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Drama talidomidei

Anii 1960 > 10000 copii cu malformatii (amelie
si focomelie)

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Definitia Farmacovigilentei

A Totalitatea activitatilor de detectare, evaluare, validare si
prevenire a reactiilor adverse determinate de medicamente

< informatii asupra sigurantei medicamentelor prin
identificarea si monitorizarea RA care apar dupa autorizarea de
punere pe piata

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



RA vs EA

e Reactie nociva care apare in urma
administrarii unui medicament in
doze utilizate in mod obisnuit in
scop profilactic, curativ sau de
diagnostic

Reactie nociva determinata de
boala pentru care s-a administrat
medicamentul, o boala
intercurenta (inclusiv infectie) sau
o interactiune medicamentoasa

(Volume 9 of the Rules Governing Medicinal Products in the European Union)

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Obiectivele activitatii de Farmacovigilenta

d detectarea precoce a R.A. si a |.M. neidentificate in
studiile clinice

¢ stabilirea relatiilor de cauzalitate intre administrarea M
si aparitia R.A.

< monitorizarea frecventei R.A. cunoscute (din prospect)

didentificarea factorilor de risc (comorbiditati)

A analiza datelor

A difuzarea informatiilor intre autoritatile competente si
specialisti

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Istoricul Farmacovigilentei

~ Sec. XIX - primele studii metodice asupra RA

~ Anii 1960 - inceputurile activitatii de Farmacovigilenta
(teratogenitatea talidomidei)

~ Anii 1970- anticonceptionalele orale si tromboembolismul
venos (controverse epidemiologice)

Ultimile decenii:

1982 - benoxaprofen (necroza hepatica,
fotosensibilizare)

2001 - cerivastatina (rabdomioliza)
2003 - troglitazona (toxicitate hepatica)
2010 - sibutramina (efecte adverse cardiovasculare)

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



R.A. grave

A Se finalizeaza cu deces sau pun in pericol viata
# Conduc la spitalizare prelungita

# Conduc la infirmitate sau malformatii congenitale

6-7%- RA grave, 0,3%-fatale



Cauze ale morbiditatii ridicate in relatie cu
consumul de medicamente

» Numarul enorm de medicamente prescris

» Cresterea continua a numarului de noi
molecule autorizate

» Lipsa experientei clinice pentru noile
medicamente

» Promovarea ,,agresiva” a noilor produse
medicamentoase

» Cresterea numarului de raportari

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Studii preclinice pentru determinarea sigurantei

Toxicitatea directa
(organe)

Afectarea sistemica Reversibilitatea efectului

Doza de initiere Relatia doza-efect
(studiu clinic) (farmacologic, toxic)

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Particularitati ale sigurantei si eficacitatii
terapiei in psihofarmacologie

* Integritatea BHE

* Reactia inflamatorie, raportul neuron /
activare microgliala

* Calitatea perfuziei sangvine cerebrale
* |Integritatea functionala hepatica
* Suport metabolic cerebral



Neuropathology and Applied Neurobiology (2009), 35, 132-146 doi: 10.1111/j.1365-2990.2008.01005.x

Review: Role of developmental inflammation
and blood-brain barrier dysfunction

in neurodevelopmental and
neurodegenerative diseases

H. B. Stolp and K. M. Dziegielewska
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Cerebral Ischemia/ Reperfusion

P L e e i —
| Microglial Activation |

!

Cell Necrosis, Apoptosis, ROS

!

cytokines/chemokines

/' T~

Endothelial Activation/
Adhesion Molecules

|

Leukocyte Adherence

|

Leukocyte Infiltration
into brain parenchyma

!

' !

Growth
Factors

! !

MMPs INOS/NO

cytokines ROS

X

Cell Death

BEB disruption, Brain Edema,
Hemorrhage,

Vexler et al., 2006



Factori de risc

polipragmazie

copii, varstnici, sarcina

sexul feminin

comorbiditati (boli neoplazice, imunosupresie, ciroza,
diabet)

disfunctii de organ (cord, rinichi, ficat)
malnutritie

exces de alcool, tutun

enzimopatii (reactii idiosincrazice)
subiecti atopici (alergii)

medicamente expirate sau degradate

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Clasele de medicamente cele mai implicate in RA

Antimicrobiene
Antineoplazice
Anticoagulante
Cardiovasculare
Hipoglicemiante
AINS

Analgezice opioide
Diuretice

Agenti de diagnostic

Psihotrope

Diaree, rash, prurit

Supresie medulara, alopecie, greata, voma
Hemoragie, vanatai

Aritmii, edeme, stop cardiac

Hipoglicemie, diaree, discomfort gastro-intestinal
Ulceratii si sangerare gastro-intestinala, IR
Constipatie, sedare, ameteala

Hipokaliemie, hiperuricemie, hiperglicemie
Hipotensiune, nefrotoxicitate, reactii alergice

Ameteli, tulburari de echilibru, halucinatii, sindrom
neuroleptic malign, sindrom serotoninic

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



SNC

Cardiovascular
Endocrin

Gastrointestinal si
hepatic

Renal si genitourinar

Hematologic
Dermatologic
Metabolic
Musculo-scheletal

Respirator

Senzorial

Sistemele cele mai afectate de RA

Anxietate, depresii, reactii extrapiramidale, ataxie, hiperactivitate,
insomnie, oboseala, vertij, distonie

Angina, aritmii, sincopa, hemoragie, tromboza, embolism
Ginecomastie, hipotiroidism, supresie suprarenala

Gastrita, dispepsie, disfagie, colita, anorexie, hematemeza,
pancreatite, ascite, icter, hepatite toxice

Retentie urinara, nefrita interstitiala, hematurie, dismenoree,
vaginite

Discrazie sanguina, anemie, trombocitopenie
Prurit, urticarie, alopecie, purpura, rash, petesie
Osteoporoza, acidoza, alcaloza

Artralgii, mialgii, neuropatie, rabdomioliza

Bronhospasm, rinite alergice, dispnee, depresie respiratorie, fibroza
pulmonara, epistaxis, hemoptizie

Ototoxicitate, tinitus, tulburari de vedere

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Consideratii asupra reactiilor adverse

predictibilitate

mecanism

localizare

caracteristici clinice si experimentale

hostco.do.am/ref-lucrari/Farmacovigilenta.ppt



Psihofarmacologie
clinica

 Reactii adverse
e Interactiuni medicamentoase



Table 1 Agents that cause serotonin syndrome
Amphetamine

Buspirone

Cocaine

Dextromethorphan

Fentanyl

Linezolid

Lysergic acid diethylamide (LSD)

Monoamine oxidase inhibitors (MAQIs)

Toxicology

Drug-Induced Serotonin
Syndrome

Dana Bartlett, BN, BSN, MSN, MA, CSPI
Table 2 mechanisms of action of serotonin syndrome

Mechanism Example
Direct serotonin receptor agonism  Buspirone, LSD
MAOIs, methylene blue
Duloxetine, fluoxetine

Decreased serotonin breakdown

Decreased reuptake of serotonin

Increased formation of serotonin Tryptophan

3.4-Methylene dioxymethamphetamine (MIDMA; ecstasy)

Methylene blue

Ondansetron

Selective serotonin reuptake inhibitors (SSRIs)

Serotonin-norepinephrine reuptake inhibitors (SNRIs)

St John's wort

Sumatriptan

Tramadol

Tricyclic antidepressants

Tryptophan

Increased release of serotonin Cocaine, fentanyl
Abbreviations: LSD, Ij,rsergic acid diethylarnide; MAOIs, manoaming oxidase
inhibitors.

Based on information from Hillman et al,"* Ables and Nagubilli,” and Igbal et al.™

Table 3 Clinical situations in serotonin syndrome

Abuse of illicit drugs

Drug-drug interactions
Intentional overdose of a serotonergic medication

Therapeutic use of a serotonergic medication or medications




Table

Agitation

4 signs and symptoms of serotonin syndrome

Diarrhea Muscular rigidity

Akathisia

Fever Mydriasis

Clonus

Hyperreflexia Tachycardia

Confusion

Hypertension Tremor

Diaphores

is Increased bowel
sounds

Table 5 Drug-induced syndromes and differential diagnosis for serotonin syndrome

syndrome

Description

Anticholinergic poisoning

Dry, flushed skin, decreased bowel sounds, normal reflexes and muscular tone

Malignant hyperthermia

Caused by inhalational anesthetics or succinylcholine

Neuroleptic malignant syndrome

Bradyreflexia, pronounced “lead-pipe” rigidity, normal pupil size, develops slowly over
several days and can occur even after uneventful long-term use of a neuroleptic agent

sympathomimetic poisoning

Dry, flushed skin, no gastrointestinal signs, temperature can be normal or only mildly elevated

Substance withdrawal




Spontaneous clonus = serotonin syndrome
4
No
4
Inducible clonus and agitation — serotonin syndrome
or diaphoresis
4
No
4
Ocular clonus and agitation — serotonin syndrome
or diaphoresis
4
No
4
Tremor and hyperreflexia = serotonin syndrome
4
No
4
Muscle rigidity and temperature — serotonin syndrome
>38°C and ocular clonus
or inducible clonus

Figure The Hunter serotonin toxicity criteria.




Serotonin toxicity

(increase in
CNS 5HT
efflux*)

Severe
(10-100x)

Moderate

(5-10%x)

Mild

(3-5%)

{¢3x)

CNS excitation

Rigidity,
respiratory
Failure

Opsiclonus,
sustained
clonus,
myoclonus,
tremaor

Inducible

clonus,
hyper-reflexia

Brisk reflexes

Mental state

Coma
Confusion

Agitation

Anxiety

Insomnia

Autonomic excitation

Severe
hyperthermia

Mydriasis,
flushing,
diaphoresis,
low fever

(«38.5°C)

Hypertension,
tachycardia

Nausea,
diarrhoea

Typical cause

MADI plus SSRI
combination

S55RI overdose

Ecstasy use

S5R1in
therapeutic use

CHS = central newous system; SHT = 5-hydroxytryptamine; MAQI = monoamine oxidase inhibitor;

SS5R| = selective serotonin reuptake inhibitor

*Approximate extent of increase in CNS SHT efflux seen with animal models



.|| Altered Clonus | ;
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Mild
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Neuroleptic Malignant Syndrome

Risk Factors

Pharmacological
Treatment

Initial phases of treatment or,
change of dosage
High dose of AP
Parenteral admimistration (1Lv. or 1m.)
Polypharmacy
Antipsychotic treatment
Other compounds: AD, M5, aP

Environmental factors

: Staint
Dehydration

High temperature

Demographics

Age
Multimorbidities

Crenetic hability

Previous NMS
Famuly history of Catatonic Syndrome
Muscle channelopathy

Levenson Criteria

{1985)

All three major, ot

two major and four

minor crileria

sugpest a high

probability of

NMS,

Major Criteria:

. Hyperthermia

I Rugidity

1. Elevated CPK
{usually = 1000
ULL)

Minor Criteria:

1. Altered
CONSCIoUSnEess
level

2. Tachycardia

3. Labile arteral

pressure
4. Tachypnea
5. Dhaphoresis

. Leukocylosis

Pope Criteria (1986)

Allows for prospective

and retrospective

diagnoses.

Prospective diagnoses

(all three required):

Hyperthermia (oral
temperature =37.5°C)
EPS with at least two
of the followmng: lead-
pipe muscular rigidity,
cogwheeling,
sialorrhea, oculogyric
crisis, retrocellis,
opistholonos, rismus,
dysphagia, choreiform
movements, dvskinetic
movements, festinating
gait, lexor-extensor

posturing

. Autonomic

dysfunction with two
or more of the
following:
hypertension
(=20mmHg rise in
diastolic above
baseline), tachycardia
(=30 beats'min above
baseline), tachypnea
(=25 respirations/min),
prominent diaphoresis,

imcontinence

Addonizio
Criteria (1987)

1. Hyperthermia

2. Rigidity

3. Dystonia

4. Blood
pressure
elevation

(=140mmHg
systolic,

=D mmig
diastolic, or
both)

5. Tachycardia
6. Dhaphoresis
T. Elevated CPK

& Leukocyiosis

Lazarus Criteria

(1989)

Requires all three

major criteria, plus

thres minos

criteria.

Major Criteria:

1. Neuroleptic
administration

in past 7 days

[ =]

Hyperthermia
3. Rigidity

Minor Criteria:

1. Altered
CONSCIOUSNESS
2. Tachycardia

3. Labile arterial
pressure

4. Tachypnea

5. Elevated CPK
or

myoglobinuria

6. Leukocylosis




Tabled. Differential diagnoses.

NMS Differential Diagnosis

Diagnosis Key differential characteristics
Cenfral anticholinergic syndrome No nigidity, CPK levels normal
Lithium toxic encephalopathy No fever, CPK levels are normal
Malignant hyperthermia There 15 hustory of anesthesia with fluoronade anesthesics
Heat shock related to neuroleptics No diaphoresis, no ngidity

No diaphoresis, no ngidity;

Heat shock : _ ,
History of heat and sun exposition
CNS Infection Abnormal CSF, usually there 1s neurological focality
Lethal Catatonia Semiology can be very similar but there 15 no history of neuroleptic admimistration
Serotonin Syndrome CPK levels are normal; no leukocytosis; no ngidity, but clonus and hyperreflexia are present

CPK, creatinine phosphokinase; CNS, central nervous system, CSF, cerebrospinal fluid.



Selected Agents Associated with

Drug-Induced Movement Disorders

Acute and Tardive Akathisia
Anliemetics Molindone
Droperidol Phenothiazines (e.g.,

Metoclopramide chlorpromazine, fluphenazine,

Prochlorperazine mesoridazine, perphenazine,

Promethazine thioridazine, trifluoperazine)

Antiepileptics Thioxanthenes (e.g., thiothexene)

Carbamazeping Reserping

Psycholropics Selective serotonin-reuptake

Lithium inhibitors

Neuroleplics Tricyclic antidepressants
Haloperidol

Acute and Tardive Dyskinesia

Antiemetics Maolindone

Metoclopramide Phenothiazines (e.g.,
Prochlorperazine chlorpromazine, fluphenazine,
Antiepileptics mesoridazine, perphenazine,
Phenytoin thioridazine, trifluoperazine)
Psychotropics Otanzapine (high dosage)
Amoxapine Pimozide

Haloperidol Rispendone (high dosage)
Lithium Thioxanthenes (e.g., thiothaxene)

Acute and Tardive Dyslonia
Antiemetics Molindone
Droperidol Dianzapine (high dosage)
Metoclopramide Phenothiazines (e.g.,
Prochlorperazine chlorpromazine, fluphenazine,
Promethazine mesoridazing, perphenazine,
Psycholroplcs thioridazine, trifluoperazine)
Amoxapine Risperidone (high dose)
Neuroleptics Thioxanthenes {e.g., thiothexene)
Haloperidol
Parkinsonism
Antiemetics Malindone
Droperidaol Olanzaping (high dosages)
Metoclopramide Phenothiazines (e.g.,
Prochlorperazine chlorpromazing, fluphenazine,
Promethazine mesoridazine, perphenazine,
Antiepileplics thioridazine, trifluoperazing)
Vialproate Risperidone (high dosages)
Cardiovascular agenls  Thioxanthenes (e.g., thiothexene)
Alpha-Methyldopa Vestibular sedatives
Reserpine Cinnarizine and Flunarizing*
Psychotropics Miscellaneous
Amoxapine Pimozide
Neuroleptics Tetrabenazine*
Haloperidol



Advanced age
Atfective disorder
Cognitive impalrment
Female sex
High-potency neurcleptics
High neurol#phic dasaga
History of akathisia
lfon daficiency
Mental relardation
Negative symplams
of schizrophrenia
Rapid nauraleptic
dosage escalation

.ﬂ.ﬂl.ranum agt

Affective disordar

Aleoholism

Dabetes malitus

Duration of trealment

Electroconvulsivée treatment

Female sax

History of extrapyramidal
reaction

Intermittent newroleptic

treatment
Irgn daliciency

Mental retardation
Organic brain disorder

Total daily drug dosage

Risk Fanturs fur I]rug Imiuced Mmramant I:hsun:lers

A;url ﬂrmni: Acquired immuone
High-pofency neurcleptics deficiency syndrome
History of glectroconvulsive  Advanced ape
therapy Dementia
Male sex Female sex
Mental retardaticn
Young age
Tardive Dystonia
Male sex
Présance of tardve
fdyskinesia
Young age



Reactii adverse consemnate in ghidurile terapeutice

Efecte adverse AP conventional AP atipic
Simptome extrapiramidale + + + +
Prolactinemie + + +
Diskinezie tardiva + + + +
Hipotensiune ortostatica + + +
Prelungirea intervalului QT + + + +
Sindrom metabolic + + + +
Diabet zaharat + + +
Moarte subita + + +
Sindrom neuroleptic malign + + + +
Sindrom serotoninergic* + - +
Deteriorare cognitiva + + + + -

* risc amplificat de tratamente anterioare sau concomitente cu

antidepresive serotoninergice.




Simptome
negative

Deteriorare cognitiva
Suicid
Patologie Duala
Agresivitate - Violenta

RISC SUICIDAR



Pacientii cu schizofrenie au un risc de mortalitate precoce de
pana la 40% prin doua cauze:

Suicid Moarte ne-naturala

(Kahyee Hor, 2010)

Suicidul este puternic corelat cu urmatorii factori de risc:
varsta tanara, sexul masculin, nivelul educational inalt,
depresia, tentativele anterioare de suicid, comorbiditatile
somatice (Kahyee Hor, 2010).




Principalele afectiuni comorbide somatice corelate
cu afectiunile psihotice si terapia antipsihotica care
influenteaza negativ prognosticul si cresc costurile de
ingrijire:

* Diabet

e Afectiuni gastrointestinale

e Afectiuni pulmonare cronice

* Alcoolism

* Patologie cardio-cerebro-vasculara
* Afectiuni stomatologice cronice



There are characteristic changes affecting the posterior limb of the internal
capsule, cerebral cortex (in particular parieto-occipital and insula), hippocampus
and basal ganglia, typically bilateral. The cerebellum, brainstem and thalami are
usually spared in adults but they are also involved in neonates. The splenium of
the corpus callosum are also affected, producing the so-called boomerang sign.




There were 34 (30.9%) studies based on inpatient samples and outcomes. When domain-based analyses
were restricted to these studies, some differences emerged compared to the overall estimates.

. The
psychopathology and positive symptoms domains were more strongly associated with violence risk. The
negative symptoms, neuropsychological, demographic, premorbid, suicidality, and treatment-related domains

were not significantly associated with violence risk
Risk Factors for Violence in Psychosis Katrina Witt, Richard van Dorn, Seena Fazel

Risk Domains . OREENCH 2 nVd NTaad @
Negative Symptoms — 10MB 1N Be S0 188
Neuropsychological L: LIpaBaT) OE  WE  ES
Demograﬂic — 12T 08 008 207
Premorbid - 12/A820 18 3¢ &
Suicidality +* 1200820 10 45 W

reatment Related

ITRBAN B T M

Substance Misuse 251331 35 <N 987 —
Positive Symptoms o II(IAAM 24 EW 15 =
Psychopathology -+ } JB(IBTA 20 10T 23 -
Criminal History H S2AsdaTias Me 140 —

NOTE: Weights are from random effects analydis




Table 2. Select Drug
Categories and Drugs
Associated VVith
Hvperglycemia

MAonribiortics
OQuinolone

Gartifloxacin (also associated
weith hwvpoglycermia)

[evofloxacin

Mrvpical antipsyvchortics

Mnlost Risky
Clozapine
Olanzapine

Intermediate
Paliperidone
Ouiletiapine
Risperidone

ILeast Rislkw
M ripiprazole
Ziprasidone

UUnknown
Ioperidone

B-blockers™
A renoalol
Metoprolol
Propanolol

Corticosteroids

Calcineurin inhibitors
Cyvclosporine
Sirolimus
Tacrolirmus

Protease Inhibitors
Artarzanavir
IDarunawvir
Fosamprenawvir
Indinawir
INelfinawinr
Ritonmniwvir
Saguinawvir
Tipranivir

Thiazide and thia=ide-like

divretics
Chlorthiazide
Chlorthalidone
INiazoxide

Hyvdrochlorothiazide

Indapamide
MMerthveclochiazide
MMerolazone

=M ote: Clarrroedilol agred reebioralal
e RO associated it the devel-
oprrrreret of by percivocerriia.

Select Drug Categories and Drugs Associated
With Hyperglycemia.

Antibioterapie
Antipsihotice atipice
Beta blocante
Corticosteroizi exogeni
Ciclosporina

Antivirale — HIV

Diuretice tiazidice

Abdur Rehman et al. Diabetes Spectr 2011;24:234-238

: : - American
©2011 by American Diabetes Association Diabetes

Association.



Early Stage of Damage

Circulating
Concentration

Glucose
Concentration

M.J. Wheeler et al. / Alzheimer’s &
Dementia: Translational Research & Clinical
Interventions 3 (2017) 291-300

Hours



https://radiopaedia.org/articles/anoxic-brain-injury



Conditiile comorbide metabolice determina
modificari structurale cerebrale

!

Cresterea nivelului de glutamat declanseaza reactii
asociate cu modelul comportamentului exploziv de
tip epileptiform




Neurobiological model of agression

Aggression 5
55 Aggression In

(instrumental) in ~ Cognitive b b
antisocial personality Impairments/ PSyCcnosis, aevian
disorder disorganization behaviors

Psychopathy Susceptibility
to Aggression Trauma history

Emotional
sensitivity/
dysregulation

Aggression
(reactive) in borderline
personality disorder

Aggression
triggered by trauma
In PTSD

Larry J. Siever, Neurobiology of Aggression and Violence, Am J Psychiatry. 2008 April ; 165(4): 429—
442. doi:10.1176/appi.ajp.2008.07111774.



Neurobiological model of agression (2)

= X Cultural/social factors Sensory distortions
Top-down “brakes”: (perception of (drugs, alcohol, metabolic
suppression/regulation aggressor) disturbances)

(orbital frontal cortex,
anterior cingulate gyrus)

Early information

Sensory Stimulus/challenge
processing/cognitive ~—— :
appraisal processing (provocative)
- ',‘ 7 , /

Bottom-up “drive”: ;-‘ <
signal, trigger R Vi

(amygdala, insula) , f‘;‘ . {:‘ff g Cognitive impairment Sensory deficits

Ne BR. N (e.g., paranmd ideation, - hEﬂflﬂE
& conspiracy theories) Developmental vision loss)

stress/trauma
(negative schema)

Larry J. Siever, Neurobiology of Aggression and Violence, Am J Psychiatry. 2008 April ; 165(4): 429—
442. doi:10.1176/appi.ajp.2008.07111774.



Brain Circuitry Neuromodulators

Cortical

e Cortical lesion (trauma,
tumor) ‘

e Decreased cortical volume 1
(developmental)

e Orbitofrontal/cingulate
cortex processing inefficiency

Reduced serotonin

Enhanced dopamine,
norepinephrine

Limbic
e Hyperactivity (of amygdala, ; Reduced GABA
l[imbic system)

e ? Reduced amygdalar
volume

e Emotional hypersensitivity f Enhanced acetylcholine

e Kindling

-

Enhanced glutamate

Larry J. Siever, Neurobiology of Aggression and Violence, Am J Psychiatry. 2008 April ; 165(4): 429—
442. doi:10.1176/appi.ajp.2008.07111774.



Larry J. Siever, Neurobiology of Aggression and Violence, Am J Psychiatry. 2008 April ; 165(4): 429—
442. doi:10.1176/appi.ajp.2008.07111774.



Comportamentul agresiv — crima

Pacientii cu psihoza au comis crime de 4 ori mai
mult decat populatia generala

Factorii neurobiologici si psihofarmacologici care
favorizeaza comportamentul criminal:

* Utilizarea medicatiei pentru afectiuni asociate

* Afectiuni comorbide de personalitate
(personalitate antisociala)

* Lipsa aderentei la tratament
* Lipsa compliantei la tratament

1. Tuninger 2001
2. Jan Volavka Treatament approeaches to agressive behavior in schizophenia, cap 16 (2006) Crime and
schizoprenia causes and cures



Exista suficiente argumente neurobiologice si

psihofarmacologice care sa permita preventia

secundara a comportamentelor agresive sau
suicidare !

Pacient ucis intr-un sanatoriu de
neuropsihiatrie din Botosani. Agresorul

, nu poate fi pedepsit, deoarece e bolnav
Crima de la metrou. psihic

http://www.gds.ro https://stirileprotv.ro



Medicamente care induc
hipoglicemia cresc riscul
comportamentelor violente si
suicidare



Clinical Setting

Chronic and acute:
few had diabetes

Artesunate/artemi
sin/artemether

Acute: malaria and
cerebral malaria

Ciabenzoline and renal Chronic: malignancy
insuffici . . o
::Sut |IC|ency : Chloroquineoxali |(mainly lung and
. . cule. pnetmonia i he sulfonamide colon)
Clinafloxacin and sepsis . _
Acute: various Qhronlc: diabetes or
Gatifloxacin infections IGF-I 'SOllaned GH
Glucagon Chronic: endoscopy deficiency
J patients s Chronic: postglucose
Lithium :
Chronic: infants with hypoglycemia
Indomethacin pftte'f“ ductus
anenosus I Propoxyphene | Chronic: renal
Acute: infections in | gng insufficiency, few had

Pentamidine

immunocompromise
d host

Quinine

Acute: malaria and
cerebral malaria

M. Hassan Murad et al, Drug-Induced Hypoglycemia: A Systematic
Review, The Journal of Clinical Endocrinology & Metabolism,

Volume 94, Issue 3, 1 March 2009,

Drug-induced hypoglycemia
can be severe and cause significant
morbidity. Prescribers should strive to
avoid these adverse events particularly
in elderly patients, patients with
sepsis, renal or hepatic disease




Drug-induced hypoglycemia

Example Mechanism of action

Insulin Exogenous hyperinsulinaemia

Sulfonylureas Increased insulin output

Meglitinides

Salicylates Impairment of gluconeogenesis

Pentamidine B cell toxin

Quinine Increased insulin output

Alcohol Stimulates an exaggerated release of
insulin by diverting blood flow to the
endocrine part of the pancreas. Also
impaired gluconeogenesis

Elora Mukherjee et al, Endocrine and Metabolic Emergencies: Hypoglycaemia, Ther Adv Endocrinol Metab. 2011 Apr; 2(2):
81-93.



Drug-induced weight gain:
Rethinking our choices

How these antidiabetic drugs affect weight®

Weight gain Weight neutral Weight loss
Insulin Alpha-glucosidase inhibitors GLP-1 agonists
Meglitinides Bromocriptine Metformin
Sulfonylureas Colesevelam Pramlintide
Thiazolidinediones DPP-4 inhibitors SGLT2 inhibitors

DPP-4, dipeptidyl peptidase-4; GLP-1, glucagon-like peptide-1; 5GLT2, sodium-glucode co-transporter 2.
Antihypertensives and weight’

Weight gain Weight neutral
Alpha-adrenergic blockers ACE inhibitors

Beta-adrenergic blockers (atenolol, metaprolol, Angiotensin receptor blockers
FREOR: Fropaciol) Beta-adrenergic blockers (carvedilol, nebivelol)
CCBs

Thiazides

ACE, angiotensin-converting enzyme; CCBL, calcium channel blockers.

Weighing in on antidepressants®

Weight gain Weight neutral Weight loss

TCAs {amitriptyline, doxepin, 55RkE (fluoxetine, sertraline) Bupropicon
imipramine, nortriptyline)

MADIs
Mirtazapine
55RI (paroxetine)

MADE monoamine axidate inhibitors; S5R1s, s=lective serotonin reuptake inhibitors; TCAL, tricyclic antidepressants.



FIGURE 1. 95% Confidence Intervals for Weight Change After 10 Weeks on Standard Drug Doses, Estimated From a Random
Effects Model
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MECHANISMS MEDIATING THE EFFECTS OF METABOLIC SYNDROME
ON COGNITION

WEIGHT GAIN AND LOSS

¥ Glucose in the brain 4
White matter changes ¥ Epinephrine
¥ Cerebral perfusion  Glucocorticoids
W Cerebral Metabolism

HYPERTENSION ‘

HYPOTENSION
OBESITY ‘

Cognition ¥ ||
‘ GLUCOSE DEREGULATION
L 4

v B

Cerebral Atrophy
Macrovascular/microvascular disease ‘lﬂ‘:"SLIPJDEMIA '
Cytokine change :
Hormanal change Atheroscierosis
A Amyloid deposition

P Glucocorticoids
¥ Glucose transport to the hippocampus

Hypoglycemia
NEURODEGENERATIVE RISK?

White matter changes

Atherosclerosis
Chronic Hyperglycemia
Glycation of proteins
Altered redox potential
Altered signal transduction
Altered mylein formation
Generation of reactive oxygen
VH Taylor, GM MacQuenn. Obesity Rev, 2007, 8:409-418

species



An approach to drug induced delirium in the elderly

Box 1: Deliriants (drugs causing delirium)

Prescription drugs
e Central acting agents:
~ Sedative hypnotics (for example, benzodiozepines).
— Anticonvulsants (for example, barbiturates).
— Antiparkinsonian agents [for example, benztropine,
trihexyphenidyl).
® Analgesics:
— Marcofics [MNB. meperidine®).
— Mon-steroidal anti-inflammatory drugs®.
® Anftihistomines (first generation—for example,

hydroxyzine).
® Gastrointestinal agents:

— Antispasmodics.

— Ha-blockers®.

® Antinauseants:

— Scopolamine.

— Dimenhydrinate.

® Antibiofics:

- Flueroquinolones®.

e Psychotropic medications:

— Tricydlic antidepressants.
—  Lithium®,

® Cardioc medications:

- Antiarrhythmics.

— Digitalis®.

- Antihypertensives [f-blockers, methyldopal)

o Miscellaneous:

— Skeletal muscle relaxants.
— Steroids.

Over the counter medications and complementary/
alternative medications

® Antihistamines (NB. first generation— for example,
diphenhydramine, chlorpheniramine).

® Antinauseants (for example, dimenhydrinate,

scopolamine).

liquid medications containing alcohal.

Mandrake.

Henbane.

Jimson weed.

Afropa belladonna exiract.

* Requires adjustment in renal impairment.



DRUG-INDUCED RHABDOMYOLYSIS

Statins Other Antilipid Agents Psychiatric Agents Abused Subsiances Antihistamines Other
Lovastatin Ezetimibe Amitriptyline Alcohal Diphenhydramine  Amphotericin B
Pravastatin Bezafibrate Amoxapine Cocaine Doxylamine Arsenic
Simvastatin Clozafibrate Doxepin Heroin/Opiates Azathioprine
Fluvastatin Ciprofibrate Fluoxetine Amphetamines Carbon monoxide
Atorvastatin Clofibrate Fluphenazine Methamphetamines Halothane
Rosuvastatin Gemfibrozil Haloperidol Lysergic acid diethylamide Naltrexone
Lithium Phencyclidine Quinidine
Protriptyline Penicillamine
Perphenazine Pentamidine
Promethazine Propofol
Chlorpromazine Salicylates
Trifluoperazine succinylcholine
Venlafaxine Theophylline
Benzodiazepines Terbutaline
Barbiturates Thiazides

Vasopressin



Table 4. Proposed Risk Factors for Statin-Induced Rhabdomyolysis

Endogenous Risks Exogenous Risks
Advanced age (>80 years) Alcohol consumption
Small body frame and frailty Heavy exercise
Multisystem disease Surgery with severe metabolic demands
«Renal dysfunction Agents affecting the cytochrome P450 system, especially
+Hepatic dysfunction «Fibrates
Thyroid disorders, especially hypothyroidism «Nicotinic acid
Hypertriglyceridemia «(yclosporine
Metabolic muscle disease «Azole antifungals
«Camitine palmitoyltransferase Il deficiency «Macrolide antibiotics
+McArdle disease Human immunodeficiency virus protease inhibitors
*Myoadenylate deaminase deficiency *\efazodone (antidepressant)
«\/erapamil
*Amiodarone
«Warfarin

«Gonsumption of >1 quart daily of grapefruit juice



Complications of I




Risk of arrhythmia induced by psychotropic

medications:
Indication for treatment with psychiatric medications
A-dru 1 l B-dr

A-drugs ' -
ko T prslotigt.on) Initiate treatment Assess cardine risk prafile
1. Benzodhnzepines - o “Hear check-ups™ 1. Known cardeac disease, including long QT
2. Mood stabilizers syndrome

a. Antiepileptics 2. Family hisiory; archythmia ar SCD
3. Certain antidepressants 3, Other QT prakonginginteracting drugs
4. Certain antipsychotics Indtiate treatment Allok | ¢ Hypokalemia (p-K< 3.5 mM)

& Cardiac symplms:
Full list and gencnics: Sce table 2 l . Syncope {unexplained) or b, Palpitations
. ¢. Dyapnoea or d. Angina
ﬁ'ﬂﬁ:?ﬂ:ﬂn_w“ - 6. ECG: a. QTc > 480 ms. b. Other findings*
=d RS i

B-and B'drups after increases in doscs = 50% i R o s
ml b Iq:l prskongion i for methadone = 100 mg/day) Pasitive findings l
1. Anti hoti assessment of:

i, 15t Generation A ""I':""" cardiac symploms? Consader assessment by cardiologist before initintion

b. Ind Generation B. ECC: of treatment in order fo;
3 Mood Stabilizers a. QTc = 500 ms? I, Assess/optimize cardiac risk

& Lithikii b. AQTe > 60 ms? 2. Re-consider choice of drug
3. Antdepressants . :

: i Positive findings
twhw Ko ¢ " 1. Cense (or reduce dosis) - or
Monoaminoxidascinhibitons Continie restinest 2, Change w different drug (primanly A drug)
i ¢ Most S5R1 At ordinary psychiatry 3. Continue ONLY if no cardiac symptoms, a strong
Methadone fisllow-up — ask about indication and after consultation with a cardiologist
" 4, If continued - K-ups”

Full list and generics: See table 2 arrhythmia /syncope BORHRe) - GARK "SI entt vhack: Ope

“c.r. humlle brsch Bock, AV-hlock, D-nsives, hvpetinmby or 5 T-denresion




DRUGS INDUCING SUSTAINED HYPERPROLACTINEMIA

Haloperidol Chlorpromazine,

WEERl [ v et
: . Thioridazine, Thiothixene
Antipsychotics
Atypical Risp.eridone.AmisTleride
Molindone, Zotepine
Amitriptyline, Desipramine
Tricyclics |Clomipramine
. Amoxapine
Antidepressants
SSRI Sertraline, Fluoxetine, Paroxetine
MAO-I [Pargyline, Clorgyline

Other
Psychotropics

Buspirone
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
D UEL

Cancer de san

Osteoporoza Ginecomastie

Cresterea
prolactinei

Scaderea

res mhae Galactoree
fertilitatii

Tulburari
cardiovasculare Amenoree

Halbreich et al 2003



Some possible mechanisms of drug-induced depression

DRUG OR DRUG CLASS POSSIBLE MECHANISM FOR DID

Nifedipine, other calcium channel blockers

Block slow influx of calcium into the cell,
inhibiting calcium-dependent
neurotransmitter release and reducing
neurotransmitter amplification through the
second-messenger system®

Benzodiazepines

Based on rodent studies: decreased release
of serotonin in hippocampus (except with
alprazolam)®

Exogenous corticosteroids

Based on rodent development studies:
dexamethasone administration leads to
deficits in the number and size of neural
cells; reduced function of G-protein-coupled
catecholaminergic or cholinergic receptors™

Varenicline

Displaces nicotine from acetylcholine
receptors, produces low-to-moderate levels
of dopamine release, and stimulates
mesolimbic dopamine system. May upset the
balance in cholinergic-adrenergic tone
potentially leading to depression or mania®

Rogers & Pies, 2008



Citocromul p450 controleaza interactiunile medicamentoase

INHIBITIE / COMPETITIE / INDUCTIE

!

INTERACTIUNI MEDICAMENTOASE

4 Circuitul de metabolizare al altor medicamente uzuale \

CYP1A2
Amitriptilina
Clomipramina
Imipramina
Fluvoxamina
Propranolol
Verapamil
Warfarina

CYP2C
Amitriptilina
Clomipramina
Imipramina
Escitalopram
Fluoxetina
Fluvoxamina
Paroxetina
Sertralina
Irbesartan
Losartan
Warfarina
Citalopram
Moclobemia
Propranolol
Warfarina

CYP2D6
Amitriptilina
Clomipramina
Desipramina
Nortriptilina
Fluoxetina
Fluvoxamina
Paroxetina
Sertralina
Venlafaxina
Carvedilol
Propranolol
Metoprolol
Timolol
Flecainidina
Lidocaina
Quinidina

CYP3A4.5.7
Fluvoxamina
Propranolol
Amlodipina
Diltiazem
Felodipina
Lercanidipina
Nifedipina
Nitrendipina
Verapamil
Amiodarona
Quinidina
Atorvastatina
Rosuvastatina
Simvastatina
Cerivastatin

Y




Mechanisms of Drug Induced QT Interval Prolongation

. Possible Drug-Drug Interactions of Drug that prolong QTc and are metabbolized

by Cytochromes
Cytochrome | Substrates that prolong QTc Cytochrome Inhibitors
Amitriptyline Cimetidine Grapefruit juice
Clozapine Ciprofloxacin Mexiletine
CYP1AZ2 Desipramine Diltiazem Morfloxacin
Imipramine Erythromycin Ritonavir
Mortriptyline Fluvoxamine Tacrine
Amiodarone Fluvastatin
CYP2C Amitriptyline Cimetidine Fluvoxamine
Imipramine Fluconazole Omeprazole
Fluoxetine Ritonawir
Amitriptyline Mexiletine
Clozapine Mortriptyline | Amiodarone
Desipramine Paroxetine Cimetidine grgp?dflennne
CYP2D6 Flecainide Risperidone | Fluoxetine L
Fluoxetine Sertindole Haloperidol ?ﬁ;’:ﬂ;gn a
Haloperidol Tamoxifen Paroxetine
Imipramine Thioridazine
Amiodarone ltraconazole
. Cimetidine Ketoconazole
Amiodarone : ; . .
Cisapride Ser’[r:allme E!apthmmyc:m Metronidazole
Di » Tacrolimus Diltiazem Mefazodone
CYP3A4 EISGP}I’I’EII‘I‘III € Tamoxifen Erythromycin MNelfinavir
rythromycin :
Imi : Terfenadine | Fluconazole Omeprazole
mipramine Bi i Fi " Quinidi
Quinidine imozide uoxetine uinidine
Fluvoxamine Ritonavir
Indinavir Saquinavir




Table 7. Causes that can induce QTc- Prolongation

Bradycardia

Central nervous System disease (intracranial trauma, subarachnoid hemorrhage,
stroke)

Congenital long QT syndrome

Dysautonomy (Diabetes mellitus, amyloidosis, others)
Elderly

Electrolyte disturbance (hypomagnesemia, hypokalemia)
Heart failure

Hypoglycaemia

Hypothermia

Hypothyroidism

lon channel polymorphism

lschemic myocardiopathy

Obesity

Reduced repolarization reserve (see the text)




Pro-Arrhythmic Potential of Oral
Antihistamines (H1): Combining Adverse
Event Reports with Drug Utilization Data
across Europe

Elisabetta Poluzzi', Emanuel Raschi', Brian Godman™*, Ariola Koci', Ugo Moretti®,
Marija Kalaba®, Bjorn Wettermark®57, Miriam Sturkenboom®, Fabrizio De Ponti'*

Conclusions

Combined analysis of pharmacovigilance and drug utilisation data can provide useful elements
for clinicians and regulators in terms of population perspectives of safety concerns of drugs.

Some antihistamines resulted in signals of torsadogenic risk and most of them are largely
used especially in some European Countries.

National Agencies should focus their attention on own peculiar uses of antihistamines and
define strategies to minimise proarrhythmic potential, also in the light of their multiple place
in therapy and the difficulty in monitoring their use by physicians because of the high frequen-
cy of self-medication. Educational initiatives focussed on recognition of patient susceptibility
and possible differences in the potential risk among single agents should be addressed.



Antimicrobials and QT prolongation

Jay W. Mason*

Table 1. Antibiotic closses associated with QT prolongation

Class Example (and citation)
Macrolides erythromycin™
Fluoroquinolones roxifloxacin?®
Antimalarials chloroquine”®
Pentarnidine pentamidine”’
Azoles ketoconozole®®
Antivirals

MMRTI rilpiviring

Pl saquinavir®



Eficienta medicatiei si lipsa RA se
coreleaza cu:

* Factorii genetici, farmacogenomica

* Integritatea functionala hepatica —
hepatosteatoza alcoolica si non alcoolica

* Calitatea circulanta a proteinelor de legare a
medicamentelor — hipoalbuminemia

* Integritatea functiei renale - clearance creatinina
* Integritatea BHE



Costurli

3.5 million persons with
schizophrenia in the US in 2013

Economic burden of $155.7 billion:
$37.7 billion for direct health care
$9.3 billion for direct non—health care
$117.3 billion for indirect costs.

The average annual cost

544.773 / person Brian Miller, The Heavy Economic Burden of Schizophrenia, 2016

Schizophrenia is a chronic disorder associated with a

high economic burden.
* Direct health care costs (hospital inpatient treatment, outpatient
and emergency department visits, and medications)
Direct non—health care costs (law enforcement, incarceration,
and homeless shelters)
* Indirect costs (unemployment, lost productivity, premature
mortality, reduced work productivity, caregiving ).




Mental health cost components as a proportion of total annual mental
health costs. Of the 1-year per patient total mental health treatment

cost of $16,098, the largest single contributor was the cost of

hospitalization (29%), followed by antipsychotic medication (23%).

Costs of treating patients with schizophrenia who have illness-

related crisis events, Baojin Zhu, BMC Psychiatry. 2008; 8: 72

Individual ~ Case Management Aﬂtipﬁzgcn};wtics

Therapy - 6% I
8% /

Medication other
WEIRTRR Psychotropics
7% -
Group Therapy
9%

Emergency
Services
1% Day Treatment Hospitalization
10% 29%



Proportion of participants in each crisis event category
and degree of overlap between categories

(n = 1557) Hospitalized in Arrested in Violent behavior Concurrent Attempted
prior 6 months previous 6 in previous 4 substance abuse | suicide in past 4
months weeks diagnosis weeks

22 (9.2%) 17 (7.1%) 87 (36.3%) 11 (4.6%)

Hospitalized in
prior 6 months
(N = 240)

Arrested in 22 (39.3%)
previous 6
months
(N =56)

Violent behavior 17 (27.4%) 5(8.1%)
in previous 4
weeks

(N =62)

Concurrent 87 (21.1%) 26 (6.6%) 26 (6.6%)
substance abuse
diagnosis
(N =413)

Attempted 11 (61.1%) 1(5.6%) 2 (11.1%) 8 (44.4%)
suicide in past 4
weeks

(N =18)

5 (8.9%) 26 (46.4%) 1(1.8%)

26 (41.9%) 2 (3.2%)

8 (2.0%)

Costs of treating patients with schizophrenia who have illness-related crisis events, Baojin Zhu, BMC Psychiatry. 2008; 8: 72



Mean 1-year costs for patients with and without specific
number of crisis event categories

Number of types of crisis events

None One only Two or more Three or more
Patients with 938 (60.2%) 481 (30.9%) 138 (8.9%) 29 (1.9%)
event, N (%)
Mean 1-year cost $6,912 * $23,149 *
of hospitalization
per patient
Mean 1-year total $19,066 * $35,385 * S44,599

mental health
cost per patient

Mean number of 3.7 21.8 72.7 101.1
days hospitalized

Mean number of 0.2 0.8 1.7 2.7
hospital
admissions

Costs of treating patients with schizophrenia who have illness-related crisis events, Baojin Zhu, BMC Psychiatry. 2008; 8: 72




Algorithm of the patient-reported causality assessment

ltem Description Answer Scores
@ Nu am experimentat acest simptom inainte de a incepe sa iau medicamentul Yes1
@ Simptomul a inceput imediat dupa ce am inceput sa iau medicamentele Yes 1

(3)

Am experimentat acest simptom rar inainte de a incepe sa iau medicamentele Yes 1

Simptomul a fost mai putin grav inainte de a incepe sa iau medicamentele Yes 1
Simptomul a disparut cand am incetat medicatia dar a reaparut cand am inceput sa o
iau din nou Yes 2
@ Simptomul a disparut cand am incetat sa mai iau medicamentele Yes 1
Simptomul a inceput sau a devenit mai grav atunci cand doza de medicament a
0 crescut
Yes 1
Simptomul a scazut sau a disparut cand doza de medicament a scazut Yes 1

Alte motive: Credeti ca exista alte motive pentru a va confrunta cu acest efect
secundar (altul decat medicamentul)? Yes -1

Sieta T de Vries, Flora M Haaijer-Ruskamp, Dick de Zeeuw, and Petra Denig, Construct and concurrent validity of a
patient-reported adverse drug event questionnaire: a cross-sectional study, Health Qual Life Outcomes. 2014; 12: 103.
Published online 2014 Aug 13. doi: [10.1186/512955-014-0103-6]



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

RISPERIDONE -
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INFLIXIMAR =
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Frequencies for the top 15
reported drugs in adolescent
patient records identified in the
FDA Adverse Events Reporting
System (2014-2017)
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T Patier;ts _

Frequencies for the top 15
reported clinical
indications

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
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Top 15 Reported Drugs Associated with DDIs in Adolescents
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(a)

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
(DDls)

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

Top 15 Reported Drugs Associated with Completed Suicide in Adolescents
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Andy R. Eugene, Beata Eugene, An opportunity for clinical pharmacology trained physicians to
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F1000Research 2018, 7:677



Registries for Evaluating Patient Outcomes: A
User's Guide. 3rd edition. (USA)

* Changes in medical status *

* Changes in patient characteristics *
* Changes in provider characteristics

* Changes in financial status

* Residence

* Changes to, additions to, or discontinuation of exposures
(medications, environment, behaviors, procedures

* Changes in health insurance coverage
* Sources of care (e.g., where hospitalized)*
* Changes in individual attitudes, behaviors

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



Methods for Identifying Events in the Case Study

_ The second stage

Five screening methods for possible consisted @f physician reviews
events: - '
1. Nurse standardized reviews of at least one of the screening

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.

If any screening method identifje@ a
possible event, it was labeled .
and the medical record proceeded tg

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



* On the basis of national ADE data from inpatient and outpatient settings, three types of
ADEs were considered to be common, clinically significant, preventable, and

measureable, and were therefore selected as the high-priority targets of the ADE AP.

* Anticoagulants (primary ADE of concern: bleeding)
* Diabetes agents (primary ADE of concern: hypoglycemia)

» Opioids (primary ADE of concern: accidental overdoses/oversedation /respiratory
depression)

* The ADE Action Plan suggests a four-pronged approach to reduce patient harms from these three ADEs:
Surveillance, Prevention, Incentives and Oversight (Explore opportunities, including financial incentives
and oversight) and Research.

* Surveillance—Coordinate existing Federal surveillance resources and data to assess the health burden
and rates of ADEs.

* Prevention—Share existing evidence-based prevention tools across Federal Agencies and with non-
Federal health care providers and patients.

* Incentives and Oversight—Explore opportunities, including financial incentives and oversight
authorities, to promote ADE prevention.

* Research - Identify current knowledge gaps and future research needs (unanswered questions) for ADE
prevention.

U.S. Department of Health and Human Services, Office of Disease Prevention and Health Promotion. (2014). National Action Plan for Adverse Drug
Event Prevention. Washington, DC



* Registrul de reactii adverse raportate pe sectie: cate, de catre cine,
managementul reactiilor adverse

 Standardizare formular reactii adverse medic (anexa FOCG)

* Standardizare formular reactii adverse asistent medical — foaia de ingrijire
* Analiza prelungirii spitalizarii — media pe boala — cauze

* Revenire neprogramata (solicitare ambulatoriu, reinternare, urgenta)

* Reinternare — prin lipsa de eficienta a tratamentului, prin RA/interactiuni
medicamentoase in alte sectii (cardiologie, dermatologie, neurologie,
psihiatrie)

* Consulturi intersectie, altele decat cele prevazute la internare
* Diagnostice la externare vs diagnostic la internare / 72 ore

* Medicatie asociata

* Deces



* Eficacitatea medicatiei depinde de tratamentul precoce si
aderenta la tratament

* Aderenta la tratament scade cu aparitia RA
* Conditiile din spitale in general scad aderenta la tratament

* Trebuie monitorizate si efectele pe termen lung ale medicatiei
psihotrope inadecvate

* Lipsa comunicarii inter-specialitati
* Lipsa rezultate terapeutice — rezistenta la tratament
* Cresterea nr. ingrijirilor cronice conduce la o calitate scazuta a

* Educarea cadrelor medicale cu privire la importanta reactiilor
adverse — ce este 0 RA, de ce trebuie identificata o RA, cum se
identifica o RA.

* Brosura privind siguranta pacientului — posibile reactii adverse
frecvente, interactiuni medicamentoase



* O echipa 3-5 experti va monitoriza unitatile psihiatrice si medicii de familie din 3
judete (Oltenia) — program pilot

* Program de training pentru medicii psihiatri cu privire la recunoasterea si
raportarea reactiilor adverse si a interactiunilor medicamentoase

* Program de training pentru nursingul pihiatric cu privire la recunoasterea si
raportarea reactiilor adverse si a interactiunilor medicamentoase

* Abordarea interdisciplinara la nivelul medicilor specialisti
 Elaborarea unor materiale educationale medic/asistent/pacient

e Costuri financiare - farmacoeconomie

* Costuri morale — victimizarea psihiatriei ca specialitate

 Discrepanta intre ghiduri si decontarea de catre casa ( 9 zile pentru
depresie cand 14-21 zile isi fac efectul medicamentelor si se poate aprecia
evolutia - armonizarea legislatiei

* Particularitatile pacientului cu suferinta psihotica
* Spitale de acuti care nu au laboratoare de analize / alte dotari
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a t ut tratament cu Romparkin? (identificarea sindromului extrapiramidal)
DA/ NU DC DA, DTAIATH weeeeeeeeieeee et ettt ettt e et e e et e e et tea et eee et ees st aes st eesstaessnnessnnessnsaens
2. Comportament violent al pacientului consemnat in registru. DA / NU
3. Suplimentarea medicatiei pentru reducerea agitatiei psihomotorii. DA / NU
Doz T D7 W0 [=] = 1 LT 1§
4. Regim alimentar pentru diabet sau consult diabet. DA / NU
Doz T DT W o [=] = 1 LT 1 4 H R
5. Consult cardiologic DA / NU
Doz T D7 W0 [=] = 1 LT 1§
6. Alte consulturi intersectie DA / NU
Doz T DT W o [=] = 1 LT 1 4
7. Pacientul a fost izolat DA / NU
8. Pacientul a prezentat simptomatologie de tip gastrointestinal DA / NU
Doz T D7 W0 [=] = 1 LT 1§ PR
9. Pacientul a avut episoade de confuzie mentala sau dezorientare DA / NU
» 10. Pacientul a avut comportament agresiv sau suicidar DA / NU



