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AMPLITUDINEA PROBLEMEI

Y& 4 din 10 pacienti sunt afectati in urma Tngrijiror primare si
ambulatorii

Y Costurile directe ale erorilor medicale (testele suplimentare,
tratamentele si asistenta medicala) din ingrijirile primare si
ambulatorii sunt estimate la aproximativ 2,5% din cheltuielile totale
de sanatate.

Y& Erorile medicale care determin3 spitalizari in fiecare an pot
insuma 6% din numarul total de zile de internare in spital si mai
mult de 7 milioane de internari.

(Flying blind - OECD study, Organisation for Economic Co-operation and Development).
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INCIDENTA PROBLEMEI

Y& 134 milioane de evenimente adverse apar anual in spitalele din
tarile slab/mediu dezvoltate, determinand 2.6 milioane de decese
anual.

>k Intre 5,7 si 8,4 milioane de decese apar anul prin ingrijiri de slab3
calitate, ceea ce inseamna ca deficientele de calitate in sanatate
cauzeaza 10-15% din totalul deceselor din aceste tari.

Y& Costurile rezultate prin pierderea productivitatii se ridica la
1,4 - 1,6 miliarde USD anual.

% Studii din SUA, UK si din alte tari dezvoltate dezvaluie deficiente
similare.

(Consensus Study Report, Crossing the Global Quality Chasm, Improving Health Care Worldwide, 2018)
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MEDICATIA

) ¢ Global, erorile de medicatie costa estimativ, 42 miliarde USD anual

Y& Erorile pot aparea in diferite etape ale procesului de utilizare a
medicamentelor din cauza sistemelor si/sau a factorilor umani (oboseala,
conditiile de mediu, deficitul de personal)

Y& Sunt afectate practicile de prescriere, transcriere, distribuire,
administrare si monitorizare, care pot duce la vatamari grave, invaliditate si
chiar moarte.

* Ca raspuns la aceste probleme, OMS a lansat a treia provocare globala
pentru siguranta pacientilor, cu tema ,,Medication Without Harm”

(OMS The third challenge (2017): Medication Without Harm)
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Cele mai frecvente boli cronice (NCD) sunt bolile cardiovasculare
(BCV)(infarct miocardic, accident vascular cerebral), cancerul, afectiunile
respiratorii cronice (BPOC, astm) si diabetul zaharat.

Bolile cronice ucid 41 milioane de persoane anual, echivalentul a 71% din
toate decesele globale, din care 15 milioane de persoane au varsta intre
30-69 de ani.

Bolile cardiovasculare determina 17.9 milioane de decese anual, urmate
de cancer (9.0 milioane), afectiuni respiratorii (3.9 milioane) si diabet (1.6
milioane) — aceste 4 afectiuni cauzeaza peste 80% din toate decesele
premature de NCD.

Boala renala cronica poate complica managementul diabetului si este in
sine un factor de risc pentru BCV. Separat, afectarea functiei renale
poate fi o consecinta a BCV (in special HTA) sau poate fi un efect advers
indus de (poli)medicatie.



Medication Drug category Renal toxicity
AFECTIUNI PSIHIATRICE

Amitriptyline Antidepressant Rhabdomyolysis

Benzodiazepines Sedative-Hypotonic Rhabdomyolysis

Haloperidol Antipsychotic Rhabdomyolysis

Lithium Antipsychotic Chronic interstitial nephritis,
glomerulonephritis, rhabdomyolysis

BOLI CARDIOVASCULARE

Angiotensin-converting Antihypertensive Acute kidney injury
enzyme inhibitors (ACEI)
Angiotensin receptor blockers|Antihypertensive Acute Kidney injury
(ARB)
CANCER

Cisplatin Antineoplastic Chronic interstitial nephritis
Cyclophosphamide Antineoplastic Hemorrhagic cystitis
Interferon-alfa Antineoplastic Glomerulonephritis
Methotrexate Antineoplastic Crystal nephropathy
Mitomycin-C Antineoplastic Thrombotic microangiopathy

DIABET ZAHARAT
Phenformin Hypoglycemic Lactic acidosis
Tolbutamide Hypoglycemic Nephrotic syndrome

Drug-induced renal disorders, F. G. Shahrbaf, F. Assadi, J Renal Inj Prev. 2015; 4(3): 57-60



Medication

Drug category

Renal toxicity

ANTIBIOTICE
Aminoglycosides Antimicrobial Acute tubular necrosis
Beta lactams Antimicrobial Acute interstitial nephritis
Carbenicillin Antimicrobial Metabolic alkalosis
Cephalosporin Antimicrobial Acute tubular necrosis
Pentamidine Antimicrobial Acute tubular necrosis
Puromycin Antimicrobial Nephrotic syndrome
Quinolones Antimicrobial Acute interstitial nephritis, crystal nephropathy
Rifampin Antimicrobial Acute interstitial nephritis
Sulfonamides Antimicrobial Acute interstitial nephritis, crystal nephropathy
Tetracycline Antimicrobial Acute tubular necrosis
\Jancomycine Antimicrobial Acute interstitial nephritis

ALTE MEDICAMENTE UZUALE

Acyclovir Antiviral Acute interstitial nephritis, crystal nephropathy
Aspirin Non-narcotic analgesic [Chronic interstitial nephritis

Cimetidine Gastrointestinal Acute interstitial nephritis

Cortisone Corticosteroid Metabolic alkalosis, hypertension

Furosemide Loop diuretic Acute interstitial nephritis

Omeprazole Proton pump inhibitor [Acute interstitial nephritis

Penicillin G penicillin Glomerulonephritis

Ranitidine Gastrointestinal Acute interstitial nephritis

Statins Lipid- lowering Rhabdomyolysis

Drug-induced renal disorders, F. G. Shahrbaf, F. Assadi, J Renal Inj Prev. 2015; 4(3): 57-60




Reducerea sperantei de viata sanatoasa, datorita afectiunilor mintale dar si a
bolilor cronice - necomunicabile (NCD) este o problema majora de sanatate
publica.

n activitatea clinic3, tulburarile mentale la pacientii cu NCD, precum si NCD-

urile la pacientii cu tulburari mentale sunt adesea trecute cu vederea.

Raportul OMS abordeaza nevoile adultilor apti de munca dar cu tulburari

mintale (comune - depresia, anxietatea si severe - schizofrenia, tulburarea
bipolara) sau cu boli cronice (boli cardiovasculare, cancer, boli respiratorii
cronice, diabet zaharat).

Se preconizeaza ca raportul va contribui la o mai buna intelegere a
comorbiditatilor de catre specialistii in sanatate publica si furnizorii de
servicii medicale si va promova o abordare integrata pentru pacientii cu
comorbiditati.




Comorbiditati primare
* Boli somatice sau chirurgicale anterioare bolii psihiatrice

 Medicul psihiatru trebuie sa aiba toate informatiile

ex: pacientul cu tulburare congenitala cardiaca minima — sindrom
Brugada cu supradenivelare QT — orice medicatie psihotopa care
prelungeste QT — torsada cardiaca — moarte subita

Comorbiditati secundare

* Induse de reactiile adverse ale medicatiei psihotrope
REACTII ADVERSE

* imediate: efecte extrapiramidale

 pe termen mediu: hiperprolactinemia, cresterea in greutate

* pe termen lung: efecte neurotoxice, cu modificari de
hemodinamica sau de oxigenare



DRUGS INDUCING SUSTAINED HYPERPROLACTINEMIA

Haloperidol Chlorpromazine,

Wplcal | oo o
: . Thioridazine, Thiothixene
Antipsychotics
Aeypical RisReridone,Amis.quride
Molindone, Zotepine
Amitriptyline, Desipramine
Tricyclics | Clomipramine
) Amoxapine
Antidepressants
SSRI Sertraline, Fluoxetine, Paroxetine
MAO-I |Pargyline, Clorgyline
Other Buspirone
Psychotropics Alprazolam

Prokinetics

Metoclopramide, Domperidone

Antihypertensive Alpha-methyldopa, Reserpine,
Verapamil

Opiates Morphine

H,Antagonists Cimetidine, Ranitidine

Others Fenfluramine, Physostigmine

Chemotherapics

Note: Only drugs with demonstrated ability to induce hyperprolactinemia above
the normal range have been included in this table.

La Torre, 2007



Efectele adverse ale hiperprolactinemiei

Disfunctii
sexuale

Cancer de san

Osteoporoza Ginecomastie

Cresterea
prolactinei

Scaderea

cyen v pss Galactoree
fertilitatii

Tulburari
cardiovasculare Amenoree

Halbreich et al 2003



Rolul Medicului de familie

e Oferirea de informatii despre comorbiditati

Y& constientizarea riscurilor interactiunilor medicamentoase
in conditiile unor afectiuni comorbide

* Cunoasterea efectelor adverse ale medicatiei psihotrope
Y& pacientul poate ascunde diagnosticul psihiatric (stigma)
iar medicul nu stie de ce pacientul face diabet, HTA, etc.

* Cunoasterea potentialului unor medicamente care se
adreseaza comorbiditatilor, de a produce tulburari psihice
(agresivitatea la pacientii cu statine)

* Constientizarea relatiei dintre medicatia psihotropa si
hiperprolactinemia - risc de cancer de prostata sau de san



Rolul abordarii asistentei medicale
interdisciplinare (l)

e Evaluarea pacientului (psihiatru + medici alte specialitati)
trebuie sa se bazeze pe:

- vulnerabilitatea genetica

- vulnerabilitatea farmacogenetica si farmacogenomica - se pot
anticipa fenotipal efectele adverse ale medicatiei psihotrope

- efectele psihosociale - scaderea aderentei si compliantei la
tratament

* Nu orice simptom/sindrom psihiatric face parte dintr-o patologie
psihiatrica — ex: sindromul de lob frontal determinat de tumori,
AVC, abcese cerebrale; sindromul moriatic care seamana cu
episodul maniacal; apatia si anhedonia care mimeaza depresia



Rolul abordarii asistentei medicale
interdisciplinare (Il)

* Tendinta generala este de a trata simptome/sindroame —
terapii simptomatice fara a cauta modelul patogenic
translational - ex: insuficienta renala inca din stadiile

prodromale ale insomniei rebele si inversarea ritmului de
veghe somn zi-noapte

 Medicatia inductoare de somn (hipnotice, bezodiazepine,
antidepresive, antipsihotice) constituie o medicatie care
prezinta efecte toxice la nivel renal



Implicarea factorilor de decizie in limitarea tendintei de a utiliza suplimente
alimentare in asociere cu medicamente farmacologice pe baza de prescriptie.
Consecite: interferente imprevizibile cu multiple efecte toxice
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Siguranta pacientilor psihiatrici necesita
o0 abordare personalizata

* Risc de mortalitate crescut |la pacientii psihiatrici cu
comorbiditati

* Risc de mortalitate crescuta la pacientii psihiatrici cu
polimedicatie concomitenta

 Rata mare de mortalitate precoce la pacientii cu
afectiuni cronice — ex: depresia ca factor de risc al
evolutiei si supravietuirii pacientilor cu cancer

* Interactiunile dintre afectiunile cronice precum si
reactiile adverse farmacologice afecteaza
managementul eficient al pacientilor cu tulburari
psihice si cresc rata mortalitatii.
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Method Feasib Yield Usefulness
ility
General Practitioners +/- +/- - Different kind of events
registering events - Setting areas for improvement per
practice in patient safety
Pharmacist registering events + - - Only medication errors
- Guidance in improving patient safety in
prescribing medication
Patients' questionnaire about ++ + - Different kind of events
patient safety - Revealing GPs' blind spots
- Setting areas for improvement per
practice in patient safety
Random audit of medical +/- + - Mostly therapeutic and communication
records events
- Time consuming
Audit of medical records of + +/- - Different kind of events

deceased patients

- Low number of patients

1. BMC Family Practice Research article Open Access Mix of methods is needed to identify adverse events in

general practice: A prospective observational study Raymond Wetzels1, René Wolters, Chris van Weel, Michel
Wensing. 2. The role of the clinical pharmacologist in the management of adverse drug reactions, Moore N,

Drug Saf. 2001 Jan;24(1):1-7.



Top 15 Reported Drugs in Adolescents

Top 15 Reported Indications in Adolescents

RISPERIDONE -

PREDNISOLONE SODIUM SUCCINATE -
INFLIXIMAB -

FLURBIPROFEN AXETIL -

Frequencies for the top 15
reported drugs in adolescent
patient records identified in the
FDA Adverse Events Reporting
System (2014-2017)

METHYLPREDNISOLONE SODIUM SUCCINATE -
FUROSEMIDE -

METHOTREXATE -

HUMAN IMMUNOGLOBULIN G-

ANTITHROMBIN [l HUMAN -
CHLORPHENIRAMINE MALEATE -
TEICOPLANIN -

VORICONAZOLE-

TACROLIMUS\TACROLIMUS ANHYDROUS -

Prophylaxis -
Acute lymphocytic leukaemia-
Product used for unknown indication -

Graft versus host disease -

Renal impairment-
Capillary leak syndrome -
Crohn's disease -

Infection prophylaxis -

Frequencies for the top 15
reported clinical
indications

Abnormal clotting factor-
Pulmonary arterial hypertension-
Sepsis-
Hypertension -
Attention deficit/hyperactivity disorder- Andy R- Eugene' Beata Eugene’ An Opportunity for
clinical pharmacology trained physicians to improve
(a) patient drug safety: A retrospective analysis of adverse
drug reactions in teenagers, F1000Research 2018, 7:677

Bipolar disorder-

Bone marrow conditioning regimen-
5 10
Frequency (%) in Adolescent Patients
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Reported Adverse Drug Reactions in Adolescents

Top 15 Reported Drugs Associated with DDIs in Adolescents

Diarrhoea-

Hyperglycaemia-
Cytomegalovirus test positive -
Hepatic function abnormal -
Graft versus host disease -
Respiratory disorder -
Pneumothorax -

lleus paralytic-

Adenovirus infection -
Thrombotic microangiopathy -
Gynaecomastia-

Off label use -

Abnormal weiaht aain -
OLANZAPINE -

LORAZEPAM-

RISPERIDONE -

VALPROIC ACID -

FLUOXETINE HYDROCHLORIDE -
TACROLIMUS -

CLONAZEPAM-

BENZTROPINE -

TRAMADOL HYDROCHLORIDE -

METHYLPHENIDATE HYDROCHLORIDE -

DIPHENHYDRAMINE -
METHOTREXATE -
PREGABALIN-

CHLOROQUINE -

DIAZEPAM-

(a)

25 5.0 75
Frequency (%) in Adolescent Patients

bt
(=}

Frequencies for the top 15
reported adverse drug reactions
(ADRs) in adolescent patient
records identified in the FDA
Adverse Events Reporting system

Frequencies for the top 15
reported medications associated
with drug-drug interactions
(DDIs)

Andy R. Eugene, Beata Eugene, An opportunity for
clinical pharmacology trained physicians to improve
patient drug safety: A retrospective analysis of adverse
drug reactions in teenagers, F1000Research 2018, 7:677



Frequencies for the top 15 reported completed suicide in adolescent patient records
identified in the FDA Adverse Events Reporting system ranging

IBUPROFEN "~

HERBALS -

QUETIAPINE FUMARATE - -

ACETAMINOPHEN - -
CETIRIZINE HYDROCHLORIDE - -
DIAZEPAM - .5

FLUOXETINE HYDROCHLORIDE - .5
DIPHENHYDRAMINE - .42
HYDROXYZINE HYDROCHLORIDE - l_27

PAROXETINE HYDROCHLORIDE - l_1 7

SALICYLIC ACID- I .07

ALCOHOL - I)QS

RISPERIDONE - I0_68 (b)

Top 15 Reported Drugs Associated with Completed Suicide in Adolescents

0 10 20
Frequency (%) in Adolescent Patients

Andy R. Eugene, Beata Eugene, An opportunity for clinical pharmacology trained physicians to
improve patient drug safety: A retrospective analysis of adverse drug reactions in teenagers,

F1000Research 2018, 7:677



Methods for Identifying Events in the Case Study

_ The second stage

Five screening methods for possible
events:

medical records methods indicated that an event
2. Interviews of Medicare beneficiaries

3. Analysis of POA (present on

admission) indicators

4. Analysis of Patient Safety Indicators
5. Reviews of internal hospital incident
reports.

the second stage of review.

ADVERSE EVENTS IN HOSPITALS: METHODS FOR IDENTIFYING EVENTS, Department of Health and Human Services OFFICE OF INSPECTOR
GENERAL, USA, March 2010, OEI-06-08-00221



* Eficacitatea medicatiei depinde de tratamentul precoce si
aderenta la tratament

* Aderenta la tratament scade la aparitia reactiilor adverse

* Conditiile din spitale pot sa genereze evenimente adverse
si sa scada aderenta la tratament

* Trebuie monitorizate si efectele pe termen lung ale
medicatiei psihotrope si a celei concomitente

* Trebuie imbunatatita comunicarea inter-specialitati

* Lipsa rezultatelor terapeutice conduce la rezistenta la
tratament si la tendinte de polipragmazie

* Auditul clinic este un instrument esential in identificarea
evenimentelor adverse



Recomandari pentru un management
farmacologic de calitate care sa asigure
cresterea sigurantei pacientilor ...
“si nu numai !”

* Educarea cadrelor medicale cu privire la importanta
identificarii, raportarii si a tratamentului precoce a reactiilor
adverse si a interactiunilor medicamentoase.

* Brosura privind siguranta pacientului — posibile reactii
adverse frecvente, interactiuni medicamentoase
* Mortalitatea si handicapul prematur ar putea fi reduse daca

echipa medicala s-ar concentra mai mult asupra
comorbiditatilor.

* Abordarea personalizata ... de la modelul interdisciplinar la
cel translationar
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ABORDAREA PERSONALIZATA ... DE LA MODELUL INTERDISCIPLINAR LA CEL TRANSLATIONAR, O.STOVICEK, D. MARINESCU 2019



