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THE USE AND ABUSE OF PSYCHOACTIVE SUBSTANCES
IN THE USA: AHISPANIC AMERICAN PERSPECTIVE

P. Ruiz
Professor and Interim Chair of the Department of Psychiatry and Behavioral Sciences of the
University of Texas Medical School at Houston, USA

Abstract

The use and abuse of psychoactive substances in North America has become
one of the most important challenges to the United States. The process of
production, distribution and consumption is well widespread and coordinated
throughout all regions of the American continent, especially in South
America.

In this article, a complete epidemiological review of the most used and
abused psychoactive substances will be made with respect to the Hispanic
American population of the United States. Additionally, emphasis will be
given to the role that socioeconomic factors play in the use and abuse of
psychoactive substances; and in particular, insofar as poverty is concerned.
Furthermore, focus will be made with respect to the public policy that
currently prevails in the American continent concerning efforts to deter the
use and abuse of psychoactive substances. Finally, the role of culture vis-a-
vis the use and abuse of psychoactive substances will also be addressed.

Introduction

The use and abuse of psychoactive substances is today one of the most serious and complex
problems in the American continent. The process of production, distribution and consumption is
widely disseminated and coordinated throughout the entire continent. Although it is in the United
States where the use and abuse of psychoactive substance is more widespread, there are several
countries in this continent that also have high levels of consumption of psychoactive substances.

Since 1980, the growth rate of the Hispanic American population in the United States has

been of 71%; in comparison with 14% for the white population. In this respect, in 1995, the
Hispanic American population constituted 10.2% of the entire population of the United States
(Office of Applied Studies, 1999).

Although there has been a decrease in the use and abuse of psychoactive substances in the
United States in the last decade, the Hispanic American population continues to be highly affected
with respect to the use and abuse of very harmful psychoactive substance such as heroin and

cocaine (U.S. Bureau of the Census, 1996). It is within this context that, in this article, an
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epidemiological review of the psychoactive substances used and abused by the Hispanic American
population who reside in the United States will be made. Additionally, the role of socioeconomic
factors, especially poverty, vis-a-vis the production, distribution and use/abuse of psychoactive
substances will be addressed.

Epidemiological rates

In 1998, approximately 13.6 million people used drugs in the United States (Office of
Applied Studies, 1999). Inthe 12 to 17 years old group, 9.9% used drugs in 1998. This percentage
represents a decrease since 1997 when the percentage was 11.4%. The highest rate in this youth
group took place in 1979 with 16.3% (Office of Applied Studies, 1999). Marijuana is the most
frequently used drug in the youth group. In this context, it is important to note that two
psychoactive substances had a considerable increase among people who used them by the first time.
They were heroin and cocaine. Both represent serious risks, and they are both extensively used by
the Hispanic American population who reside in the United States. Approximately, 81,000 persons
used heroin for the first time in 1997; among the youth, the use of heroin was the higher in 1997.
Additionally, there were approximately 730,000 persons who used cocaine for the first time in
1997. This number constituted a significant increase since 1991 (Office of Applied Studies, 1999).

In terms of the rate of use of psychoactive substances among ethnic groups, African
Americans had a rate of 8.2% in 1998; that is, 2 million people. The Hispanic American rate was
6.1% or about 250,000 persons; the Caucasian (white) rate was 6.1% or 9.9 million persons (Office
of Applied Studies, 1999). Table 1 depicts the use of cocaine, alcohol, tobacco, and marijuana in
the United States in 1998.

Table 1. Illicit use of psychoactive substances in the United States (1998)

Hispanic African Caucasian
American (%) | American (%) | (Whites) (%)
Cocaine 1.3 1.3 0.7
Alcohol 45.4 39.8 55.3
Tobacco 25.8 29.4 27.9
Marijuana 4.5 6.6 5.0

Source: Office of Applied Studies: Summary of Findings from 1998 National
Household Survey on Drug Abuse, 1999.

As this table shows, the rate of use of cocaine is higher in the Hispanic American population
than in the African American population, and also similar to the Caucasian (white) population. The
rate of tobacco and marijuana is lower among Hispanic Americans, and the rate of alcohol for
Hispanic Americans is in the middle of the other ethnic groups. With respect to the use of
psychoactive substances by the different Hispanic American groups who reside in the United States,

table 2 denotes these rates.
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Table 2. Illicit use of psychoactive substances by Hispanic Americans
in the United States (1995 and 1996 combined)

Marijuana Tobacco Alcohol All Drugs

(%) (%) (%) (%)
All Hispanics 3.8 24.7 44.2 5.2
Puerto Ricans 5.4 29.4 41.3 7.0
Mexican American 3.9 24.4 44,9 5.2
Cuban Americans 2.5 24.4 48.9 4.2
Central Americans 2.5 22.9 38.0 3.8
South Americans 4.3 25.3 49.3 6.7
Other Hispanics 2.9 21.4 42.8 3.7

Source: NIDA: Drug Use Among Racial/Ethnic Minorities.
NIH Publication No. 98-3888, 1998.

This table clearly shows that Puerto Ricans and South Americans have the highest rate of
use of marijuana, tobacco and all other drugs; and Cuban Americans and South Americans have the
highest rates of alcohol. With respect to the youth group, table 3 shows the life use of psychoactive

substance use among the 12" grade students.

Table 3. Life rate of psychoactive substances used by
12" grade students in the United States in 1997

Hispanic African Caucasian
American (%) | American (%) | (Whites) (%)
Marijuana 48.6 41.3 48.3
Inhalants 13.7 6.4 18.9
Hallucinogens 13.0 2.6 16.6
Cocaine 18.0 1.4 8.1
Heroin 2.2 0.7 2.1
Alcohol 80.5 72.1 82.7
Tobacco 63.9 46.1 68.3
Tranquilizers 6.4 2.3 7.6
Steroids 2.9 1.8 2.1

Source: NIDA: Drug Use Among Racial/Ethnic Minorities.
NIH Publication No. 98-3888, 1998.

This table depicts the high rate of use of cocaine, heroin and steroids among Hispanic
American students. These types of drugs, of course, are quite harmful. This trend has serious
educational consequences and, in the long run, serious socioeconomic consequences as well. For
instance, the percentage of school dropouts in 1996 was 37.6% for Hispanic Americans, 17.6% for
African Americans, and 44.8% for Caucasians (whites) (NIDA, 1998). As a consequence of this,
only 61.9% of Hispanic American students finished high school in 1996, in comparison to 83% for
African Americans and 91.5% for Caucasians (whites).

As the rates of use of psychoactive substances previously cited demonstrates, the current

situation of Hispanic Americans in this regard is very precarious; therefore, it merits attention and focus.
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Socioeconomic factors

The analysis of the different Hispanic groups who are more seriously affected by the use of
psychoactive substances throughout the entire American continent, particularly in the United States,
denotes a close relationship between addiction and economic levels. This correlation is even higher
among the Hispanic groups who live under the poverty level. In this respect, it is a well-known fact
that the rates of psychopathology among poor persons are 2.5 higher than among rich persons
(Dohrenwend et al., 1980). This is thought to be due to the high levels of social stress that poverty
produces. Therefore, all the factors related to poverty need to be taken into consideration when one
tries to understand and resolve the addiction problem in the American continent; that is, among
others, the unemployment status, the educational level, the housing conditions, and the level of
access to health care.

The role of the economic factors has also been observed in children who receive social
assistance. In this regard, T.S. Langner et al., (1994) found that the level of education of the
mothers of the children who received social assistance was directly related to the level of health
care that these children received. In other words, mothers with higher educational levels referred
their children more often to health care services. Furthermore, this situation can lead to the use and
abuse of psychoactive substances; particularly, among adolescents who use drugs as a way of
balancing their emotional auto-regulation (Labouvie, 1986).

These concepts and findings, which are mainly related to socioeconomic levels and factors,
have much application to the Hispanic American groups who use and abuse psychoactive
substances in the United States. For instance, in 1996, 29.4% of the Hispanic Americans who
resided in the United States were living under the poverty level; in comparison, however, only
11.2% of Caucasians (whites) were living under the poverty level. African Americans also had a
high poverty rate with 28.4% (U.S. Bureau of the Census, 1996). Additionally, in 1990, 23.1% of
the Hispanic American families in the United States were headed by females; that is, without any
male parents being present. In the general population of the United States, this rate was only 16.5%
(U.S. Bureau of the Census, 1991). In this respect, the Puerto Rican families were the ones more
affected with 38.9%; followed by the families from Central and South America populations that
resided in the United States with 25%; the Mexican American families with 19.5% and the Cuban
American families with 18.9%.

From an educational point of view, only 9.2% of the Hispanic American population attended
and finished “College” (University); in comparison, however, 21.3% of the general population of
the United States did so (U.S. Bureau of the Census, 1991). In this regard, the level for Mexican
Americans was 5.4%, for Puerto Ricans 9.7%, for Central and South Americans 15.6%, and for

Cuban Americans 20.2%.
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Public policies

In the American continent, the current addiction related public policies, without any
question, are directed by the United States government. These public policies are currently based
on the criminal model (imprisonment), rather than the prevention or medical-rehabilitation model.
These public policies have serious consequences and repercussions from a socioeconomic point of
view. While the prevention or medical-rehabilitation model based on long term residential
treatment cost $6,800 per patient per year, the criminal or imprisonment model cost $25,900 per
person per year (The National Drug Control Strategy, 1998).

This governmental policy in the United States is well reflected in the 1999 Federal budget
assigned to fight drug addiction. In this year, $17.1 billion were assigned for this objective (The
National Drug Control Strategy, 1998). In this budget, $6.7 billions were assigned for criminal
programs, $2.9 billions for the elimination of the production of psychoactive substances, and $1.7
billion for the interception, at an international level, of the entry of psychoactive substances into the
United States. That is, a total of $11.3 billions or 67% of the total budget was assigned to the
criminal aspects. For the prevention and medical-rehabilitation aspects, only $5.6 billions or 33%
of the total budget was assigned.

In this respect, in 1992, the total cost of the treatment of alcoholism was $18.8 billions, and
for the treatment of drug abuse was $9.9 billions (NIDA, 1998). However, the annual costs of all
alcoholism-related and substance abuse conditions, without the inclusion of tobacco-related
illnesses was $65 billions (Hopkins, 1992).

The criminal or imprisonment model, which currently prevails in the addiction-related
policies of the United States, is well reflected in the number of addicts who are currently
incarcerated in the federal prisons of the United States. In 1990, it was 58,838 or 48% of the total
number of federal prisoners; in 1993, it was 80,815 or 58%; and, in 1995, it was 80,538 or 60%
(The National Drug Control Strategy, 1998).

Cultural considerations

Throughout the years, cultural factors have been implicated in the use and abuse of
psychoactive substances. For instance, 26.4% of the Mexican American adolescent addicts spend
little time in family relationships and affairs; however, among Mexican adolescent addicts, only
6.32% have this cultural characteristic (Pumariega et al., 1992). Additionally, Mexican American
adolescent addicts spend more time watching television or listening to the radio (40.52%) than their
Mexican counterparts (24.36%). Also, the Mexican American adolescent addicts spend more time
with their friends (19.72%) than their Mexican counterparts (12.9%).

From a sociocultural point of view, we need to also take into consideration the relationship
that exist between the use and abuse of psychoactive substances and the risk of contamination with

95



Romanian Journal of Psychopharmacology
Vol. 7,Nr. 3,4

HIV as well as the development of AIDS. Among Hispanic Americans such a possibility is quite
high (Ruiz, Guynn and Matorin, 2000; Ruiz, 2000). Without question, the Hispanic culture plays a
very important role in this regard (Fernandez, Ruiz and Bing, 1993; Ruiz and Fernandez, 1994). In
this respect, the high rates of cocaine and heroin among Hispanic Americans play a very important
role in the high level of HIVV/AIDS that are observed among Hispanic Americans. For instance,
with respect to the male adult/adolescent AIDS cases accumulated till December 1997, 43% of
these cases belong to Hispanic American groups who used psychoactive substances intravenously;
the Caucasian (white) population was only affected with 17%, and the African American population
also depicted a high rate with 43% (NIDA, 1998).

Without question, culture plays a big role vis-a-vis the use and abuse of psychoactive
substances in the Hispanic American population who reside in the United States, as well as
throughout the whole American continent. This cultural role is also extended to the treatment and
prevention aspects of addiction.

Conclusion

During the last 10-15 years, the total number of persons who use and abuse psychoactive
substances in the United States have progressively diminished. However, the rate of use and abuse
of cocaine and heroin among the Hispanic American groups who reside in the United States has
remained quite high. In this respect, sociocultural and socioeconomic factors play a very important
role; not only in terms of the causes of addiction but also in the treatment and prevention of
addictive disorders. Additionally, the public policies of the governments of the countries in the
American continent are crucial in order to reach a good balance between the criminal or
imprisonment model and the medical-rehabilitative or preventive model.

This article was conceptualized and prepared with the objective of calling attention to one of
the most important problems faced by the American continent. It is also expected that the content
of this article will stimulate the study and investigation of all biopsychosocial factors related to the
use and abuse of psychoactive substances among the Hispanic American population who reside in
the United States, as well as throughout the American continent.
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*|DF, Public Health Branch, Israel
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Abstract

Background: Patients with PTSD smoke more cigarette compared to controls.
Longitudinal studies have reported that baseline cigarette smoking is
associated with adverse psychiatric outcomes, including later schizophrenia
and suicide. We examined the association between cigarette smoking in late
adolescence and later PTSD in a population-based cohort of male
adolescents, hypothesizing that cigarette smoking in late adolescence would
be associated with increased risk of later PTSD.

Method: Each year, a random sample of Israeli military recruits, who have
been screened and found not to be suffering from major psychopathology,
complete a smoking questionnaire. These adolescents were followed for later
PTSD using Israeli Medical Corps data-bases.

Results: Of 16,699 subjects followed for 1 to 20 years, 103 (0.6%) were later
diagnosed with PTSD. Risk for PTSD was increased among adolescent
cigarette smokers (HR=1.64, 95% CI: 1.1-2.42), this association remained
significant after controlling for the presence of psychiatric diagnoses,
socioeconomic status and 1Q; adjusted HR=1.49, 95% CI: 1.01-2.23. In
addition, risk for PTSD increased with increasing numbers of cigarettes
smoked per day, with adolescents smoking 1-10, 11-20 and 21+
cigarettes/day having an increased risk of 1.2, 1.59, 2.32 compared to non-
smokers, after control for possible confounders.

Conclusion: In male adolescents, cigarette smoking is significantly associated
with later PTSD. It is plausible that cigarette smoking is a marker of subtle
behavioral difficulties that are not picked up by the military assessment. More
sensitive and comprehensive psychiatric assessments might identify what
personality and intellectual factors account for this observed association
between cigarette smoking and PTSD.

Keywords: cigarettes, smoking, PTSD.

Introduction

Patients with PTSD smoke more cigarettes compared to matched controls (Acierno et al.
2000; Feldner et al. 2007; Vlahov et al. 2002), and longitudinal studies have reported that baseline

cigarette smoking is associated with adverse psychiatric outcomes, including later schizophrenia
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(Hays 2000; Kelly and McCreadie 1999; Weiser et al. 2004) and suicide (Breslau et al. 2005;
Iwasaki et al. 2005).

Based on these data, we examined the association between cigarette smoking in late
adolescence and later PTSD in a population-based cohort of male adolescents, hypothesizing that
cigarette smoking in late adolescence would be associated with increased risk of later PTSD.

Methods

Data bases:

Assessment of Smoking: The Israel Defence Forces Medical Corps conducts an ongoing
survey designed to provide prevalence estimates of health indices. As part of the survey, recruits are
asked, “Do you smoke? (yes/no)” “Did you smoke in the past? (yes/no)”, and if yes for at least one
of them, “how many cigarettes do/did you smoke in a day?”. The survey is administered to a
random sample of young men and women, mostly aged 18, when recruited to military service. The
sample is drawn by taking every 20" soldier based on a predetermined combination of digits of the
subjects’ military serial number (described in detail by Kark (Kark and Laor 1992)). The survey and
the respective questionnaire are administered by trained nurses from the Israel Defence Force
Health Surveillance Section. Of those who were asked to participate in the study, 91 percent agreed
and provided signed informed consent, which was approved by the Israel Defence Force Medical
Corps Internal Review Board.

Israeli Draft Board Registry: All adolescents in the country undergo a mandatory pre-draft
screening at ages 16-17 designed to ascertain their eligibility to serve in the military. The screening
includes medical and psychiatric history conducted by a physician, intelligence testing, and, for
male adolescents only, also a semi-structured screening interview assessing personality and
behavioral traits. Based on the screening interview and on findings from the physician’s
examination, adolescents who are suspected of having behavioral disturbances or mental illness are
referred for an in-depth assessment by a mental health professional, and if the adolescent warrants a
psychiatric diagnosis, he is then referred to a board certified psychiatrist. Based on this screening
procedure, those adolescents who are found to have ICD 9-10, Axis | or Axis Il pathology, with
significant functional impairment, are released from military service, thus, the sample of
adolescents who filled out the smoking questionnaires does not include very poorly functioning
individuals. Adolescents with less severe functional impairment are drafted to service.

The intellectual assessment includes four tests (a modified Otis-type verbal intelligence test,
which measures the ability to understand and carry out verbal instructions; Verbal Analogies, a

modified version of the “similarities” subtest of the Wechsler Intelligence Scales that assesses
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verbal abstraction and categorization; Mathematical knowledge, which measures mathematical
reasoning, concentration, and concept manipulation; and Non-verbal Analogies, a modified version
of Raven’s Progressive Matrices that measures nonverbal abstract reasoning and visual-spatial
problem-solving abilities). Tests are progressive, beginning with relatively simple questions and
becoming more difficult. Tests are group-administered and are time-limited. All scores are based on
number of correct answers. The sum of the scores for the four tests forms a validated measure of
general intelligence (1Q) (Davidson et al. 1999; Reichenberg et al. 2002), scored on a 9-point scale
(scaled between 10 to 90, with 10 point increment at each score).

Israeli Central Bureau of Statistics: The Israeli Central Bureau of Statistics divides the
country into "geographical units”, which are areas numbering between 3000-4000 people. The
division is performed so that inhabitants are as homogenous as possible. Information about socio-
economic status was obtained, based on number of persons/room in the home, number of computers
per household, number of motor vehicles per household and per capita income.

Diagnosis of PTSD: All significant changes in soldiers' physical and mental health are
recorded in computerized files in the military. We used these computerized files to identify all
soldiers diagnosed with PTSD after completing the smoking questionnaire.

Study Population: Out of 20,557 randomly selected male adolescents who completed the
smoking questionnaire and for whom socioeconomic data was available, we removed 3,105
(15.1%) subjects because of missing data from the smoking questionnaire. Another 570 (2.8%)
were removed as they had quitted smoking prior to the age of 18. Finally, 183 (1.1%) adolescents
were removed because of missing data on the medical or cognitive assessment. Of the 16,699
subjects remaining, 103 (0.6%) were later diagnosed with PTSD. The average follow-up period was
12.7+4.3 years.

Data Analysis: As individuals assessed by the Draft Board were followed up to different
ages, the association between smoking and PTSD was tested using Cox regression analysis. Data
on individuals who were not diagnosed with PTSD were censored on the last day of follow-up,
which was the date when the Draft Board data were merged with the smoking data.

SPSS 14.0 software was used in all analyses.

Results

Risk for later PTSD was increased among adolescent cigarette smokers both before and after
control for possible confounders- psychiatric diagnoses, socioeconomic status and 1Q (table 1).

The risk for PTSD diagnosis steadily increased with increasing numbers of cigarettes

smoked per day (table 2).
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Table 1- Risk for PTSD diagnosis among smokers compared to non-smokers

No PTSD PTSD Unadjusted HR | Adjusted* HR
Diagnosis Diagnosis (95% CI) (95% CI)
(N=16,596) (N=103)
Non-Smokers 11,614 (70.0%) 61 (59.2%) 1 1
Smokers 4,982 (30.0%) 42 (40.8%) 1.64 (1.1-2.42) | 1.49(1.01-2.23)

*adjusted for psychiatric diagnoses, socioeconomic status and 1Q

Table 2- Risk for PTSD diagnosis according to number of cigarettes smoked per day
compared to non-smokers

No PTSD PTSD di dHR Adi 4 HR
cigld Diagnosis Diagnosis Unagég/s%l Jgu5sc;[/e cl
(N=16,596) (N=103) (95% Cl) (95% CI)
0 11,614 (70.0%) | 61 (59.2%) 1 1
1-10 2,653 (16.0%) | 17(165%) | 1.25(0.72-2.17) | 1.2(0.69-2.1)
11-20 1,823 (11.0%) | 17(165%) | 1.75(1.01-3.03) | 1.59 (0.91-2.78)
21+ 506 (3.0%) 8 (7.8%) 2.92 (1.4-6.11) | 2.32 (1.08-4.95)

*adjusted for psychiatric diagnoses, socioeconomic status and 1Q

Discussion

The main finding of this paper is that in healthy male adolescents, cigarette smoking is
associated with increased risk of later PTSD. This finding is in line with previous reports of
behavioral disturbances in persons later exposed to trauma and diagnosed with PTSD, including low
score on intelligence tests (Johnson 1995; McFarlane 1988), and increased rates of neurosis,
borderline, antisocial or dependent personality traits and negativism in PTSD patients before
exposure to trauma (Bramsen et al. 2000; Johnson 1995; McFarlane 1988; Schnurr et al. 1993).

The observed association between smoking and PTSD does not imply a causative link.
Approximately 25% of adolescents are cigarette smokers (Brook et al. 2001; Kann et al. 1999). If
smoking was the cause of later PTSD, we would expect to find higher rates of PTSD in the general

population. In addition, there is no biological explanation that could account for a causative association.

Limitations

The design of this study does not enable control for length and duration of service, military
rank or type or severity of trauma exposure.

The PTSD diagnoses assigned by army psychiatrists are not research but clinical diagnoses,
raising concerns about their accuracy. However, all the psychiatrists working on the Draft Board are
board-certified, received their postgraduate education after the introduction of DSM-III-R and are

instructed and supervised on a regular basis for quality and consistency.
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Conclusion

In male adolescents, cigarette smoking is significantly associated with later PTSD. It is

plausible that cigarette smoking is a marker of subtle behavioral difficulties that are not picked up

by the military assessment. More sensitive and comprehensive psychiatric assessments might

identify what personality and intellectual factors account for this observed association between

cigarette smoking and PTSD.
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MECANISMELE CRONICITATII SCHIZOFRENIEI
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Rezumat

Schizofrenia a fost dintotdeauna asociata cu cronicitatea. Lucrarea de fata
prezinta o serie de modele explicative ale schizofreniei si implicit a
cronmicitatii acesteia centrate asupra mecanismelor neuroanatomice §i
neurobiochimice, a factorilor psihosociali precum §i a terapeuticii.

Cuvinte cheie: schizofrenie, cronicitate.

CHRONICITY OF SCHIZOPHRENIA

Abstract

Schizophrenia has always been associated with chronicity. The present paper
describe a series of explicative models of schizophrenia and implicit of the
chronicity of schizophrenia that are centralize upon the neuroanatomical and
neurobiochemical mechanisms, the psychosocial factors and the therapeutics
of schizophrenia.

Key words: schizophrenia, chronicity.

Schizofrenia, tulburarea mentald cea mai debilitanta din intreg arealul patologiei psihiatrice
nu dispune nici pana in prezent de o clarificare a mecanismelor etiopatogenice ce stau la baza
dezvoltarii ei, desi exista eforturi sustinute din partea cercetatorilor pentru elucidarea acestui aspect
de maxima importanta in crearea de terapii eficiente.

La inceputul descrierii sale ca entitate nosologica de catre Kraepelin criteriul de referinta ales a
fost cel evolutiv. Astfel, schizofrenia era denumitd “dementia precox®, luandu-se in considerare
existenta unui curs evolutiv cronic, deteriorativ in opozitie cu cel al psihozei maniaco-depresive.

In prezent se cunoaste faptul ci schizofrenia este o tulburare heterogena din punct de vedere al
mecanismelor biologice, al simptomatologiei, psihopatologiei si, prin urmare al prognosticului. Asadar,
evolutia schizofreniei poate imbraca multiple forme, de la existenta unui singur episod pe parcursul
vietii pana la un curs continuu deteriorativ marcat de multiple exacerbari si deficite de tip rezidual.

De aici rezulta contradictia intre datele existente astazi si consideratiile Kraepeliene ce face

referire la cronicitatea schizofreniei.
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Termenul de “cronic® este cunoscut a avea mai multe intelesuri. Din punct de vedere clinic,
cronicitatea se referd la o afectiune cu debut insidios, progresiune lentd si indelungata, in timp ce in
inteles patofiziologic termenul de “cronic* se asociaza cu existenta organicitatii si deci a ireversibilitatii.

Se pune intrebarea daca schizofrenia poate fi consideratd o tulburare cronicd, din ce
considerent (clinic sau patofiziologic) si daca este de la inceput sau de la un anumit moment de timp
(teoria de neurodezvoltare vs. teoria neurodegenerativa).

Avand 1n vedere heterogenitatea clinica si patogenica a schizofreniei, Crow (1980) ne aduce
in atenfie conceptul de schizofrenie tip I ce s-ar datora unei densitati crescute a receptorilor
dopaminici §i caracterizat prin debut acut, predominanta simptomelor pozitive, raspuns bun la
neuroleptice, curs evolutiv potential reversibil precum si schizofrenia tip II (tipul cronic) in care se
deceleaza anomalii structurale cerebrale si este caracterizat printr-un debut insidios, simptome
negative, raspuns slab la antipsihotice, evolutie cronica defectuala.

Liddle et al (1989) emit ipoteza existentei a trei sindroame ce configureaza cronicitatea
schizofreniei. Este vorba de domeniul saracirii psihomotorii manifestat prin scaderea vorbirii, afect
plat, reducerea miscarilor spontane cu implicarea lobului dorsal prefrontal; domeniul dezorganizarii
caracterizat prin afect inadecvat, tulburari formale ale gandirii, sracirea confinutului vorbirii in care
se incrimineaza lobul orbital prefrontal; domeniul distorsiunii realitatii caracterizat prin halucinatil,
idei delirante, reflectarea patologiei lobului mediotemporal.

Schizofrenia a fost denumita “cimitirul neuropatologilor”, nu din cauza lipsei de evidente
neuropatologice ci a faptului cd modificarile cerebrale decelate pot reprezenta un artefact sau
constituie mai degraba o consecintd decat o cauza.

In ciuda acestor limitari, existd totusi o serie de consideratii biologice care configureazi
mecanismele patofiziologice ale schizofreniei.

Din punct de vedere neuroanatomic, in patogenia schizofreniei sunt implicate in principal
trei arii cerebrale. Striatul si nucleul accumbens este dovedit a fi implicat prin intermediul
hiperdopaminergiei ce are ca substrat cresterea receptorilor dopaminici observatd mai ales in
studiile postmortem. De asemenea, S-a aratat ca hipocampul are un volum scazut, iar microscopic se
relevd o dezordine la nivelul neuronilor piramidali hipocampali. A treia arie cerebrald, lobul
dorsolateral frontal prezintd o scadere a cortexului frontal precum si a fluxului cerebral, concept
denumit hipofrontalitate.

Mai mulfi neurotransmitdtori au fost incriminati in aparitia schizofreniei. Cresterea
dopaminei in striatum a fost corelata cu simptomele pozitive, in timp ce statusul hipodopaminergic
din regiunea prefrontald se asociazda cu simptomele negative §i cognitive. Eficacitatea
antipsihoticelor atipice (antagonisti dopamin-serotoninici) indicd rolul serotoninei in modularea

neurotransmisiei dopaminice si GABA-ergice. Recent se pune accentul pe implicarea GABA si a
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glutamatului in schizofrenie. in plus, fata de modificarile de ordin structural si biochimic se remarca
si disturbari ale conectivitatii neuronale reflectate prin reducerea neuropil-ului in cortexul prefrontal
si o reducere a sinaptofizinei la pacientii cu schizofrenie (Lieberman JA et al, 2001)

Kapur (2003) a postulat faptul ca simptomele psihotice persistd chiar daca evolutia
schizofrenie este favorabila. Astfel, cand pacientul se afla in remisiune, delirul si halucinatiile nu se
sterg, ci numai sunt indepirtate din planul constiintei. In conditiile cresterii dopaminei se asista la o
recrudescenta a simptomelor pozitive.

Caracterul cronic al simptomelor negative are etiologii multiple, mergand de la simptomele
negative primare, cele datorate izolarii sociale, simptomelor extrapiramidale precum si depresiei
asociate schizofreniei. Mecanismele patofiziologice considerate a fi implicate in aparifia
simptomelor negative primare in schizofrenie sunt reprezentate de disfuntii ale cortexului
prefrontal, activitatea colinergica crescutd, cresterea activitaii dopaminergice si serotoninergice
(Andreasen NC, 1989).

Simptomele cognitive aparute la subiectii cu schizofrenie in vérsta au fost relationate cu
deficitele serotoninergice de la nivelul cortexului frontal si temporal si cele noradrenergice de la
nivelul cortexului frontal.

Cursul deteriorativ al schizofreniei asociat cu modificari cerebrale structurale sugereaza
existenta unui proces degenerativ. Observatia faptului ca exista in timp si mai ales In primii 5 ani o
scadere a volumului cerebral se poate superpoza cu modelul neurodegenerativ al schizofreniei
(Premkumar and Sharma, 2005). Dar, modificarile structurale existente inaintea debutului bolii
precum si absenta gliozei pledeaza impotriva proceselor inflamatorii si degenerative din schizofrenie.

Deci, absenta modificarilor structurale inaintea debutului bolii si absenta gliozei au condus
la ideea modelului de neurodezvoltare al schizofreniei. Alte evidente in favoarea acestui model
sunt: cresterea frecventei anomaliilor fizice minore expunerea virala prenatala si complicatiile
obstetricale, anomaliile premorbide cognitive, neurologice si citostructurale la pacientii cu
schizofrenie. Contraargumentul sustinerii acestui model este acela ca deficitele au un caracter static
si latent si astfel nu se explica cursul devastator al tulburarii (Weinberger DR, 1988).

Prin combinarea celor doua modele, Woods (1998) construieste modelul de neurodezvoltare
progresiva ce sta In sprijinul cronicittii schizofreniei. Potrivit acestui model, schizofrenia precum si
alte tulburdri cum ar fi sindromul Rett si autismul. Toate aceste tulburdri prezintd semne de
deteriorare incda dintr-un stadiu precoce si raman la acest nivel, neinregistrandu-se astfel o
progresiune in timp a bolii precum si aparitia gliozei reactive. Astfel, schizofrenia este un proces
care incepe prenatal si progreseaza pana cand atinge un punct critic, cauzeaza o pierdere progresiva

de volum prin apoptoza si care incetineste odata cu varsta.
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Modelul unitar Neo-Bleurian. (Andreasen et al, 1999) sustine faptul ca schizofrenia este o
tulburare cognitiva de neurodezvoltare. Astfel, schizofrenia ar fi o stare de dismetrie cognitiva in care
conexiunile disfunctionale printr-o dezvoltare anormala a creierului conduce la un deficit cognitiv
fundamental in cadrul unui proces ce moduleaza cognitia, emotia si comportamentul si are ca substrat
circuitul cortico-cerebelar-talamo-cortical. Slewa-Younan (2004) a facut dovada unei reduceri a
conectivitatii frontale la subiectii cu schizofrenie cronicd in comparatie cu subiecti sanatosi.

Kapur si Ramington (2001) au elaborat un model ce stabileste o legatura intre farmacologie
si cursul cronic al schizofreniei. Pacientii care au o predispozitie in a dezvolta schizofrenie prezinta
excentricitdfi cognitive si comportamentale si chiar disfunctii ale nivelului de dopamina care sunt de
naturd geneticd si ambientald. Din cauza stresorilor psihosociali simptomele pozitive cunosc o
recrudescentd urmand, in mod secundar agravarea simptomelor negative si cognitive. Daca
tratamentul este administrat chiar de la debutul bolii se obtine un control al simptomelor pozitive §i
al simptomelor secundare negative si cognitive, In schimb continud simptomele negative si
cognitive primare.

Eficacitatea antipsihoticelor atipice in tratamentul schizofreniei rezistente conduce la o
intelegere a mecanismelor cronicitdfii schizofreniei. Pierderea de neuroni colinergici a fost
incriminatd n rezistenta la tratament a schizofreniei. Antipsihoticele tipice care sunt blocante ale
receptorilor dopaminici isi exercita efectul asupra acestor receptori prin intermediul interneuronilor
colinergici. Acesta poate fi motivul pentru care in schizofrenia cronicd clozapina si celelalte
antipsihotice atipice sunt mai eficiente decat cele tipice pentru ca ele actioneaza direct asupra
receptorilor dopaminici, nenecesitdnd neuroni colinergici (Miller).

Fallon (1982) a impartit stresorii din schizofrenie in doua categorii : stresul cronic,
ambiental asociat vietii de zi de zi si stresul acut indus de schimbarile de viata si de alte evenimente
deosebite. In conditiile in care stresul ambiental este scizut atunci numai un eveniment de viatd
major poate sa sa duca la recadere, in timp ce un nivel crescut de stres ambiental poate sa favorizeze
aparitia de frecvente si multiple recaderi si, prin urmare, cronicizarea schizofreniei chiar daca
evenimentele de viata sunt minore.

Ciompi (1994) a propus un model integrativ ce include factori biologici, psihosociali si
premorbizi ce ar explica cursul cronic al schizofreniei. In timp ce o serie de factori biologici si
psihosociali conferd individului o vulnerabilitate de a dezvolta schizofrenia, evenimentele
psihotraumatizante precipitd decompensarile acute psihotice. Mai departe, evolutia schizofreniei de
la o completa remisiune pana la cronicitatea severa depinde de o varietate de factori psihosociali.

Fiecare model descris ce incearca sd explice cronicitatea schizofreniei reprezinta, de
asemenea, un modele de explicatie al schizofreniei i au rolul de a contribui Intr-o mai mica sau mai
mare masura la intelegerea suferintei acestor bolnavi.
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Rezumat

Fibromialgia este un sindrom dureros musculo-scheletic cu evolutie cronicd,
caracterizat prin durere difuza cronica cu o durata mai mare de 3 luni.
Aportul antidepresivelor in tratamentul fibromialgiei este mentionat in
literatura.

Obiectiv. Evaluarea eficacitatii terapeutice a venlafaxinei ER in tratamentul
fibromialgiei.

Material si metoda. Venlafaxina ER s-a administrat in doze de 150mg la 25
pacienti cu fibromialgie (18 femei si 7 barbati) pe o perioada de 16
saptamdani. Criteriile clinice pentru diagnosticarea fibromialgiei au fost cele
preconizate de American College Reumathology (ACR). Durerea a fost
apreciata prin Questionnaire de Douleur de Saint Antoine (QDSA),
evaluandu-se scorul total (QDSA-T), pentru descrierea durerii, scorul
senzorial (QDSA-S) si scorul afectiv (ODSA-A). Componenta depresiva a fost
evidentiata prin: Hamilton Rating Scale (HAM-D). Prelucrarea statistica s-a
efectuat prin analiza descriptiva si inferentiala, (testul Student ,,t”).

Rezultate. Venlafaxina amelioreaza dupa 16 saptamdni scorurile QDSA
totale, senzoriale §i afective. Intensitatea depresiei a scazut semnificativ dupa
16 saptamadni inregistrandu-se numai 2 cazuri (8%) de depresie ugoara si 1
caz (4%) de depresie medie. Ameliorarile §i remisiunile clinice constatate
sunt independente de virstd si sex. In final durerea a mai fost prezentd la 6
persoane sub forma sporadica, de intensitate usoara fara afectarea
locomotiei. Dupa 16 saptamani scorurile la scala senzoriala si de afectivitate
a durerii coreleaza puternic §i variaza in acelasi timp. O corelatie
semnificativa, puternica se inregistreazd intre scorurile de la subscala
afectivitatii a durerii si intensitatea depresiei. Venlafaxina a fost bine tolerata
in dozele administrate.

Concluzii. Venlafaxina ER in doze de 150 mg este eficientd in tratamentul
fibromialgiei influentdnd semnificativ durerea si manifestarile clinice asociate.
Cuvinte cheie: fibromialgie, venlafaxind, durere, depresie, eficienta.

VENLAFAXINE ER ON FIBROMYALGIA TREATMENT

Abstract

Psychiatric disorders are constant in fibromyalgia. Antidepressive infusion
on fibromyalgia treatment is mentioned in literature.

Objective. The assessment of therapeutic efficacy of venlafaxine ER on
fibromyalgia treatment.
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Methods and resources. Velafaxine ER has been administrated using doses of
150mg for 25 patients with fibromyalgia (18 women and 7 men) for 16 weeks.
Clinic criteria for diagnosing fibromyalgia have been foreseen by American
College Reumathology (ACR). The pain has been estimated using
Questionnaire of pain by Saint Antoine (QDSA), assessing the total score
(QDSA-T) for describing the pain, sensory score (QDSA-S) and emotional
score (QDSA-A). The depressive constituent has been underlined through:
Hamilton Rating Scale (HAM-D). The statistic process have been achieved by
descriptive and inferential analyze, (Student test "t"), and correlation study.
Results. Venlafaxine ameliorates after a period of time of 16 weeks the entire
QDSA scores, sensory and emotional scores. The depression intensiveness
has significantly decrease after 16 weeks period recording only 2 cases of
easy depression (8%) and one case of medium depression (4%). The constant
clinical remissions and amelioration's are independent by sex and age.
Finally the pain appeared to 6 persons in a sporadic form of low intensity
without affecting the locomotion. After 16 weeks the sensory and emotional
pain scores correlate strongly and vary on the same time. One strong
significant correlation is register between the emotional pain scores and the
depression intensity. Venlafaxine has been tolerated for the given doses.
Conclusions. Venlafaxine ER on 150mg doses is efficient on fibromyalgia
treatment having a significant impact on the clinical pain and clinical
manifestations.

Key words: fibromyalgia, venlafaxine ER, pain, efficacy, depression.

Introducere

Fibromialgia (fibrozita, polientesopatia) este un sindrom dureros musculo-scheletic cu
evolutie cronica, intdlnit mai frecvent la femeile de varstd mijlocie, fara explicatie lezionala,
caracterizat prin durere difuzd cronica cu o duratd mai mare de 3 luni, durere provocatda prin
presiunea a cel putin 11 puncte din 18 puncte dureroase specifice (Criteriile American College
Reumathology-ACR). Pe langa aceste manifestari mai sunt prezente si alte simptome: hiperestezie
cutanata, parestezii, contractie, insomnii, somn nereparator, senzatie de extremitati umflate, dureri
abdominale, tulburari de tranzit, cefalee, vezica iritabila, anxietate, depresie, astenie matinala, vertij,
sindrom Rainaud (6,12,13).

Prevalenta fibromialgiei este de 3,4% la femei si 0,5% la barbati in SUA.

In etiopatogenia sindromului fibromialgiei (FMS) sunt incriminati numerosi factori, inclusiv
traumatismele psihice sau fizice (10,17). Tulburdrile psihiatrice sunt constante, raportandu-se 0
supramorbiditate psihica (1,10). Asocierea cu depresia, depresiile mascate, distimia, tulburarea de
panicad, fobiile simple sunt frecvente, intre 68% pentru depresie si 16% pentru anxietate, contribuind
evident la alterarea capacitdtilor functionale si la scaderea calitatii vietii. Intricarea cu alte
sindroame psihosomatice, sindromul de astenie cronica, intestinul iritabil, tulburarile de somatizare

confirma Incadrarea acestei suferinte in categoria tulburarilor functionale (1).
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Eficienta antidepresivelor in tratamentul fibromialgiei este atestata de numeroase studii, care
confirma aportul acestora in doze terapeutice mici (3,9). Initial s-au testat antidepresivele triciclice
(TCA) a caror eficacitate a fost apreciatd ca fiind de 25-37% (8). Reducerea efectelor pozitive in
timp si cresterea in greutate au impus testarea inhibitorilor selectivi de recaptare a serotoninei
(IRSS). Fluoxetina si citalopramul au contribuit in special la reducerea depresiei. Asocierea dintre
amintriptilind si fluoxetind imbunatateste starea de functionalitate. Rezultate bune s-au mai
constatat cu sertralind, paroxetind, fluvoxamina (3,8,9,14). Sperante indreptatite suscitd folosirea
antidepresivelor duale de recaptare a serotoninei §i noradrenalinei (IRSN) in special venlafaxina,

duloxetina, milnacipran (3,9,16,18).

Obiective
Aprecierea eficacitatii terapeutice a venlafaxinei ER in tratamentul fibromialgiei prin

evaluarea durerii, asteniei, somnului i anxietatii.

Material si metoda

Venlafaxina retard (Venlafaxina ER) s-a administrat in doze de 150 mg la 25 pacienti cu
fibromialgie (18 femei si 7 barbati) pe o perioadd de 16 saptimani. Criteriile clinice pentru
diagnosticarea fibromialgiei sunt cele elaborate de American College Reumathology (ACR).
Durerea a fost apreciata prin Questionnaire de Douleur de Saint Antoine (QDSA), evaluandu-se
scorul total (QDSA-T), pentru descrierea durerii, scorul senzorial (QDSA-S) si scorul afectiv
(QDSA-A). Chestionarul QDSA contine 58 de calificative repartizate in 16 clase; primele 9 clase
reprezinta aspectele senzoriale ale durerii, iar ultimele 7 aspectele afective cuantificate prin note de
la 0-4 (extrem). Notele de includere sunt: >25 pentru scala totald , >10 pentru scala senzoriala si
>15 pentru scala afectiva. Depresia, anxietatea si somnul au fost a fost evidentiate prin: Hamilton
Rating Scale (HAM-D). Pentru intensitatea depresiei scorurile au fost <7 — absenta depresiei; 8-13
depresie usoara, 14-18 depresie medie; 19-22 depresie severa; >23 depresie foarte severa. Insomnia
a fost raportata la itemii 4, 5 si 6 (HAM-D), iar anxietatea la itemii 9, 10, 11 ai aceleasi scale.

Prelucrarea statistica s-a efectuat prin analiza descriptiva si inferentiala, (testul Student ,.t”)

si studiul corelatiei (coeficientul de corelatie Pearson).

Rezultate si discutii
Evolutia durerii la cei 25 bolnavi de fibromialgie, inregistratd prin scala QDSA relevd o
ameliorare evidenta pe parcursul celor 16 sdptamani. Mediile si abaterile standard la chestionarul

QDSA si la scala HAM-D in cele doud momente de apreciere le confirma (Tabel 1, 2).

111



Romanian Journal of Psychopharmacology
Vol. 7,Nr. 3,4

Tabel 1. Mediile si abaterile standard la chestionarul de evaluare a durerii Saint Antoine QDSA
(subscala senzoriala, de afectivitate) si la scala HAM-D in cele doua momente de evaluare

Baseline 16 saptamani
QDSA QDSA afectiv | HAM-D QDSA QDSA afectiv | HAM-D
senzorial senzorial
M=17,8 M =19,72 M =13,01 M=28 M=1,91 M =6,74
AS =1,25 AS =141 AS =6,79 AS =135 AS = 2,47 AS =1,27

Tabel 2. Scorurile medii in cele doud momente de evaluare la scala de durere QDSA

Baseline 16 saptamani
QDSA -T M = 37,52 M=471
AS =221 AS = 3,85

**- semnificativ la p< 0,01

Reprezentarea graficd a scorurilor medii la scalele durerii si de depresie administrate este

redata in figura 1.

20+
19,72
1541 17,8
OBaseline

] 13,01 Sptamani
10¥1 6.74 B 16 saptamani
54 2,8 101
ol

Senzorial Afectiv HAM-D

Fig. 1. Reprezentarea grafica a scorurilor mediila subscalele senzorial si
afectiv si la scala HAM-D

Diferentele intre scorurile medii releva ca ameliorari diferentiate mai apar la scorurile

senzoriale (p<0,01), afective ale durerii si HAM-D (Tabel 3).

Tabel 3. Diferentele intre scorurile medii la scalele administrate

Baseline / 16 siptaméani
QDSA senzorial t = 28,79**
QDSA afectiv t = 25,36**
QDSA-T t = 30,28**
HAM-D t =4,57**

**- semnificativ la < 0,01

Scorurile senzoriale si de afectivitate QDSA sunt corelate puternic si variaza in acelasi sens.
Totodatd se mai constata o corelatie semnificativa, puternica si pozitiva intre scorurile subscalei de

afectivitate si intensitatea depresiei (Tabel 4).
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Tabel 4. Corelatiile dintre scorurile la scalele administrate la 16 saptamani

QDSA  QDSA
SENZ  AFECT HAMD

QDSA
SENZ 1

QDSA

AFECT 07832 1
HAMD 0.6956  0.94234 1

Ameliorari semnificative se inregistreaza si in evolutia somnului (sub forma normalizarii, a

redobandirii senzatiei reparatoare a somnului), anxietatii si asteniei (Tabel 5, Fig. 2).

Tabel 5. Scorurile medii si abaterile standard in cele doua momente de evaluare
la subscalele de somn si anxietate si diferentele intre medii

Baseline 16 saptamani Diferenta intre medii
Somn M =1,93 M = 0,62 T =5,78**
AS =0,72 AS = 0,59
Anxietate M =212 M = 0,56 T =6,09**

AS =114 AS=0,71
** - semnificativ la p < 0,01

2,57

21 2,12

O Baseline

1,5;
B 16 saptamani

11 0,59

0,51

Somn Anxietate

Fig. 2. Reprezentarea grafica a scorurilor medii
la subscalele de somn si anxietate

Incarcitura depresivd a pacientilor suferinzi de fibromialgie redati in tabelul 6 si fig. 3
evidentiazd ponderea depresiei in aceastd suferintd. Rezultatele investigatiei certificd asocierea
dintre depresie si fibromialgie, aspecte publicate si in literaturd. Evolutia scorurilor depresiei este

concordantd cu ameliorarile totale din fibromialgie.

Tabel 6. Procentul de subiecti in functie de intensitatea depresiei

Intensitatea depresiei Baseline 16 saptimani
0-7 absenta 7 (28%) 22 (88%)
8-13 usoara 7 (28%) 2 (8%)
14-18 medie 5 (20%) 1 (4%)
19-22 severa 4(16%) 0
> 23 f. severa 2 (8%) 0
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Fig. 3. Reprezentarea grafica a procentului de subiect;
in functie de intensitatea depresiei

Rezultatele obtinute prin scorurile medii si abaterile standard in cele doua momente de
evaluare la subscalele durerii, depresiei, somn si anxietate in functic de sex aratd cd nu sunt

influentate major (Tabel 7).

Tabel 7. Scorurile medii si abaterile standard in cele doud momente de evaluare
la scalele administrate in functie de sex

Baseline 16 siptimani

Femei Barbati Femei Barbati

QDSA Senzorial M =18,50 M =17,15 M=3,2 M =0,81
AS =127 AS =1,35 AS =153 AS =1,03

QDSA Afectiv M = 18,30 M =19,98 M = 2,65 M=1,13
AS =1,38 AS = 1,05 AS = 3,21 AS =0,73

QDSA-T M = 37,89 M = 37,02 M = 6,20 M=211
AS = 2,09 AS =189 AS = 4,68 AS =127

HAM-D M=11,41 M = 16,54 M =6,91 M =6,37
AS = 6,12 AS = 6,35 AS = 1,69 AS = 0,28

Somn M =2,15 M =1,03 M =0,57 M=0,72
AS =1,28 AS =0,73 AS = 0,63 AS = 1,04

Anxietate M =1,93 M =252 M =0,60 M =0,46
AS =128 AS =1,35 AS =0,71 AS = 0,63

Totusi, apar diferente in evolutia scorurilor senzoriale ale durerii, femeile prezentand o
perceptie senzoriald a durerii mai accentuatd comparativ cu barbatii, care se menfine si dupa
tratament (Tabel 8).

Venlafaxina retard administratd in doze de 150mg/zi amelioreaza evident simptomatologia
cardinala a fibromialgiei, confirmand datele deja publicate in literaturd. Astfel Zijlstra T.R. (20)
mentioneaza ca Venlafaxina amelioreaza semnificativ durerea, astenia, calitatea somnului, depresia,
anxietatea si calitatea vietii in doze de peste 150mg. Raspunsurile terapeutice sunt dependente
proportional de doza, eficacitatea fiind testatd pe durate scurte de 6 sau 8 saptdmani (20).

Preparatul retard a fost preferat pentru asigurarea unei concentratii constante si optime.
Venlafaxina ER a fost bine tolerata in dozele administrate. Printre efectele secundare consemnandu-
se greturi, dureri epigastrice, ameteli, anorexie, astenie.
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Tabel 8. Diferentele intre scorurile medii in functie de sex la scalele administrate

Baseline 16 saptamani
Femei / barbati | Femei/ barbati
QDSA senzorial | t =2,05* t = 3,84**
QDSA afectiv t=0,83ns t=1,68ns
QDSA -T t=0,72 ns t=2,79%*
HAM-D t=1,45ns t=0,14ns
Somn t=1,63ns t=0,38 ns
Anxietate t=0,95ns t=0,61ns

ns - nesemnificativ
* - semnificativ la p <0,05
** - semnificativ la p < 0,01
Corelatia puternica intre durere si depresie inregistratd la bolnavii cu fibromialgie, atesta
comorbiditatea ridicatd a depresiei in aceasta suferintad. Aceastda comorbiditate implicd o patogenie
comund cu fibromialgia. Rezultatele bune inregistrate in urma administrarii antidepresivelor in
sindromul fibromialgic, precum si cele obtinute de catre noi prin administrarea de venlafaxina sunt un
argumet ce nu poate fi eludat. De altfel interelatiile dintre durere si depresie sunt cunoscute,
interferentele fiind neelucidate (4). Neurotransmisia aminergica centrald poate juca un rol in etiologia
fibromialgiei. Serotonina si norepinefrina sunt implicate in medierea mecanismelor analgezice
endogene prin intermediul cailor descendente inhibitorii ale durerii in creier si in maduva. Disfunctia
serotoninei §i a noradrenalinei in cadrul acestor cdi reprezintd un potential mecanism al durerii
asociata cu fibromialgia (2,11,15). Ameliorarea neurotransmisiei de serotonind si noradnenalind in
caile descendente inhibitorii ale durerii poate reduce perceptia durerii la acesti pacienti (11). In plus
unele antidepresive isi exercita actiunea terapeutica in fibromialgie mediind efectele antinociceptive
prin actiunea proprietatilor antagonice asupra N-metyl-D-aspartat (NMDA) si blocarea activitatii
canalelor ionice. In acest context utilizarea antidepresivelor duale si implicit venlafaxina, deschid noi

orizonturi in investigarea etiopatogeniei si in tratamentul sindromului fibromialgic.

Concluzii

Venlafaxina ER administratd in doze de 150mg in fibromialgie amelioreaza semnificativ
durerea si manifestarile clinice asociate.

Eficacitatea antidepresivelor duale in tratamentul fibromialgiei deschide noi perspective

etiopatogene 1n aceasta afectiune.
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ANTIPSYCHOTICS IN ELDERLY

Anca Chirita, D. Bondari
University of Medicine and Pharmacy Craiova

Abstract

Old age means an unchallenged decline, becoming manifest by complex
vulnerability (biological, psychological, cognitive and social), which requests
differential social and medical approach.

Objectives. We considered 60 patients over 65 years-old, grouped in two sub-
samples: N1=32 patients treated with acetylcolinestherase inhibitors and
N2=28 patients which received specific treatment for cognitive impairment
and antipsychotics. Patients were assessed using MMSE, CGI and GAFS
scales at onset, 6 months, 99 months and one year.

Results. Difference between initial and final scores is more evident in patients
treated both with specific therapy for cognitive impairment and
antipsychotics.

Conclusion. Atypical antipsychotics in adequate doses are benefic for
cognitive improvement and decrease of psychotic symptomatology.

Key words: elderly patients, atypical antipsychotics, evaluation scales.

ANTIPSIHOTICELE LA VARSTNICI

Rezumat

Virsta a treia inseamnd un incontestabil declin manifestat printr-0 stare de
vulnerabilitate (biologica, psihologica, cognitiva si sociald) care pune
probleme de abordare socio-umanda si asistenta diferentiata.

Obiective. Am urmarit evolutia, pe parcursul unui an, a pacientilor cu
deteriorare cognitiva si tratament initiat in Clinica de Psihiatrie Craiova,
prin monoterapie sau asociere cu antipsihotice.

Metoda. Am luat in considerare 60 pacienti cu vdrste peste 65 ani,
constituind doua subloturi: N1=32 pacienti tratati cu inhibitori de
acetilcolinesteraza si N»=28 pacienti tratati cu tratament specific al
deficitului cognitiv §i antipsihotice. Pacientii au fost evaluati prin utilizarea
instrumentelor MMSE, CGI si GAF'S la initiere, 6 luni, 9 luni si un an.
Rezultate. Diferenta intre valorile initiale §i cele de la sfarsitul perioadei de
studiu este mult mai evidenta la pacientii sublotului care au primit tratament
antipsihotic asociat terapiei specifice a deficitului cognitiv.

Concluzii. Administrarea antipsihoticelor atipice in doze adecvate aduce un
beneficiu in incetinirea progresiei deteriorarii cognitive, diminuand totodata
intensitatea simptomatologiei.

Cuvinte cheie: pacienti varstnici, antipsihotice atipice, instrumente de evaluare.
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In the last decades of the past century, interest for psychiatric care of elderly patients has
significantly increased. This change in medical attitude is mainly due to the increasing percentage
of elderly persons among general population.

Old age means an unchallenged decline, becoming manifest by complex vulnerability
(biological, psychological, cognitive and social), which requests differentiated social and medical
approach. Elderly, as it is recorded in many researches, represents an important peak for morbidity.
Morbidity by psychiatric diseases is increased after the age of 50, risk for illnesses being much
higher after 70 years old (Chaubrun-Robert, 1993).

OMS experts analyzed elderly persons’ problems and suggested, in 1997, a set of economic,
social, legislative and medical measures:

= Increasing of research development in elderly persons’ problems;

= Briefing and training for persons charged with elderly;

= Improvement of methods for tracing out and treatment of people with physical diseases

and risk for psychiatric troubles;

= Setting up of social care in communities;

= Setting up of gerontopsychiatric care;

= Adjustment of progressive change of activity conditions for certain people growing old;

= Providing sufficient financial resources;

= Increasing of concern for lonely, isolated elderly persons;

= Setting up a non-state board for mental health of elderly;

= Reassessment of psychiatrists’ attitude towards elderly care;

= Proportional participation of elderly persons in assuming decisions regarding psychiatric

care, specialization and research;

= Informing elderly persons about retirement;

= |nvestment with responsibilities, with a view to keep up their feeling of utility;

= Training of entire society in taking care of elderly persons with psychiatric troubles;

= Increasing of people training, stimulation of siblings and friends, in view to embrace

human attitude towards elderly persons.

Therapeutical methods for psychiatric troubles in elderly rely on many possibilities and on
association between biological approaches (psychotropics, special treatments, treatment of
cognitive dysfunctions) and psychological, sociological and social care specific methods.

Pharmacokinetic of drugs significantly changes in elderly. Absorption may be secondary
slowed down by decreasing of gastrointestinal mobility (due to old age or to other medications) or

by passive congestion of abdominal sanguine circulation, as in cardiac insufficiency (Flynn, 1999).
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Drug distribution may be affected by decreasing level of plasmatic proteins, especially in
malnourished patients. Due to decreasing of plasmatic proteins, an important amount of substance,
in free state, increases drug action. It is generally admitted that mycrosomal enzymatic activity is
decreased, because of frequent nutritional deficiencies in elderly (Cohen, 1998).

Drug metabolisation in liver and renal excretion may be slowed down by growing old and
this way drug action will be prolonged and increased. There are also produced an increasing of
adipose tissues, a decreasing of striated muscles and a diminution of total body water. In the same
way, the majority of elderly patients receive many drugs. The increasing of drugs number also
increases risk for negative effects (reciprocal potentation / inactivation).

In psychiatric treatment of elderly, we must respect some general recommendations:

= Well supported doses are decreased comparatively to young and mature people;

= Side effects appear more often in elderly, driving risk for life;

= We cannot apply fixed treatment schemes, because therapeutical responses are

individualized;

= There are required high cautiousness and monitorized therapy, because risk for

paradoxal responses is increased;

= Difficulties in tolerance of antipsychotics in elderly must not lead to giving up in

administration or to utilize inefficient low doses;

= |n this patients, diseases’ association must not automatically lead to inadequate

therapeutic associations, with possible side effects, so we have to limit to a minimal
number of drugs;

= Concerning association between antipsychotics and other drugs, we must consider

therapy aim as well as continue adjustment of doses.

Initial dose must be minimal and has to be progressively increased, to find minimal efficient
dose. Low doses are often efficient in controlling clinical symptoms. Daily doses distribution allows
avoiding crisis. Treatment duration has to be as short as possible. Antipsychotics may cause side
effects which must be monitorized: extrapyramidal symptoms (EPS), akatisia, orthostatic
hypotension, falls and fractures, drowsiness, deshydratation by lack of apport, confusion and
incontinence, tardive dyskinesia. Corrective treatment is not utilized, because it may cause
confusion by anticholinergic effects.

Opportunity of therapeutical intervention is important for clinical outcome, so that
intempestive therapy may lead to the decreasing of symptoms; now it is offered the trend to
prematurely use drugs with powerful pharmacodynamic action. Especially some clinical symptoms,
such as agitation, delusions or hallucinations may lead to the using of drugs which decrease or
cancel clinical troubles before diagnosis was established.
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Serotonine-dopamine antagonists (atypical antipsychotics) are new generation drugs, acting
by blocking 5-HT2 and D2 receptors. These drugs have few extrapyramidal effects, do not increase
prolactine level (excepting risperidone) and can be effective in treatment of negative symptoms.
They are generally better tolerated than typical (standard) antipsychotics, so they are favourite in
elderly patients.

A little (at the most medium) fixed dose is recommended, which has to be maintained during
4-6 weeks (or more in chronic patients); high antipsychotic doses and fast neuroleptisation are not
allowed, because side effects may increase, without improving efficacy.

We realized a retrospective study on a sample N=60 patients (33 male and 27 female) with
cognitive impairment. Treatment was initiated in University Clinic of Psychiatry Craiova between
March and September 2006. Sample was divided in two subgroups:

= NI1=32 patients (15 male and 17 female) which received monotherapy with

acetylcholinesterase inhibitors (rivastigmine or donepezil). These patients did not
present psychotic symptoms associated to cognitive impairment;

=  N2=28 patients (18 male and 10 female). In this subgroup, occasional or permanent

presence of psychotic features (confusion, delusions, hallucinations) required the use of
atypical antipsychotics, associated to specific treatment of cognitive impairment.

Patients were followed up during one year by periodic assessments (at initiation, 6 months, 9
months and one year). We used the following scales:

=  MMSE (Mini Mental State Examination)

= GAFS (Global Assessment Functioning Scale)

= CGI (CGI-Severity and CGI-Improvement)

Patients of N2 subgroup received:

= Risperidone, in the dose of 2, rarely 4 mg/day, proved its efficiency from the beginning

of psychotic symptomatology; maintenance dose was 2 mg/day at most of the patients;

= Olanzapine (5-10 mg/day at onset, 5 mg/day in maintenance) was efficient, well

tolerated by patients and no side effects were pointed out;

= Quetiapine was given by progressive increasing of doses, starting with 50 mg/day; in

maintenance, highest dose was 400 mg/day;

= Ziprasidone (40, maximum 60 mg/day in maintenance) was efficient in the control of

positive as well as negative symptoms (simulating depression);

= Amisulpride was given in a dose of 200-400 mg/day in maintenance, especially in

patients with depressive psychotic features.
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Subgroup N1

We have to mention that our sample did not include patients with severe cognitive
impairment (MMSE<10) so, at initiation, both male and female patients had a medium score of 17
on MMSE scale. Successive assessments pointed out a decreasing of these values similar to many
other studies (2-3 units/year); the decreasing was more accentuated in male patients, in which
stability seem to be faster installed (Fig. 1). In female patients values decreased also in the last three
months of study period, but absolute values were higher than in male patients during all year.
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Fig. nr. 1. MMSE in subgroup N1
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Fig. nr. 2. CGl in subgroup N1

Clinical global impression highlighted a superior outcome in female patients which
presented, in the end, a clear improvement, with significant decrease of symptoms and the
improvement of functioning (Fig. nr. 2). In male patients, after 9 months, the improvement was
minimal, insignificant comparatively to basic clinical status (3 on CGI-I scale); this value was
maintained till the end of study period. Residual symptoms persisted in both genders. Medium onset
value on CGI-S was 4 (moderately ill) in male, as well as in female patients.

As concerning global functioning, outcome for female patients was clearly better, 7 points

higher on GAF scale during study period, severe features (behavioural disorganization, social
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dysfunction) becoming of moderate intensity (Fig. nr. 3). Improvement of global functioning in male
patients was insignificant (2 points); these ones still presented at the end of study period severe
dysfunction in social functioning, but however, the intensity of clinical symptoms has been decreased.
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Fig. nr. 3. GAFS in subgroup N1

Subgroup N2

Somehow unexpected, we highlighted for female patients in this subgroup an increasing of
MMSE scores, which can be clinically justified by the presence, at onset, of psychotic depressive
symptoms simulating cognitive impairment, which were recovered under adequate therapy (Fig. nr.
4). In male patients, score decreased by only one point, stability was reached faster than in subgroup
N1 and maintained until the end of study period.

For both male and female patients, at onset, CGI-S scale had a medium value of 5 (markedly
ill), severity of symptoms being due more to psychotic features (which represented for most of the
patients the reason of initial examination) than to social malfunctioning (Fig. nr. 5). Outcome was
clearly favourable for both genders, although at the end of study period clinical global improvement
was more evident in female patients, while in male the improvement was minimal, but allowing a

satisfying integration at familial level.
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GAFS had low values at onset for patients of both genders (<30) with severe dysfunctions in
most of areas and behaviour was significantly influenced by the presence of psychotic features —
delusions, hallucinations (Fig. nr. 6). Female patients generally had a better outcome (especially
after 6 months of associated treatment), with a spectacular decrease of the intensity of symptoms
and improvement of functioning. As for male patients, we also highlighted a clear improvement
after the same period; in the end, some residual social dysfunctions persisted, but psychotic features

recovered at most of them.
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Conclusions

In the subgroup of patients without psychotic features, MMSE highlighted an outcome of
cognitive impairment similar to many other studies, clinical global impression and GAFS pointing
out a better improvement in female patients.

In patients with psychotic features, we achieved an increasing of MMSE scores in female
patients; CGI and GAFS highlighted a clear improvement for both genders during the study period.

By comparison of our subgroups, we noticed that difference between initial and final values
is more obvious in patients which received antipsychotics associated to specific therapy of cognitive

impairment.
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In conclusion, we can assert that atypical antipsychotics, in adequate doses, decrease
psychotic symptoms in elderly and seem to positively influence cognitive impairment, as specific
scales (MMSE) and scales for clinical impression and global functioning point out.
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Abstract

H; receptors have many important central nervous system (CNS) locations
and functions, being involved in the sleep-wake mechanism, in cognitive
processes, such as learning and memory, and appetite suppression. The CNS
adverse effects of H; antihistamines depend on the penetration of the blood-
brain barrier (BBB) and the degree of H; receptor occupancy (HiRO) in the
human brain. Factors that influence the H; antihistamine BBB penetration
are related to the drug molecule (physicochemical characteristics, including
lipophilicity and ionization, and interaction with the P-glycoprotein), and
also mediators associated with allergic responses that can increase BBB
permeability. The role of P-glycoprotein is evaluated using in vitro cell
culture models, knockout animal models, and in situ brain perfusion models.
An experimental indicator of CNS effects of H; antihistamines is the ex vivo
evaluation of brain Hj receptor occupancy. The in vivo CNS H;RO of H;
antihistamines using positron emission tomography (PET) studies impose a
new classification of these antiallergic drugs in non-sedating (H1RO less than
20%), less-sedative (H1RO of 20-50%) and sedative (H;RO more than 50%).
Key words: H; antihistamines, blood-brain barrier, brain H; receptor
occupancy

PENETRAREA CEREBRALA A ANTIHISTAMINICELOR H;

Rezumat

Receptorii Hy au multe localizari si functii importante la nivelul sistemului
nervos central (SNC), fiind implicati in mecanismul somn-veghe, in procesele
cognitive, precum invatarea §i memoria, §i supresia apetitului. Efectele
adverse asupra SNC ale antihistaminicelor H; depind de penetrarea barierei
hemato-encefalice (BHE) i de gradul de ocupare al receptorilor H; (H1RO)
in creierul uman. Factorii care influenfeaza penetrarea BHE de catre
antihistaminicele H; sunt legate de molecula medicamentului (caracteristici
fizico-chimice, inclusiv lipofilia §i ionizarea, si interactiunea cu glicoproteina
P), dar si de mediatori asociati raspunsurilor alergice care pot creste
permeabilitatea BHE. Rolul glicoproteinei P este evaluat utilizind modele de
culturi celulare in vitro, modele animale knockout, si modele de perfuzie
cerebrala in situ. Un indicator experimental al efectelor SNC ale
antihistaminicelor Hi este evaluarea ex vivo a ocuparii receptorilor H
cerebrali. H1RO in SNC in vivo a antihistaminicelor Hy utilizand tomografie
cu emisie de pozitroni (PET) impune o noua clasificare a acestor
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medicamente antialergice in non-sedative (H1RO mai mic de 20%), putin
sedative (H;RO de 20-50%) si sedative (H1RO peste 50%).

Cuvinte cheie: antihistaminice H;, bariera hemato-encefalica, ocuparea
receptorilor H; cerebrali.

Histamine, a significant biogenic monoamine, is a key mediator in many allergic diseases,
but also an important neurotransmitter in the nervous system. The stimulatory central nervous
system (CNS) functions of neural histamine are related to the sleep-wake cycle (maintenance of
wakefulness), locomotion (increased locomotor activity), cognition (augmented learning and
memory), energy metabolism (induced brain glycogen hydrolysis), and nociception (increased pain
perception). The inhibitory CNS functions are related to feeding (inhibition of feeding behaviour)
and neural plasticity (inhibition of denervation-induced supersensitivity) (Yanai and Tashiro, 2007).

Central histaminergic neurons originate in the tubero-mammilary nucleus of the posterior
hypothalamus (approximately 2000 neurons in rat), from which arise ascending pathways to
cerebral cortex, thalamus, basal ganglia and descending pathways to brainstem structures and spinal
cord. In humans the organization is similar, except histaminergic neurons are more numerous (about
64000), and occupy a larger proportion of the hypothalamus (Schwartz and Arrang, 2002).

The H; receptors (H;R) have many important CNS locations. Quantification of in vivo H;R
binding in human brain can be performed in vivo using positron emission tomography (PET) and
[*'C]doxepin. In normal human subjects, the brain density of H:R is low in the cerebellum, and high
in the medial and dorsolateral prefrontal (MPFC, DLPFC), anterior cyngulate (ACC), temporal
(TC), occipital (OC) cortices, thalamus, amygdala and hippocampus. Brain H;R binding evaluated
by PET is reduced in aged subjects and patients with depression, Alzheimer disease and
schizophrenia (Yanai and Tashiro, 2007).

H;R are involved in the sleep-wake mechanism. Center of wakefulness histaminergic
neurons in the posterior hypothalamus (inactivated by the sleep-promoting GABAergic /
Galaminergic neurons from the anterior hypothalamus ventrolateral preoptic area, and activated by
the wake-promoting hypocretin / orexin neurons in the lateral hypothalamus) induce arousal by H;-
mediated depolarization of thalamic relay neurons, excitation of neocortical pyramidal neurons, and
excitation of ascending cholinergic neurons (Schwartz and Arrang, 2002; Yanai and Tashiro, 2007).

H; and H; receptors are involved in cognitive processes, such as learning and memory, for
which the frontal cortex, amygdala and hippocampus interact (Dai et al, 2007).

Hypothalamic histaminergic neurons and HiR from the paraventricular nucleus and
ventromedial hypothalamic nucleus are involved in appetite suppression and lipolysis acceleration
with energy expenditure in the adipose tissue (Davidowa, 2007).
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H; antihistamines act as inverse agonists, binding preferentially to the inactive form of the
HiR, stabilizing it and shifting the equilibrium towards the inactive state. These drugs down-
regulate the peripheral H1R constitutive activity, even in the absence of histamine (Church, 2004).
But we have to remember that there are no differences between the CNS and peripheral organ H;R
(Timmerman, 2000; Schwartz and Arrang, 2002).

The CNS adverse effects of H; antihistamines depend on the penetration of the blood-brain
barrier (BBB) and the degree of H1R occupancy (H;RO) in the human brain.

First generation H; antihistamines, which significantly penetrate the BBB, have adverse
effects at therapeutical doses in adults, such as drowsiness, fatigue, somnolence, dizziness, reduced
wakefulness, impairment of cognitive function, memory, reduced psychomotor performance,
headache, dyskinesia, agitation, confusion, hallucination. There is a risk of injuries and/or accidents
(car and aviation accidents, work related injuries), due to sedation. In newborn and nursing infants
adverse effects include irritability, drowsiness or respiratory depression. In overdoses, toxic effects
are remarked, in adults, extreme drowsiness, lethargy, confusion, delirium, coma, while in infants
and young children, paradoxical excitation, irritability, hyperactivity, insomnia, hallucination and
seizures. Some first generation H; antihistamines can be potential agents of suicide: doxylamine,
diphenhydramine (few reports), and potential drugs of abuse: dimenhydrinate, cyproheptadine (few
reports) (Bockholdt et al, 2001; Halpert et al, 2002; Simons, 2004).

Cyproheptadine, a first generation piperidine H; antihistamine, increases appetite through
antiserotonergic effect on 5-HT, receptors in the paraventricular nucleus, and increases serum leptin
levels. The adipocitokine leptin and cyproheptadine affect appetite via similar receptors. Available
second generation antihistamines do not influence appetite and do not induce weight gain, but
atypical antipsychotics, such as clozapine and olanzapine, stimulate appetite through H1R (Baptista
et al, 2004; Homnick et al, 2005; Calka et al, 2005).

Second generation H; antihistamines are non-sedating at usual doses. In adults there are no
sedating effects for daily dose of up to 360 mg fexofenadine, 10 mg loratadine, 5 mg desloratadine,
and 5 mg levocetirizine, while 10 mg or higher cetirizine may cause sedation (Simons, 2004).

The BBB regulates the brain distribution of H; antihistamines. BBB is composed of three
elements: endothelial cells with tight junctions (but no fenestrae like in peripheral capillaries),
pericytes, and astrocyte foot processes (Ueno, 2007), with the absence in brain capillaries of the
trans-cellular and para-cellular pathways that normally exist in the microvascular wall.

The characteristics of a drug in order to cross the BBB in pharmacologically significant
amounts are: lipid solubility, molecular weight less than 400 daltons and the attribute of not being a

substrate for a BBB active efflux transporter.
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Factors that influence the H; antihistamine BBB penetration are related to the
antihistamine molecule (physicochemical characteristics, including lipophilicity and ionization, and
interaction with the P-glycoprotein exporter system), and mediators associated with allergic
responses that can increase BBB permeability (histamine through H, receptor-mediated process,
blocked by H, antihistamines, and nitric oxide inhibiting the P-glycoprotein efflux pump) (Patnaik
et al, 2000; Yamauchi et al, 2007).

The molecular weight (mol.wt. in g/mol) of H; antihistamines is not critical for brain
penetration. All H; antihistamines can cross the BBB (Ramaekers and Vermeeren, 2000). In
general, sedating H; antihistamines have smaller molecular weight (<350) compared with that of
nonsedating ones (340-502). As sedating antiallergic drugs, diphenhydramine has a mol.wt. of
255.35, chlorpheniramine of 274.78, and azatadine of 290.4. In contrast, loratadine has a mol.wt. of
382.88, cetirizine of 388.88, while fexofenadine has a great mol.wt. of 501.66. This supposition
regarding the molecular weight is not always true, because desloratadine has a small mol.wt.
(310.82) and is a nonsedating antihistamine, while hydroxyzine, a sedating drug, has a greater
mol.wt (374.9) (Chen et al, 2003).

The role of antihistamine lipophilicity and ionization can be discussed in a hypothetic
model for brain penetration. log Doz is the logarithm of the distribution coefficient in
octanol/water at pH 7.4, and represents a determinant of lipophilicity at physiological plasma pH
which take into account also the degree of ionization. If this parameter is greater than 3 (e.g. log
Doct7.4 Of loratadine is 4.4) than the penetration through BBB is hindered. If the value is between 0
and 3 (e.g. log Doci7.4 Of azatadine, a structural analogue of loratadine, is 1.88), than another
parameter must be taken into account. Alog Poct-aik(octanol-alkane) 1S the 109 Poct-H2o Minus 109 Peyciohexane-
120, and represents the difference in solubility in two solvents soluble in each other, n-octonal (with
hydrogen-bonding capacity) and cyclohexane (with neutral behaviour). A high Alog P is associated
with a high hydrogen-bonding capacity and a hindered BBB penetration, while a value less than 2
(Alog Pocr-aic OF azatadine is 1.77) is associated with a good brain penetration (Timmerman, 2000).

But this model has also deficiencies because H; antihistamines have different abilities to
cross BBB not only due to their lipophilicity parameters. A suggestive example is represented by
the fact that the log Dot 7.4 Of cetirizine is smaller than log Do 7.4 Of hydroxyzine, its sedative parent
compound (Timmerman, 2000; Chen et al, 2003).

P-glycoprotein (Pgp) is a human ABC (ATP-binding cassette)-transporter 170 kDa
membrane-bound protein expressed in BBB endothelial cells and intestinal epithelium. It acts as an
ATP-dependent efflux pump with broad specificity for xenobiotics, and is encoded by the multidrug
resistance gene 1 (human MDR1 and rodent mdrla and mdrlb) (Chen et al, 2003; Choi et al, 2005;
Obradovic et al, 2007).
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The potential of oral H; antihistamines to be Pgp substrates can be investigated initally
using in vitro cell culture models with Madin-Darby canine kidney cells transfected with human
Pgp (MDR-MDCK). The apparent permeability coefficient is calculated by the formula: Papp =
(dCr/dt)/A.Co, where dCr/dt is the slope of a cumulative concentration in the receiver compartment
vs time, A is the cell monolayer area, and Cy is the initial concentration in donor chamber.

For the first generation H; antihistamines, the B-A/A-B Papp ratio varies from 1.4
(hydroxyzine), 3.7 (diphenhydramine) and 3.9 (clemastine), to 8.1 (chlorpheniramine), while for
second generation H; antihistamines the B-A/A-B Papp ratio varies widely from 3.9 (fexofenadine)
and 7.4 (loratadine), to 63 (cetirizine). Note that B-A represents the basolateral-to-apical, while A-B
the apical-to-basolateral ratio.

According to the mentioned values, the majority of first generation antihistamines (except
hydroxyzine) have a Papp ratio greater than 3, indicating an efflux across MDR-MDCK cell monolayers,
and all second generation antihistamines are also Pgp substrates in vitro (Obradovic et al, 2007).

The role of Pgp in brain disposition of antihistamines is also evaluated using knockout
animal models, e.g. multidrug-resistant (mdr) gene la and 1b (mdrla/b) knockout (KO) mice,
compared with wild-type (WT) mice. Plasma and brain drug concentrations can be determined by
liquid chromatography-mass spectrometry analysis.

The brain-to-plasma AUC (area under curve) ratio between KO and WT mice is 1.2 for
hydroxyzine (not a Pgp substrate), while for second generation H; antihistamines varies from 2 for
loratadine, 4.4. for cetirizine, to more than 14 for desloratadine. These non-sedative antihistamines
have a brain-to-plasma AUC ratio KO:WT higher than 2. This knockout animal model seems to be
satisfactory, but we have to keep in mind the fact that in Pgp KO animal models there is a risk for
ambigous results due to alteration of other transport systems, e.g. ABCg2 (Chen et al, 2003;
Obradovic et al, 2007).

The role of Pgp in limiting brain penetration is better studied using in situ brain perfusion
models, in Sprague-Dawley rats, in the presence or absence of cyclosporin A, a Pgp inhibitor. The
unidirectional transfer constant is calculated by the formula: Kiy, = [Qu/Cpsl/t, in which Qp is the
brain drug concentration, Cyy, the drug concentration in perfusion fluid, and t, the perfusion time.

Kin of all first generation antihistamines are higher than 1 mL/min/g of brain tissue. The
addition of cyclosporin to the perfusate do not change the K, values. First generation H;
antihistamines substantially penetrate into the brain independently from Pgp function, Pgp-mediated
efflux not being a limiting factor to their CNS penetration (Obradovic et al, 2007).

Brain perfusion model analysis of second generation antihistamines reveal that fexofenadine

and cetirizine poorly penetrate BBB, with further supression by Pgp efflux. Cetirizine has a Kj, in
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the absence of cyclosproin more than ten times lower than loratadine. Brain penetration of
fexofenadine remain poor even under Pgp inhibition, while Pgp plays also a role in limiting
loratadine disposition into the CNS. In conclusion, the potential of second generation antihistamines
to cross BBB is limited with Pgp (Obradovic et al, 2007).

After penetration through the BBB, H; antihistamines occupy the brain Hj receptors,
exerting their adverse CNS effects.

An experimental indicator of CNS effects of H; antihistamines is the ex vivo evaluation of
brain H;RO, using Dunkin Hartley guinea pigs, with displacement of [*H]-mepyramine cerebellum
binding. Plasma and cerebellum samples can be analyzed by liquid cromatography tandem mass
spectrometry (LC-MS/MS). Radioactivity trapped into filters used to separate receptor bound
radioligand from free ligand is determined in liquid scintillation chamber.

The %H;RO is calculated by the formula: (RSBsaline — RSBtreatment)/RSBsaline.100,
RBS being the receptor-specific binding obtained by substracting the nonspecific binding (NSB) of
the radioligand in the presence of levocetirizine from the total binding in the absence of
levocetirizine (Gupta et al, 2007).

Levocetirizine at a dose of 0.1 mg/kg (equivalent to a human therapeutic dose 10 mg/day)
occupies less than 20% of central H; receptors at all time points (1, 2, 4, 8, 16 h), while nearly 80%
of Hy peripheral receptors are blocked 1 h after oral dosing. That is why the effective peripheral
antihistamine effect of levocetirizine is obtained without CNS adverse effects due to binding to
central H; receptors (Gupta et al, 2007).

This experimental animal data are in concordance with a recent single-dose, single-blind,
cross-over study performed in human subjects, using the visual evoked potentials (VEP) recording
technique (monocular pattern-reversal VEP, full-field, stimuli given to the right- and left eye) in
order to evaluate the in vivo CNS effects of levocetirizine 5 mg orally on the visual system. Because
there were no unilateral or bilateral alterations of VEP parameters, levocetirizine in therapeutic does
not influence the functional integrity of visual sensorial pathway neither prechiasmal, nor
retrochiasmal to the occipital cortex (Popescu et al, 2007).

The brain H;RO of H; antihistamines using PET studies reveal that the radioactivity
distribution pattern of [*'C]doxepin is much lower with sedating H; antihistamines than the high
radioactivity revealed in prefrontal, anterior cyngulate, temporal, parietal and occipital cortices, and
thalamus after treatment with H; non-sedating antihistamines and placebo (Tashiro et al, 2006).

A new classification of H; antihistamines according to their PET H;RO in the human
brain is emerging. Oral H; antihistamines can be non-sedating (H1RO less than 20%), such as

fexofenadine (120 mg), epinastine (20 mg), ebastine (10 mg), cetirizine (10 mg) and olopatadine (5
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mq); less-sedative (H;RO of 20-50%), such as azelastine (1 mg), mequitazine 93 mg) and cetirizine

(20 mg), and sedative (H;RO more than 50%), such as d-chlorpheniramine (2 mg), oxatomide (30
mg) and ketotifen (1 mg) (Yanai and Tashiro, 2007).
Factors that define the criteria for non-sedative H; antihistamines are incidence of

sleepiness, alterations of cognitive and psychomotor functions, but also measurements of CNS H;-

receptor occupancy (H;RO) profile using PET.

Finally, the concluding message is that the H;RO should be less than 20% at the highest

recommended dose in order to define a H; antihistamine as non-sedative (Holgate et al, 2003). This

reveal the importance of functional brain imaging, such as functional MRI and PET, for brain H;RO

evaluation of new antihistamines.
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STRATEGII TERAPEUTICE iN DEPRESIA LA VARSTA A TREIA

Ramona Maria Chenderes, Delia Marina Podea, P.D. Nanu
Universitatea de Vest ,,Vasile Goldis” Arad

Rezumat
Strategia terapeutica in depresia la varsta a treia include interventii
multidisciplinare (psihiatru, medic de familie, psiholog, asistent social,
geriatru) si multimodale: tratamentul farmacologic antidepresiv, tratamentul
psihoterapeutic iar in cazul depresiei rezistente la tratament se aplica §i
tratamentul  non-farmacologic  (TEC  (terapia electroconvulsivanta),
stimularea vagala, stimularea magnetica transcraniala, deprivarea de somn).
Tratamentul farmacologic al depresiei la varsta a treia tine cont de trei
principii care sunt bazate pe urmatoarele observatii clinice:
- pacientul de vdrsta a treia raspunde mai putin bine la terapia
medicamentoasa comparativ cu adultul tanar.
- faza de raspuns clinic la pacientul varstnic este mai lunga, astfel incat
acesta necesita o terapie de lunga duratd.
- pacientul aflat in etate are o rata crescuta pentru dezvoltarea efectelor
adverse comparativ cu adultul tanar.
Alegerea corecta a antidepresivului este un factor important in determinarea
compliantei la tratament. Noncomplianta la tratamentul antidepresiv este
mult mai frecvent intdlnita la pacientii varstnici in comparatie cu cei mai
tineri, fiind determinata de efectele adverse ale antidepresivelor, disfunctiile
cognitive §i numarul mare de alti agenti farmacologici utilizati. Cresterea
compliantei la tratamentul antidepresiv poate fi realizata de echipa
terapeutica, educatia pacientului (si a familiei) si alegerea unui antidepresiv
cu efecte adverse minime.
Strategiile terapeutice moderne ale depresiei la varsta a treia includ 3 faze, si
anume: faza acutd, faza de stabilizare si faza de mentinere.
Un aspect important este durata mai lunga a tratamentului antidepresiv la
varstnici comparativ cu cel administrat persoanelor tinere, in vederea
prevenirii recaderilor §i a recurentei. Tratamentul trebuie mentinut timp de 6
luni dupa primul episod depresiv si cel putin 12 luni dupa un nou episod
depresiv. Unii autori (Reynolds si colab. 1992, 1995, Verhey si Honig, 1997)
considera ca tratamentul antidepresiv ar trebui mentinut toata viata,
indeosebi daca episodul depresiv este asociat cu o scadere importanta a
calitatii vietii, spitalizari indelungate si lungi perioade de reabilitare.
Cuvinte cheie: depresia la varsta a treia, strategii terapeutice, antidepresive,
recddere, recurentad.

THERAPEUTIC STRATEGIES IN LATE LIFE DEPRESSION

Abstract

Therapeutic strategies of late life depression include multidisciplinary
interventions (with help from different specialists such as psychiatrists,
psychologists, general physicians, nurses, social workers, geriatrists) and
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also multimodal interventions: the pharmacological treatment, psychotherapy
and in the case of resistant depression non- pharmacological treatment is
effective (like electroconvulsive therapy).
The pharmacological treatment of late life depression has been influenced by
three principals. These principals are based on the following clinical
observations:
- Elderly patients do not respond to the treatment as robustly as younger
patients do;
- Elderly patients take longer to respond to antidepressant medication and
consequently require extended treatment;
- Elderly patients have a higher rate of side effects than younger patients.
The compliance of the patient depends on the right antidepressant with low
rate of side effects and can be increased by the therapeutic strategies done by
the therapeutic team and by providing education about depressive disorder
for the patient and his/her caregivers. Elderly patients are more likely to be
noncompliant than younger adults because of side effects of antidepressants,
cognitive dysfunctions and polypragmazy.
Modern therapeutic strategies of late life depression includes 3 phases: acute
treatment phase, continuation phase and maintenance (or prophylaxis) phase.
Elderly patients require extended treatment in order to prevent the relapses
and recurrences. The treatment must have at least 6 months period after the
first depressive episode and at least 12 months after the second episode.
Reynolds et al. consider that late life depression treatment should be done
entire life from to the patients with long hospitalization and rehabilitation
periods and severe familiar, occupational and social impairment.
Key words: late life depression, therapeutic strategies, antidepressants,
relapse, recurrence.

Strategia terapeuticd in depresia la varsta a treia include interventii multidisciplinare

(psihiatru, medic de familie, psiholog, asistent social, geriatru) si multimodale: tratamentul

farmacologic antidepresiv, tratamentul psihoterapeutic iar in cazul depresiei rezistente la tratament

se aplica si tratamentul non-farmacologic (TEC (terapia electroconvulsivantd), stimularea vagala,

stimularea magnetica transcraniald, deprivarea de somn). (1,2)

Netratat, episodul depresiv poate persista timp indelungat, 6 luni pana la 2 ani, in 90-95% din

cazuri, in timp ce ceilalti 5-10% vor prezenta episod depresiv pentru o perioada mai lunga de 2 ani.

O terapie antidepresiva eficientd presupune obtinerea unui raspuns terapeutic care parcurge

urmatoarele 3 faze (2):

1. Faza de raspuns clinic; se considera ca un pacient a raspuns la un medicament

antidepresiv in cazul in care In primele 8 sdptdmani de tratament simptomatologia s-a

ameliorat cu un procent de cel putin 50%.

2. Faza de remisiune clinicd; n aceastd faza pacientul trebuie sa declare disparitia totald a

simptomelor depresive. Aproximativ 50 — 70% din pacientii cu depresie majora ajung in
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faza de remisiune clinica dupa 6 luni de tratament antidepresiv, iar in jur de 75% - 80%

dupa 2 ani de tratament.

3. Faza de recuperare; se considera ca un pacient este in faza de recuperare in cazul in care

remisiunea clinicd a durat cel putin 6 — 12 luni.

In cazul in care simptomatologia caracteristica episodului depresiv reapare inaintea atingerii

fazei de remisiune clinica totala, se considera ca pacientul suferd o recadere. Daca simptomatologia

reapare dupa ce faza de recuperare a fost atinsa, pacientul prezinta un episod recurent. Factorii

predictivi pentru recddere sau recurentd sunt urmatortii (2):

episoade anterioare multiple, severe si de durata lunga;

episoade depresive severe cu simptome psihotice n antecedente;

episoade depresive in antecedente care se incadreaza in evolutia longitudinald a unei
tulburari afective bipolare;

recuperare incompletd intre doud episoade distincte, pacientul prezentand interepisodic
simptome reziduale;

coexistenta tulburarii de anxietate.

Intreruperea prematurd a tratamentului antidepresiv este un factor de risc major pentru

recadere. Din pacientii care au intrerupt tratamentul dupa 6 luni de tratament dar inainte de a atinge

un an de terapie, 50% au avut recadere, fatd de 10% din pacientii care au urmat tratament

antidepresiv pentru o perioada de cel putin 1 an (2).

Alegerea corectd a antidepresivului este un factor important in determinarea compliantei la

tratament. Noncomplianta la tratamentul antidepresiv este mult mai frecvent intalnita la pacientii

varstnici in comparatie cu cei mai tineri, fiind determinata de efectele adverse ale antidepresivelor,

disfunctiile cognitive si numarul mare de alfi agenti farmacologici utilizati. Cresterea compliantei la

tratamentul antidepresiv poate fi realizata de echipa terapeutica (care include psihiatrul, medicul de

familie, farmacistul, psihologul, psihoterapeutul), educatia pacientului (si a familiei) si alegerea

unui antidepresiv cu efecte adverse minime.

Tratamentul antidepresiv urmareste (1):

remisiunea tuturor simptomelor depresive, cu atingerea celei de-a doua faze a rapunsului
terapeutic, faza de remisiune clinica;

tratarea bolnavului si nu a bolii, medicul avind obligatia sa trateze eventualele boli
somatice, disfunctii nutritionale care sunt frecvent intalnite la varsta a treia, si de
asemenea sa {ind cont de eventualii factori psihosociali (lipsa suportului social);
atingerea parametrilor optimi in ceea ce priveste functionalitatea familiala, profesionald
si sociala, imbunatatirea calitatii vietii;
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= prevenirea riscului recaderilor si a recurentei prin educarea pacientului in scopul cresterii

compliantei acestuia;

= reducerea costurilor ingrijirilor medicale si a mortalitatii.

Strategiile terapeutice moderne ale depresiei la varsta a treia includ 3 faze, si anume (1,2):

1. Faza acuta este faza de initiere a terapiei care dureazd o perioadd de 6-12 saptdmani.

Scopul acestei faze este de a atinge remisiunea clinica.

2. Faza de stabilizare a terapiei se prelungeste pana in saptamana a 52-a si are ca scop

prevenirea recaderii. Medicamentul antidepresiv poate fi mentinut la aceeasi doza.

3. Faza de mentinere a terapiei (faza profilacticd) a carei duratd este stabilitd in functie de

numarul de episoade depresive anterioare. Scopul acestei faze este de a preveni recurentele.
Dupa un prim episod de depresie, probabilitatea de a dezvolta un nou episod este de 50%,
dupa al doilea episod este de 70% iar dupa al treilea episod riscul creste la 90%.

Tratamentul farmacologic al depresiei la varsta a treia include agenti terapeutici care aparfin
atat antidepresivelor triciclice cat si celor tetraciclice, inhibitorilor selectivi ai recaptarii serotoninei
(ISRS) cat si o serie de agenti noi introdusi: bupropion, nefazodona, venlafaxina si mirtazapina.
Agentii farmacologici care nu sunt recomandati varstnicilor datorita efectelor adverse semnificative
sunt amitriptilina, imipramina si clomipramina. Inhibitorii de monoaminoxidaza (IMAO) sunt
eficienfi in depresia la varsta a treia, Insa utilizarea acestora este limitatd doar la pacientii foarte
complianti, datoritd precautiilor privitoare la dietd impuse de necesitatea evitarii crizelor
hipertensive induse de tiramina (4,5,6,7).

Principalele clase de antidepresive utilizate sunt:

Antidepresivele triciclice , au doua tipuri de actiune:

= stimularea timiei (antidepresive de zi):

- imipramina (Antideprin, Tofranil)

- clomipramina (Anafranil)

- nortriptilina (Nortrptilina, Pamelor, Aventyl)
= antidepresiv-anxiolitice:

- amitrptilina (Laroxyl, Elavil)

- doxepin (Sinequan)

- trimipramina (Surmontil)
Antidepresive tetraciclice:

- maprotilina (Ludiomil)

- mianserina (Athymil, Lerivon)
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Inhibitori selectivi ai recaptarii serotoninei (SSRI)

floxetina (Prozac, Magrilan, Framex) — tb. de 20 mg.
sertralina (Zoloft, Serlift) — th. de 50 mg

paroxetina (Seroxat, Paxil) — th. de 20 mg.

fluvoxamina (Fevarin, Luvox) — tb. de 50 mg. Si 100 mg.
citalopram (Seropram, Cipramil, Celexa) — tb. de 20 mg.
escitalopram (Cipralex) — tb. de 10 mg

Inhibitori selectivi ai recaptarii noradrenalinei (SNRI):

reboxetina (Edronax) — th. de 4 mg.

Inhibitori ai recaptarii serotoninei si noradrenalinei:

venlafaxina (Efectin, Effexor) — tb. de 12,5 mg.
milnacipran

duloxetina (Cymbalta)

Antidepresive atipice:

mirtazapina (Remeron, Esprital) — th. de 15mg.
bupropion (Wellbutrin)
nefazodona (Serzone)

trazodona (Trittico, Desyrel) — tb. de 50 si 100 mg

Inductori ai recaptarii serotoninei.

tianeptina (Coaxil) — tb. de 12,5 mg.

Inhibitori ai monoaminoxidazei (IMAO):

Inhibitorii selectivi ai recaptarii serotoninei (ISRS) si inhibitorii selectivi ai recatarii
noradrenalinei (ISRN) sunt considerate antidepresivele de prima alegere in depresia varstei a treia si
in tratamentul altor tulburari psihice cum ar fi tulburarea de anxietate generalizata si atacul de panica.
Aceste clase de medicamente sunt recomandate deasemenea si pacientilor cu multiple comorbiditati,
acestea aparand in special la varsta a treia. Efectul antidepresiv al ISRS si ISRN se bazeaza pe
deficitul cantitativ al serotoninei si noradrenalinei care ar fi implicat 1n etiologia depresiei (2).

ISRS sunt un grup de antidepresive recent dezvoltate care isi datoreaza denumirea
proprietatii lor farmacodinamice de a inhiba In mod specific recaptarea serotoninei la nivelul

terminatiilor presinaptice. Sunt considerate medicamente de prima alegere in terapia depresiei la

izoniazida (Hidrazida)
moclobemid (Aurorix)
fenelzina
izocarboxazid

tranilcipromina
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varsta a treia deoarece au eficacitate crescuta si sunt insotite de tulburari secundare usor tolerate de
catre pacienti, ceea ce permite utilizarea unor doze mari dar eficace si un tratament de lunga durata.
Majoritatea inhibitorilor selectivi de recaptare de serotonina se administreazd intr-o singurd doza,
fapt care creste complianta varstnicului care urmeaza deja terapie plurimedicamentoasa pentru
bolile somatice coexistente (4,6).

Fluoxetina, primul ISRS, a fost descoperit acum mai mult de doud decenii si a intrat in uz
clinic inca in deceniul trecut, fiind de atunci i pana acum medicamentul cel mai frecvent prescris in
S.U.A. dintre toate triciclicele, IMAO si ISRS. Dupa aproximativ un an, sertralina si paroxetina au
devenit aproape la fel de mult utilizate ca si fluoxetina. La ora actuald exista sase ISRS, si anume:
fluoxetina, sertralina, paroxetina, fluvoxamina citalopramul si escitalopramul (3,7).

Tabelul urmator (2) cuprinde cele mai importante antidepresive din clasa ISRS precum si

dozele de initiere si dozele maxime aprobate de Food and Drug Administration (FDA).

Efect asupra | Efect asupra Efect asupra Doza
. . < e o e tulburarii de Doza de .
Antidepresiv tulburarii tulburarii de . . .. maxima
. . anxietate initiere s
depresive panica N admisa
generalizata
Fluoxetina Da Da 10 mg 80 mg
Sertralina Da Da 25 mg 200 mg
Paroxetina Da Da Da 10 mg 60 mg
Citalopram Da Da 10 mg 60 mg
Escitalopram | Da Da Da 5mg 30 mg
Fluvoxamina | Da Da 50 mg 300

Adaptat dupa Andres M Kanner, Depression in Neurological Disordes, The Lundbeck Institute, 2005

Structura chimica. Spre deosebire de triciclice, ISRS sunt o clasa de compusi mult mai putin
omogenad, cu configurafii chimice diferite; de exemplu, fluvoxamina are o structurd monociclica,
fluoxetina biciclica, sertralina triciclica, paroxetina tetraciclica. Din aceasta heterogenitate structurala
rezultd diferente farmacologice si clinice, ceea ce explica de ce anumiti indivizi pot raspunde la ISRS,
dar nu raspund la un altul (7). ISRS au doua trasaturi comune: activitatea inhibitorie specifica asupra
recaptarii serotoninei si efecte minime asupra recaptarii norepinefrinei sau dopaminei. Inhibitia
recaptarii serotoninei conduce catre acumularea acesteia in cavitatea sinaptica.

Farmacocineticd. Din cauza structurilor chimice diferite, ISRS detin proprietati
farmacocinetice care difera in mod semnificativ; timpul de injumatétire este deosebirea majora
dintre compusii acestei clase de medicamente. Astfel, fluoxetina are cel mai mare timp de
injumatatire, de 2 pana la 3 zile; timpul de Injumatatire al sertralinei este 26 de ore, al
citalopramului este de 35 de ore, al paroxetinei este de 21 de ore iar al fluvoxaminei este de 15 de
ore. Toti ISRS sunt bine absorbiti dupa administrare orala si ating un efect maxim intr-un interval
de 4 pana la 8 ore. Toti ISRS, dar mai ales fluoxetina, paroxetina si sertralina sunt metabolizati la

nivel hepatic prin intermediul enzimelor citocromului P450 (CYP) 3A4 5i2D6. (7)
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Efecte secundare sunt mult mai usor tolerate de cétre pacienti in comparatie cu triciclicele
datorita profilului diferit al efectelor secundare (prezinta efecte anticolinergice si cardio-vasculare
minore, nu modificd greutatea corporald), si sunt mai putin letale in caz de supradozare. Cele mai
frecvente efecte secundare, comune intregii grupe de ISRS sunt greata si cefaleea. In afara lor,
paroxetina produce frecvent sedare si uscaciunea gurii (datorate afinitafii sale pentru receptorii
muscarinici), fluoxetina poate provoca iritabilitate, insomnie §i anxietate, sertralina determina
tulburari sexuale, iar fluvoxamina poate produce paradoxal somnolenta si insomnie.

Intoxicatiile acute (accidentale sau intentionate) cu ISRS sunt mai putin letale decat cele cu
triciclice, lipsind efectul cardiotoxic si cel epileptogen. Simptomatologia intoxicatiei acute cuprinde
agitatie, tremur, insomnii, greatd, voma tahicardie, crize comitiale. Primul pas al tratamentului
consta 1n spalaturi gastrice, administrarea de substanfe emetice si tratament simptomatic.

Tabelul urmator cuprinde cele mai frecvente efecte secundare ale ISRS:

Fluoxetini Fluvoxamina Sertralina Paroxetina Citalopram
greatd greatd greatd greata cefalee
cefalee insomnie cefalee sedare greata
iritabilitate cefalee diaree cefalee gurd uscata
insomnie gura uscata tulburari sexuale | gurd uscatd insomnie
anxietate somnolenta insomnie oboseala somnolenta

Adaptat dupd Van Den Berg S. J.: Comparand ISRS :
Psychopharmacology, 10, S204, 1995.

de la chimie la decizia clinici, Human

Antidepresivele triciclice si tetraciclice (ATC)

Identificarea antidepresivelor triciclice este facilitata de prezenta nucleului triciclic care
apare in structura lor moleculara si de la care provine denumirea. Ele pot fi clasificate dupa
saturarea aminei terminale in: amine terfiare si amine secundare. De exemplu, imipramina,
amitriptilina, clomipramina, trimipramina §i doxepina sunt amine tertiare (datoritd celor doua
grupuri metil legate de atomul de azot), iar desipramina, nortriptilina si protriptilina sunt amine
secundare (datoritd existentei unei singure grupari metil in aceeasi pozitie). (3)

Medicamentele tetraciclice, ca maprotilina si mianserina au structura tetraciclica si unele
proprietati asemanatoare triciclicelor, motiv pentru care de obicei sunt clasificate impreuna cu
acestea. Lipsa specificitatii compusilor tri- sau tetraciclici sugereaza dificultati in definirea unei
actiuni farmacologice specifice si a mecanismelor lor terapeutice.

Nortriptilina si desipramina sunt antidepresivele triciclice eficiente in depresia varstei a
treia, nivelul plasmatic terapeutic al acestora fiind similar cu cel al adultului.

Metabolitii ATC pot fi cardiotoxici la pacientii varstnici i pot avea un nivel plasmatic mai
mare decat la pacientii tineri deoarece excretia renald a acestor metaboliti scade odata cu inaintarea
in varsta. Un instrument foarte bun pentru monitorizarea cardiotoxicitatii ATC este

electrocardiografia care poate prezenta prelungirea intervalului QT (6).
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Efecte adverse (6,7)

Medicamentele acestei grupe nu sunt bine tolerate de catre mulfi pacienti, efectele secundare
limitandu-le uneori folosinta. Xerostomia si constipatia pot deveni probleme serioase la pacientul varstnic
si pot avea drept consecintd o igiend dentara precara, respectiv ocluzii intestinale prin ileus paralitic.

Efectele anticolinergice centrale: tulburarile de memorie si atentie, starile confuzionale,
dezorientarea temporo-spatiala, confuzia, delirul paranoid pot sa apara mai frecvent la varstnici decat
la pacientul adult. Efectele anticolinergice sunt dependente de dozd; cea mai severa forma de
manifestare este sindromul anticolinergic, produs in practica psihiatrica curenta prin administrarea
concomitentd a mai multor medicamente cu efect anticolinergic, ca de exemplu triciclice,
antipsihotice, antihistaminice. Sindromul se manifesta prin uscaciunea mucoaselor, sete intensa,
disfagie, retentie urinara, neliniste psihomotorie marcata, midriaza, halucinatii vizuale, delir, confuzie.

Hipotensiunea arteriald ortostaticd, produsa prin blocarea alfa adrenergica, poate duce la
caderi si fracturi, mai ales la persoane in varsta. Dintre toate antidepresivele triciclice, nortriptilina
produce cel mai putin acest efect.

Alte efecte adverse sunt: tulburarile de conducere cardiaca, cresterea in greutate, sedarea
(ambele cauzate de blocarea receptorilor histaminici), tulburdrile sexuale (scaderea libidoului,
tulburarile de erectie, anorgasmia) legate, se pare, de blocarea receptorilor alfa adrenergici, scaderea
pragului convulsivant, alergiile cutanate.

Sevrajul — nu foarte rar intalnit, dar inca subdiagnosticat, apare la 12-24 de ore de la ultima
doza in cazul opririi intempestive sau prea rapide a triciclicului si are o duratd de pana la 2
saptamani. Se descriu patru tipuri de sindroame de sevraj:

= cu tulburari de somn (somn intrerupt, cogmar);

= cu fluctuatii emotionale (labilitate, iritabilitate, hipomanie);

= cu tulburari gastrointestinale, agitatie si anxietate;

= cu tulburari de miscare (ticuri, dischinezii).

Un aspect particular, de o deosebita importantd clinica, il reprezinta intoxicatia acuta cu
triciclice, aceasta costituind o urgenta majord prin riscul ridicat de mortalitate. Se manifesta prin
agitatie confuzie, convulsii, scaderea tonusului intestinal si al vezicii urinare, modificari de tensiune
arteriald si de temperaturd, hiperreflexivitate osteo-tendinoasd, midriaza, care pot progresa rapid
catre comd si depresie respiratorie, aritmiile cardiace fiind de obicei cauza mortii. Tratamentul
instituit de urgentd are ca scop eliminarea cat mai rapidd a medicamentului din stomac (prin
aspiratie gastrica, spalaturi gastrice cu carbune activ, substante emetice), monitorizarea atentd a
functiilor vitale, prevenirea sau tratarea convulsiilor.

Pentru a preveni aceste efecte secundare ale ATC, terapia este initiatd cu doze mici care vor
fi apoi crescute treptat si foarte lent (“start low and go slow”). Deoarece, actualmente sunt
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disponibile alternative terapeutice mai putin toxice, precum ISRS, ATC nu mai sunt utilizate pe
scard largd 1n tratarea depresiei in general si cu atdt mai mult in tratarea depresiei la varsta a treia.
Totusi, ATC reprezintd o alternativa posibild pentru pacientii care nu pot tolera efectele adverse

gastrointestinale si anxietatea produsa de ISRS (6,7).

Inhibitorii monoamin-oxidazei (IMAO)

Inhibitorii monoamin-oxidazei (IMAO) sunt antidepresive eficiente si sigure in depresia la
varsta a treia, dar sunt utilizate mai rar decat alte antidepresive datoritd precautiilor privitoare la
dietd impuse de necesitatea evitarii crizelor hipertensive induse de tiramind. IMAO sunt utilizate
doar la pacientii foarte complian{i care nu urmeaza terapie plurimedicamentoasa care sa interfere cu
acestia si care pot urma o dieta stricta. (6,7)

IMAO isi datoreaza denumirea proprietatii lor de a bloca monoamin-oxidaza (MAO),
enzima responsabila de degradarea monoaminelor; din aceastd blocare rezultd o acumulare de
norepinefrind, serotonind si dopamina la nivel sinaptic. MAO este o enzima intracelulara situata pe
membrana mitocondrialda externd, care degradeazd monoaminele citoplasmatice, inclusiv
norepinefrina, serotonina, dopamina, epinefrina si tiramina. Exista doua tipuri de MAO: MAOa si
MAOg. MAOA metabolizeaza in principal norepinefrina, serotonina si epinefrina; dopamina si
tiramina sunt metabolizate atat de MAOAa cat si de MAOg,

In prezent exista IMAO reversibili si ireversibili. Cei ireversibili inhiba si distrug MAO,
organismului fiindu-i necesare doua saptamani pentru a resintetiza enzima dupa utilizarea lor. Sunt
reprezentati de fenelzind, isocarboxazida, tranilcipromina. Cei reversibili (cunoscuti in literatura ca
IRMA: inhibitori reversibili ai monoamino oxidazei de tip A) sunt o noud grupa de IMAO recent
introdusa, reprezentati de moclobemidd si brofaromina. Dupad oprirea administrarii acestora,
activitatea enzimatica a enzimei MAO se reface rapid, in numai 2-5 zile.

Unul dintre principiile de baza ale tratamentului cu IMAOQO, ca si cu orice alt medicament de
altfel, este intelegerea si depistarea corectd a efectelor secundare, precum si explicarea lor
pacientului inca de la inceputul terapiei. In afard de acestea, se vor discuta si analiza cu pacientul si
familia sa toate restrictiile alimentare impuse de tratament, insistandu-se asupra pericolului in cazul
nerespectarii lor.

Efecte secundare

Cele mai frecvente efecte adverse ale IMAO sunt hipotensiunea ortostaticd, insomnia,
cresterea ponderald, edemele si disfunctia sexuald. Tratamentul hipotensiunii ortostatice include
evitarea cofeinei, un aport de 2 litri de lichide pe zi, addugarea de sare in dietd sau ajustarea
medicamentelor antihipertensive (dacd este posibil). Hipotensiunea ortostaticd cauzatd de

tranilciprominad poate fi evitata prin fractionarea dozei zilnice in multiple doze mici. Cea asociata cu
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fenelzina sau isocarboxazida raspunde la cresterea aportului de lichide sau de sare; in cazul in care
este severa se poate folosi fludrocortizonul, un mineralocorticoid, in doza de 0,1-0,2mg/zi.

Tulburarile sexuale (tulburdri de erectie, ejaculare precoce, anorgasmie) apar mai ales
asociate cu folosirea fenelzinei, desi si alte IMAO sunt incriminate in aparitia lor. Refractare la
tratament, aceste tulburari pot fi ameliorate prin schimbarea IMAQO de la unul hidrazinic la altul
nehidrazinic sau invers. La schimbarea unui IMAO cu altul se va reduce treptat doza si se va opri
terapia, dupa care se vor astepta 10-14 zile pana la introducerea urmatorului IMAO. Un pacient care
sub tratament cu IMAO obtine o ameliorare spectaculoasa a simptomatologiei depresive sau a
tulburdrii de panica nu va intrerupe tratamentul din cauza acestor tulburari sexuale, decét in situatia
in care ele sunt deosebit de severe.

Insomniile se pot trata prin divizarea dozei zilnice, evitarea prescrierii medicatiei seara la
culcare, sau prin asocierea unei benzodiazepine.

Criza hipertensiva spontand este un fenomen care apare rar, de obicei la inceputul terapiei,
neasociatd cu ingestia de tiramind; este observatd mai ales in tratamentul cu tranilcipromind. IMAO
sunt contraindicati la persoanele care au prezentat o astfel de criza.

Durerile musculare si mioclonusul pot aparea ocazional, secundare inducerii de catre IMAO
a unei deficiente de piridoxind; raspund la piridoxind in doza zilnica de 50-150mg.

Uneori pacientii se plang de ameteald, situatie in care doza de IMAO va fi scazuta si apoi se
va creste, din nou, gradat. Hepatotoxicitatea compusilor hidrazinici este relativ rar semnalata;
IMAO sunt mai putin cardiotoxice si epileptogene decat triciclicele. De reamintit faptul ca IMAO
scade nivelul glicemiei si modifica dozarea medicatiei hipoglicemiante la pacientii diabetici; de
asemenea provoacd o falsa crestere a functiilor tiroidiene. Utilizarea lor la pacientii cu epilepsie,
boli renale, hipertiroidism se va face cu prudenta. Sunt contraindicate in sarcind, desi exista date ca

riscul teratogen ar fi minim; de asemenea nu vor fi prescrise n timpul alaptarii.

Inhibitori ai recaptdrii serotoninei §i noradrenalinei (IRSN)

In acest grup de medicamente, cu actiune duala, sunt incluse Venlafaxina, Milnacipranul si
Duloxetina.

Venlafaxina, medicamentul prototip, a fost sintetizatd in 1981, avand o structurd chimica,
mecanisme de actiune si proprietati total diferite fatd de antidepresivele cunoscute pana in prezent.
Printre aceste proprietdti specifice se numara debutul de actiune mai rapid si eficacitatea mai
deosebita in depresiile melancolice. Inhiba neselectiv recaptarea serotoninei, norepinefrinei si

dopaminei, in aceasta ordine, actiondnd mai activ asupra serotoninei $i mai putin asupra dopaminei.
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Efectele secundare cele mai frecvent intalnite sunt greata, somnolenta, uscaciunea gurii,
ameteala, iritabilitatea, constipatia, astenia, anxietatea, tulburarile sexuale. Un efect ingrijorator care
apare mai ales la pacientii tratati cu peste 300mg/zi este hipertensiunea arteriald, ceea ce face ca
venlafaxina sa fie utilizata cu mare precautie la pacientii hipertensivi. Se Incepe tratamentul cu 50-
75mg/zi, divizat in doud-trei prize; cresterea dozei pana la 150mg. zilnic se va face treptat, in decurs
de 2-3 saptamani, apoi se poate creste cu 75 mg zilnic. Cantitati de peste 300 mg/zi se divid in trei
doze, doza maxima fiind de 375mg/zi.

Milnacipranul, cu aceeasi actiune duald, este mai bine tolerat decat antidepresivele triciclice.
Efectele secundare gastrointestinale (greata, diareea) au o incidentd mai redusa decat in cazul

inhibitorilor selectivi ai recaptarii serotoninei (ISRS), aparand insa, uneori, disuria.

Antidepresivele atipice (6,7)

Mirtazapina, este structural asemandtoare cu mianserina, dar are un profil farmacologic unic,
diferit de celelalte antidepresive: antagonist puternic al auto si heteroreceptorilor centrali
alfa2adrenergici, antagonist al receptorilor SHT2 si SHT3 si efect minim pe recaptarea monoaminelor.
Combinarea activitatii antihistaminice cu potentarea transmisiei noradrenergice explica faptul ca este
mai sedativ la doze mici decat la doze mari. Dintre efectele secundare amintim: somnolenta, sedarea
excesiva, gura uscatd, cresterea apetitului i cresterea ponderala. De obicei, efectele secundare sunt
usoare §i tranzitorii. Nu apar efecte cardiovasculare si psihosexuale semnificative.

Buproprionul este un modulator adrenergic, blocand recaptarea noradrenalinei si dopaminei,
avand astfel efect activator sau chiar stimulant. Datorita lipsei componentei serotoninergice, acest
medicament nu pare asociat cu disfunctia sexuald. Dintre efectele secundare amintim provocarea de
crize anticonvulsive.

Trazodona si Nefazodona (neinregistratd in tara noastrd), actioneazd ca antagonisti ai
receptorilor serotoninergici de tip2 (5-HT2), dar si ca inhibitori slabi ai recaptarii serotoninei.
Trazodona blocheaza de asemenea receptorii alfal si pe cei histaminici avand astfel o puternica
actiune sedativa, putand fi utilizat si ca hipnotic (care nu da dependentd). Un efect rar, dar important
este priapismul, care poate fi tratat prin injectarea de agonisti alfa adrenergici in penis. Nu produce
sedare sau hipotensiune ortostatica. Dozele recomandate sunt cuprinse intre 300-500mg/zi.

Episodul depresiv sever cu simptome psihotice la pacientii varstnici se trateaza fie prin
asocierea unui antidepresiv cu un antipsihotic, fie prin terapie electroconvulsivanta care pare sa fie
mai eficientd decat monoterapia antidepresivd. Cu toate ca un studiu efectuat in anul 2001 de
Mulsant et. al a demonstrat cd in cazul asocierii unui antidepresiv cu un antipsihotic (perphenazina),

raspunsul terapeutic este similar cu monoterapia antidepresiva, se recomanda totusi ca la pacientii
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varstnici diagnosticati cu episod depresiv sever cu simptome psihotice sd se asocieze un

antidepresiv cu un antipsihotic, astfel (1):

Antipsihotic | Doza de initiere a terapiei | Doza de intretinere
Haloperidol 0,5mg 0,5-5mg

Olanzapina 2,5mg 2,5-10mg
Perphenazind | 2-4mg 4-2o0mg

Quetiapina 25-50mg 50-300mg
Risperidona 0,25-0,5mg 0,5-4mg

Adaptat dupa Baldwin R.C., et. Al, Guidelines on Depression in Older People

Depresia la varsta a treia beneficiaza si de tratament psihoterapeutic nu numai farmacologic
(NIH Consensus Statement, 1992). Psihoterapia este utild deoarece multe din problemele asociate
depresiei cum ar fi: evenimentele de viata psihotraumatizante, pierderea statutului social, absenta
suportului social, pierderea motivatiei de a mai trdi, nu pot beneficia de tratament
psihofarmacologic. Psihoterapia este utild si in cazul pacientilor noncomplianti la tratamentul
antidepresiv sau al celor care nu il pot tolera, insd psihoterapia nu trebuie privita ca un substitut al
terapiei farmacologice (Reynolds, 1994).

Tipurile de psihoterapie utilizate sunt: terapia cognitiv-comportamentala, terapia
comportamentala, terapia interpersonald, psihoterapia dinamica.

Indiferent de tehnica propusd, un procent semnificativ dintre pacienti abandoneaza
psihoterapia dupa aproximativ 5 sedinte (Kandel, 1998). Unii obtin suficient beneficiu in urma
acestui contact scurt cu un profesionist, altii utilizeaza terapia ca pe o interventie in criza. Exista
insa si pacienti care abandoneaza terapia pentru ca nu au obtinut ceea ce asteptau.

Depresia varstei a treia beneficiazd si de tratament non-farmacologic. Terapia
electroconvulsivanta si, uneori, deprivarea de somn pot fi utile.

Electrosocul (ES) este o terapie biologica neconventionald, de ultimad alegere in contextul
terapiilor moderne antidepresive. Este indicat In depresia severa rezistentd sau cu inhibifie
psihomotorie si risc suicidar (depresia melancoliforma).

Efectul secundar cel mai important este sindromul amnestic tranzitoriu, care se remite in
cateva saptamani. Electrosocul unilateral preintampina in buna masura acest efect secundar, iar cel
protejat (cu premedicatie anestezica i curarizante de sintezd) poate fi utilizat si la pacientii de
reguld contraindicati: antecedente osteo-articulare recente, antecedentele de infarct miocardic, HTA
si epilepsie.

Un aspect important este durata mai lungd a tratamentului antidepresiv la varstnici
comparativ cu cel administrat persoanelor tinere, in vederea prevenirii recdderilor si a recurentei.
Tratamentul trebuie mentinut timp de 6 luni dupa primul episod depresiv si cel putin 12 luni dupa

un nou episod depresiv (NIH Consensus Statament, 1992). Unii autori (Reynolds si colab. 1992,
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1995, Verhey si Honig, 1997) considera ca tratamentul antidepresiv ar trebui mentinut toata viata,

indeosebi dacd episodul depresiv este asociat cu o scadere importantd a calitatii vietii, spitalizari

indelungate si lungi perioade de reabilitare.

Evolutia depresiei la varsta a treia este influentatd si de constituirea echipei terapeutice

formatd din medicul de familie, psihiatru, asistent social, psiholog, psihoterapeut, ergoterapeut,

dietetician,

Kinetoterapeut care va elabora strategiile terapeutice, va facilita reintegrarea

sociofamiliala a pacientului (daca este posibild) sau internarea sa intr-0 unitate de specialitate

(spital, camin spital).
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CLINICA SI ADAPTARE iN BOALA ALZHEIMER

Maria Radu®, T. Udristoiu®
Centrul de Expertizd Medicala si Recuperare a Capacitatii de Munca Dolj
Universitatea de Medicina si Farmacie Craiova

Rezumat

Boala Alzheimer este o afectiune caracterizata prin deficite cognitive multiple,
afectand memoria, inteligenta, limbajul, rezolvarea problemelor, invatarea,
orientarea, perceptia, atenfia, judecata, concentrarea i abilitdtile sociale.
Defectul trebuie sa determine o schimbare semnificativa fata de situatia
initiala §i sa interfereze sensibil functionarea sociala. Odata cu cresterea
sperantei de viata ea devine o problema majora de sanatate publica.

Am luat in studiu lotul N=306 cazuri cu boala Alzheimer, urmarite in
intervalul 1997-2006.

Cel mai frecvent, simptomatologia de debut a fost cea prin tulburari cognitive
(mnezice), raportatd la aproape jumdtate dintre pacienti. Debutul acut sub
forma tulburarilor psihotice a fost mai frecvent la barbati.

Tulburarile functiilor cognitive au dominat tabloul clinic in perioada de stare
la 62,75 % din lot, cu o pondere dubla a femeilor, pe locul secund situandu-
se tulburarile neurologice. Tulburarile de intensitate psihotica s-au intdlnit
intr-o proportie redusd.

Cuvinte cheie: boala Alzheimer, debut, perioada de stare.

CLINICAL FEATURES AND ADAPTABILITY
IN ALZHEIMER’S DISEASE (AD)

Abstract

AD is a disease defined by complex cognitive impairment, concerning
memory, intelligence, language, solving problems, learning, orientation,
perception, attention, judgement, concentration and social abilities.
Deficiency has to ascertain a significant change from baseline and to
interfere social functioning.

We considered a sample N=306 patients with AD, followed-up during a
decade (1997-2006).

Most frequently, onset symptom was cognitive impairment, reported at almost
half of the patients. Acute onset, as psychotic disorders, was more frequent in
male patients.

Cognitive impairment was the main symptom during state period in 62.75 %
of our sample, with a double proportion in women; neurological troubles
were on second place. Psychotic features were found in little proportion.

Key words: Alzheimer’s disease, onset, state period.
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Avand in vedere prevalenta in actuald crestere a bolii Alzheimer in randul populatiei
generale, determinismul complex si controversat precum si faptul cd aceastd patologie constituie o
problemd socio-umand care necesitd solutii urgente de prevenire, terapie si sustinere, am luat in
studiu posibilitatile de evaluare separatd a factorilor determinanti ai bolii, precum si gradul de
interrelatie dintre acestia, in vederea determindrii unei evolutii favorabile.

Am realizat un studiu retrospectiv de epidemiologie analitica pe un numar de 306 de cazuri
diagnosticate cu boald Alzheimer in judetul Dolj, pacienti aflati in evidenta Laboratorului de
Sanatate Mintalda Craiova. Perioada studiului a cuprins intervalul 1997-2006.

In ipoteza de lucru, analiza componentelor principale a avut drept scop determinarea
factorilor ce influenteaza evolutia si prognosticul, acestea devenind noile variabile exprimate sub

forma combinatiilor liniare de variabile originale si caracterizate de o variabilitate maxima.

Simptomatologie la debut

In lotul N, cea mai frecventi formd de debut a fost cea prin tulburiri cognitive (mnezice),
raportata la aproape jumatate dintre pacienti (Tabel I, Fig. nr. 1). Din datele din fisele de observatie
si relatarile familiei, dificultdtile cel mai frecvent prezente au fost legate de evenimentele vietii
cotidiene, de data recenta, determinand pacientul sa puna mereu intrebari anturajului.

Deseori, la debut, s-a dovedit dificil pentru anturaj de a face distinctia intre uitarea benigna
normald si primele semne ale dementei. Pe masura evolutiei bolii (in medie, pentru lotul nostru, 2
ani) severitatea deficitului mnezic a devenit evidenta, cu deteriorarea masiva a memoriei de scurta

duratd, dar cu capacitatea pastrarii unor informatii ale memoriei de lunga durata.

Tabel I. Distributia lotului N pe sexe dupa simptomatologia la debut
Valorile relative au fost calculate fata de intregul lot

Sex B F TOTAL
Simptomatologie Abs. % Abs. % Abs. %

Cognitiva 61 19,93 88 28,76 149 48,69
Marginala 26 8,50 55 17,97 81 26,47
Psihotica 19 6,21 9 2,94 28 9,15
Confuzionald 14 4,58 5 1,63 19 6,21
Neurologica 16 5,23 13 4,25 29 9,48

TOTAL 136 44 .44 170 55,56 306 100

Cel mai adesea, pacientii nu-si puteau aminti intrebarea abia adresata, devenisera anxiosi si
implicit dependenti de anturaj. Ei adresau aceeasi intrebare de nenumadrate ori sau nu reuseau sa
execute un ordin pentru simplul motiv ca nu si-1 aminteau. Aceastd modalitate de debut a fost mai

frecventd la femei decat la barbati, pastrand proportia din cadrul lotului.
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In cadrul tipului de debut marginal, al doilea ca frecventi si de asemenea mai des intalnit la
femei, am inclus modificarile personalitatii si simptomatologia de intensitate nevrotica. Tulburarile
de personalitate, mai frecvente ca modalitate de debut la sexul masculin, s-au caracterizat prin
accentuarea propriilor trasaturi, exprimate mai moderat ca adult. Treptat, pacientii si-au ingustat

preocuparile, au devenit mai egoisti si mai intoleranti in conceptii.

307 28,76

251

19,93

oB
0/0 15'/ DF

e 6,21
U 8,5 4,58 523 4,25
511 2,94

1,63

O T T T T
Cognitiva Marginala Psihotica Confuzionala Neurologica

Fig. nr. 1. Distributia lotului N pe sexe, dupa simptomatologia la debut

Tulburarile de intensitate nevrotica s-au regasit sub forma dezvoltarilor predominant fobice
sau hipocondriace, mai ales la femei. La acesti pacienti, anamneza a decelat in etapele anterioare ale
existentei manifestari discrete de acelasi tip, fie un tip permanent de personalitate perfectionista, fie
un mod anxios cu scrupulozitate.

La majoritatea pacientilor cu acest tip de debut s-a evidentiat totodata o simptomatologie
nespecificd trenantd, cu astenie fizicd moderatd, tulburari ale ritmului somn-veghe, anxietate,
scadere notabild a intregii forte vitale, cu posibilitatea, in aceasta faza, a revigordarii sub presiunea
unor evenimente urgente ce au solicitat implicarea.

In cazul debutului de tip psihotic, mai frecvent la barbati, indiferent de caracteristicile
clinice ale acestuia, simptomatologia a prezentat caracteristici comune, $i anume:

= aparifia in perioada de varsta sub 65 ani;

= simptome psihice persistente, cu tendintd la cronicizare;

= fond anxios, intricat cu fenomene afective;

= frecvente preocupari hipocondriace si cu caracter sexual (explicate in parte prin scaderea

si rareori exacerbarea libidoului;
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= in marea majoritate a cazurilor aparifia dupa psihotraume, tabloul clinic imbracand

adesea un caracter reactiv;

= necesitatea interndrii in serviciile psihiatrice de urgenta.

Am considerat utild, in vederea aprofundarii studiului acestui tip de debut, abordarea
separatd a pacientilor cu manifestari psihotice (Lotul Nj), in functie de aspectul clinic al
simptomatologiei, rezultand urmatoarele forme clinice:

= tulburari afective;

= tulburari de tip schizofreniform,;

= tulburari de tip dezorganizat.

Peste jumatate din pacientii sublotului au prezentat un debut de tip afectiv (Tabel Il, Fig. nr.
2), in majoritatea cazurilor declansat de evenimente psihotraumatizante ca: pierderea partenerului
de viata, schimbarea locuintei, greutdti materiale, aparitia unei boli. Neglijarea substratului organic
a dus deseori, in aceste cazuri, la temporizarea diagnosticarii corecte, facandu-se confuzia cu
depresia reactiva.

Clinic, cei mai multi pacienti cu debut de tip afectiv depresiv au devenit initial apatici, fara
motivatia participarii la diverse activitdfi sau neinteresati sa-si mentind un nivel adecvat al igienei
proprii, comportamente interpretate intr-0 prima faza de catre anturaj ca lene sau incapatanare. Pe
masura evolutiei bolii, depresia a crescut progresiv in intensitate, alternand cu perioade de ostilitate
si suspiciozitate, schimbari rapide de dispozifie sau furie pentru o cauza minora ori fara cauza
aparentd. La unii pacienti au fost puse in evidenta tendinte si comportamente suicidare.

Formele de debut de tip maniacal pur, rar intdlnite in literaturd, au fost regasite in sublotul
nostru la 2 pacienti de sex masculin, manifestindu-se prin comportamente antisociale evidente
(proiecte lipsite de sens, cheltuieli aberante, comportament sexual inadecvat), mania imbracand un
aspect mai degraba ludic, pacientii negandu-si adevarata varsta.

Tipul schizofreniform de debut, intdlnit la un sfert din pacientii sublotului, s-a caracterizat
prin transformarea unei structuri caracteriale premorbide (susceptibilitate, neincredere, caracter
gelos, autoritar, iritabil, orgolios) intr-o structurare delirantd prin adaugarea halucinatiilor
imperative, a ideilor de prejudiciu si grandoare, agresivitatii. Delirul uniform, cu evolutie in pusee,
s-a derulat pe fondul oscilatiei depresie-excitatie, cu revendicare, manierisme, stereotipii, halucinatii
mai ales auditive.

Formele cu debut de tip dezorganizat, care In majoritate au evoluat cu deteriorare rapida si
necesitatea institutionalizdrii dupd o perioada relativ scurta, au prezentat unele caracteristici specifice:

= tendinta la vagabondaj, cu agitatie, akatisie sau hiperactivitate sterila, punand deseori in

pericol viata bolnavului;

= pierderea ,,ceasului interior” — imposibilitatea aprecierii reale a trecerii timpului;

= inversarea ciclului somn-veghe — pacientii se trezesc frecvent in timpul noptii, se

imbracd si doresc sa pdraseascad domiciliul sau sd-si inceapa activitatea. Aceste
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comportamente au necesitat supraveghere constantd pe timpul noptii si un mediu

securizant pentru siguranta pacientului.

Tabel Il. Distributia sublotului N; pe sexe dupa simptomatologia clinica
Valorile relative au fost calculate fata de intregul sublot N

Sex B F TOTAL
Simptomatologie Abs. % Abs. % Abs. %
Afectiva 9 32,14 6 21,43 15 53,57
Schizofreniforma 5 17,86 2 7,14 7 25,00
Dezorganizata 5 17,86 1 3,57 6 21,43
TOTAL 19 67,86 9 32,14 28 100
35+
301 32,14
25-/
20-/ OB
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Fig. nr. 2. Distributia lotului N1 pe sexe, dupa simptomatologie

Forma confuzionala de debut, mai frecventa la barbati, cu reprezentarea cea mai redusa in
cadrul lotului, a aparut progresiv, intr-o prima faza pacientii comportandu-se normal in locuri
familiare. Aceasta forma clinica a fost asociata de la inceput cu scoruri reduse la testele cognitive si
evolutie relativ rapida.

La formele cu debut de tip neurologic, atribuirea unui diagnostic corect s-a produs mai
tarziu, ca urmare a adresarii, in faza initiala, a acestor pacienti serviciilor de neurologie. Explorarile
functionale si aparitia si progresia ulterioard a simptomelor clinice specifice BA a facut posibila
diferentierea. Cele mai frecvente simptome neurologice evidentiate in debutul BA la pacientii din
lotul nostru au fost:

= afazia — deficienta in utilizarea limbajului, in abilitatea de a forma propozitii, a

intelegerii si executdrii unui ordin, In citit §i scris. La acesti bolnavi, pe masura
progresiei bolii, posibilitatea comunicarii a devenit din ce in ce mai dificila, pand la

pierdere totala;
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= apraxia (imposibilitatea executarii miscarilor sau actelor motorii intentionale) a fost
progresivd, incepand cu o usoard ingreunare sau stangicie, evoluand spre o pierdere
dramaticd a coordondrii, caderi frecvente sau pierderea abilitafii mersului. Daca la
inceput pacientii aveau dificultdti in efectuarea activitatilor motorii de finete (incheiatul
nasturilor), in fazele terminale ale bolii acestia au devenit incapabili de a se imbraca
singuri, disabilitatea lor fiind echivalenta cu cea a unei persoane care a suferit amputatii;
= agnozia (tulburare de perceptie constand in lipsa abilitdtii de a intelege sensul sau de a
recunoaste importanta variatelor tipuri de stimulare senzoriald) s-a manifestat in plan

clinic prin utilizarea unor obiecte in mod gresit, nerecunoasterea persoanelor apropiate

sau chiar a propriei imagini in oglinda.

Simptomatologie in perioada de stare

Tulburarile functiilor cognitive au dominat tabloul clinic la 62,75 % din lotul de studiu, cu o
pondere dubla a femeilor (Tabel I11, Fig. Nr. 3). In afara gravelor tulburiri ale memoriei si atentiei,

pe parcursul evolutiei (3-6 ani) au fost afectate si alte functii cognitive superioare: limbajul,

capacitatea perceptiva si gestuald, rationamentul §i sinteza, abstractizarea, motivatia.

Tulburarile memoriei de fixare, primele instalate, au determinat in timp dificultati de
orientare 1n satiul imediat cu pierderea reperelor familiare si ratacire, vagabondaj, cu atat mai
accentuate pe masura adaugarii tulburarilor vizuo-spatiale de tip apraxic. In domeniul memoriei de

evocare, amintirile au devenit partiale, cu stergerea progresiva atat a datelor personale, cat si a

bagajului cultural general.

Tabel I11. Distributia lotului N pe sexe dupa simptomatologia in perioada de stare

Valorile relative au fost calculate fata de intregul lot

Sex B F TOTAL
Simptomatologie Abs. % Abs. % Abs. %

Cognitiva 64 20,92 128 41,83 192 62,75
Neurologica 27 8,82 24 7,84 51 16,67
Comportamental 3 21 6,86 13 4,25 34 11,11
Psihotica 17 5,56 4 1,31 21 6,86
Dependenta 7 2,29 1 0,33 8 2,61
TOTAL 136 44,44 170 55,56 306 100

Au fost de asemenea alterate capacitatea de invatare, ca si eficienta intelectuald, pacientii
devenind treptat incapabili sd efectueze actiuni care necesitau utilizarea operatiilor de rationament si
abstractie, stabilirea unei relatii da cauzalitate, programarea unor cumpdraturi, tinerea evidentei

cheltuielilor, adaptare la situatii noi.
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Tulburarile de atentie s-au manifestat printr-o distractibilitate exagerata sau neatentic
constantd fatd de solicitarile anturajului. Pe acest fond s-au suprapus uneori episoade acute de
aspect confuzional, precipitate de schimbarea mediului, de o afectiune intercurenta, de o trauma

psihica sau aparent fara motiv.

45-
41,83

40

35+

304

15471
L] 8,82
10417 6,86

4,25

Cognitiva Neurologica Comport. Psihotica Dependenta

Fig. nr. 3. Distributia lotului N pe sexe, dupa simptomatologia de stare

Pacientii au prezentat, In majoritatea cazurilor, o profundd deteriorare a capacitatii de
invatare, fiind incapabili sa retind o listd de numere intr-o situatie de test sau, de exemplu, sa refina
localizarea toaletei intr-o resedintd noua. Unii pacien{i apareau, la prima vedere, integrati in multe
arii ale functiondrii intelectuale, dar in acelasi timp incapabili sd Invete orice material informativ
nou. Pe parcursul evolutiei bolii unii si-au dezvoltat totusi tehnici compensatorii sau modalitati de a
semnala Ingrijitorului ceringele, n special in perioadele apropiate debutului.

Tulburarile neurologice, pe al doilea loc in perioada de stare, s-au regasit in proportii
asemanatoare la cele douad sexe. La acesti pacienti, evidente si constante au aparut cu precadere
tulburarile de limbaj de tip afazic. In discursul bolnavului, aspectul initial de ,,lipsi de cuvant” a
lasat loc unei veritabile afazii transcorticale senzoriale, cu perifraze si digresiuni multiple, facand ca
discursul sa fie sarac in informatii si chiar incoerent. Ulterior, au aparut repetitii de cuvinte,
perseveriri pe fraze scurte, repetitii ale intrebarilor. In stadiile avansate, afazia imbraca aspectul de
afazie Wernicke, prin alterarea capacitdfilor de repetitie, cu parafraze fonemice §i neologisme,
ecolalie, palilalie, perseverari si logoclonii.

Tulburarile praxice, de asemenea prezente la marea majoritate a acestui grup de bolnavi,

agravate progresiv, au constat mai ales in apraxia Imbracatului si o apraxie ideatorie, facand
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imposibila utilizarea obiectelor obisnuite, apraxie constructivd cu imposibilitatea redarii unei figuri
geometrice, apraxie ideomotorie, nemaipermitdnd executia ordinelor si imitatia gesturilor simbolice
conventionale (semnul crucii, salutul militar).

Examenul neurologic general a constatat semne minime, rareori existenta de crize comitiale
generalizate cu tulburari sfincteriene; un sindrom extrapiramidal cu hipertonie plasticd, determinand
imobilitatea fetei, bradikinezie, mers cu pasi mici §i eventual tremurdturi de repaus / actiune.
Miocloniile, reflexele arhaice, reflexul palmo-mentonier, reflexul bucal, de apucare fortata au fost
prezente la peste jumadtate din cazuri, dar fard semnificatie diagnostica. La 5 pacienti am intalnit
sindrom piramidal si la 2 pacienti sindrom cerebelos, dar fard deficit motor sau senzitiv.

Tulburérile comportamentale, predominand in perioada de stare la 11,11 % dintre pacienti,
mai ales barbati, au constat in izbucniri de manie, violenta sau apatie, incapatanare si rezistenta la
acordarea de ingrijiri, suspiciune si tendinte revendicative, vagabondaj, inversarea ritmului
nictemeral cu agitatie nocturna. Mai ales la sexul masculin, familiile au relatat folosirea unui limbaj
obscen, urinarea in locuri nepotrivite, ascunderea diverselor obiecte de teama furtului acestora,
refuzul de a renunta la activititi pe care nu le putea executa in siguranti. In ceea ce priveste
comportamentul sexual, am remarcat cd indivizii care nu au avut niciodatd un istoric de
comportament sexual anormal, nu au dezvoltat astfel de comportamente in perioada de stare.

Anamneza releva ca familiile persoanelor cu BA au considerat aceste tulburari
comportamentale ca fiind cele mai suparatoare, mult mai mult decat simptomele cognitive si
surprinzator, pacientii cu tulburari comportamentale proeminente in perioada de stare au raspuns
mult mai bine la tratament fata de celelalte categorii, chiar in absenta unei schimbari semnificative
la nivelul cognitiei. Tratamentul necorespunzator al simptomatologiei comportamentale a atras dupa
sine o deteriorare mai accentuata a abilitatilor cognitive.

Prezenta tulburarilor de intensitate psihotica (afective, confuzionale, delirant-halucinatorii) a
fost intdlnitd intr-o proportie redusd in lotul de studiu datoritd faptului cd aceastd categorie de
pacienti necesitd institutionalizare sau spitalizare de lungd duratd in sectii de psihiatrie cronici,

Intr-un numar redus de cazuri, familia a relatat prezenta reactiilor catastrofale, izbucniri de
furie in urma unor situatii aparent minore, rezultate din neputinta intelegerii unei cereri, incapacitatea
intelegerii unei situatii, oboseala sau fortarea performantelor peste capacitétile individuale, limitate. O
greseala frecventa a anturajului, in aceste cazuri, a fost de a raspunde prin pedeapsa, argumentare sau

explicatii care, din contrd, cresteau anxietatea individului si agravau agitatia.
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Depresia in BA a fost incontestabil declansatd de evenimente psihotraumatizante, iar
simptomatologia maniacald a avut un aspect mai putin tenace, mai putin sustinut, pe care se grefau
secvente ce aminteau de mania veritabila, bolnavul nemaiavand resurse sd o sustind la aceeasi
intensitate o perioada mai lunga de timp; agitatia nocturna s-a intalnit in ambele tipuri afective.

Atunci cand si-au facut aparitia, halucinatiile s-au dovedit mai alarmante pentru familie
comparativ cu iluziile datorita caracterului lor deseori imperativ. Pacientii cu BA au prezentat totodata,
idei delirante cu caracter rigid si fix, cu tematicd de furt sau prejudiciu, asociate cu tulburarile
perceptive. Aceste simptome au avut o responsivitate buna la tratamentul medicamentos specific.

Starile confuzionale, reduse ca simptomatologie in lotul nostru, au aparut mai ales la barbati
de peste 70 ani cu functia intelectuald compromisd, fiind 1insofite in toate cazurile de
heteroagresivitate.

Prezenta intr-o proportie redusa in lotul nostru a pacientilor cu BA dependenti de ingrijirile
anturajului este perfect inteligibilda daca avem in vedere comportamentele critice ale acestora:
incontinenta sfincteriand, comportament auto- si heteroagresiv, vagabondaj, dezorientare temporo-

spatiald permanenta.
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CLINICAL AND THERAPEUTIC CONNECTIONS
IN VASCULAR AND DEGENERATIVE DEMENTIA

Elena Albu, Emanuela Stoica Spahiu
Spitalul Clinic de Neuropsihiatrie Craiova

Abstract

Vascular dementia can result ischemic or hemorrhagic brain damage. The
three  most common mechanisms, causing this disease are: single,
strategically placed infarcts, multiple cortical infarcts and subcortical small-
vessel disease.

Vascular dementia can occur with other types of dementia such as
Alzhemier’s disease.

The symptoms of vascular dementia are often distinct from those of Alzheimer
disease. The memory deficits that define Alzheimer disease are not always
observed in the initial stages of vascular dementia, which is usually
characterized by greater impairment of executive function.

The clinical diagnostic process does not derive from any single set of criteria
but should involve evaluation of clinical history, physical and neurological
examinations, psychiatric interview, neuropsychological tests and brain
imaging.

Assessment of patient with suspected vascular dementia should include:
establishment of diagnosis of dementia; identification of the extent and
severity of cognitive impairment; determination of the presence of risk
factors; documentation of evidence of cerebrovascular disease; evaluation of
the functional status of the patient and the interpersonal and community
supports available.

The study of vascular dementia and Alzheimer’s disease has objectives: to
learn the diagnostic features of vascular dementia and appreciate its
heterogeneity; to recognize the differences and similarities between vascular
dementia and Alzheimer’s disease and the frequency of their comorbidity in
the elderly; to become familiar with ways to manage risk factors for vascular
dementia.

Key words: dementia, diagnostic, comorbidity.

CONEXIUNI CLINICE SI TERAPEUTICE iN DEMENTA
(VASCULARA SI DEGENERATIVA)

Rezumat

Dementa vasculara poate apare prin deteriorare cerebrala ischemica sau
hemoragica. Principalele trei mecanisme care determind aceastda boala sunt:
infarcte unice, plasate strategic; infarcte corticale multiple; boli ale vaselor
mici subcorticale.

Dementa vasculara poate apare impreuna cu alte tipuri ale dementei cum
este tipul Alzheimer.
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Simptomele dementei vasculare sunt frecvent diferite de cele din Alzheimer.
Tulburarile de memorie caracteristice dementei Alzheimer nu sunt
intotdeauna observate in stadiile incipiente ale dementei vasculare, aceasta
fiind de obicei caracterizata printr-o deteriorare accentuatd a functiilor
executive.

Procesul de diagnosticare clinica nu deriva dintr-un singur set de criterii, ci
ar trebui sa implice evaluarea istoricului clinic, examenul fizic §i neurologic,
interviul psihiatric, teste neuropsihologice §i imagistica cerebrala.

Evaluarea pacientilor suspectati a avea dementa vasculara ar trebui sa
includa: stabilirea diagnosticului; identificarea extinderii si severitatii
deteriorarii  cognitive;, determinarea prezentei factorilor de risc;
documentarea dovezii de boala cerebrovasculara; evaluarea starii
functionale a pacientului si prezenta suportului interpersonal si al
comunitatii.

Studiul dementei vasculare §i dementei Alzheimer are ca obiective:
intelegerea trasaturilor de diagnostic ale dementei vasculare §i aprecierea
heterogenitatii sale; recunoasterea diferentelor si asemanarilor dintre
dementa vasculara si boala Alzheimer §i a frecventei asocierii lor la pacientii
vdrstnici; familiarizarea cu modalitatile de gestionare a factorilor de risc
pentru dementa vasculara.

Cuvinte cheie: dementa, diagnostic, comorbiditate.

Dementia is a neurodegenerative disease in which the cognitive functions are progressively

altered with an evolution towards invalidity and premature death.

Dementia represents a clinical syndrome characterized by a global cognitive degradation

which comprises a large range of psychic, psychological and conduct symptoms.

The most frequent types of dementia are: dementia of the Alzheimer type, vascular

dementia, dementia with Lewy bodies, dementia associated to Parkinson diseases and mixed forms

like Alzheimer associated to cerebrovascular disease.

The evaluation of the patients for the ascertainment of the diagnostic is made according to

the dominant clinical report, in evolutional phase and it must comprise:

1. history and anamnesis; antecedents, incipient form, risk factors, discussions with the

patient, with his family or other persons that may give informations about the premorbid

level of cognitive functioning and also about the evolution in time of the symptoms (

level A recommendation grade).

2. clinical cognitive examination and of the mental health, with the examination of the

attention and concentration, the evaluation of the orientation capacity, of short and long

term memory, of the praxia, of the language and executive functions.

3. general clinical examination which can guide us towards the diagnostic of an affection

that goes along with the dementia.
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4.

10.

11.

neurological examination is compulsory and very important in order to make the
difference between the dementia of the Alzheimer type and the vascular dementia.
psychiatric examination may find non-cognitive disorders: psychiatric and conduct
symptoms that may be found in the first evolutional stadium like depression, psychotic
phenomena, hazy conditions, obsessions, anxiety, irascibility, agitation, disinhibition.
neuropsychological examination is compulsory in cases of light or possible dementia,
with test application for the cognitive deficit estimation as well as specific scales for the
depression evaluation (depression may be associated to dementia or it can mime
dementia). The recommended test is MMSE (Mini Mental State Examination).

The evaluation of the cognitive function by means of neuropsychological tests has a
level A recommendation grade.

The evaluation of the daily activities by means of specific questionnaires is essential for

the diagnostic with a level A recommendation grade.

. the cortical dementia may differentiate by means of neuropsychological questionnaires,

anamnesis and a complete clinical examination, in which dominates the memory
disorder, the language and praxia affectation, subcortical dementia characterized by
motional disorders, conduct disorders with the alteration of the personality structure.
Alzheimer disease is dementia of the cortical type, meanwhile the vascular dementia can
develop both cortical and subcortical.

paraclinical: the most usual evidences are: complete blood count (CBC) , red blood cell
velocity, urea, creatinine, glycemia, transaminases, blood electrolytes and thyroid -
stimulating hormone (TSH) blood test, genetic tests for the identification of the family
early Alzheimer disease.

The LCR (cephalorachidian liquid) examination is indicated for the differential
diagnostic.

The neuroimagistic investigations aid at the determination of the dementia diagnostic.
There can be made cerebral computer assisted tomography with no contrast and the
cerebral magnetic resonance. For the differential diagnostic between the dementia of the
Alzheimer type and the vascular dementia, the cerebral SPECT (single photon emission
computed tomography) may be necessary - in the vascular dementia it may emphasise
the vascular damages and their type.

The electroencephalographic examination brings informations about the etiological

diagnostic of dementia.
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Regarding the diagnostic of the Alzheimer disease there must be used the DSMIV-TR
(Diagnostic and Statistical Manual of Mental Disorders) criteria, or NINCDS- ADRDA (National
Institute of Neurologic, Communicative Disorders and Stroke - Alzheimer's Disease and related
Disorders Association).

Regarding the diagnostic of the vascular dementia it is used the Hachinski ischaemic scale
or the NINDS- AIRENS criteria (National Institute of Neurological Disorders and Stroke-
Association Internationale pour la Recherche et I' Enseignement en Neurosciences).

Clinically the Alzheimer disease manifests through:

= dementia having its debut at people aged between 40-85, usually after 65;

= deficits in two or more cognitive areas;

= progressive affectation of memory and other cognitive functions;

= progressive deterioration of the cognitive functions and especially of the language

(aphasia) of the sequential execution of the movement actions (apraxia), of the
perceptions and their interpretation (agnosia);

= affectation of the daily activities and the display of the conduct disorders;

= progressive cerebral atrophy detected through cerebral imagery;

= depression, insomnia, incontinence, delirious ideas, hallucinations, fluster with verbal,

emotional or movement paroxysms, sexual disorders and weight loss.

Signs and neurological symptoms like hypertonia, myoclonus or walking disorder occur
during advanced phases of the disease.

Recent studies, clinical but also laboratory ones, demonstrate that Alzheimer disease is
frequently associated with vascular risk factors, lately the diagnostic of Alzheimer disease being
used in association with the cerebrovascular disease, which tends to replace the previous formula of
the diagnostic of mixed dementia (degenerative and vascular).

Vascular dementia clinically manifests through:

= cognitive decline towards a previous level, the memory affectation and a minimum of

two cognitive areas (orientation, attention, language, spacial and visual integration,
executive function, movement control, praxia) — all emphasised by means of a clinical
examination and documented through neuropsychological tests;

= neurological focus point signs characterized through neurologic clinical examination,

such as hemiparesis, central facial paresis, positive Babinski sign, sensibility disorder,
hemianopsia, dysarthria, encountered in the shape of neurovascular syndrome, with or
without a clinical history of vascular cerebral stroke.

= cerebral CT (computed tomography) or MRI (magnetic resonance imaging) emphasise

multiple cerebral strokes within the big blood vessels, of a single strategic stroke
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(angular gyrus, thalamus, basal part of the cerebral hemisphere, the field of the
posterior cerebral artery or the field of the anterior cerebral artery), multiple deficiencies
on the level of the basal ganglions or the white substance.

Vascular dementia emerges 3 months after a cerebral vascular accident, characterized by the
degradation of the cognitive functions, the early appearance of a walking disorder, affectation of the
stability and position, urination disorders, pseudobulbar syndrome, alterations of the personality
structure and of the emotional reactions, aboulia, depression, emotional incontinence, and

subcortical deficits.

Treatment of dementia

1. Pharmaceutical treatment of the cognitive symptoms

Alzheimer disease:

a. light forms (MMSE — mini-mental state examination, score 20-26)

Cholinesterase inhibitors represent the first medication option:

= Donepezil — daily doses 5 -10 mg
= Rivastigmine — daily doses 6-12 mg
= Galantamine — daily doses 16-24 mg

b. medium forms (MMSE — mini-mental state examination, score 11-19)

Cholinesterase inhibitors associated or not with memantine in doses of 10-20 mg per day, or
memantine as monotherapy.

c. severe form (MMSE — mini-mental state examination, score 3-10)

= Memantine 10-40 mg per day, first medication option
= Donopezil second medication option in case of lack of reaction to memantine.

Other medicines that can be used:

Cerebrolysin may be used for the easy or medium forms of the disease, either as a
monotherapy or in association with other medicines.

The standardized extract of Ginkgo biloba Egb 761 can be used for the easy forms of the
disease as a second medication option and in the medium forms of the disease as a third medication
option.

The treatment of the vascular risk factors for the patients suffering from Alzheimer disease
or with the Alzheimer disease associated with the cerebrovascular disease (anti blood clothing,
antihypertensive, statins etc.)

Vascular dementia:

a. secondary prevention treatment of the cerebral vascular strokes of all types in order to

limit the cognitive degradation
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b. cholinesterase inhibitors
= Donopezil 5-10 mg per day
= Rivastigmine 6-12 mg per day
= Galantamine 16-24 mg per day
These will be associated to the secondary prevention treatment.
c. for the Alzheimer disease associated with the cerebral vascular disease is recommended
the usage of Galantemine 16-24 mg per day
d. Memantine 10-40 mg per day associated to the secondary prevention treatment
e. standardised extract of Ginkgo biloba Egb 761

2. Pharmaceutical treatment of the non-cognitive symptoms

Regarding the people suffering from dementia of the Alzheimer type in any evolutionary
stage, which presents non-cognitive and intense or high danger potential symptomatology it is used
an acetylcolinesterase inhibitor.

a. for the fluster of the patients with dementia:

Trazodone as the first medication option.

Antiepileptic medicines such as Valproate or Carmapazepine in monotherapy or associated
with an atypical antipsychotic as a second medication option when the first option is not efficient or
generates adverse effects.

Benzodiazepines such as lorazepam or oxazepam. Diazepam may produce disinhibition or
hazy moods with the accentuation of the fluster state.

Buspirone as an anxiolytic.

Propranolol for the patients with aggressive conduct.

b. for the psychotic symptoms such as hallucinations, delirious ideas, are recommended

atypical antipsychotics:

Risperidone daily doses 0.5-2 mg as first medication option.

Quetiapine, zyprexa and clozapine as a second medication option.

Haloperidol as a second medication option when the atypical neuroleptics are not efficient.

Occasionally the psychotic phenomena may be improved by means of selective inhibitors of
the serotonine reuptake.

c. patients with dementia and depression shall be treated with selective inhibitors of the

serotonin reuptake.

d. apathy is treated with antidepressives such as Fluoxetine.

e. insomnia is treated with sedative antidepressive medicines such as Tradozone but also

with sedative hypnotic non-benzodiazepinics such as Zolpidem or Zapoplon.

f. aggressive sexual behaviour in men is treated with estrogens (Medroxiprogesteron).
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The treatment for dementia must be continued during some acute diseases or during

hospitalization. If the discontinuity of the treatment is absolutely necessary, it is recommended the

re-run of the treatment as soon as possible.

For the persons suffering from dementia, light and medium forms, one recommends

cognitive stimulation programmes ensured by medical and social personnel with adequate

preparation and qualification.

For the patients suffering from dementia, in the evolutional severe phases, one recommends

their hospitalization in specialized medical institutions for the terminal attendance of the patients

suffering from dementia during an undetermined period.
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Rezumat

Interferonul o (IFNa) ramane elementul cheie al tratamentului pacientilor cu
hepatita C, o afectiune atat de frecventa incdt in foarte multe tari ea este
recunoscuta ca o problema majora de sanatate publica. Euforia inifiald ce a
urmat lansarii IFNa. a fost umbrita de aparitia efectelor secundare.

Daca deliriumul indus de IFNo este foarte rar intdlnit la pacientii cu hepatita
C, nu acelasi lucru se poate spune si despre depresie. Aceasta este intalnita
la 10-40% din pacientii cu hepatita C in tratament cu IFNa, principalul
factor de risc fiind reprezentat de statusul mental al pacientului imediat
inaintea inceperii terapiei antivirale. Ca manifestari clinice sunt descrise 2
subsindroame. unul depresiv si altul neurovegetativ. Ipotezele prin care IFNa
este implicat in patogeneza depresiei raspund noilor descoperiri din
domeniul psihiatriei biologice. Daca aparitia deliriumului sau maniei pe
perioada tratamentului cu IFNo. presupun in primul rand oprirea acestuia, in
cazul aparitiei depresiei, un bun management al cazului si o colaborare
stransa psihiatru-infectionist poate duce la finalizarea schemei terapeutice.
Cuvinte cheie: interferon a, depresie, hepatita C.

INTERFERONa - INDUCED NEUROPSYCHIATRIC
ADVERSE EFFECTS IN PATIENTS WITH HEPATITIS C

Abstract

IFNa remains the key elements of the treatment of patients with hepatitis C, a
disease so frequent, as is considered in many countries like a major problem
of public health. Initially, euphoria after introducing IFN a was taken off by
secondary effects. If the delirium induced by IFNa is not very common at the
patients with VHC, the depression is a different problem. Depression appears
at 10-40% of patients with VHC treated with IFNo,; the main risk factor is
represented by mental status of the patient just before the beginning of the
antiviral treatment. The clinical manifestations consist in 2 subsyndroms: one
depressive and the other neurovegetative with therapeutical implications.The
hypothesis by which IFN is implicated in depression pathogeny, answers to
the new discovery of biological psychiatry domain. If the appearance of the
delirium and mania by the period of IFNa. treatment, presumes first of all, the
stop of treatment, for depression-a good management of the case and a
strength relationship between the infectionist and the psychiatrist could
finalize the treatment.

Key word: a interferon, depression, hepatitis C.
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Introducere

Enelow A.J. schita in 1980 functiile “psihiatrului de legaturd”, printre care mentiona :
investigarea trasdturilor de personalitate ale pacientilor somatici, identificarea tulburarilor psihice
secundare administrarii unei terapii somatice, diagnosticarea si tratarea depresiilor secundare
existente cu o prevalentd ridicatd in anumite boli somatice (endocrine, neoplazice, de colagen,
infectioase) (9).

Daca in 1999, G. Ionescu afirma ca notiunea de “psihiatrie de legatura” este relativ noua la
noi in tara, intelegem de ce, astazi, psihiatrul de legatura si psihologul clinician ar fi trebuit deja sa
fie membrii indispensabili ai echipei terapeutice din majoritatea clinici-lor medicale si chirurgicale.
Recunoasterea convergentei cerintelor medicale si psihiatrice duce la o serie de interventii integrate
a caror eficacitate va trebui testata in viitor. Elucidarea legaturilor existente intre anumite afectiuni

medicale si tulburdrile psihice ar putea clarifica fiziopatologia acestora din urma, sugerand noi

modalitd{i in preventia secundara si n tratament.

Importanta problemei

Ne vom opri asupra unei afectiuni medicale ce reprezinta o problema majora de sanitate
publica, hepatita C, cu referire la efectele secundare de tip neuropsihiatric ale tratamentului cu
interferon o (IFNa).

Raportul Pan — European asupra impactului hepatitei C in Europa realizat in 22 de state
europene ardta ca numarul de oameni care mor din cauza infectiei cu virus hepatitic C (VHC) este
de doua ori mai mare decat numarul de decese cauzate de infectia HIV/SIDA. Potrivit aceluiasi
raport, 86000 de persoane din Europa mor in fiecare an din cauza hepatitei C, aceasta maladie fiind
responsabila de 35% din cazurile de ciroza si 32% din cazurile de cancer hepatic.

Colaborarea psihiatru — infectionist devine imperios necesara si daca ne gandim ca 50-80%
din pacientii dependenti de droguri administrate pe cale i.v. au fost diagnosticati cu hepatitd cronica
cu VHC, cad 40% din alcoolicii cu afectare hepaticd au anticorpii anti VHC prezenti sau ca la
alcoolicii fara afectare hepatica a fost raportata o ratd mult mai mare a hepatitei C comparativ cu
populatia generala, adica 4,8% (19).

Prezentarea acestor date nu are scopul de a produce ingrijorare, ci de a explica interesul
major pentru gasirea unor terapii eficiente, concretizat in progrese permanente. Euforia initiald data
de introducerea IFN in tratamentul pacientilor cu hepatita cronica cu VHC, a fost stirbitd pe de o
parte de observatia ca doar 40% din pacienti au prezentat un raspuns pozitiv, iar pe de alta parte de
constatarea unor recaderi precoce aparute dupa oprirea tratamentului. Mai mult, [FNo s-a dovedit a

nu fi deloc inofensiv, administrarea sa fiind 1nsotita de un cortegiu de efecte secundare, printre care
165



Romanian Journal of Psychopharmacology
Vol. 7,Nr. 3,4

se numara si efectele neuropsihice. Cu toate acestea, I[IFNa ramane elementul cheie in tratamentul

hepatitei C, asocierea sa cu ribavirina, ducand la Tmbunatatirea rezultatelor imediate si la distanta.
Rolul psihiatrului se dovedeste a fi esential in prevenirea aparitiei sau in tratarea efectelor

neuropsihiatrice secundare administrarii [IFNa, astfel incat pacientul sd poatd duce la bun sfarsit

tratamentul cu IFNa.

Simptome neuropsihiatrice datorate tratamentului cu IFNo la pacientii cu
hepatita C: cele mai importante din punct de vedere al frecventei si/sau al gravitatii sunt

delirtumul, depresia §i mania (4).

Deliriumul indus de IFNa

Multi pacienti care primesc la initierea terapiei, doze crescute de IFNa administrat pe cale
intravenoasa (i.v.) sau intracerebroventriculara (i.c.v.), fie in monoterapie, fie in asociere cu alte
citokine, ca de exemplu interleukina 2 (IL-2), mai ales pentru tratamentul unor neoplazii, dezvolta
rapid perturbari de constiintd asociate cu : dezorientare, letargie, somnolenta, lentoare psihomotorie,
deteriorarea memoriei (in special cea recentd), perturbari ale limbajului (scris si vorbit), halucinatii
si semne parkinsoniene. Deliriumul a fost observat mai ales la pacientii cu metastaze cerebrale la
care administrarea interferonului a fost i.c.v. Din fericire, acest efect secundar al IFNa, chiar si la
doze mai mari decat cele uzuale, apare la pacientii cu hepatita C intr-un procent foarte mic (18).

Factori de risc: iradierea cerebrala (ca tratament concomitent), afectiuni neurologice
preexistente, afectiuni somatice severe sau de lunga durata (trenante), varsta inaintata.

Ipotezele contribuyiei interferonului la patogeneza deliriumului

IFNa stimuleaza receptorii opioizi ai sistemului nervos central. Elementele care sustin rolul
posibil al sistemului opioid in aparitia delirtumului indus de IFNa ar fi: frecventa cu care medicatia
opioida induce deliriumul in diverse afectiuni medicale si efectul favorabil al antagonistilor opioizi
(ex. naloxona / naltrexona) in ameliorarea febrei si durerii indusa de IFNa la sobolani si ameliorarea
dificultatilor de concentrare si a memoriei la oameni (14).

O alta ipoteza sustine scaderea turnoverului dopaminei la nivelul striatumului si cresterea
eliberdrii dopaminei in anumite arii corticale, explicAndu-se astfel, partial, simptomele
parkinsoniene si psihotice intalnite n timpul starilor confuzionale acute.

In sfarsit, IFNo si alti mediatori proinflamatorii indusi de IFNa, par a fi capabili de
deteriorarea integritdtii neuronale, actionand pe diverse cdi: inducerea edemului cerebral,

producerea de radicali liberi si stimularea eliberarii glutamatului, avand ca rezultat moartea celulara.
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Depresia indusd de IFNa

Consideratii epidemiologice

Raportarea ratei depresiei asociatd tratamentului cu IFNa variaza intre limite foarte largi: 3-
57% (majoritatea investigatorilor raportand procente intre 10-40%).

Explicatiile posibile pentru aceste limite foarte largi ar fi urmatoarele:

* in unele studii, “depresia” a fost consideratd un simptom singular, altele au inclus
pacientii care indeplineau criteriile de diagnostic DSM-IV pentru Tulburare afectiva
indusa de o substanta (IFNa) — cu elemente depresive sau pentru Episod depresiv major.

= studierea depresiei secundare tratamentului cu [FNa pare a urma indemnul biblic “cauta
si vei gasi”, dat fiind faptul ca rata depresiei apare mult mai crescutd in studiile
prospective si care utilizeaza scale specifice depresiei fata de studiile retrospective sau
de screening al efectelor secundare in general.

Studiile anterioare anului 1990 aveau tendinta sa priveasca depresia ca un simptom singular,
bazandu-se pe autoevaluarea pacientului in timpul tratamentului cu IFNa, in ceea ce priveste
efectele secundare. De aceea rata depresiei in aceste studii apare scazuta (6). Intr-un astfel de studiu,
Davis si colab. au raportat ca doar 9% din pacientii care primeau 3 milioaneU.interferon/saptamana
si 14% din pacientii care primeau 9 milioane U.interferon/sdptamana au descris fenomene depresive
de-a lungul a 24 de saptamani de tratament (3).

In 1996 o metaanaliza, luand in observatie rezultatele publicate a 21 de studii anterioare, a
precizat cd 7% din pacienti au raportat dispozitie depresiva semnificativa prin autoevaluare (17).

Contrar acestora, studiile care au evaluat depresia ca un sindrom (cuprinzand si simptome ca:
oboseala, simptome neurovegetative, tulburari de somn si apetit) sau in conformitate cu criteriile DSM-
IV pentru depresia majora sau care au folosit metode de screening specifice depresiei, au evidentiat rate
crescute ale depresiei secundare tratamentului cu IFNa la pacientii cu hepatita C: 16-58% (16).

In contradictie cu cele mentionate anterior, Lindsay, intr-un studiu care nu a folosit metode
de screening specifice depresiei , a observat cd 57% dintre pacientii inclusi in studiu au prezentat
efecte secundare de tipul : iritabilitate, depresie, dificultati de concentrare, insomnie (11).

Intr-o recenzie referitoare la siguranta administrarii IFNa bazatd pe raportarea efectelor
secundare catre FDA (Food and Drug Administration) — depresia, ideatia suicidara, tentativa de
suicid §i suicidul reprezintd aproximativ 4% din totalul efectelor secundare raportate.

In ultimii ani, in tratamentul hepatitei C se recomandi asocierea formei pegylati de IFNo-2a
sau IFNa-2b cu ribavirina. Pegylarea duce la cresterea timpului de Injumatatire, permite o singura
administrare pe sdptdmand si amplifica eficacitatea antivirald. Rdmane de vazut dacd folosind

aceasta schema terapeutica riscul de a induce depresie al IFNa va fi semnificativ modificat (10).
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Factorii de risc pot fi grupati in doua categorii:

Factorii de risc care tin de “medicament”: doza, durata, cale de administrare si asocieri.

- cresterea dozei si duratei administrarii mareste posibilitatea aparitiei depresieli
secundare (15).

- efectele secundare neuropsihiatrice sunt mai severe la cei care primesc IFN pe cale
i.c.v.sau i.v. decét la cei la care administrarea se face s.c.

- unele studii aratad ca asocierea ribavirinei creste in mod sinergic capacitatea IFN de a
induce depresia (5).

Factori de risc care {in de “pacient”:

- antecedentele personale patologice psihiatrice. Un istoric indepartat de tulburare
depresivd majora tratatd si remisa nu reprezintd singur un factor de risc pentru
aparifia depresiei in timpul tratamentului cu [FNa. Capuron L. si colab. in 1999,
sugerau legatura ce ar putea exista intre scorurile gasite la Montgomery-Asberg
Depresion Rating Scale inaintea inifierii tratamentului si intensitatea simptomelor
depresive dupa 4 saptamani de tratament cu IFNa (1). Aceiasi autori, In 2005,
mengionau in concluziile unui studiu ce a evaluat 162 pacienti cu hepatita C tratati cu
IFNo—2b si ribavirina, folosind Zung Self Rating Scale, ca: dezvoltarea simptomelor
depresive de la moderat pana la sever pe perioada tratamentului poate fi pusa in legatura
cu scorurile crescute pentru depresie la baseline si dozele crescute de ribavirina. Istoricul
de tulburare depresiva majora poate fi un factor predictiv numai daca imediat inaintea

inceperii tratamentului cu IFNa, pacientul prezinta simptome depresive.

In concordanti cu aceste rezultate, si alte studii aratd cd daca la baseline este prezenta depresia

asociata sau nu cu anxietate, chiar la nivel subclinic, aceasta poate fi un factor predictiv (2).

Statusul mental al pacientului imediat inaintea initierii tratamentului cu IFNa este foarte

important, acest lucru fiind sustinut si de observatiile urmatoare:

pacientii cu tulburari psihice severe ca schizofrenia pot fi tratati cu succes cu IFNa daca
sunt stabili din punct de vedere psihic inaintea initierii tratamentului si daca sunt atent
monitorizati pe perioada tratamentului cu IFNa.
pacientii cu istoric de dependenta de alcool nu prezinta un risc mai mare
pentru depresia indusa de IFNa daca sunt abstinenti pe perioada tratamentului.
sexul: prevalenta este mai mare la femei decét la barbati.
varsta: in categoria factorilor de risc pentru depresia indusd de IFNa, varsta
inaintata nu a putut fi inclusa.
afectiuni medicale asociate (cancerul sau alte infectii virale) pot creste riscul aparitiei
depresiei secundare IFN.
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Aspectele clinice pot imbraca forma a doua “subsindroame’:

= depresiv, care pe langa dispozitia depresiva include si tulburari emotionale,

= cognitive §i neurovegetative.

= neurovegetativ, caracterizat prin : fatigabilitate, lentoare psihomotorie, apatie,

= anorexie — simptome care apar devreme in timpul tratamentului cu IFNo, spre deosebire de

simptomele depresive care apar si se dezvoltd mult mai tarziu (cateva saptamani de tratament).

Identificarea precoce a apatiei este foarte importanta si ar trebui considerata ca un semnal de
alarma, ea putand fi un simptom izolat la debutul sindromului depresiv.

Multi dintre pacientii care primesc IFNo prezintd: stare de rau general, epuizare cronica,
scaderea apetitului, insomnii, fard a fi Insofite sau urmate de aparifia tristetii, sentimentelor de
vinovatie, de pierderea interesului si a placerii.

Ipoteze referitoare la implicarea /FNa in patogeneza depresiei

» Aspecte neuroendocrine

Pacientii care au reactionat la prima doza de IFNa printr-0 hiperactivitate a corti-cotropin-
releasing-hormone (CRH), evidentiata prin cresterea productiei de ACTH la nivelul hipofizei ce
determina prin actiunea sa la nivelul corticosuprarenalei, cresterea nivelului cortizolului, au un risc
semnificativ mai mare de a dezvolta depresie pe perioda tratamentului cu IFNa comparativ cu cei
care au avut un raspuns modest al axei hipotalamo-hipofizo-corticosuprarenaliene.Unele cercetari
au dovedit asemanari intre IFN si ACTH atat din punct de vedere structural cat si antigenic.

IFNa poate influenta si functia tiroidiana.

» Aspecte imunologice

IFNa s-a dovedit a fi un inductor al producerii de citokine (CK) proinflamatorii. Inductia de
catre IFN a unor citokine secundare ca : IL-1, IL-2, IL-6 si a factorului de necroza tumorald poate
contribui la aparitia depresiei (20).

Administrarea directd a unor CK de tipul IL-1 la soarecii de laborator sau folosirea unui
stimulator potent al secretiei CK proinflamatorii — endotoxina lipopolizaharida LPS poate in mod real
sa duca la aparitia unui sindrom comportamental, cu unele similitudini cu depresia umana, cunoscut sub
denumirea de “sickness behavior” (anhedonie, fatigabilitate, hiperalgie, tulburdri de somn, lentoare
psihomotorie, scdderea apetitului, a libidoului, tendinta la izolare, sete, tulburdri cognitive) (8).

CK pot activa axa hipotalamo-hipofizo-corticosuprarenaliana prin stimularea neuronilor care
produc CRH din nucleul paraventricular al hipotalamusului. Totusi, nu este inca suficient de clar
daca CK influenteaza axa hipotalamo-hipofizo-corticosuprarenaliana doar prin actiune directa la

nivelul SNC sau si prin actiunea asupra SN periferic.
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» Relatia IFNa — neurotransmitatori

IFNa, prin activarea retelei CK proinflamatorii determina si inducerea enzimei in-dolamino
2-3 dioxygenaza care transforma triptofanul in kynurenina. Astfel se realizeazd o depletie a
asupra sistemului serotoninergic ar fi alterarea transportorului serotoninei la nivel de ARN (12).

S-au constatat si modificari ale neurotransmititorilor sistemului noradrenergic si

dopaminergic induse de IFNa cu implicatii in aparitia depresiei.

Mania indusa de IFNa

Un simptom frecvent intalnit la pacientii cu hepatitd C tratati cu [IFNa este iritabilitatea. Atat
pacientii depresivi cat si cei care se plang de epuizare cronica, au frecvent asociata iritabilitatea.
Desi aceasta nu este un simptom cuprins in lista criteriilor DSM-IV pentru depresie, ci dimpotriva,
este un simptom clasic al maniei, totusi, de multe ori, ea Insoteste depresia indusa de IFNa.

Multe date din literatura confirma capacitatea IFNa de a induce mania. Un studiu european
recent aratd ca 20% din pacientii care au primit [FNa pegylat si ribavirind au dezvoltat la un
moment dat pe parcursul celor 24 de sdptdméni de tratament stari diagnosticate ca manie sau
hipomanie (7). Deoarece timpul este elementul cheie in managementul episodului maniacal, este
clar de ce clinicianul trebuie sa recunoasca imediat simptomele maniei : foarte putini pacienti aflati
in tratament cu IFNa devin euforici, forma cea mai frecvent intdlnitd fiind cea disforica
caracterizata prin iritabilitate extrema. Daca 1in cazul pacientului depresiv, introducerea
antidepresivului in schema terapeuticd permite continuarea tratamentului cu IFNa, in cazul
pacientilor maniacali prima atitudine este oprirea IFNoa urmata de administrarea medicatiei
timostabilizatoare asociata sau nu cu antipsihotice.

Factori de risc: istoric familial sau personal de tulburare afectiva bipolara.

Concluzii

= Hepatita C reprezinta o problema majora de sanatate publicd. IFNa ramane elementul
cheie al tratamentului.

= Efectele secundare neuropsihiatrice ale IFNa sunt: deliriumul, depresia si mania.

= Frecventa si importanta efectelor neuropsihiatrice secundare administrarii

= [FNo, impun conlucrarea echipei terapeutice interdisciplinare infectionist-psihiatru-
psiholog clinician.

= Identificarea factorilor de risc permit echipei terapeutice o selectie bazata

= pe argumente (fara discriminari pentru pacientii cu tulburari psihice) a celor ce pot

beneficia de tratament cu IFNa.
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= [potezele referitoare la implicarea IFNa In patogeneza efectelor secundare

= neuropsihiatrice (in special de tip depresiv), ajutd clinicianul in alegerea unei terapii

adecvate pornind de la principiul adecventei terapeutice i oferd noi piste de cercetare ce

pot ajuta psihiatria biologica sa argumenteze si sa clarifice noile descoperiri in domeniu.
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