medicamentoses, especialment en la gent gran, a

causa de la disminucié en les funcions hepatica, renal i cardiaca.
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Finalment sobre tramadol/desketoprofe, de la revisio del tractament farmacologic
pel dolor dels pacients, abans que se’ls prescrivis Enanplus®, s’observa que
quasi la meitat dels pacients havia dut més de dos medicaments per tractar el
dolor. Un 7.81% dels pacients ja havien estat tractats per separat amb
I'associacié dels farmacs que composen Enanplus® i quasi un 15% no havia dut
cap medicacio previa pel dolor. L'Us de primera linia de tramadol/dexketoprofén
en indicacions fora de fitxa técnica requeriria meés investigacions. La combinacio
de productes analgésics en general s'ha d'evitar com a tractament de primera
linia, perque no permet una avaluacidé independent de cada farmac [134]. La
literatura mostra una forta relacié entre I'exposicio inicial als opioides i la
probabilitat d'Us a llarg termini i, per tant, un augment de la tolerancia. Aixi, s'ha
d'evitar la progressio del consum d'opioides a llarg termini, en els casos en qué
no sigui necessari o sigui clinicament inadequat [110].

A més, es va analitzar els tractaments concomitants prescrits amb el
tramadol/dexketoprofen. Es va trobar que els analgesics, els AINE, els
antiepileptics i els opioides febles eren els més prescrits. Aquesta informacio
podria esperar-se, ja que els diagnostics relacionats amb la prescripciéo de
tramadol/dexketoprofén eren dolor ossi i articular, fiboromialgia i lumbago amb
ciatica. També es va trobar que quasi un ter¢ dels pacients amb prescripcio de
tramadol/dexketoprofen havien estat tractats de manera concomitant amb un

dels dos components d'aquest farmac.

Intervencions per ladequacié dels tractaments segons [I’evidencia

cientifica disponible

En el cas de la pregabalina algunes de les intervencions potencials, de I'estudi,
inclouen l'avaluacié de I's de pregabalina en pacients menors de 18 anys. A
més, s’haurien de revisar els pacients amb dosis inadequades segons IFG. Una
altra intervencié podria ser enviar un recordatori als metges sobre les indicacions
de pregabalina, i proporcionar informacio sobre els diagnostics inadequats i les
alternatives a la pregabalina. Una altra opcié de millora seria substituir la

pregabalina per un altre farmac amb més experiéncia d’us, com la gabapentina.
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En aquest casos, es a dir, si el tractament amb la pregabalina s'ha de retirar o
substituir per un farmac alternatiu, la dosi s'ha de reduir gradualment durant
almenys una setmana. Aixo minimitza el risc d'una major frequencia de crisis per
a pacients amb trastorns convulsius [135]. El procediment de substitucié de
pregabalina per gabapentina consisteix en recordar que la pauta de dosificacio
estandard de pregabalina és de 150 mg/12 hores (dosi maxima diaria de 600
mg), mentre que el de gabapentina és de 600 mg/8 hores (dosi maxima diaria de
3600 mg).

Atés que la majoria dels pacients estan a 'ambit de I'atencié primaria i només
una part accedeix als serveis especialitzats del dolor, €s molt important que els
metges d’atencié primaria disposin dels recursos necessaris per al maneig
correcte dels pacients amb dolor cronic, i també que tinguin la facilitat per accedir

als serveis especialitzats quan sigui necessari [129].

El dolor cronic augmenta els costos i I's de recursos sanitaris i en els ancians té
una repercussié important en la qualitat de vida, ja que redueix les activitats
socials i augmenta els trastorns de la son, la depressio, l'ansietat, |' deteriorament

cognitiu, la desnutricio i el risc de caigudes [108,124].

Les societats cientifiques coincideixen en la necessitat de millorar el maneig del
dolor des de I'atencio primaria com a porta d’entrada al sistema sanitari; millora
gue pasa per optimitzar aspectes, entre d’altres, com fer un diagnostic acurat i
una valoracié adequada dels diferents tipus de dolor, la coordinacio entre nivells,
procediments agils de derivacio, abordatge terapéutic individualitzat, no

farmacologic i farmacologic, i la formacié dels professionals i dels pacients [27].

94



En el cas de tapentadol i d’'oxicodona/naloxona, es van dur a terme intervencions
per tal de millorar 'adequacio d’ambdds tractaments, com ara, afegir al programa
ECAP la pauta posologica recomanada dels dos medicaments. A més, al 2021
es van reevaluar els patrons d'Us de tapentadol i la combinacio
oxicodona/naloxona a l'atencié primaria de salut després de la implementacié de

les intervencions de millora.

Es va trobar un augment del nombre de prescripcions actives nomeés en cas de
tapentadol (d'un 30.0% en dones i d'un 25.0% en homes). El sexe femeni i entre
71 i 90 anys va continuar sent el patré de prescripcié majoritari en tots dos
medicaments. Al voltant d'un 50% dels tractaments en ambdés medicaments
tenia una durada entre 1 i 3 mesos i només en el cas de tapentadol aquest patro
es va incrementar un 17.5%. Més d'un 80% de les prescripcions continuaven
provenint del metge d'atencié primaria i nomeés en el cas de tapentadol es va
observar un augment de prescripcions del 30%. Aquest augment es podria

esperar donat les ultimes publicacions [116,117].

En un estudi realitzat a Alemanya amb tapentadol retard, també es va veure que
meés de la meitat dels pacients eren de sexe femeni, i que els pacients que van
rebre 12 setmanes de tractament amb tapentadol havien experimentat un
alleujament del dolor significativament més gran amb majors millores en les
activitats diaries, el son i la qualitat de vida en comparacié amb els que van rebre
els altres opioides forts investigats. Els components del dolor neuropatic es van

reduir en major mesura en el grup de tractament amb tapentadol [117].

En comparar les pautes posologiques prescrites entre el 2017 | el 2021, es va
observar una disminucio del nombre de pacients amb pautes prescrites fora de
fitxa tecnica. Al 2017 (2.3% i 2.9%) respecte al 2021 (0.5% i 0.2%) per a
tapentadol i oxicodona/ naloxona, respectivament. Per tant, es va trobar un
augment de I's prolongat de tapentadol. Pel que fa a oxicodona/naloxona va
mantenir el patro d'us. Es per tot aixd que s’ha de continuar establint mesures de

millora en I'is d'aquests medicaments.
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Finalment sobre tramadol/desketoprofe, es van dur a terme, al 2017,
intervencions per millorar la prescripcio, ja que es van trobar nombroses
contraindicacions i precaucions relacionades amb I'is d’aquest medicament, aixi
com risc de tolerancia i addiccié [136]. Es van introduir avisos a la recepta
electronica d'atencié primaria que alerten de la durada inadequada del
tractament durant el procés de prescripcié (modul de prescripcié farmacologica
prefasec) [137], també es va implementar una opcio per als prescriptors per tenir
la possibilitat de revisar la seguretat dels tractaments de tramadol/dexketoprofen
dels seus pacients a través d'una eina de suport (autoauditoria) que facilita la

revisio sistematica de la medicacio i detecta tractaments inadequats.

Després de realitzar les intervencions, es va fer un estudi comparatiu al 2021 per
veure els resultats d’aquestes millores. Es va veure un descens en el nombre de
pacients prescrits amb tramadol/dexketoprofen. Tot i aixi, el 92% dels pacients
amb prescripcio activa, continuaven tenint una durada de tractament de més de
20 dies. Es va observar un augment de les prescripcions de llarga durada en
comparaci6é del 2017. Quasi la meitat dels pacients tenien tractaments pautats
de gairebé un any. El patré de prescripcié comparat amb el 2017 era semblant.
Hi havia més dones tractades amb tramadol/dexketorpofen que homes, encara
que les indicacions per a les quals esta autoritzat aguest medicament a nivell
europeu no tenen diferéncia segons el sexe. A més, quasi la meitat dels pacients
tenien més de 50 anys, és una dada previsible veient les indicacions per a les
gue s'esta utilitzant i tenint a compte que la poblacié d'aquesta franja sol patir
dolor cronic. Es va observar un canvi al patr6 de prescripcio, augmentant el

nombre de pacients d'edat avancada i disminuint la poblacié de menys edat.

Tot i les intervencions realitzades al 2017, més del 90% dels tractaments
continuaven provenint del metge d’atencioé primaria. En aquest sentit, les nostres
dades suggereixen que la practica actual sobre seleccio, dosificacio i durada del
tractament esta fora de fitxa técnica i requereixen intensificar les intervencions
[5,84,92].
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El maneig del dolor s’hauria de gestionar segons el nivell de dolor i complexitat
del mateix. S’hauria de derivar al pacient des de I'atencio primaria a I'especialista
clinic i finalment a l'especialista de la unitat de dolor. Es podria seguir I'escala
analgesica de dolor de 'OMS a I'hora de prescriure, de manera que, els metges
d’atencié primaria i especialistes esgotessin els tractaments analgésics
disponibles per intentar controlar el dolor sense el Us d'opioides, ja que es tracta
d’un tractament secundari [43]. A més, en l'actualitat, tenim una opcio terapéutica
que combina farmacs de diferents passos de I'escala de 'OMS i que té com a
objectiu aconseguir el mateix efecte amb dosis més baixes i menys efectes
secundaris [5,128,138].

A I'hora de prescriure opioides, el major risc el trobem a I'atencié primaria, doncs
es pot arribar a banalitzar I'is de l'opioide i, al mateix temps, és on menor
coneixement hi ha del dolor, de les estrategies multimodals i es disposa de
menys temps d'atencié per pacient [43]. Els metges d’atencié primaria haurien
de poder fer interconsultes en linia des d'atenci6 primaria a la unitat de dolor que
ofereixen la possibilitat de consultar casos de pacients d'atencié primaria en els
quals pugui existir un dubte respecte a el maneig del seu dolor, sense necessitat
de realitzar un procés de derivacié com a tal. Es, per tant, vital assegurar que en
aquesta primera linia d'actuaci6 clinica el metge d'atencié primaria tingui una
forma rapida i eficient de solucionar dubtes o consultar situacions que no és
capac d'abordar per la seva formacié generalista que no és expert en el maneig

del dolor i dels analgésics [43].

Paper del farmaceéutic en la gestié del dolor cronic no oncologic

A més de proposar intervencions de millora per als metges d’atencié primaria,
s’ha de posar de manifest que els farmacéutics juguen un paper molt important

en la gestid de la medicacio dels pacients i, de forma concreta, en el DCNO
[91,93].
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Un estudi recent indica que els farmacéutics tenen fins a deu vegades més
interaccions amb els pacients que els metges d’atencié primaria per al tractament
de les malalties croniques, inclos el dolor [139]. La investigacio que es va
presentar a la reuni6 cientifica anual de la Society for Academic Primary Care
(SAPC), al juliol de 2022, posa de manifest que, els farmaceutics comunitaris, tot
i que son importants donant suport als pacients que prenen opioides, sovint no
tenen informacio suficient per ampliar el seu paper clinic en aquesta area [91].
Tot i aixi, els farmacéutics estan ben posicionats per aprofitar les seves habilitats
i col-laborar amb els pacients en la formacié sobre diferents aspectes del dolor,
aixi com en la promocié d’estratégies d’autogestio que redueixen la dependencia
excessiva de la medicacio, a meés, en cas necessari, poden suggerir la necessitat
de derivar-los al metge si noten barreres que afecten negativament els resultats
del tractament del pacient [139,140].

Per als pacients que rebin opioides o medicaments per al trastorn d’us d’opioides,
els farmaceutics poden veure aquests pacients quasi diariament per dispensar
la medicacioé i poder realitzar un seguiment. Aquestes interaccions regulars amb
els pacients, ofereixen una gran oportunitat per desenvolupar una relacio
terapeutica i tenir un impacte positiu en els resultats del pacient i la seva qualitat

de vida.

Per una altra banda, es podria formar als pacients a gestionar el seu dolor.
L’autogestid del dolor cronic és la capacitat dels pacients per adaptar estrategies
per gestionar millor els seus simptomes, tractaments i els reptes fisics i
psicologics de la seva experiencia amb el dolor. Els assaigs clinics han demostrat
gue formar als pacients sobre la neurofisiologia i la neurobiologia del dolor
redueix el dolor, disminueix les visites al sistema sanitari i millora la qualitat de
vida [139].
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Limitacions dels estudis d’utilitzaciéo de medicaments

Els EUM portats a terme tenen diverses limitacions. Es tracta d'uns estudis
d'utilitzacié de medicaments, centrats en una regié concreta, amb una poblacio
amb prescripcio activa i en el context de nous medicaments disponibles sota el

sistema de financament public [Taula 5].

En tots els casos, la prevalenca de I'Us dels medicaments analitzats associada a
indicacions especifiques segons els diagnostics registrats, es va determinar a
partir de la informacio clinica disponible a la base de dades de I'e-CAP [141].
També s'ha de tenir en compte que aquest estudis es basen en dades de
prescripcié de receptes, de manera que no es pot determinar si les receptes es
van utilitzar realment i/o si els pacients van prendre els medicaments. Per una
altra banda, els estudis es van realitzar a partir de dades recollides d'una direcci6
d’atencio primaria de Catalunya, per la qual cosa les conclusions poden no ser
directament aplicables a altres regions, donat que la prescripcié pot estar
influenciada per diferents factors, com ara, la morbiditat, les caracteristiques dels

metges prescriptors o el nombre d'especialistes per habitant.

Seria interessant establir criteris de derivacié i actuacions en relacié amb els
pacients que presenten patologies susceptibles de rebre assisténcia a la unitat
del dolor. Aquests criteris podrien ser, establir un llindar de dolor, no haver
obtingut millora suficient en el tractament convencional per via oral o presentar

malalties croniques degeneratives podrien ser alguns dels criteris a establir.

D’aquesta manera, arran dels resultats obtinguts en la present tesis podem
demostrar que hi ha hagut un augment considerable de prescripcions dels
opioides. Els factors que han pogut contribuir a aquesta situacié han sigut una
major acceptacio de la societat i dels professionals de la salut a I'hora de
prescriure aquests medicaments i d’'un mercat per part de les companyies
farmacéutiques que fabriquen i distribueixen aquests medicaments. Per tot aixo,
es necessaria una formacio continuada dels professionals sanitaris per a obtenir

els elements de judici necessaris per prescriure 0 no aquests medicaments.
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Taula 5. Comparativa del patré d’utilitzacié dels medicaments d’estudi.

Medicament Sexe Edat Grup d’edat Durada de Diagnostic IFR Origen de la Tractament
(% dones) | (mitjana + DE, majoritari tractament dollc?r _ < 60 ml/min prescripcié C(,)::?)Ttl;?-m
anys) (anys, %) (%) oncologic (%) (% metge de joritart
(%) primaria) (% analgésics)

Pregabalina 64.2 62.3 £15.2 25-50 (44.0) <1 any (66.6) 0.0 36.7 65.6 42.0
Tapentadol 74.8 70.1£13.2 71-80 (28.6) | 1-3 mesos (51.5) 5.3 27.7 82.7 56.0
Oxicodna/ 74.1 64.0 £13.6 71-80 (24.6) | 1-3 mesos (43.2) 51 28.8 84.2 60.1
Naloxona
Tramadol/ 73.4 55.0 £13.5 51-60 (32.8) <1 any (63.3) 1.7 ND 100.0 70.3
Dexketoprofén

(*Només es van analitzar Equips d’Atenci6 Primaria; IFR: Index de filtracié glomerular; ND: no hi havien dades registrades)
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CONCLUSIONS

La present tesis doctoral s'emmarca dins els EUM pel tractament del DCNO en
I'ambit de l'atencidé primaria, i pretén contribuir a optimitzar I'assoliment del
objectiu terapéutic d’acord amb les indicacions terapéutiques autoritzades i que
figuren a la fitxa técnica i disminuir el potencial risc iatrogenic associat a I'Us dels

medicaments.

Les conclusions especifiques que s’extreuen d’aquesta tesis son:

- Esvaidentificar que el patr6 de prescripci6 dels quatre medicaments d’estudi
I el perfil majoritari dels pacients tenien similituds que es detallen a

continuacio:

e El perfil de pacient caracteristic (més de dos tercos dels pacients
analitzats) que utilitza algun dels medicaments estudiants és el de dona
de més de 55 anys. A més, el grup de pacients d'entre 71 i 80 anys va
resultar ser majoritari en dos dels quatre medicaments, concretament en

tapentadol i oxicodona/naloxona (28.6% i 24.6%, respectivament).

e Ladurada de tractament va ser d’'un any en la majoria de pacients tractats
tant amb pregabalina (66.6%) com amb tramadol/dexketoprofén (63.3%),
per tant, prescrits en condicions diferents de les autoritzades. En el casos
de tapentadol i oxicodona/naloxona, un 51.5% i un 43.2% de pacients,
respectivament, tenien durades de tractament d’1 a 3 mesos, on no hi ha

evidencia cientifica de qualitat que confirmi la seva eficacia i seguretat.

e Menys del 5% dels pacients analitzats tenia un diagnostic de dolor
oncologic que pogués explicar la durada prolongada de I'Us dels
medicaments opioides analitzats i en el cas de pregabalina, cap pacient

tenia un diagnostic de dolor oncologic.
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e L'origen principal de la prescripcid de tots els medicaments opioides
estudiats va ser el metge d’atencidé primaria, en més d'un 80%, i els
principals diagnostics associats a la prescripcio van ser l'artrosi primaria,
la neuralgia, la lumbalgia, la fibromialgia i les dorsopaties. En el cas de la
pregabalina va ser del 65% i els principals diagnostics associats a la

prescripcio van coincidir amb els observats en els analgeésics opioides.

e Aproximadament un 30% dels pacients analitzats tenia valors d'IFG
inferior al normal (60 ml/min) en els tres medicaments opioides i també en
la pregabalina, on la dosi diaria va ser superior a la maxima recomanada
segons I'lFG. En el cas de tramadol/dexketoprofe no es van trobar dades
registrades, tot i que no s’han d'utilitzar, d’acord amb la seva fitxa técnica,

en pacients amb malaltia renal cronica de moderada a greu.

e Amb relacio al tractament concomitant en tots tres medicaments opioides
eren altres analgésics, percebent la dificultat de I'abordatge del DCNO. En
les dues associacions, tramadol/dexketoprofé i oxicodona/naloxona, va
ser en més d'un 60% dels pacients, i en el cas de tapentadol al voltant del

50% (percentatge igual en el cas de la pregabalina).

El fet d’obtenir, en tots els medicaments analitzats, un patré de prescripcié
amb caracteristiques no reflectides a les fitxes técniques, va demostrar la
necessitat de dissenyar i dur a terme accions de millora per potenciar
I'optimitzacié de la prescripcié d’analgésics opioides i co-analgésics en el
DCNO, en la practica clinica actual de I'atencié primaria. Aquestes accions,
descrites en 'apartat de la discussié nomenat “Intervencions per 'adequacio
dels tractaments segons l'evidencia cientifica disponible”, van tenir els

efectes o repercussions que s’enumeren a continuacio:
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1. En el cas de tramadol/dexketoprofén, després de la intervencio es va trobar
un descens del seu Us en indicacions no autoritzades i sense evidencia
cientifica disponible, a més d’un canvi en el patré de prescripcio respecte a

I'edat, en concret, un augment en el nombre de pacients majors de 60 anys.

2. Pel que respecte a tapentadol i oxicodona/naloxona, tot i que les accions
van suposar un augment del nombre de prescripcions provinents del metge
d’atencio primaria del 30% respecte al 2017, es va observar una disminucio
del nombre de pacients amb pautes posologiques no avaluades en la fitxa

técnica en tots dos analgesics opioides.

- Els resultats trobats confirmen la preocupacié en el nostre entorn proxim
sobre la prescripcié dels medicaments estudiats que condueixen a una
sobreutilitzacié prolongada que pot, per una banda, condicionar el fracas
terapeéutic i, per laltra, incidir en 'augment de pacients amb dependéncia

fisica, tolerancia i addicci6 als analgesics opioides.

Finalment indicar que convé seguir insistint en la millora de la prescripcié
d'aquests medicaments opioides i gabapentinoide donada la complexitat de
'abordatge terapeutic del DCNO en la nostra poblacié cada vegada més
envellida i en la que poden coexistir altres circumstancies personals, socials i
culturals rellevants que cal també tenir en compte per tal d’assolir una atencié

centrada en la persona.

Barcelona, mar¢ de 2023.
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Background and objective: POPI is the first new tool for potentially
inappropriate prescription and omissions in pediatrics. The aim of this
study was to evaluate the capacity of POPI in detecting retrospec-
tively inappropriate prescriptions and omissions in hospital and
ambulatory care. The risk factors associated with this problem are
also analyzed.

Setting and method: We collected retrospective data of patients who
went to the emergency pediatric (EP) unit at Robert-Debré Hospital
(AP-HP, France) from 1 October 2014 to 31 March 2015. Prescrip-
tions for pediatric patients in one community pharmacy (CP) at the
same period were also collected. POPI tool was applied to identify
inappropriate prescriptions and prescribing omissions. Logistic
regression was used to analyze the risk factors.

Main outcome measures: The rate of inappropriate prescriptions and
omissions.

Results: A total of 18,562 prescriptions for 15,973 patients at the EP
and 4780 prescriptions for 2225 patients at the CP were analyzed. The
inappropriate prescription rate and omission rate was respectively 3.3
and 2.6 % at the EP and 26.4 and 2.6 % at the CP. Prescription of
respiratory and digestive drugs presented more inappropriate pre-
scription and omissions. Ambulatory prescription [OR 5.2, 95 %
confidence interval (CI) 5.0-6.5, p <0.001], and the group age
between 2 and 6 years (OR 2.4, IC 1.9-2.9, p < 0.001) were asso-
ciated with a higher risk of inappropriate prescribing.

Conclusion: Our study demonstrated the performance of POPI to
detect inappropriate prescription and omissions in pediatrics patients.
Prospective and multicenter study should be realized to evaluate the
impact of this tool in clinical practice.

Disclosure of interest: None declared.
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PE003: Use of pregabalin in clinical practice: What can we
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M. Viiias-Bastart'”, M. Oms-Arias’, A. Pedraza-Gutiérrez’,
P. Modamio', A. Romaguera-Lliso’, E. L. Mariiio'

!Clinical Pharmacy and Pharmacotherapy Unit, Department of
Pharmacy and Pharmaceutical Technology, Faculty of Pharmacy,
University of Barcelona, Barcelona; ’Direccio Atencio Primaria
Costa de Ponent, Institut Catala de la Salut, L’Hospitalet de
Llobregat, Spain

Background and objective: Pregabalin consumption has increased
exponentially in the last years and has reached the second drug
position in spending in our region [1]. In European Union, pregabalin
is authorised to treat epilepsy, neuropathic pain and generalized
anxiety disorder in adults [2]. The objective was to determine and
assess pregabalin treatment suitability for the indication authorised
and patterns of use, in order to design interventions for improvement.
Setting and method: Design: A multicenter, observational cross-
sectional study was performed. Serting: 53 primary health care cen-
tres, covering 1,250,000 inhabitants. Population: 10,155 patients with
pregabalin prescribed.

Main outcome measures: Age, gender, source, pregabalin daily
dose, patient diagnosis, glomerular filtration rate (GFR), duration of

treatment, previous medication, adequate treatment according to
diagnosis. Extraction of data from medical record was confidential.
Statistical analysis was performed using SPSS v. 18.0.

Results: 64.2 % of total patients treated with pregabalin were female
and the mean age was 62.3 years (SD = 15.24). 29 patients younger
than 18 years were found. 68.2 % (N = 6926) of patients had pre-
scribed pregabalin for an indication authorised. 45.2 % of patients
had an inadequate indication of osteoarthritis and 15.1 % had an
inadequate indication of fibromyalgia. 6.9 % of unsuitable patients
had no associated diagnosis. 71.9 % (N = 7299) of patients started
treatment with pregabalin without using first-line drugs such as:
amitriptyline or gabapentin. 66 % of the active treatments had been
initiated in the previous year. The average daily dose was 151 mg
(SD £ 113.33) compared with 135 mg (SD = 93.57) for people over
65 years. The daily dose was higher than the maximum according to
GFR as 0.4 % of the total. In patients with fewer GFR than 15 ml/
min, the dose exceeded the maximum in a 47.4 % of the patients
(N =09).

Conclusion: Two-thirds of the treatments had an appropriated diag-
nosis. A small proportion of patients under 18 year-old were treated
with pregabalin. Almost half of patients with GFR less than 15 ml/
min exceeded the maximum recommended dose. Only a third had
initiated treatment with amitriptyline or gabapentin. Interventions to
improve appropriate use of pregabalin are needed.
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Background and objective: In order to propose improvement
strategies for clinical decision support system (CDSS), we aimed to
investigate the nature, frequency and determinants of drug therapy
alerts generated by a CDSS in community pharmacy.

Setting and method: A retrospective analysis of dispensed drugs and
drug therapy alerts generated by a CDSS in community pharmacies.
Main outcome measures: Nature, frequency and determinants of
generated drug therapy alerts.

Results: Data were extracted from the CDSS of 123 community
pharmacies. After taking a 10 % random sample of patients with a
prescription in the period August 2013-July 2014, 1,672,169 dis-
pensed prescriptions from 81,742 patients were included in the
analysis. Of all processed prescriptions, 43 % led to one or more drug
safety alerts, most frequently drug-drug interaction alerts (15 % of all
prescriptions), drug—disease interaction alerts (14 %), duplicate
medication alerts (13 %) and dosing alerts (7 %). The majority of
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CP-PC011: Community pharmacist assessment, management
and advice giving to patients with asthma: a simulated study

S. Hasan'"
!Clinical Sciences, Ajman University, Ajman, United Arab Emirates

Background and objective: Research has shown that there is an
increase in the global prevalence of asthma. Pharmacists are well
positioned to screen and refer patients for better management of
asthma. This study aimed to evaluate pharmacists’ ability to assess
the 3 C’s (Control, Compliance, Complications) and offer Manage-
ment and Advice for patients with asthma in the United Arab
Emirates.

Setting and method: Community pharmacies in the UAE were vis-
ited by three pharmacy students who role played a simulated patient
requesting symptom relief from uncontrolled asthma without pre-
scription. The scenario was based on predetermined plots to ensure
standardization of pharmacist—patient communication.

Main outcome measures: Incidence of cough syrup and albuterol/
salbutamol inhaler supply, physician referral rate, correction of
inhaler technique, counselling on asthma and its triggers, and coun-
selling on the medications, adherence to the medications and adverse
drug reactions were calculated.

Results: One hundred, ninety-five pharmacies were visited, 27% of
pharmacists asked about the need for cough syrup and 60% asked
about the need for albuterol inhaler. Only 26% of pharmacists asked
about other medications and only one pharmacist asked about regular
use of preventer medications and if the patient was adhering to them.
Less than 20% assessed inhaler technique, and only 16% asked about
side effects from medications. Most pharmacists (67%) supplied at
least one of the medications, however, only 4% of pharmacists cor-
rectly supplied albuterol, while 65% cormrectly referred the patient to a
physician. One-third of pharmacists counselled the patient on the
medications with only one giving complete information while 21%
gave information about correct inhaler technique, the majority being
incomplete.

Conclusion: This study revealed several shortcomings in the ability
of pharmacists to assess control, management and advice giving
relating to asthma, and the medications and devices that treat it. The
study, however, reported a high rate of reliever (albuterol) supply and
referral to a physician, as part of the correct management of patients
with asthma by community pharmacists. This research has informed
pharmacist education and training needs, which will help promote
quality, systematic and consistent management of asthma by
pharmacists.

Disclosure of Interest: None Declared.
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Background and objective: A significant proportion of patients
using vitamin K antagonists (VKA) have a low proportion of time in
therapeutic range (TTR). One possible explanation of a low TTR is
inadequate medication adherence to the complex dosing regimens of

vitamin K antagonists. We aimed to improve the medication adher-
ence, and thereby the TTR, by dispensing VKAs via automated
multidose drug dispensing (MDD).

Setting and method: A RCT in 18 community pharmacies located in
the catchment area of the Leiden Anticoagulation Clinic in the
Netherlands. Patients over 65 years of age, VKA use over 9 months
and a TTR < 65% were selected by the anticoagulation clinic.
Screening on polypharmacy and inclusion was performed by the
pharmacist. Randomisation was stratified on MDD use at baseline.
Patients in the intervention group received all their drugs, including
VKA, via a MDD system. Controls received VKA by manual dis-
pensing. The primary outcome was analysed using a mixed-effects
model with the intervention, TTR at baseline, and MDD at baseline as
covariates and pharmacy as random effect.

Main outcome measures: The difference in TTR between the
6 months before- and during the study period.

Results: 179 patients were included. Mean age was 80.0 & 6.9 years,
53% of the patients were men. Mean TTR during the study was
79.2 £ 18.0 (at baseline 60.8 £ 16.4%) in the intervention group and
72.5 £ 20.1% (at baseline 55.9 + 18.0%) in the control group. The
intervention resulted in a 5.6% additional TTR increase compared to
the control group (p = 0.048). At the moment of inclusion 63 (35%)
of the patients had a TTR > 65%. Secondary analysis without these
patients resulted in a mean TTR during the study of 78.6 £ 18.8 (at
baseline 50.7 &= 10.7) in the intervention group and 69.0 £ 20.6% (at
baseline 46.3 =+ 13.1) in the control group. This resulted in a 7.7%
additional TTR increase compared to the control group (p = 0.034).
No differences were seen in the number of bleedings.

Conclusion: Anticoagulation therapy in patients with a low TTR can
be improved by dispensing the VKA via a MDD system.
Disclosure of Interest: None Declared.
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Pharmacy and Pharmaceutical Technology, and Physical Chemistry,
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Background and objective: Opioid analgesics such as fentanyl are
prescribed for moderate to severe pain. Fentanyl transdermal patches
are also available as an altemative to strong oral opioids in cancer-
related pain as well as for persistent and intense pain in chronic non-
malignant conditions. The aim of this study was to describe the use of
fentanyl patches in the treatment of pain in day-today practice and the
subsequent pharmaceutical intervention if necessary.

Setting and method: A cross-sectional descriptive and multicenter
study was performed. Setting: 53 primary health care centres covering
1.250.000 inhabitants. Target population: Patients with an active
prescription of fentanyl transdermal patches on March 28, 2018. The
Summary of Product Characteristics (SmPC) of all marketed (brand-
named and generic) medicines containing patches forms of fentanyl
were reviewed to evaluate how these medicines were used.

Main outcome measures: Doses, dosage intervals, and appropriate-
ness in the pattern of use of fentanyl patches according to the SmPC.
Results: There were 4218 patients with an active prescription of
fentanyl patches on March 28, 2018. 4.45% (N = 188) with pre-
scriptions of divided patches (0.5, 0.75, 1.2, 1.25, 1.5, 2.5), and 3.08%
(N = 130) with a prescription with a dosage interval different from
72 h. Some important information obtained from the different SmPC
reviewed were the following: “The patch should not be cut, since
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there is no information available on the quality, efficacy and safety of
the divided patch™; and “more than one patch can be used to achieve
the desired dose™. Besides, the patches have a systemic action and a
continuous absorption through the skin for 72 h. The 2.5 mg, 5 mg
and 10 mg patches liberate 25 mcgh, 50 mcg/h and 100 mcg/h
respectively. Therefore in case this pattern is modified, for instance,
the patch is removed before 72 h, then the patch would be a waste
since it could still release fentanyl or if the patch is adhered to the skin
for a period of time longer than 72 h, then the patch would not be
effective anymore since there would be no more fentanyl left to
release. Therefore, it is highly advisable to readjust the prescriptions
for those patients with divided patches and those with a dosage
interval different from 72 h.

Conclusion: 7.53% of the treatments analysed in this study had an
inappropriate prescription. Pharmacist interventions addressed to the
physicians were performed to promote a safer and more effective use
of medicines.

Disclosure of Interest: None Declared.

PE002: Hormonal contraceptives use in Norway 2004-2016:
a nationwide register-based study
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Background and objective: Since 2002, public health nurses and
midwifes have had the right to prescribe oral contraceptives for
women 16-19 years. This arrangement has been changed several
times and from 2016 gave them right to prescribe all contraceptives
including long acting reversible contraception (LARC) to all women
over 16 years. In the last years, LARC have been increasingly rec-
ommended in most countries.

The objectives were to examine how hormonal contraceptive use in
Norway has developed during 2004-2016, including choice of con-
traceptive method (oral contraceptives or long-acting reversible
contraceptives (LARC)). In addition, we wanted to study what pro-
fession prescribes the different contraceptives.

Setting and method: Data on prescribed hormonal contraceptives
dispensed to women was provided by the nationwide Norwegian
Prescription Database. All women in Norway who had been dispensed
contraceptives at least once during 2004-2016 (N = 987,889) were
included.

Main outcome measures: Hormonal contraceptives (Anatomical
Therapeutic Chemical codes GO3A, G02B and GO3HB) and profes-
sion of the prescriber.

Results: In 2016, 393 978 (34% of the population) women
1649 years of age received hormonal contraceptives at least once.
The annual prevalence of use was stable during 2004-2016, ranging
from 31 to 34%. The most commonly used contraceptive was com-
bined oral contraception pills, 20% in 2016. Women 20-24 years old
had the highest prevalence, ranging from 60 to 64%. From 2014 to
2016 the use of LARC increased, especially in younger women: the
prevalence increased from 2.8 to 8.6% among 16-19 year olds. 5.0%
and 4.1% of women aged 16-19 years were prescribed LARC by
doctors in 2015 and 2016, respectively. In 2016, 3.4% of these young
women were prescribed LARC by public health nurses. The most
used LARC for 16-24 years was subdermal implants, while for
women over 25 years it was intrauterine devices.

Conclusion: The overall use of hormonal contraceptives was
stable during 2004-2016. Use of LARC increased especially in
younger women. Public health nurses and midwifes contributed lar-
gely to the increase in use of LARC among young women in 2016.
Disclosure of Interest: None Declared.
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Background and objective: The Anticholinergic Cognitive Burden
(ACB) scale and Sedative Load (SL) model are two measures of drug
burden. Older adults with intellectual disabilities (ID) report high
exposure to anticholinergic and sedative medications. Exposure to
these medications has been associated with poorer physical function
in older adults without ID.

Objective: To evaluate the relationship of ACB scores and SL scores
with two physical function measures, grip strength and timed up and
go (TUG) in a cohort of older adults with ID.

Setting and method: Wave 2 data from the Intellectual Disability
Supplement to the Irish Longitudinal Study on Ageing (IDS-TILDA),
a nationally representative study of older adults with ID in Ireland,
was evaluated. Analysis of Covariance (ANCOVA) was used to
detect associations with grip strength and TUG. In order to produce a
robust analysis, continuous grip strength scores were separated by
gender and analysed individually for males and females because of
the inherent differences in grip strength depending on gender. Timed
up and go scores were reciprocal transformed in order to achieve a
robust ANCOVA across all groups.

Main outcome measures: Both drug burden measures were tested as
categorical variables. ACB scores of 0, 1-4, = 5 and SL scores 0,
1-2, = 3 comesponded to no, low and high exposure respectively.
These variables were used to measure associations with grip strength
separated by gender (kg) and reciprocal transformed TUG scores (1/
seconds).

Results: Grip strength was not significantly associated with ACB or
SL score for either gender (males: ACB p = 0.618, SL p = 0.818;
females: ACB p = 0.850, SL p = 0.952) after adjusting for con-
founders. TUG was not significantly associated with ACB or SL
(p = 0.066 and p = 0.869).

Conclusion: The ANCOVA model produced a more robust analysis
of associations between drug burden and physical function measures
than previously used. There was no significant association between
exposure to anticholinergic or sedative medications and physical
function. These findings are similar to previous research in this cohort
on associations of Drug Burden Index with physical function.
Disclosure of Interest: None Declared.
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Netherlands

Background and objective: Redispensing by pharmacies of medi-
cations unused by another patient could contribute to optimal use of
healthcare resources. Patient co-operation is essential for implemen-
tation of the redispensing process. However, insight into patient
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Introduccién: " 6

12 — 5

El aumento del consumo de analgésicos opioides en los ltimos afios en paises desarrollados es un tema que preocupa. 10 == a4

El tratamiento del dolor crénico no oncoldgico pretende una mejora del dolor, de la funcionalidad y la calidad de vida. o8 g 2

Los opioides se consideran medicamentos de segunda linea, esto es, cuando otras alternativas han fracasado. Por otro 8 € o 4

lado, se tiene que tener en cuenta que los opioides no han demostrado sus beneficios en estudios a largo plazo y & 9 DHD

t iste evidencia sobre Ia superioridad entre ellos. [1,2 2 203 | ame L a7
ampoco existe evidencia sobre |a superioridad entre el 054[ ” ] o  Opioides débiles  4.69 5.07 5.46 5.96
DHD DHD DHD DHD ®Opioides fuertes  3.26 331 345  3.83

Objetivos: 2014 2015 2016 2017  Analgésicos no
s uSeriesl 9,668 1037 1114 1218 opioides in | 1w |24 | 4

1. peterminar y analizar la evolucién en el consumo de opioides en el dmbito de la Atencién Primaria y comparar con
Fig. 1: Evolucion del consumo de opioides (DHD) en la DAP de Fig. 2: Evolucion del consumo (DHD) de opioides fuertes,

los datos publicados a nivel nacional. estudio débilesy analgésicos no opioides en I DAP de estudio

2. Establecer el patrén de la evolucidn en el consumo en funcién del tipo de opioides y determinar cules fueron los

. Opioides DHD Espaiia 2015 | DHD Catalufia 2015 DHD Costa Ponent 2015
mas consumidos.
Tramadol 299 318 2.86
Material y métodos: Fentanilo 233 233 1.80
) . ) Codeina en combinacién 051 0.48 062
Tipo y dmbito: Estudio de consumo. 53 Equipos de Atencion Primaria de la Direccion de Atencién Primaria
Tapentadol 0.46 0.27 0.19
(DAP) Costa de Ponent, Institut Catald de la Salut (ICS).
. Oxicodona en combinacién 0.43 021 0.16
Poblacién: 1.250.000 habitantes.
Morfina 0.21 0.18 0.09
Periodo: Enero 2014 - diciembre 2017.

Oxicodona 0.11 013 0.09
Fuente de datos: Opioides

dosis diarias definidas (DDD) por 1,000 habitantes y dia (DHD).

con e-receta durante el periodo de estudio. El consumo se expresé en

Hidromorfona 0.06 0.05 0.03

Tabla. 1: Comparativa consumo (DHD) de opioides
Resultados y discusion:

Entre las causas del aumento del consumo se el jecimil de la la facilidad de

En los dltimos 4 afios, el consumo de opioides en la DAP estudiada aumenté un 25% aproximadamente, pasando de 9.67

acceso a estos i la ion de el uso de opioides y evitar los AINEs en

DHD en 2014 a 12.18 DHD en 2017 [Fig. 1]. Este incremento se observé tanto en los opioides débiles como en los fuertes.

La evolucion en el aumento de las DHD para cada uno de los dos grupos de opioides se observa en la Fig. 2. personas de edad avanzada, asf como el incremento. de la utilizacién de opioides en indicaciones no

oncoldgicas. [3] Se observé un aumento del consumo de las formas farmacéuticas de liberacién rapida de
El crecimiento del consumo de opioides fuertes fue ligeramente superior al de los débiles, respectivamente, 23.47% y

fentanilo. Respecto a los opioides débiles, el aumento se debié sobretodo a las combinaciones con tramadol.
19.35%. Latabla 1 muestra la comparativa entre las DHD de los principales opioides en Espafia, Catalufiay la DAP.
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Conclusiones:

Durante el periodo 2014-2017 el consumo de medicamentos opioides casi se ha duplicado y no se ha estabilizado. Se

[

plantean como intervenciones revisar los tratamientos con opioides en indicaciones no oncoldgicas y promover el uso de

medicamentos de acuerdo con las guias de practica clinicay protocolos de manejo del dolor
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The aim of this study is to identify and classify the main DRP that
result in Emergency Department (ED) visits in young patients.
Design: Descriptive, cross-sectional study conducted in an ED of a
650-bed university tertiary hospital between January 2017-April
2019. Patients between the age of 18 and 65 who consulted the ED for
DPR according to the ED physician diagnosis, were included.
Exclusion criteria were symptoms of voluntary acute drug poisoning
and oncohaematological, paediatric and psychiatry emergencies.
Demographic variables were collected included sex, age and the
existence of polypharmacy (defined as > 4 drugs, Patterson 2012).

All identified DRP were classified according to the Third Con-
sensus of Granada that defines three domains: need, effectiveness, and
safety. Drugs were classified according to the Anatomical Therapeutic
Chemical (ATC) Classification System.

Within each ATC group, it was analysed which drug was most
often involved in DRP and if it was a narow therapeutic range drug.
Results: A DRP in was detected in 179 patients analysed. 51.4% (92)
were men. The distribution by age was 16.7% (30) between
18-34 years old, 22.9% (41) between 35-49 years old and the rest
between 50-65 years old. 59.7% (107) of the patients were poly-
medicated, with homogeneous distribution among age groups.
According to the Third Consensus of Granada 23.5% (42) of DRP
corresponded to need criteria, 34% (61) to effectiveness and 42.5%
(76) to safety.

Drugs[ERM1] most frequently involved in DRP were: 40.2% (72)
psychopharmaceuticals (group N) where antiepileptics (43); 24% (43)
drugs with action on the alimentary tract and metabolism (group A),
only involving insulin; and 10% (18) drugs acting on blood (group B)
mainly involving acenocumarol (10) in the more mature population.
In all cases, the outstanding drugs had a narrow therapeutic range.
The remaining ED consultations were regarding drugs acting on the
cardiovascular system, anti-infectives and immunomodulators
(groups C, J and L respectively) and with greater variability between
the drugs involved.

Conclusion: ED visits related to DRP in the young population are
largely due to safety issues. [ERM1] Main drugs responsible of the
consultations were those that act on CNS and alimentary tract and
metabolism, specifically antiepileptics and insulins.

A closer pharmacotherapy follow up is needed to identify the main
causes of DRP and to avoid such events in our setting.

Disclosure of Interest: None Declared.
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p I vs. oxycodone/i

!Clinical Pharmacy and Pharmacotherapy Unit, Dept. of Pharmacy
and Pharmaceutical Technology and Physical Chemistry, Faculty of
Pharmacy and Food Sciences, University of Barcelona, Barcelona,
Direccié Atencié Primiria Costa de Ponent, Institut Catala de la
Salut, L’Hospitalet de Llobregat, Barcelona, Spain

Background and objective: Opioids are used for the treatment of
moderate to severe pain. Their use is limited due to the risk of adverse
effects and there is no evidence for pain control in the long term. [1,
2] The aim was to determine and compare prescription patterns of
tapentadol and oxycodone/naloxone in primary health care.

Setting and method: Design: A cross-sectional descriptive and
multicenter study. Setting: 53 primary health care centres, covering
1,300,000 inhabitants. Target population: Patients with an active
prescription of tapentadol or oxycodone/naloxone (December, 2018).
The Summary of Product Characteristics (SmPC) of marketed
medicines were reviewed for checking rational prescribing.

@ Springer

Main outcome measures: Variables studied: patient data (age, sex,
GFR, chronic active liver disease), and prescribing data related to
pain (prescribed daily dose, dosage form, duration of treatment,
patient diagnosis, concomitant analgesic treatments). Patient infor-
mation was obtained from medical records (e-CAP computer
program).

Results: There were 1840 patients with an active prescription of
tapentadol and 985 patients with oxycodone/naloxone. In both cases,
74% of patients were women, with an average age of 70 years. 4% of
the patients had chronic active liver disease and 1.5% of patients had
severe chronic kidney disease. Almost half of the patients had dura-
tions of treatment between one and three months in both medicines
and the longer treatment duration the more increased daily dose used.
Over 80% of patients had concomitant pain and used co-analgesics,
antiepileptics, antidepressants and anxiolytics. Around 24% of
tapentadol diagnoses and around 18% of oxycodone/naloxone were
prescribed by neuralgia, spondylosis or lumbago with sciatica.
Conclusion: The prescribing patterns in both medicines were the
same: more women than men, with advanced age despite the existing
risk of renal and/or hepatic deterioration and for a wide range of
diagnoses. It should be noted the increase in daily doses of tapentadol
in elderly patients could be owed to medication tolerance. In addition,
most of patients had concomitant pain management. It should insist
on starting treatment with other drugs with more experience of using.
Finally, some interventions for improving opioid prescription prac-
tices and reducing patient
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Background and objective: In the context of institutional clinical
trials, the hospital pharmacist provides coordination, management and
supply of experimental drugs to investigatory centers. Monitoring and
evaluation of pharmaceutical activity are essential to assure optimal
management of experimental drugs which represents an important
part of clinical trial budget. essentially with the development of
internal-promotion clinical trials.

The main objective is to evaluate the pharmaceutical coordination
activity by the analysis of experimental drugs waste occurring. The
secondary objective is to evaluate the expense related to the coordi-
nation activity in order to estimate a budget at the beginning of
research project.

Design: For this study, four institutional clinical trials sponsored by
university Hospital of Tours which the recruitment period has been
over on 1™ January 2019 have been selected. The studies design is
different: double blind (n = 1) or unblinded study (n = 3), number of
treatment arms and cost of different drugs (from €0.04 to €1 346 per
unit).
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ANNEX 5- Consumo de opiaceos en atencion primaria: ¢Qué podemos
hacer nosotros? Xl Congreso Nacional de Atencion Farmacéutica. Cadiz,
Espafa. 3-5 de octubre de 2019.

Tipus de participacio: Poster.
Publicaci6: Pharm Care Esp. 2019;21(5):271
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N° 003: CONSUMO DE OPIACEOS EN ATENCION PRIMARIA: ;QUE PODEMOS HACER NOSOTROS?

Montserrat Vidas-Bastart!, Mirlam Oms Arlas”, Africa Pedraza Gutlerrez’, Cecllia F. Lastra’, L. !, Pllar d )
Unidad de Farmacia Clinica y Farmacoteraplia. Facultad de Farmacia y C de la L de
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Introduccidn y 5
Objetivos: - ] Resultados:

- En los Gtimos 6 afios auments de 9.7 DHD (2014) a 12.2 DHD (2018).

+ En 2017 empezdé a detectarse consumeo de framadol/dexketoprofenc
(un 0.27% de DHD) aumentando a 0.48% de la DHD en 2018.

« Se detectaron 176 paclientes con una prescripcién activa de
tramadol/dexketoprofenc.

El en el de
en los UHimos afios es motivo de preoccupacién ya que
sV uso esta con el de la 'Yy
un rlesgo potencial de abuso.

b

73.4% mujeres, edad promedio: 5§5%12.7 afios y duracién tratamiento:

D | d a
¥ = i~ 224%160.8 dias. En Ficha Técnica la duracién recomendada es de §
en general y de tramadol / dexketoprofenc en Hias
P L en el de la P!
v se >40 9! con p activas
de ( 14.1% de los pachme;) (Fig.
1). En Flcha Técnica la indicacién aprobada es para el fratamiento
sinfomatico a corto plazo del dolor agudo de moderado a intenso en
Material y métodos: pacientes adultos cuye dolor req una de tramadol
y dexketoprofenoc
v Disefio: v 35.1% de los p. fueron con >2 tos para el
v del no de (enero 2014 - marzo 2019). dbler: s / B
-y g aal m| Dlagnésticos CiE-10
tramadol/dexketoprofeno (mar 2017- mar 2019) Artrosis de otras M19.0
Dolor en la parte inferior de la espalda Ms4.5
v Ambito de estudio: 53 de Sn pi , cobertura Fteialoig MZ9:T, ]_
de 1,300,000 habltantes. = mbesssensisy mpsis
~ Oftros Hipos de desplazamiento de disco
. dorsal, y M51.2
v c de con pi = activa de ne Mmas 9
tramadol/dexketoprofenc 75mg/25mg y tratamiento >20 dias. ™ Cefalea RS1
i Ld Dorsalgla no especificada M54.9
1w Neuralgia y neuritis, no especificadas M79.2
v Variables de estudic: DHD, é vy l
o 20w
del pi del ento).
0
20 | ea% ;
v Fuentes de Inforrr 5 (e-CAP), s - ™
segln la clculﬂcaclén |m-muc|ona| de Enfermedades, y patrén ’: l l . ] - L
BT e G T HaR e IGE, s T | T e e ey [ o [ e
Fig 1 de los segon
Conclusiones:
Se recomienda revisar el uso de en las es con DCNO y promover su uso de acuerdo con las guias y
protocolos. Se encontré que framadol/ con fr se usa en no y sin Es
conveniente Iinsistir en Iniclar el tr con otros con mayor pe en no con el dolor

agudo.
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ANNEX 6- Estudio comparativo pre-post intervencion en la prescripcién

de tapentadol y la combinacion de oxicodona/naloxona en la atencion
primaria de salud. XV Congreso de la Sociedad Espafiola de Farmacia

Industrial y Galénica. Sevilla, Espafia. 2-4 de desembre de 2021.

Tipus de participacio: Comunicacio oral.
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Pags. 49-50. ISBN: 978-84-09-35847-2.
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[103] Estudio comparative pre-post intervencion en la
prescripcion de tapentadol ¥ la combinacion de
oxicodona/maloxona en la atenciéon primaria de salud

VINAS BASTART. Montserrat %, OMS ARTAS, Miriam ¥, PEDRATA GUTIERREZ,
Africa ¥, LASTRA, Cecilia F. """, MARING, Eduardo L. "', MODAMIO, Pilar
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Farmacia ¥ Ciencias de la Alimentacion, Universidad de Barceloma.

1 Dwreccid Atencid Primiria Costa de Pooment, Institut Catala de b Zadus, L"Hospataket de
Llobregat. Barcelona

email de confacin: montsavhEES 8 pmail com

L.- Intreduccion

El uso de opicides en Espafia duramte el
periodo 2008-2015 [1] aumento de 7.3 dosis
diarias defimidas (DDD) por 1000
habitantes/dia a 13.3, lo que supuse un
ncremento superiar al 80 %4 En nuestra drea
de esmdio en la aftencion primaria de salwd
s& emconird un aumento en el consumo de
tapentadol ¥ la  combinaciom  de
oxicodonanaloxons durante los afios 2014 a
2017 (1.3 % DHD tapentadol ¥ 1.4 %3 DHD
oxicodonafnaloxona a 2.3 % DHD v 1.9 %

1.- Materiales y metodos

Se realizd um estwdio pre-post intervencion
(2017 ws. 2021). La poblacion objeto de
estudio fueron todos los pacientes de una
Direccitm de Atencién Primaria (53 equipos
de Atencion Primariz) del Instimat Catala de
la Salud con prescripcion activa de
mapentadol yio de owicodomafmalomons. Las
varigbles analizadas pre ¥ post-intervencion
fueron: genero, duracion de traArAmiento,
origen prescripcion.

3.- Resultados v Discusicon

ol -ammt ¥
DHD, respecuy = Se encontrd un sumentoe del mimero de
prescripciomes activas solo en el caso de
tapentadol {de un 30.0 % en muajeres ¥ de un
25.0 % en hombres) [Fiz. 1]. El sexo femening
v entre 71 ¥ 00 afios sigue siendo el paren

En un esmudio previo llevado a cabo rambién
en nuestra area, el patron de uso de ambos
medicamentas fuercn pacientes del sexo
femenino, entre 71 ¥ 90 afos, con
disminucion leve o moderada de la fancion

remal ¥ con una duracion promedio de 31 a

mayeritario en amboes medicamentos.

90 dias. Las dosis diarias foeron mayares en s Taam
los  tratamiemtos mas  prolongados, :: Tt .
principalmente de entre une ¥ dos afies ¥ la B oiie . U
mayoris provenmian de los medicos de E e lj aunlu‘.
atencion primaria [2]. Se levaron a cabo £ -
mtervenciones come afadit al programa T —— I —
clinice de atencion primaria (ECAD) la et 2.3
pauta posclogica recomendada de ambos e A e
medicamentas. - rr———

) o T 2ia
Azl el objetive del presente estmudio fue il
caracterizar los patromes de uso  de i e s - -

tapentadol ¥ la combinacion
oxicodonarnaloxona en la atencion primaria
de salud was la implementacion de las
mtervencionss de mejora.

Fig I Dizribicion de lar  pociemrar  con
prescripcion acma de  far medicaomenror

armdirder en fimeian del gémero (2007 v 3021
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ANNEX 7- Evaluating patterns of prescription of tramadol/dexketoprofen
following an alert-based intervention? 8th Pharmaceutical Care Network
Europe (PCNE) Working Symposium. Lisboa, Portugal. 7-8 de febrer de 2022.

Tipus de participacio: Poster.
Publicacidé: Int J Clin Pharm. 2022;44(3):791-792.

Int J Clin Pharm (2022} 44:TE7=815

a1

Purpuose: The aim of this qualitative study was lo describe palients’
itinerary in the health care system following hospital discharge, the
changes in their medications, their difficulties and needs by mler=
wiewing polymorbid bype 2 diabetic patients over a bwo-month period.
Method: The target population of this stsdy was type 2 diabetic
inpatients with 2t beast two other comorbidities retuming home after
discharge and with an aulonomous medication manzgement. The
recruitment ook place during patients” hospitalizalion in 2 university
hospital in Geneva {Switzerland ). This longitudinal research ¢ d

conducted following written informed consent. The piloted topic
guide for the imerviews was based on findings of a previously pub-
lished systematic review amd used the Framework for the
Implemeniation of Services im Pharmacy (FISpH) as theoretical
underpinning. All inferviews were asdio=recorded. transcribed ver-
batim amd then coded against the FISpH independemtly by two
researchers. QRS NVivol was used lo assist with analysis and data
mamzgement.  (Ethics approval: RGU, Aberdeen: Arztekammer
Hamburg).

of four semisstructured sequential inlerviews per patient based on am
inlerview guide. These inlerviews look place over a period of
2 months following discharge. Interviews were transcribed verbatim
and transcriptions wene analyzed by themes and subthemes. Palienis™
joumeys m the health care system were represenled by “patient
joumey mappimgs” in order o visualize their health care profes-
siomals encountered over time based on their point of view and
EXPErENCe.

Findings: The recruitment ook place from October 2020 w0 July
2021, Twenty=ome participants were included (12 men and % women)
between the ages of 45 and 86. Sevenly-five inlerviews were cons
ducted with a mean duration of 42 min. The analysis of the content is
ongoing. Prelimmary resulis show that patients are seen a1 discharge
by several different caregivers such as home care nurses, pharmacists,
general practitioners, medical specialists or nutritionists. Palients"
verhalim were subdivided mito three key moments: the bospilaliz-
tion. the transition period and the ambulatory follow=up. Discharge
preparation, ambulatory follow-up amd medication management are
heterogeneous among palients.

Conchusion: This patient=centered shsdy seeks to better understand
the posishospilal context amd b identify difficulbes and peeds
encountered by Lype 2 diabetic polymorbid patients during the tran-
siion of care from bospital 10 ambulatory settings. This conlbext
analysis is the first step to an mmplementation progect with the goal 1o
implement a patient=centered interprofessional intervention with am
active role of community pharmacists.

FCNE abstiract number 490

Fharmacy owners” views and experiences
wilh the implementation of medication reviews in German
communily pharmadies: a qualitalive siudy

Dorothee Michel', Antonella Tonna®, Dorothes Dartsch”, Anita
Weidmann®*

"Robert Gordon University, Aberdeen, Scotland, “Robert Gordon
University, Aberdeen, Scotland, *CaP Campus Pharmazie, Hambarg,
Germany, *Universitit Innsbruck, Innsbruck, Ausiria

Email: doro.miche]l @ gmx_net

Background: Following amendment of German legsbition m 20020,
patients are entitled to pharmaceutical care services mcluding medi-
cation reviews (MEs). Despite this. provision of such services & not
mamclatory for community pharmacies and MEs are nol widely
available. The decision 1o implement these depemds on the individual
Purpose: This stsdy aimed 10 explore pharmacy owners” under-
standing, beliefs, and experience of MREs. Further objectives were o
investigale their willmgness 1o offer MEs as a service and b examine
their peroeptions of barriers and facilitalors wards the implemens-
lation of MEs in German community pharmacies.

Method: Online semisstructured inferviews with pharmacy owners
were conducted between June and Seplember 202 1. Participants were
purposively sampled based on a backgrownd survey. Recruitment
occurred via a professional joumal amd mewsletlers. Interviews were

Findingx: Sixty=seven pharmacists responded to the survey of which
21 participants were sampled according 10 implementalion stage and
geographical region. Participants adentified themselves as being in the
implementation slages of explomtion (4), preparation (4), imple-
mentation (4), sustainment (7} and other (2). Data saluraBion was
reached after 1B interviews. Plommacy owners believed that imple-
mentation of MEs would bemefl patients” medication safety,
contribute 1o cost savings in the health system. and add to professional
satisfuction of pharmacists. Owners” understamdding of and expeni-
ences with MR was very heterogenows and ME-raining as well ax
implementation support were desired. Nevertheless, most owners
were willing by implement the service as they considered MRs 1o be
the essence of a pharmacisis™ professional responsibility. Reporied
basmiers were a general lack of awareness of the service, qualified siff
and adequate ion. Long di amd good rela-
tonships with patienis and the community were perceived ax
important Bacilitators which help 10 advance implementation of MRs.
Conclusion: The research indicates owners” desire 1o implement MEs
bt akko highlighted their wish for implementation supporl. Vanious
stralegies such as raising awaremess of the service and conlipuous
support need action from differemt slakebolders on different socioe=
oological levels 1o advance implemeniation of MEs and epsure

patients have access 1o adeguate pharmaceutical care.

FCKE abstract number 491

Evahaling patterns of prescription of iremasdolidexketoprolen
fllowing an aleri-hased inlervention

Muntserral Vifias-Bastart', Miriam Oms Arias®, Africa Pedraza
Gutierres", Eduardo L. Mariio®, Pilar Modamis®

"Clinical Pharmacy and Pharmaceutical Care Unil. Depariment of
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Faculty of Pharmacy and Food Sciences. Unaversity of Barcelona.
Barcebona, Spain, “Direccié Alencid Primaria Costa de Ponent.
Institut Cataly de la Salul. L'Hospitalet de Llobregal, Barcelona,
Spain, *Direccid Atencit Primdria Costa de Ponenl. Institut Cataly de
la Salut. L Hospitalet de Llobregat, Barceloma, Spain, Alinical
Pharmacy amd Plarmaceutical Care Unit. Deparment of Pharmacy
and Pharmaceutical Technology, and Physical Chemastry. Faculty of
Pharmacy and Food Sciences. University of Barcelona. Barcelona,
Spain, *Clinical Pharmacy amd Pharmaceutical Care Unit. Department
of Pharmacy and Pharmaceutical Technology. and Physical Cheme
istry. Faculty of Pharmacy amd Food Scences. University of
Barcelona. Barcelona, Spain

Email: montsavbEEEE @ gmail.com

: In a previous shudy realized m the Depariment of Pris
mary Care (DAP) Costa de Ponent of the Catalan Institute of Health
{Caklonia, Spain), the paliern of use of the combination tramadol/
dexketoprofen in the primary health care selting was off=label and
with not high quality evidence available. As a result. it was proposed
1o add wamings in the electronic primary care clinical stabion that
alert the general practiioner of the proper duration of reatment a1 the
moment of prescribing the medicine.
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Purpose: To assess the pattern of use of the combination tramadolf
dexketoprofen in the primary health care seiting, afier the imples
mentation of the inbervention.

Mlethod: A descriptive and multicenter crossesectional study  was
cartied out in September 2021, Study population: Patients from DAF
Costa de Ponent (53 primary health care cenlers, covering 1,300,000
imhabitants) and with active prescription of tmmadel/dexke toprofen.
Target population: Patients who were prescribed the combination
studied over 20 days, considered 20 days as the limit for a shors-lem
treatment of acule pain. A compamtive analysis of the resalts obtained
im the varinhles studied (demographic variahbles: age and sex and
clinical variables: dosage and duration of treatment, main source of
prescription) pee (M 7) and postsiniervention (2021 was carmed out.
Findings: Compared 1o 2017, both the number of patients with active
prescription of tramadol’dexketoprofen and who had a treatment
duration > 20 days, showed a decrease of 57.4% (N= 176 v
N =T75) and 53.9% (N = 128 ve. N = 69), respectively. A 43.5%
(B = 30) of patients with an active prescription of ramadolidexkes
toprafen in 2021 had the dnsp combination prescribed for almost a
year, which implied an increase in long=term prescriptions compared
o 2017 (36.7%, N =47). About gender, compared o 2017, the
mumber of men increased slightly im 2021 265% vs. 30.4%.
respectivelyl while women decreased (73.5% wvs. 6806%, respecs
tvelyl Ax for the ape, the number of patients older than 60 years and
with a reatment duration greater than M) days increased by 1.6 times
(I8% in 27 v 29% in 2021). In 2021, 903% (N = 63} of pre-
scriptions came froms the general practiioner and in 2017 was 65.6%
(M =84

Conclusion: The wse of ramadolfdexkeioprofen improved afier the
alerthased intervention. However, it is convenient to continue insisting
om it safer and more effective wee in primary health care, especially n
women over () years of age and in treatment of more than 20 days.

PCNE abstruct number 493
Effects of multidisciplinary medication review in geriairic Ballers:
@ patienl’s perspective
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Practice, Paracelsrs Medical University, Salrburg, Austria, "Instituse of
Miursing Science and Practice, Paraceluss Medical University, Salzburg,
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Backgronnd: In May 2021, mulbdisciplinary medication reviews
(MMR) were gradually implemented for geriatric patients ab the
Geriatric Fracture Centre (GFC) of the University Hospital Salzburg
(SALE) in Anstriz. Within the MMR, geriatric patients with a fall
have their medication assessed by a muolbdisciplinary clinical team
made up of a geriatrician, an onbopeedistfiraumalnlogist and a
pliamacis.

Purpose: The principal aim of this project was o qualitabively
explore and compare patient’s viewsfexperiemces viz interviews
regarding o their fall and medication siatus. A further aim was 1o
quantitatively chamcterise changes in the medication due o the
MME. The stisdy was comducted 1o gain a better understanding of
patients’ opinions on their medication and o develop recommendas
tioms on fall prevention and dmg safety.

Method: The study was based on a complementary mixed methods
appoach amd a beforefafier study followed by the design of an
embedded experimental model. The gualilative data consisted of
guided semi-structured inlerviews before (T} amd after the MMR
(Tl and was analysed via qualitative conlent analysis acoording 1o
Mayring. The quantilative, subordinaled data incleded a descriptive
analysis of the medication characteristics {e.g. fallrisk increasing
drugs, FRIDY and was collected via medical reconds. Using a mixed
methods design. both arms were analysed separately and then mixed
1o provide a full picture of the fall event and o identify paterns of
paticnls” perspectives reganding o medicationerelabed risk of falling.
Findings: Al the cumenl stage, five patients have been recruited and
four patients completed the study with nine interviews. The partici=
pamts received 45 drugs (mean: 9 £ L) with 13 (mean: 2.6 £+ 0.5)
identified as FRID. Nine drogs were either discontinued or their doses
were reduced after the MME. Preliminary outcomes indicate that fall-
related medication can be optimised. An implementation barmier was
paticnt’s fear of a change. Further oulcomes were that geriatric fallers
showed reduced awareness of adverse effects on medication and that
paticwls” necds referming 0 medication information at hospital dise
charge need to be addreseed individually.

Conclusion: In patients with high risk of falling, medication could be
optimized by an interprofessional team. Nevertheless. patients pres
ferred keeping their medication rather than reducing their fall risk.
Fecommendations  for prevenmtive effors should imclede the
awareness of medicationsrelaled risk of falling at the poimt of pres
scribing and moreover, focus on imlerprofessional approaches o
ensure drug safety among geriatric patients, especially those with a
Eall history.
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Understanding risk factors and ressons of non-participation
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ANNEX 8- Estudio comparativo de la prescripcion de opioides y
gabapentinoide en el ambito de la Atencion Primaria. XVI Congreso de la
Sociedad Espariola de Farmacia Industrial y Galénica. Madrid, Espafia. 11-13 de
enero de 2023.

Tipus de participacio: Comunicacio oral.
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1.- Introduccién

En Espafia =l comsumo glebal de
medicamentos optoldes no ha dejado de
ammentar desds el 2010. [1] El meremsnto
de la prescripcion de opicides mayores esta
directaments relacionade con el meremento
de la mortalidad ¥ otros dafios derivados de
su adiccion. Esto ha hecho que se busquen
alternativas gue pretenden consspmr la
misma efectitidad disminuyendo los efectos
adversos, como es la wutlizacion de
gabapentinoides como co-analgésicos o de
opicides combinados con ofros analgésicos.
2]

Asi, el obgetie del presente estudio fue
comparar los patrenes de presemipeion de
pregabalina, tapentadol, asi como de las
combinacicnes tramadoldexketoprofenc ¥
oxicodona’ naloxona, en el imbito de la
atencion primaria.

1.- Materiales y métodos

Se realizo un analisis comparativo de les
patrones de prescnpoidn de  los 4
madicamentos objeto de estudio
(pregabalma, tramadol/dexketoprofena,
tapentadol ¥ oxicodona’naloxona). La
poblacion objete de estudie fueron les
pacientes de una Direccién de Atencion
Primana (33 equipos de Atencion Primana)
del Imstitut Catala de la Salut con
prescTipelon activa, en cada caso, del
medicaments analizade. Las +varnables
analizadas fueron: género, edad, duracion de
tratarmanta, diagnastioos ds dolor
cocelogice, diagnostico asociade a la
prescripeion, origen de la  prescripeionm,

mdice de Afltracion glomerular (IFG),
tratamiento concomitante mayontarie.

3.- Resultados v Discusion

Se encontre que en los cuatro medicamentos
analizados mas de dos tercios de los pacientes
estudiados eran mmyjeres mayores de 55 afies,
siendo el grupe mayontario en dos de los
cuatro medicameantos (tapentadol ¥
omicodonafnaloxena) pacientes de entre 71 ¥
80 afios. [Takla 1] En el caso de pregabalina v
tramadol/dexketoprofenc se obserne que la
duracion mas larga de tratamuento fue mayer
de un afic v en el caso de tapentadol ¥
oxicodona’naloxeona fuede 1 a 2 meses. [Tabla
1]. 51 el dolor no se mansja adecuadamente,
éste podria evelucionar a dolor cromico en
mdividues ulnerables ¥ repercutir en
tratarmientos mas larpos de lo recomsendade.
[3-51

En todos los medicamentos opioides menos
del 5% de los pacientes analizados tenia wn
diagndstico de dolor oncologice que pudiera
explicar la duracion prolenzada del use ds
opicides. En 2l caso de pregabalma ningtin
paciente tfemia wun diagnostico de  dolar
cncologico. [Tabla 1]

En todos los medicamentos optoides el erigen
de la prescripeion fue el médico de familia en
mas de un 30% siendo la artrosis pomana, la
neauralga, la lumbalgia, la fbromdalga ¥ las
dorsopatias  los  diagnosticos prncipales
aseciades a la  prescripeien de  estos
medicamentos. En 2l caso de prezabalina fue
mas del §5%. [Tabla 1] La desinformacion
v la falta de tiempe por la presicén asistencial,
podrian ser alsunos de los motivos por los gue
se obsera un aumento de las prescripeciones
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