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INTRODUCTION

Society is constantly evolving towards a more rational use of medicines.
Pharmacovigilance has an essential role in this process by providing information on drug safety
and it has been continuously adapting to the progress of knowledge. Together with
pharmacoepidemiology, this scientific field proved to be an invaluable tool for assuring the
safest and most efficient treatments for patients.

An entire life without pain is idealistic, but impossible. Pain has been present since the
human existence, as well as searches to elucidate the causes of pain and to find the best
treatments to relieve pain.

Every country has a specific healthcare system, which needs constant updates regarding
the patterns of medicines use and their safety profile. When it comes to pain management,
Romania can be found among the European countries with not such a good situation in this
respect. National information on medicine use and safety is vital for the awareness of the issues
Romania is facing and for initiating actions to improve deficiencies regarding pain
management.

Starting from these premises, the present work includes several types of studies
designed to characterize the use of analgesic medicines, to evaluate the prevalence of pain and
the patterns of analgesics adverse drug reactions (ADRs).

PERSONAL CONTRIBUTIONS

Aims

The present work has the central objective of characterizing the use and safety of
analgesic medicines in Romania. Specific objectives have been designed within the four
research directions presented in this work, in order to cover the main aspects regarding the
field of pain management.

The aims of the first study are to evaluate the pharmaceutical market of analgesic
medicines in Romania and to determine the patterns of analgesic use over the national
territory.

The second study has the main objective to determine the prevalence of pain and the
impact that pain has on the lives of patients, by evaluating the postoperative pain in the field of
oral and maxillofacial surgery.

The main objective of the third and the fourth studies is to characterize the safety of
analgesic medicines. The third study was designed to obtain information on the safety of
analgesics from the French pharmacovigilance system. The fourth study has the main objectives
of analyzing the analgesic ADRs spontaneously reported in Romania and to determine the
patterns of ADR reporting trends. This study is designed to allow a better understanding of the
Romanian spontaneous reporting pharmacovigilance system and to provide information that
might contribute to a more rational use of analgesic medicines in Romania.



Study 1. Analysis of the pharmaceutical market of analgesic
medicines in Romania

Introduction

Current pain management relies on classes of medicines that continue to be the
mainstays of pain relief, such as opioid analgesics, analgesics-antipyretics and non-steroidal
anti-inflammatory drugs (NSAIDs). Analgesic consumption in a country could be a suggestive
indicator of the patterns of pain management.

Work hypothesis

The aim of the present analysis was to evaluate the pharmaceutical market of analgesic
medicines in Romania from 2011 to 2016 and to determine the patterns of analgesic
consumption over the national territory.

Materials and method

A retrospective descriptive analysis was performed on the sales data on analgesic
medicines in Romania. The statements, findings, conclusions, views, and opinions contained
and expressed in this analysis are based in part on data obtained under license from the
following IMS AG information service: source: Romania Sell In Sales Territory Audit, January,
2011 - December, 2015, IMS AG. All Rights Reserved. The statements, findings, conclusions,
views, and opinions contained and expressed herein are not necessarily those of IMS AG or any
of its affiliated or subsidiary entities.

Data were extracted from IMS Health Romania Sell in Sales Territory Audit database
which includes information on analgesic consumption from the volume of analgesic sales in
hospital and retail pharmacies. Data are collected regularly in this database from wholesalers
and are statistically estimated, covering 95% of the Romanian market (hospital & retail).

The National Health Insurance House (NHIH) is the public institution in Romania, which
ensures, supervises and controls the social health insurance system. Data of NHIH were
presented by trimesters. Reports on the consumption of medicines available beginning with the
third semester of the year 2013 were included in the analysis.

Results

Having a steady growth, the analgesic market increased by 18.8% in value and by 6.1%
in units from 2011 to 2015. There was an exception in 2012 when it was observed a 3.3%
decrease in units compared to 2011. The highest values for the analgesic pharmaceutical
market in Romania were registered for Region 1 (Bucharest), followed by Regions 2 (Arges,
Dambovita, Giurgiu, IIfov, Prahova, Teleorman), 6 (Alba, Bistrita-Nasaud, Cluj, Mures) and 4
(Arad, Caras-Severin, Hunedoara, Timis). The lowest values were registered for Region 9
(Bacau, Neamt, Vaslui).

The pharmaceutical market for analgesic medicines during 2011-2015 was represented
in a great proportion by retail market: 95% of the total market both in units and value (EUR).

When hospital and retail analgesic market were taken separately, a 12.7% decrease in
the hospital market was observed, from 2011 to 2015. However, a slight 4% increase of sales in
value in 2013 was observed, compared to 2012. Regarding the retail market, from 2011 to 2015
there was a 20.5% increase in the value. The increase was constant during the five years. A



6.4% increase in units was registered for the same period, with the exception of 2012, when
there was a 3.6% decrease in the volume of units compared to 2011.

The total pharmaceutical market was mainly represented by OTC medicines in terms of
the volume of sales in units (52%) and by prescription medicines in terms of the value of sales
in EUR (75%).

Firstly, the NHIH data shows the reimbursements of ibuprofen and metamizole in
Romania based on medical prescriptions. Then the reimbursements are presented by ATC class
for opioid analgesics, analgesics-antipyretics, non-steroidal anti-inflammatory drugs and
triptans.

The highest reimbursements of ibuprofen were registered during the first (T1) and the
forth (T4) trimesters of each year, and the lowest during the second (T2) and the third (T3)
trimesters. From T3 2013 to T3 2015 the reimbursements for metamizole increased by 89.2%.

Conclusions

The Romanian pharmaceutical market for analgesic medicines increased globally from
2011 to 2015, based on data provided by IMS Health. These data also showed the
characteristics of the analgesic pharmaceutical market split by Romanian regions, by channel of
distribution (hospital or retail) and by the dispensing regimen (OTC and prescription
medicines). Data was available in both value (EUR) and volume of sales in units.

The data from NHIH added some information until the first trimester of 2016 and it
allowed the description of a picture on the main classes of analgesic medicines and also, even if
it was a more limited picture, on the most used analgesic medicines in Romania, metamizole
and ibuprofen.

Study 2. Postoperative pain in oral and maxillofacial surgery

Introduction

In oral and maxillofacial surgery, acute postoperative pain is expected by both patients
and medical personal and can be usually explained by tissue damage, which promotes
activation and sensitization of terminal nerve fibers. But pain should and could be minimized.

Work hypothesis

The present study aimed to determine the prevalence and the intensity of postoperative
pain, predictive factors for pain and analgesic consumption and to evaluate the use of an
outcome questionnaire in patients undergoing oral and maxillofacial surgery.

Materials and method

A prospective observational study was conducted on patients hospitalized at the
Romanian university Clinic of Oral and Maxillofacial Surgery Cluj-Napoca, during September
2014 - February 2015.

Patients were asked to fill the Hospital Anxiety and Depression Scale (HADS) at the time
of hospitalization and the Revised Patient Outcome Questionnaire of American Pain Society
(APS-POQ-R) at the end of the first postoperative day (POD1). To evaluate the intensity of pain,
the Numeric Rating Scale (NRS) was used. In case of analgesia, the type of analgesic
administered and the number of administrations were recorded.



Results

A total of 104 surgical cases were included in the present study. Scores obtained with
HADS at admission showed mild to moderate depression and anxiety for respectively 43.3%
and 32.7% of the patients. The type of surgery performed on patients was benign or malign
tumor excision (41.4%), followed by oral surgery (22.1%) and orthognathic surgery (16.3%).
The medicines most frequently used for the treatment of pain were metamizole (38.4%),
ketoprofen (36.4%) and paracetamol (12.1%). Mean number (SD) of all analgesic
administrations in POD1 was 3.7 (£1.6).

Globally, considering all scores recorded in POD1, moderate-to-severe postoperative
pain was reported by 44.2% of the patients during the POD1. Main predictors detected for the
postoperative pain reported at 8 hrs after surgery were the presence of comorbidities and
anxiety status. The results of multiple linear regression showed that depression, local
anesthesia, duration of surgery, NRS at 8 hrs and orthognathic surgery were associated with
postoperative analgesic consumption.

The information obtained within APS-POQ-R showed that the bigger the pain was or the
longer the pain lasted, higher was the interference of pain with different activities and emotions
and lower was the perception of patients about pain relief. Satisfaction with the results of pain
treatment was inversely correlated with the intensity of pain.

Conclusions

The present study identified the prevalence and the intensity of acute postoperative pain
in oral and maxillofacial surgery and the predictive factors for postoperative pain and analgesic
consumption. The fact that patients who needed a certain type of surgery and/or with modified
psychological status experienced more postoperative pain and needed more analgesic
administrations indicated the need to consider at least these factors for postoperative analgesic
treatment.

The use of a patient outcome questionnaire showed that the presence and the intensity
of postoperative pain have an important influence on the recovery of patients in the
postoperative period.

Awareness and evaluation of the presence of postoperative pain is continuously needed
to assure an appropriate, early and effective postoperative pain management.

Study 3. Analysis of analgesic medicines adverse drug reactions
based on spontaneous reporting in Southwestern France

Introduction

Adverse drug reactions (ADRs) are a well-known cause of mortality and morbidity
among patients everywhere. ADRs have not only medical consequences, but also social and
economic ones and they significantly impact the daily life of patients and health spending in
France. Furthermore, analgesics were found as the drugs most frequently responsible for ADRs
in France. Using spontaneous reporting system could give important clues on the ADRs of
analgesics and help understanding their causes.



Work hypothesis

The characterization of patterns of spontaneous analgesics ADR cases reported to a
regional pharmacovigilance centre, the assessment of their preventability and the detection of
their contributing factors were the aims of the present study.

Materials and method

A descriptive, retrospective study was conducted on analgesic ADR cases spontaneously
reported to the Bordeaux pharmacovigilance centre by both health professionals and patients
during a period of 18 months, from January 2011 to June 2012.

Cases where the suspected medicines were analgesics-antipyretics, opioid analgesics,
but also non-steroidal anti-inflammatory drugs and treatment for acute migraine approved to
relieve pain, were retained in the analysis; anticonvulsants or antidepressants with an
approved indication for pain used in a given case for pain and responsible for the ADR were
also included.

Causality had been assessed using the algorithmic method that permits the analysis of
“intrinsic” and “extrinsic” causality. The obtained scores permitted to classify the causality of
analgesics in the present study in likely, plausible, doubtful and unlikely.

A working group of three pharmacologists assessed the preventability using the scale
that explores information available on the medicine use, the patient, the appropriateness of the
treatment to living conditions, and the relevance of the prescription. Medication errors and
addiction cases were considered as preventable.

Results

From January 2011 to June 2012, a total of 2,369 reports were recorded in the Bordeaux
pharmacovigilance database: 141 (6%) met the inclusion criteria and were included in the
analysis.

Most cases were reported by physicians (87.2%), followed by pharmacists (11.4%) and
patients (1.4%). More than half of the reports (55%) were serious and led to hospitalization or
prolonged hospitalization (77.9%) or death in three cases.

The analgesics most frequently involved were opioids (56.6%), followed by analgesics
and antipyretics (18.5%), anticonvulsants (10.4%) and NSAIDs (9.2%). Tramadol alone or in
combination was the most frequently suspected analgesic (17.3%), followed by morphine
(15%), fentanyl (9.8%) and paracetamol (8.7%). Whatever the suspected analgesics, the most
frequent ADRs sorted were nervous system disorders (26.6%), followed by psychiatric
disorders (15%) and skin and subcutaneous tissue disorders (12.1%).

Causality of analgesics was assessed as likely in 2% of cases, plausible in 28.3%, doubtful
in 27% and unlikely in 42.7%.

Out of the 134 cases assessed for preventability, 51.5% were considered preventable,
26.1% not preventable and 22.4% not assessable. Of the preventable cases, 73.9% were serious
and led mainly to hospitalization or prolonged hospitalization (61.4%).

Conclusions

This study gives an important insight into the characteristics and the preventability of
ADRs spontaneously reported in Southwestern France for analgesics. ADRs of analgesics
continue to represent a threat to patients’ health. Most of them are serious and often caused by
opioids. Above all, a significant number of ADRs could be prevented. Safe and effective opioid



treatment requires medical skills and knowledge on the patterns of opioid prescribing, but also
on the risks associated with opioid use and their management.

More attention needs to be paid to analgesic medicines, education should be reinforced
and risk-minimization measures should be strengthened to assure a safe and efficient analgesic
treatment.

Study 4. Analysis of adverse drug reactions of analgesic medicines
reported in Romania

Introduction

Analgesic medicines are among the most used medicines in Romania and also among the
most frequently purchased and self-medicated over-the-counter medicines. Analgesic
medicines are sometimes related with the occurrence of ADRs. Moreover, various safety
concerns in relation with analgesic use were published by regulatory authorities in recent
years.

Work hypothesis

The main objectives of the present study were to analyze the ADRs of analgesic
medicines in Romania and to determine the patterns of spontaneous reporting trends.

Materials and methods

A retrospective study was conducted on all ADRs reported with analgesics to the
Pharmacovigilance and Risk Management Service from the Romanian National Agency for
Medicines and Medical Devices between January 15t 2011 and December 31t 2015.

The cases were assessed for causality by using Naranjo algorithm and the revised French
causality assessment method. The scale was used to assess the preventability allowed the
classification of ADR cases in preventable, potentially preventable, not preventable or not
assessable cases.

Results

Analgesics’ ADRs (n=71) accounted for 0.83% of all reports registered during the period
of the study (n= 8,581). The reporter was a physician in 53 cases (74.7%), a pharmacist in 4
cases (5.6%) and a consumer in 14 cases (19.7%). ADRs were directly reported to the
Pharmacovigilance and Risk Management Service by health professionals and patients (47.9%)
or through MAHs (52.1%).

The proportion of serious cases was 32.4%, out of which 39.1% led to hospitalization or
prolonged hospitalization.

The most frequent ADRs reported by SOC were skin and subcutaneous tissue disorders
(25.8%) and general disorders and administration site conditions (19.2%). Analgesics-
antipyretics (30.3%) and opioids (28.9%) were the most frequently involved medicines.
Metamizole, pethidine, ibuprofen, and respectively pregabalin were often related with ADRs.

Metamizole, alone or in combination, was the main analgesic suspected in almost 15.5%
of the reports. It was mostly used for perioperative pain and headache. ADRs were mainly
related to skin and subcutaneous tissue disorders.

ADRs causality assessment according to Naranjo Algorithm was found possible in almost
all cases (96.8%) and probable for two cases with positive rechallenge. When the updated
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French causality assessment method was applied for each analgesic medicine, the intrinsic
causality was grouped in I1 for eight medicines, 12 for 15 medicines, I3 for 40 medicines and 15
for five medicines.

From the 71 cases, 8 were assessed as potentially preventable. Two cases were
medication errors (dispensation and self-medication) and thus directly assessed as
preventable.

Conclusions

Among analgesics ADRs reported through spontaneous reporting system in Romania,
most of them were non-serious cases and cutaneous adverse effects were the most frequent.
Metamizole was number one analgesic suspected and remains one of the most popular
analgesics used in Romania. In other countries, metamizole was withdrawn or never approved
due to the risk of agranulocytosis, which was not observed in the present study. However, the
also well-known risk of anaplylactic reaction was observed.

Even if important steps have been made regarding the pharmacovigilance system in
Romania in recent years, there is still the need of more involvement from patients and health
professionals to contribute to effective pharmacovigilance activities.
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INTRODUCERE

Societatea evolueaza in mod continuu catre o utilizare mai rationald a medicamentelor.
Farmacovigilenta are un rol esential in acest proces prin furnizarea de informatii de siguranta
despre medicamente si s-a adaptat progresului stiintei. impreuni cu farmacoepidemologia,
acest domeniu s-a dovedit a fi un instrument nepretuit pentru a asigura cele mai sigure si
eficiente tratamente pentru pacienti.

O viata Intreaga fara durere este idealistd, dar imposibild. Durerea a fost prezenta
incepand cu existenta umand, precum si cercetdri pentru a elucida cauzele durerii si pentru a
gasi cele mai bune tratamente pentru ameliorarea durerii.

Fiecare tara are un sistem de sanatate specific, care are nevoie de reactualizari constante
pentru modalititile de utilizare a medicamentelor si profilul lor de siguranti. in ceea ce
priveste gestionarea durerii, Romania poate fi gasita printre tarile europene cu o situatie
deficitara. Informatii nationale privind utilizarea si siguranta medicamentelor sunt vitale
pentru constientizarea problemelor cu care se confrunta Romania si pentru initierea unor
actiuni de ameliorare a deficientelor in ceea ce priveste managementul durerii.

Pornind de la aceste premise, prezenta lucrare cuprinde mai multe tipuri de studii
concepute pentru a caracteriza utilizarea medicamentelor analgezice, pentru a evalua
prevalenta durerii si a reactiilor adverse la medicamentele analgezice.

CONTRIBUTII PERSONALE

Obiective

Lucrarea de fata are ca obiectiv central caracterizarea utilizarii si sigurantei
medicamentelor analgezice in Romania. Obiectivele specifice au fost proiectate in cadrul celor
patru directii de cercetare prezentate In aceasta lucrare, pentru a acoperi principalele aspecte
privind domeniul managementului durerii.

Obiectivele primului studiu sunt evaluarea pietei farmaceutice a medicamentelor
analgezice in Romania si determinarea modalitatilor de utilizare a analgezicelor pe teritoriul
national.

Al doilea studiu are ca obiectiv principal determinarea prevalentei durerii si impactul pe
care il are asupra vietii pacientilor, prin evaluarea durerii postoperatorii in domeniul chirurgiei
orale si maxilo-faciale.

Obiectivul principal ale studiilor trei si patru este de a caracteriza siguranta
medicamentelor analgezice. Al treilea studiu a fost proiectat pentru a obtine informatii cu
privire la siguranta din sistemul de farmacovigilenta francez. Al patrulea studiu are obiectivele
de a analiza reactiile adverse la analgezice raportate spontan in Romania si a determina
tendintele de raportare. Se doreste totodata ca acest studiu sa permitda o mai buna intelegere a
sistemului de farmacovigilenta de raportare spontana a reactiilor adverse din Romania si de a
furniza informatii care ar putea contribui la o utilizare mai rationala a medicamentelor
analgezice.

14



Studiul 1. Piata farmaceutica a medicamentelor analgezice in
Romania

Introducere

Managementul actual al durerii se bazeaza pe clase de medicamente care continua sa fie
pilonii in ameliorarea durerii, cum ar fi analgezicele opioide, analgezicele-antipiretice si
antiinflamatoarele nesteroidiene (AINS). Consumul de analgezice intr-o tara ar putea fi un
indicator sugestiv al modalitatilor de gestionare a durerii.

Obiective

Scopul prezentei analize a fost de a evalua piata farmaceutici a medicamentelor
analgezice in Romania din 2011 pana in 2016 si pentru a determina modalitdtile de consum al
analgezicelor pe teritoriul national.

Materiale si metoda

O analiza descriptiva retrospectiva a fost efectuata pe baza datelor de vanzare pentru
medicamentele analgezice In Romania. Declaratiile, constatarile, concluziile, parerile si opiniile
continute si exprimate in aceasta analiza se bazeaza partial pe datele obtinute sub licenta de la
serviciul de informatii IMS AG: sursa: Romania Sell In Sales Territory Audit, ianuarie 2011 -
decembrie 2015, IMS AG. Toate drepturile rezervate. Declaratiile, constatarile, concluziile,
parerile si opiniile continute si exprimate aici nu sunt in mod necesar cele ale IMS AG sau
oricare dintre entitatile sale afiliate sau subsidiare.

Datele au fost extrase din baza de date IMS Health Romania Sell in Sales Territory Audit,
ce include informatii cu privire la consumul de analgezice din volumul de vanzari in farmacii de
spital si farmacii comunitare. Datele sunt colectate In mod regulat In aceasta baza de date de la
comercianti si sunt estimate statistic, acoperind 95% din piata romaneasca.

Casa Nationala de Asigurari de Sandtate (CNAS) este institutia publicd din Romania care
asigura, supravegheaza si controleaza sistemul de asigurari de sanatate. Datele CNAS au fost
prezentate pe trimestre. Rapoartele privind consumul de medicamente Incepand cu al treilea
trimestru al anului 2013 au fost incluse in analiza.

Rezultate

Avand o crestere constantd, piata analgezicelor a crescut cu 18.8%, in valoare si cu 6.1%
in unitati din 2011 pana in 2015. A fost o exceptie In 2012, cand a fost observata o scadere de
3.3% 1in unitati, comparativ cu 2011. Cele mai mari valori pentru piata farmaceutica a
analgezicelor in Romania s-au inregistrat pentru Regiunea 1 (Bucuresti), urmata de Regiunile 2
(Arges, Dambovita, Giurgiu, Ilfov, Prahova, Teleorman), 6 (Alba, Bistrita-Nasaud, Cluj, Mures) si
4 (Arad, Caras Severin, Hunedoara, Timis). Cele mai mici valori s-au Inregistrat pentru Regiunea
9 (Bacdu, Neamt, Vaslui).

Piata farmaceutica pentru medicamentele analgezice in perioada 2011-2015 a fost
reprezentata intr-o proportie crescuta de piata farmaciilor comunitare: 95% din totalul pietei,
in unitati si valoare (EUR).

Atunci cand au fost luate separate vanzarile din farmacii de spital si farmacii comunitare,
s-a observat o scadere de 12.7% pentru spital, din 2011 pana in 2015. Cu toate acestea, s-a
observat o usoari crestere de 4% a vanzirilor in valoare in 2013, comparativ cu 2012. in ceea
ce priveste farmaciile comunitare, din 2011 pana in 2015 a existat o crestere de 20.5% a valorii
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pietei, iar cresterea a fost constanta pe parcursul celor cinci ani. O crestere de 6.4% 1n unitati a
fost inregistrata in aceeasi perioad3, cu exceptia anului 2012, cand a existat o scadere de 3.6% a
volumului de unitati comparativ cu 2011.

Piata farmaceutica totald a fost reprezentata in principal de medicamentele OTC in ceea
ce priveste volumul vanzarilor in unitati (52%) si de medicamentele pe baza de prescriptie
medicala in ceea ce priveste valoarea vanzarilor in EUR (75%).

in primul rand, datele CNAS arati vanzirile pe bazi de presciptii medicale compensate
pentru medicamentele ibuprofen si metamizol in Romania. Apoi vanzarile sunt prezentate pe
clase ATC pentru analgezice opioide, analgezice-antipiretice, antiinflamatoare nesteroidiene si
triptani.

Cele mai mari vanzari pe baza de retete compensate pentru ibuprofen au fost
inregistrate in trimestrul 1 si 4 din fiecare an, iar cele mai scazute in trimestrul 2 si 3. Din
trimestrul 3 din 2013 pana in trimestrul 3 din 2015, compensarile pentru metamizol au crescut
cu 89.2%.

Concluzii

Piata farmaceutica din Roméania pentru medicamente analgezice a crescut global, din
2011 pana in 2015, pe baza datelor furnizate de IMS Health. Aceste date au aratat de asemenea
caracteristicile pietei farmaceutice impartita pe regiuni, pe canalul de distributie (farmacii de
spital sau comunitare), precum si in functie de regimul autorizat de eliberare (OTC sau pe baza
de prescriptie medicald). Datele au fost disponibile ca valoare (EUR) si volum de vanzari in
unitati.

Datele CNAS adaugd informatii panda in primul trimestru din anul 2016 privind
medicamentele eliberate pe baza de prescriptii medicale compensate si au permis descrierea
unei imagini a principalelor clase de medicamente analgezice. De asemenea, chiar daca a fost o
imagine mai limitatd, a fost caracterizat consumul pentru cele mai utilizate medicamente
analgezice iTn Romania, metamizol si ibuprofen.

Studiul 2. Durerea postoperatorie in chirurgia orala si maxilo-faciala

Introducere

in chirurgia orald si maxilo-faciald, durerea postoperatorie acuti este de asteptat atit
pentru pacienti cat si pentru personalul medical si poate fi in general explicatd prin leziuni
tisulare care promoveaza activarea si sensibilizarea terminatiilor nervoase. Insa durerea ar
trebui si ar putea fi minimizata.

Obiective

Acest studiu a urmarit determinarea prevalentei si intensitatii durerii postoperatorii,
factorii predictivi pentru durere si consumul de analgezice si evaluarea utilizarii unui
chestionar privind starea postoperatorie in chirurgia orala si maxilo-faciala.

Materiale si metoda

Un studiu prospectiv observational a fost condus pe pacientii internati la Clinica
Universitara de Chirurgie Orala si Maxilo-faciala din Cluj-Napoca, in perioada septembrie 2014 -
februarie 2015.
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Pacientii au completat la spitalizare chestionarul de Anxietate si Depresie (HADS) si
chestionarul American Pain Society (APS-POQ-R) la sfarsitul primei zile postoperatorii (POD1).
Pentru a evalua intensitatea durerii s-a utilizat scala numerica (NRS). In cazul analgeziei, s-au
inregistrat tipurile de analgezice administrate si numarul de administrari.

Rezultate

Un total de 104 de cazuri chirurgicale au fost incluse in prezentul studiu. Scorurile
obtinute cu HADS la internare au aratat prezenta depresiei si anxietatii usoare pana la
moderate pentru, respectiv, 43.3% si 32.7% dintre pacienti. Tipul interventiei chirurgicale a
fost excizie benigna sau malignad a tumorilor (41.4%), urmata de chirurgie orala (22.1%) si
chirurgie ortognatica (16.3%). Medicamentele cele mai frecvent utilizate pentru tratamentul
durerii au fost metamizol (38.4%), ketoprofen (36.4%) si paracetamol (12.1%). Numarul mediu
(SD) de administrari de analgezice in POD1 a fost de 3.7 ( 1.6).

Luand in considerare toate scorurile NRS inregistrate in POD1, durerea postoperatorie
moderata pana la severa a fost raportata de 44.2% dintre pacienti. Principalii factori predictivi
identificati pentru durerea postoperatorie raportata la 8 ore dupa interventiile chirurgicale au
fost prezenta co-morbiditatilor si a starii de anxietate. Rezultatele regresiei liniare multiple au
aratat ca depresia, anestezia locala, durata interventiei chirurgicale, NRS la 8 ore si chirurgia
ortognatica au fost corelate cu consumul postoperator de analgezice.

Informatiile obtinute in cadrul APS-POQ-R au demonstrat ci o intensitate crescuta a
durerii raportate sau durerea resimtita pe o perioada mai lunga de timp au fost asociate cu un
impact mai mare asupra unor diferite activitati si emotii, iar perceptia pacientului cu privire la
ameliorarea durerii a fost mai scazuta. Satisfactia fata de rezultatele tratamentului durerii a fost
invers corelata cu intensitatea durerii.

Concluzii

Acest studiu a identificat prevalenta si intensitatea durerii acute postoperatorii in
chirurgia orald si maxilo-faciald si factorii predictivi pentru durerea postoperatorie si a
consumului de analgezice. Faptul ca pacientii care au nevoie de un anumit tip de interventie
chirurgicala si/sau cu statut psihologic modificat experimenteazda mai mult durere
postoperatorie si necesitda mai multe administrari de analgezice a indicat necesitatea de a lua in
considerare cel putin acesti factori la initierea tratamentului analgezic postoperator.

Utilizarea unui chestionar pentru evaluarea starii postoperatorii a pacientilor a aratat ca
prezenta si intensitatea durerii postoperatorii au o influenta importanta asupra recuperarii
acestora.

Constientizarea si evaluarea durerii postoperatorii este necesara in mod continuu pentru
a asigura o gestionare corespunzatoare a durerii postoperatorii, prompta si eficientd in acelasi
timp.

Studiul 3. Reactii adverse la medicamentele analgezice raportate
spontan in regiunea sud-vestica a Frantei

Introducere
Reactiile adverse (RA) la medicamente reprezinta o cauza cunoscutd de mortalitate si
morbiditate In randul pacientilor de pretutindeni. RA nu au doar consecinte medicale, ci si
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sociale si economice si au un impact semnificativ asupra vietii pacientilor si asupra cheltuielilor
pentru sdndtate in Franta. De asemenea, s-a constatat ca analgezicele sunt frecvent
responsabile pentru RA in Franta. Sistemul de raportare spontana al RA ar putea oferi indicii
importante asupra RA ale analgezicelor si ar permite intelegerea cauzelor acestora.

Obiective

Caracterizarea cazurilor de RA la analgezice raportate spontan catre un centru regional
de farmacovigilentd, evaluarea evitabilitatii acestora si detectarea factorilor care contribuie la
caracterul evitabil al acestora au fost obiectivele studiului de fata.

Materiale si metoda

Studiul descriptiv, retrospectiv, a fost efectuat pe cazurile de RA la analgezice raportate
spontan la centrul de farmacovigilenta din Bordeaux de profesionisti In domeniul sanatatii si
pacienti pe o perioada de 18 luni, din ianuarie 2011 pana in iunie 2012.

Cazurile in care medicamentele incriminate au fost analgezice-antipiretice, analgezice
opioide, dar, de asemenea, antiinflamatoare nesteroidiene (AINS) si triptani, medicamente
aprobate pentru ameliorarea durerii, au fost incluse in analiza; de asemenea, au fost luate in
considerare medicamentele anticonvulsante sau antidepresive cu indicatie aprobatd pentru
tratamentul durerii, utilizate in contextul durerii si responsabile pentru RA.

Cauzalitatea a fost evaluata folosind metoda algoritmica, ce permite analiza cauzalitatii
"intrinseci" si "extrinseci". Scorurile obtinute au permis clasificarea cauzalitatii analgezicelor in
studiul de fatd In sigurd, probabila, plauzibila si putin probabila.

Un grup de lucru a evaluat evitabilitatea cazurilor folosind scala ce exploreaza
informatiile disponibile cu privire la utilizarea medicamentelor incriminate pentru RA,
pacientul, caracterul adecvat al tratamentului la conditiile de viata, precum si relevanta
prescriptiei medicale. Erorile de medicatie si cazurile de adictie au fost direct considerate
evitabile.

Rezultate

Din ianuarie 2011 pana in iunie 2012, un total de 2,369 de rapoarte au fost inregistrate
in baza de date de farmacovigilenta din Bordeaux: 141 (6%) au indeplinit criteriile si au fost
incluse 1n analiza.

Cele mai multe cazuri au fost raportate de catre medici (87.2%), urmati de farmacisti
(11.4%) si pacienti (1.4%). Mai mult de jumatate dintre cazurile raportate (55%) au fost grave
si au condus la spitalizare/spitalizare prelungitd (77.9%) sau la deces in trei cazuri.

Analgezicele implicate cel mai frecvent au fost opioidele (56.6%), urmate de analgezice-
antipiretice (18.5%), anticonvulsivante (10.4%) si AINS (9.2%). Tramadolul singur sau in
asociere a fost cel mai frecvent suspectat analgezic (17.3%), urmat de morfina (15%), fentanil
(9.8%) si paracetamol (8.7%). Indiferent de analgezicele incriminate, cele mai frecvente RA au
fost tulburari ale sistemului nervos (26.6%), urmate de tulburari psihice (15%) si afectiuni
cutanate si ale tesutului subcutanat (12.1%).

Cauzalitatea analgezicelor a fost evaluatd ca fiind probabila in 2% dintre cazuri,
plauzibila in 28.3%, Indoielnica In 27% si putin probabila in 42.7%.

Dintre cele 134 de cazuri evaluate pentru evitabilitate, 51.5% au fost considerate
evitabile, 26.1% inevitabile si 22.4% inevaluabile. Dintre cazurile evitabile, 73.9% au fost grave
si au condus in principal la spitalizare/spitalizare prelungita (61.4%).
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Concluzii

Acest studiu ofera o perspectiva importanta asupra caracteristicilor si evitabilitatii RA
raportate spontan in sud-vestul Frantei pentru analgezice. RA la analgezice continua sa
reprezinte o amenintare pentru sanatatea pacientilor, iar cele mai multe dintre ele sunt grave si
adeseori cauzate de opioide. Mai presus de toate, un numar semnificativ de RA poate fi
prevenit. Tratamentul sigur si eficient cu opioide necesita abilitati medicale si cunostinte cu
privire la modalitdtile de prescriere a opioidelor, dar, de asemenea, cu privire la riscurile
asociate consumului de opioide si la gestionarea acestora.

Medicamentele analgezice necesitd mai multd atentie acordatd, educatia privind
utilizarea lor ar trebui sa fie sustinutd continuu si masuri de minimizare a riscurilor ar trebui
consolidate pentru a se asigura un tratament analgezic corespunzator pentru pacienti.

Studiul 4. Reactii adverse la medicamentele analgezice raportate in
Romania

Introducere

Medicamentele analgezice sunt printre medicamentele cele mai utilizate In Romania si,
de asemenea, printre medicamentele OTC cel mai frecvent folosite in automedicatie.
Medicamentele analgezice sunt uneori asociate cu aparitia RA. Mai mult, diverse probleme de
siguranta in legatura cu utilizarea analgezicelor au fost publicate de catre autoritatile de
reglementare n ultimii ani.

Obiective

Obiectivele principale ale acestui studiu au fost analiza RA la medicamentele analgezice
in Romania si determinarea tendintelor de raportare spontana a RA.

Materiale si metoda

S-a realizat un studiu retrospectiv pe toate RA raportate pentru analgezice catre Serviciul
de Farmacovigilenta si Management al Riscului din cadrul Agentiei Nationale a Medicamentului
si a Dispozitivelor Medicale din Romania intre 1 ianuarie 2011 si 31 decembrie 2015.

S-a evaluat cauzalitatea cazurilor utilizdnd algoritmul Naranjo si metoda franceza
reactualizata. Scala utilizata pentru a evalua evitabilitatea cazurilor a permis clasificarea
acestora In cazuri evitabile, potential evitabile, inevitabile sau inevaluabile.

Rezultate

Cazurile de RA la analgezice (n=71) au reprezentat 0.83% din totalul rapoartelor
inregistrate pe parcursul perioadei de studiu (n=8,581). Raportorul a fost medic in 53 de cazuri
(74.7%), farmacist in 4 cazuri (5.6%) si pacient in 14 cazuri (19.7%). RA au fost raportate
direct de catre profesonistii din domeniul sanatatii si pacienti (47.9%) sau prin intermediul
detindtorilor autorizatiilor de punere pe piata (52.1%).

Proportia de cazuri grave a fost de 32.4%, dintre care 39.1% au condus la spitalizare sau
spitalizare prelungita.

19



Cele mai frecvente RA raportate au fost afectiuni cutanate si ale tesutului subcutanat
(25.8%) si tulburari generale si la nivelul locului de administrare (19.2%). Analgezicele-
antipiretice (30.3%) si opioidele (28.9%) au fost cele mai frecvent implicate medicamente.
Metamizol, petiding, ibuprofen, si pregabalin au fost adeseori asociate cu RA in studiul prezent.

Metamizol, singur sau in asociere, a fost principalul analgezic incriminat in 15.5% dintre
cazuri. Acesta a fost folosit mai ales pentru gestionarea durerii perioperatorii si cefalee. RA la
metamizol au fost In principal afectiuni cutanate si ale tesutului subcutanat.

Cauzalitatea evaluatd conform algoritmului Naranjo a fost consideratd posibila in
majoritatea cazurilor (96.8%) si probabild pentru doud cazuri cu readministrare pozitiva.
Atunci cand metoda franceza reactualizatd de evaluare a cauzalitatdtii a fost utilizata pentru
fiecare medicament analgezic, cauzalitatea “intrinseca” a fost grupata in I1 pentru opt
medicamente, 12 pentru 15 medicamente, I3 pentru 40 de medicamente si I5 pentru cinci
medicamente.

Din cele 71 de cazuri, 8 au fost evaluate ca fiind potential evitabile. Doua cazuri au fost
erori de medicatie (eliberare si automedicatie) si, astfel, direct evaluate ca evitabile.

Concluzii

Dintre RA la analgezice raportate prin sistemul de raportare spontana din Romania, cele
mai multe au fost cazuri non-grave, iar RA cutanate au fost cele mai frecvente. Metamizol a fost
principalul analgezic suspectat pentru RA si ramane unul dintre cele mai populare analgezice in
Romania. In alte tiri, metamizolul a fost retras sau nu a fost autorizat din cauza riscului de
agranulocitoza, care nu a fost observat insa in prezentul studiu. Cu toate acestea, s-a observat
riscul de reactii anafilactice.

Chiar daca s-au facut pasi importanti in ceea ce priveste sistemul de farmacovigilenta in
Romania in ultimii ani, exista inca nevoia de o implicare mai activa din partea pacientilor si
profesionistilor din domeniul sanatatii pentru a contribui la activitati eficiente de
farmacovigilenta.
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