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EVALUATION OF WORRY IN PATIENTS
WITH SCHIZOPHRENIA AND
PERSECUTORY DELUSION COMPARED
WITH GENERAIL POPULATION

A. TEODORESCU! P. IFTENT? V. BURTEA?
L. FODOREANU® M. MOGA?

Abstract: Anxietv and worryv mayv be the kev emotions involved in the
Jormation of delusions of persecution, though other affective processes
(depression, anger) mav have some contribution. Prospective and
retrospective clinical studies conducted have shown that in most cases,
svinptoms of anxiety, worry, depression and irvitability preceding the positive
svinptoms with 2-4 weeks.

AIMS: The studv was based own the assumption that people with
schizophrenia have delusions of persecution show high levels of worivyv. The
research objective was to assess the presence of worv and measure its
severity in these patients.
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1. Abordarea terapeutica a perceptiei,

gandirii si tulburarilor de comportament
in bolile psihiatrice majore




Antipsihoticele cu eliberare prelungita in
schizofrenie — cognitie

SCOPUL CERCETARII

Daca a existat o diferenta in

capacitatea  cognitiva  intre

pacientii care au primit ,

antipsihotice orale si pacienti cite Cognitive Outcomes in Nonacute Patients
care au primit antipsihotice < With Schizophrenia Treated With Long-Acting
injectabile cu actiune prelungits. e Injectable Antipsychotics Versus Oral

Scopul principal a fost * Antips chotics

compararea (AU a7 et Petric Paulagmina MD'Z Teodorescu, Andreea MD, PhD'%"; Miron, Ana Aliana MD, PhD%
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REZULTATE SEMNIFICATIVE

Grupul tratat cu antipsihotice injectabile cu actiune prelungita prezinta un coeficient de inteligenta usor mai mare in
comparatie cu grupul cu antipsihotice orale (102.2 vs 101.32, p=0,5401). Utilizarea antipsihoticelor injectabile cu actiune
prelungita poate fi asociata cu o functionare cognitiva imbunatatita.Putem specula ca antipsihoticele LAl mentin aceste valori.




Evaluarea si scorurile BACS

Media + DS Interval Media £+ DS Interval

Memoria verbala 36.58 +2.88 30-44 30.02 +£5.68 19-41 <0.0001
Secventa numerica 17.24 +2.15 13-23 14.60 + 3.45 4-23 <0.0001
Testul jetoanelor 57.78 £17.03 10-76 50.04 +18.82 8-78 0.0335
Fluenta semantica 19.70£2.10 17-26 15.48 £4.61 5-24 <0.0001
Testul literei 21.74+£2.75 16-28 19.68 £ 6.47 4-32 0.0409
Codificarea simbolurilor 34.30+12.84 7-50 30.48 £ 10.69 10-58 0.1092

Turnul Londrei 17.26 + 2.61 8-22 15.48 £ 3.47 7-22 0.0046

CONCLUZII

Studiul nostru subliniaza beneficiile substantiale ale medicamentelor antipsihotice cu actiune prelungita in atenuarea

declinului cognitiv si in mentinerea abilitatilor cognitive la persoanele cu schizofrenie.




Antipsihoticele cu eliberare prelungita in

schizofrenie —indexul ROLIN

? frontiers ORIGINAL RESEARCH

published: 07 December 2021

in psychiatry doi: 10.3389/fpsyt.2021.767756
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Rating Opportunity for Long-Acting
Injectable Antipsychotic Initiation
Index (ROLIN)

Petru Ifteni*, Paula-Simina Petric and Andreea Teodorescu

Faculty of Medicine, Transilvania University of Brasov, Brasov, Romania

Background: Schizophrenia is a severe psychiatric condition with devastating
consequences for the individual’s functionality and leading to severe disability. Lack
of insight and non-adherence to treatment remain the most important factors in the
progression of the disease to chronicity. Despite their proven effectiveness in preventing
relapses, reducing morbidity and mortality, long-acting injectable antipsychotics (LAIs)
are still underused. One of the causes invoked is the lack of guidelines or protocols for
initiating LAls.

OPEN ACCESS  Objective: The aim of this article is to present Rating Opportunity for Long-Acting

Edited by: Injectable Antipsychotic Initiation Index (ROLIN), a clinician-rated index that rates the

A r s



Indexul ROLIN

INTERPRETARE S| RECOMANDARI

DOMENII

l. Varsta

18-25 ani

26-35 ani

>35 ani

Il. Durata bolii

2-5 ani

6-10 ani

>10 ani

l1l. Recaderi

e 3 sau mai multe recaderi

e 25-35 puncte = indicatie puternica pentru
initierea LAL.

e 2 recaderi

e 1 recadere

IV. Raspunsul la antipsihotice orale

e 15-23 puncte = indicatie moderata pentru
initierea LAL.

e raspuns bun/remisiune

e raspuns partial

e lipsa raspunsului/forma rezistenta

e 07-13 puncte = indicatie scazuta pentru
initierea LAl

V. Suport familial

e 2 sau mai multi membri de familie

e un membru de familie

e niciun membru de famile

VI. Tipul de antipsihotic

e ambele forme (orala si LAI)

e doar forma orala

e clozapina

VII. Aderenta la tratment

e lipsa aderentei

e aderenta partiala

e aderenta buna

5 puncte
3 puncte
1 punct

5 puncte
3 puncte
1 punct

5 puncte
3 puncte
1 punct

5 puncte
3 puncte
1 punct

5 puncte
3 puncte
1 punct

5 puncte
3 puncte
1 punct

5 puncte
3 puncte
1 punct




Interrater reliability pentru itemii ROLIN

Itemi ROLIN Acceptabilita
L{=

1 Adecvat
0.86  Adecvat
0.92  Adecvat
0.82  Adecvat
S —

Formulare antipsihotica Adecvat

Aderenta la tratament O 88 Adecvat

ROLIN = Rating Opportunity for LAl Initiation Index. Fiabilitatea interevaluatorilor a fost masurata
folosind indicii kappa ai lui Cohen. Toti coeficientii sunt in intervalul adecvat (0,82-1,00).

CONCLUZII

Valabilitatea ROLIN ar trebui sa fie sustinuta de studii viitoare cu evaluatori independenti: se poate
astepta ca utilizarea sa sa promoveze uniformitatea si fiabilitatea rezultatelor cercetarii.




Antipsihoticele cu eliberare prelungita in

schizofrenie — medicatie concomitenta

OBIECTIVE

Obiectivul principal al cercetarii

noastre a fost sa investigheze Artice . , ,
utilizarea concomitents . Benzodiazepines and Mood Stabilizers in Schizophrenia

Patients Treated with Oral versus Long-Acting Injectable

brain
sciences

benzodiazepinelor Si d Antipsychotics—An Observational Study

sta b I I Izatori l or d € d IS p 0z ”':I € In Ana Aliana Miron 200, Paula Simina Petric I">*, Andreea Teodorescu '2, Petru Ifteni 1%, Gabriela Chele ¥4
randul pacientilor cu schizofrenie and Andreea Silvana Szalontay >
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exista diferente semnificative in

o] . N ol .
uti | izarea BZD Sl MS Tm preuna cu Correspondence: paula_petric@yahoo.com; Tel.: +40-747629883
1 1 1 i Abstract: Schizophrenia is a chronic, invalidating, and polymorphic disease, characterized by relapses
an t I p Sl h Ot ICE | € ora I € ( OA P ) fa ta and remission periods. The main treatment option in schizophrenia are antipsychotics, administered
d e p aclie n‘l’: 1] t ra t a ‘l’: | CU L A I as an oral or as a long-acting injectable (LAI) formulation. Although international guidelines rarely

recommend it, mood stabilizers (MS) and/or benzodiazepines (BZD) are frequently prescribed as
adjunctive therapy in schizophrenia patients for various reasons. This is an observational, cross-
sectional study including stabilized schizophrenia patients. A total of 315 patients were enrolled. Of
these, 77 patients (24.44%) were stabilized on LAls and 238 (75.56%) patients on oral antipsychotics




Tratamentul concomitent in grupurile LAl si AO
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Tratamentul concomitent in functie de tipul de

antipsihotic

Antipsychotic MSs and BZDs (M,
PsY Formulation MS (N, %) p-Value BZD(N,%) p-Value { p-Value
Type %)
LAI (N = 5) 1 (20%) 0 0
olanzapine 18 p=077 25 p=010 p=042
QAP (N=70 8 (11.42%
[ ) (25.71%) (35.71%) { )
LAl (N = 16) 4 (25%) 6 (37.50%) 3 (18.75%)
risperdone p=047 p=093 =095
OAP (M =310 11{35.48%) 12 (38.70) 6 (19.35%)
LAI (N =19) 2 (22.22%) 2 (22.22%) 2(22.22%)
aripiprazole =069 p=054 p=10.4%9
OAP (N =247 T (29.16%) 8 (33.33%) 3 (12.50%)
LAI (N =9) 2 (22.22%) 3(33.33%) 1{11.11%)
paliperidone p=057 p=073 p=070
OAP (M=15) 5(33.33%) 4 (26.66%) 1 (6.66%)

REZULTATE

Nu a fost observata nicio semnificatie statistica in utilizarea MS sau BZD intre formularile LAI si
corespondentul lor oral.




REZULTATE

Monoterapie in grupul SGA-LAI fata de
formele orale corespondente

Antipsihotice

numar de
cazuri

pacienti stabilizati
in monoterapie
(n,%)

LAI 5 4 (80%)

CIEIEELLE OAP 70 32 (45.71%) p=0.18
LAI 16 8 (50%)

risperidona OAP 31 10 (32.25%) p=0.24
LAI 9 5 (55.55%)

aripiprazol OAP 24 8 (33.33%) p=0.25

(0)
paliperidona l_)ﬂp 25 2 Ejg;:;%) p=0.83

Nu a fost descoperita nicio semnificatie statistica la compararea subgrupului SGA-LAI cu corespondentii lor

orali. Cel mai mare procent de cazuri de monoterapie se observa cu olanzapina LAl (80%), urmata de
aripiprazol LAl (55.55%)




Tratamentul antipsihotic cu eliberare
prelungita in schizofrenie- efectele
Pandemiei COVID 19

Tipul de LAI

aripiprazol

paliperidona

olanzapina

risperidona

Numarul

de prescriptii

pandemia COVID-19

lanuarie

2020

33

27

21

41

Februarie

2020

35

30

20

40

inainte de

Media

pe 3 luni

32.66

26.33

20.00

38.66

Numarul de |Reducerea

prescriptii dupa|numarului

declararea
pandemiei

COVID-19

Martie 2020

10 70%

5 81%

2 90%

20 49%
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Letter to the Editor

Long-acting injectable antipsychotics treatment L]
during COVID-19 pandemic - A new chall e

Man-sdherence i animportant [ectes in therapewtic Dilure, which i
frequently correlated with disexse progression. This phenomenon is
Comeon in maesl diseases that r|:|'2||.l'.rE chronsc freatment [u:diauas:u-
lar, meabalic, degenerative, e ) [ Timmerman e al, 200161 In the cxe
of mental illmess and schizoplrenia in pantioular, non-adherence [ ool
or partial) reaches up o 75% of cases, being rather the e than the ex-
ceplion [ Kane et al, 201 3a; Doblser e al. 201 8; Kxhimolo ef al. 2003a).
Medication non-adherence is associaied with Poar OulCOETeEs, mone hos-
p.i[.!l resdrmisdbons, e incresed costs of care in Sﬂu‘twhrlﬂl.u
[Winton-Brown et al, 2017, Haddad et al, 2014).

Poar medication adherence is multifscornial, is caused by the lack of
inskght [ the individual does not want i be rrested beeairse beshe does
mol congider himsellTersell i), or persistent paychatic symplams. In
CORIrast, mgni:i'n.- deficis amnd causes related to the evolulion of the dis-
£ase are important ctoes inthe individual™s motivation for Laking med-
ication [Lacro et al, 2002).

Serang evidence of the superiority of bang-acting injectable anti-
paychatics [ LAK ) aver aral antipsycharics (0A] in relapse prévention
and reducing mertality in schizophrenia is demonstrated in many
studies [Taipale et al, 2001E). LAIS have been shown b be mare effec-
Live in persons under 35 years of age. Avoiding reatment abandon,
LAls determined more frequently remidsion and recovery than 0A
[Kshimaoto er al., 2013h: Kane et al., 2003 b). EMficiency bas been
proven in the preuentian af rl.'].lpﬁl.'j alse in the catalonic forms
[Ieni and Tecdoresou, 2017). Experts congidered that LAK should
b introdsced as early as possible for better outcome in schizophre-
mia [Stahl, 2074,

D_'Sp.l‘lé irs prosven elfectivensd snd Civorsble cost-benefit rato, LAl
are still underused world-wide due 1o different reasons including eco-
moemic (high cost), mistrust, fear, stigma and outdated concepls
[Taylor & al., 2018 On the part of (e patients, the refusal i related
in particular to the mode of administration [ingection], the control of
thee trestrment | the fesling that they no longer decide), the adminisirs-
Licn protocals (in specialized centers, post injection moniloing in e
case of lanzapine pamoate, e1c.) (Yeo etal, 2017).

To all these, pew restricibons or Bmiatbom af |.|I'|_-5.I"_'nph|:l'| and ad-
ministraton caused by COVID- 19 pandemic are now are added.

I arder 1o limit the pdsiih.ilj[}‘ of contaminaticn, authorities in
many countries, including Romania, have recommended limitation
of restriction of access o ]mi-p.i[.!li. which remain i!liﬂ[l}' mtended
far EI\IErsEI\E'IGS. D\.IIJ}‘. General pur.!ﬂ!'l[iﬂﬂ&ri, but alse pi}'thi.lLr'li!S..
have limited the number of interactions with patients and have
started a difficult process far online consultations. In additson to ben-
efirs, issues regarding ethics, confidentiality, accessibility, etc. are
present. Online consultations cannot capiure many aspects of psy-
chiatric pathalegy and are often impossible in cases with bow incoms
of in rural or isoluted areas.

b ded oirg (10 B0 0 6/] s obares N0 030
SO0 GG AT 2000 Elsevier BV, All rights resenvsd,

Delxyed supply in pharmacies cased by the restriction or canoells-
tion al the expart ol medicines or sanitary equipment in the context of 2
COVID-19 iz amather barmier

As.a resull, 4 signilicant numiser of patients with schizophrenia have
been (o will soon be) undergoing freatment with less expendive, easy-
te-obtain, and mansgeable oral antipsyebotics. Inour psychiatric setting
(public hospital with 150 beds for acute patients ], the number of LAls
prescriptions decreased dramatically (49% lor risperidone LAL and 90%
lor clanzapine LAI) from Decembser 2019 1o March 2020 (Table 1)

Thie switch froem LAls i OA was requested by patients or caregivers
o reduce the musmber of trips 1o pharmaces, medical oflices or public
menial health cenpers.

For msast forms ol intramuscular administration, manufactiurers
and experts have recommended that the treatrmsent be done by spe-
cialized medical personnel [ physicians or nurses ) in centers with ex-
perience 1o avoil any problems. Administration it home is nol
recamméended.

Husnan natural ansiery related to this unigue phenomenon in the
last hundred years i sdded. Cordpirscy theories in media have 2
major impact on patients witls schirophrenia but not anly.

We will probablly see in the coming days or weeks many patients in
climical remission switched fram LAt OA

Future mirror-image studies will show (he consequences ol Chis
switch. The effect size will be directly proporticnal with duration of
the pandemic and the restrictions imposed. No-one can anticipate
the duration of COVID-19 pandemic and this situation can be
projonged.

What can we do [0 préevent relapses with its dramalic conse-
guences, especially in patents who have been undergaing LAlS for
years and have not experienced relapses far a long Lirme, some even
considering themsehes o be “cured™? What would be the best stan-
dard of care in these situations? Proposed measures such &5 indreas-
ing the dose_ delaying the next injection, or administration by the
pharmacists or family members imposed important risk: stress,
pain, oo superficial or o profound injecon, inadequate site of in-
jection (deltoid or gluteal), ¢l

We must continee o advocate for improved access o long-acting
antipsyehatics lor the people with previous pon-adberence as wedl a5
lior the yourng patients ot the early stages of schizophrenia, esen in this
dEflicult pericd.

Ruole of funding ssurce

Hone.
Desrlaratiom of coampeting inrenea
Nose of the authors have conflicts i repan.
To the stall of Chinical Hospital of Psychiarry and Neurology Brasow,

Rosania For thesr EMI'IJI.uiI\g @lfors 1o prM‘inE the best medical care
fiar patients during COVID-10 pandermic.



Tratamentul cu olanzapina in timpul

pandemiei Covid-19

1.2
Psychiatric Quarterly (2022) 93:627-635
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Concluzii

Scaderea vizibila a initierilor de OLZ-LAIl si chiar incetarea administrarii din cauza restrictiilor impuse de pandemie.
Chiar si pacientii cu perioade lungi de remisie au recidivat dupa trecerea la tratamentul oral, durata lunga a
remisiunii nu este un factor de protectie atunci cand pacientul devine din nou necompliant la tratament.
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Long-Acting Injectable Antipsychotics (LAIs) Prescribing
Trends during the COVID-19 Pandemic in Romania
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Abstract: Long acting injectable antipsychotics (LAls) are considered the ideal treatment for schizophre-
nia, especially for young patients with high rates of non-adherence. In the current COVID-19
pandemic, it has been reported that the administration of LAls decreased in some areas. The aim
of this study was to evaluate the impact of COVID-19 pandemic on the initiation of LAls. This is
a retrospective mirror- image study covering a total period of 24 months: 12 months before and
12 months after the declaration of COVID-19 pandemic on March 11, 2020. During the study period,
out of 218 patients admitted with schizophrenia, only 15 (1.3%) received LAls at discharge. There was
a 48.3% reduction in LAls initiation compared to the pre-pandemic period (29 LAls initiations in 2019
from 224 admissions). Despite the 27% reduction in the total number of admissions (1500 in 2019 vs.
1100 in 2020), the number of admissions with schizophrenia remained almost the same (224 in 2019
vs. 218 in 2020). COVID-19 pandemic brought an important challenge in the treatment of patients
with schizophrenia, especially in the initiation of LAls. This could have an important impact on the

relanse rate in the next period.



Prescrierea tratamentului de tip LAl in

timpul pandemiei de Covid-19

11 March 2020

11 March 2019 Declaration of COVID-19 Pandemic 12 March 2021 50

4
S e e 4 =

| ) (] () [ () ] P ] )
I Pre-Covid Comparator Period COVID-19 Pandemic

Durata de evaluare a tratamentului cu LAI

o # Before COVID-
Concluazii 19 pandemic
Situatia din domeniul medical a suferit schimbari '?:f::dsmoi\:m'

notabile in timpul pandemiei si unele optiuni

importante de tratament pentru pacientii cu
schizofrenie au fost temporar sistate. Trebuie sa
sprijinim in continuare accesul la antipsihotice

Olz- LAI Ris- LAI Pal- LAl Ani- LAl Cla

injectabile cu durata lunga de actiune pentru
pacientii cu schizofrenie.

LAI si initieri cu clozapina in 2019 vs. 2020



Tratamentul antipsihotic din tulburarea afectiva

bipolara

Scopul studiului a fost de a evalua
riscurile si beneficiile trecerii de Ia
un alt medicament
pacientii cu TAB cu

clozapina Ia
antipsihotic Ia
episoade maniacale sau mixte.

Neuropsychiatric Disease and Treatment
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Switching bipolar disorder patients treated with
clozapine to another antipsychotic medication:
a mirror image study

Petru Ifteni'?

Andreea Teodorescu'*
Marius Alexandru Moga'
Alina Mihaela Pascu'
Roxana Steliana Miclaus'?

'Faculty of Medicine, Transilvania

University of Brasov, Brasov, Remania;

“Clinical Hospital of Psychiatry and
Neurology Brasov, Brasov, Romania

This article was published in the following Dove Press journal:
Neuropsychiatric Disease and Treatment

23 January 2017
Number of times this article has been viewed

Abstract: Bipolar disorder (BD) is associated with periodic symptom exacerbations, leading
to functional impairment, and increased risk of suicide. Although clozapine has never been
approved for the treatment of BD, it is occasionally used in severe mania. The aim of the study
is to evaluate the risks and benefits of switching clozapine in remitted BD patients. This is
an observational, mirror image study of 62 consecutive remitted BD outpatients treated with
clozapine. Twenty-five patients were switched to another antipsychotic following a change in
a drug reimbursement rule, while 37 continued on clozapine. The mean time in remission was
shorter for the switched group (9.244 months vs 1346 months, P=0.018), and the number of
patients who relapsed was larger (n=21 vs n=8, P<0.0001). The results suggest that switch-
ing from clozapine to another antipsychotic may increase the risk of relapses in remitted
patients with BD.

Keywords: clozapine, bipolar disorder, relapse, switch, cost




Tulburarea afectiva bipolara-clozapina (rezultate)

Characteristics MNon-switched group Switched group P-value
n=37, 59.7% n=25, 40.3%

Gender, male, n=36, 58.1% 23 13 =<0.05
Age (years) 38.94 (10.59) 38.76 (10.17) 0.846
Age of onset (years) 26.67 (8.17) 27.60 (7.71) 0.782
Duration of illness (years) 12.00 (7.68) 11.16 (5.51) 0.091
Mumber of hospitalizations (lifetime) 8.67 (5.38) 7.60 (3.65) 0.049
Days of hospitalizations (lifetime) 212.56 (123.90) 190.20 (90.76) 0113
Clozapine before replacing, months, mean (5D) 13.91 (6.20) 14.32 (5.27) 0.408
Remission before clozapine discontinuation (months) 10.18 (5.55) 10.64 (4.58) 0.326
Remission after clozapine discontinuation (months) 12.93 (6.24) 9.24 (3.90) 0.018
Relapse after clozapine replacing 8 (21.62) 21 (77.77) =20.0001
Hospitalization after clozapine replacing 8 (24.24) 25 (75.76) =Z0.0001
Total amount of money/family €780 €821 0.884
Mumber of persons who support patient’s treatment 2.3 2.1 0.921

Mote: Data presented as n (%) unless stated otherwise.
Abbreviation: 5D, standard deviation.

CONCLUZIE

Datele obtinute sugereaza ca intreruperea clozapinei la pacientii cu TAB remisa ar trebui sa fie

cantarita in raport cu riscul potential de exacerbare a simptomelor.
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2. Abordarea terapeutica a perceptiei,

gandirii si tulburarilor de comportament
in sarcina si in perioada postpartum




Tratamentul antipsihotic in sarcina

Teodorescu et al. BMC Psychiatry (2017} 17:311

DOl 10.1186/s12888-017-1475-z BMC PS}/Chiatry

Dilemma of treating schizophrenia during L
pregnancy: a Case series and a review of
literature

Andreea Teodorescu'?, Petru Ifteni’?”, Marius Alexandru Moga2'3, Victoria Burtea? and Nicusor B'lgiu2'3

Abstract

Background: The choice of antipsychotic treatment during pregnancy remains controversial, mainly due to a lack
of exposure and outcome data. Randomized clinical trials are practically impossible due to ethical reasons. Our
reports describe three cases of closely monitored female patients with schizophrenia who were treated with
olanzapine during pregnancy. The novelty of reports is that all patients were previously treated with clanzapine
long acting injectable (LAl) for an average period of 3.8 years. During the LAl treatment period they were in
remission and then refused to continue with LAl mainly due to treatment modality (injectable administration).

Case presentation: The patients were relatively yvoung, diagnosed with schizophrenia and were previously
successfully treated with long acting injectable. The women were pregnant for the first time. In two cases, the
patients had become pregnant during remission and they continued treatment with oral clanzapine. In the third
case, olanzapine treatment was initiated during admission for a relapse.

Conclusions: There are no controlled studies for the use of olanzapine therapy in pregnant women. More studies are
needed to determine the effects of antipsychotics, including oclanzapine, on pregnant women and the developing fetus.
Schizophrenia relapse during pregnancy may expose the mother and the fetus to high risk if olanzapine is stopped. It is



Tratamentul antipsihotic in sarcina

Rapoartele noastre descriu trei cazuri de femei cu
schizofrenie care au continuat tratamentul oral cu
olanzapina in timpul sarcinii. Este foarte plauzibil ca
doua dintre ele sa fie in tratament din saptamana 1
de sarcina intr-o faza de remisie, iar una in
tratament din saptamana 25, cand a fost internata
pentru recidiva. Nou-nascutii au fost dezvoltati
corespunzator varstei.

CONCLUZII

Nu exista studii controlate pentru utilizarea terapiei cu olanzapina la femeile gravide.
Recaderea schizofreniei in timpul sarcinii poate expune mama si fatul la un risc ridicat daca
olanzapina este intrerupta. Frecventa rezultatelor fetale in cazurile expuse la olanzapina nu a
diferit de ratele rezultatelor raportate la populatia generala. Este important sa se evalueze
riscurile si beneficiile tratarii femeilor insarcinate si sa se cantareasca aceste riscuri in raport
cu posibilele riscuri de anomalii si probleme de dezvoltare pentru fat sau copil.




Tratamentul antipsihotic in psihoza postpartum
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Tratamentul antipsihotic in psihoza postpartum

| Authors | Studydesign | Participants(N) | __ Treatment | Results

Targum et al 1979 Case series
Robinson, et al, 1986 Case report

Murray, 1990 Case report

KornhuberJ S EEREE Case study

Lutz et aI 2008 Case report
Gobbi, 2014 Case series

Murugesan et al, 2015 Case report

Kyllo, et al, 2017 Case report

Cranford et al, 2018

Case report

N=2

N=1

N=1

N=1

N=1

Thioridazine
Chlorpromazine
Haloperidol
Chlorpromazine
Chlorpromazine
Clozapine

Olanzapine

Quetiapine

Haloperidol
Olanzapine

Olanzapine

Olanzapine
Risperidone

Both cases recovered within 17 days

Improvement of mental status by week 3 and discharge
at week 8.

Rapid improvement of symptoms

Clozapine 200 mg/d was effective within a week.

No adverse effects were noticed, and the mother
experienced a rapid improvement.

300 mg/d of quetiapine was efficient and symptoms
significantly decreased after 7-10 days.

5 mg/d olanzapine was introduced after 35 mg
cumulative dose of haloperidol during 24 hours after
delivery.

The patient’s symptoms improved within 2 days after
she was switched from quetiapine to olanzapine 10
mg/d, discharged on day 11.

After initial treatment with olanzapine 10 mg/d
because of excessive sedation she was switched to
risperidone 2 mg BID and lithium 900 mg/d.

APs used in PPP—case reports/case series.



Tratamentul antipsihotic in psihoza postpartum

Authors __[Study design ___|Participants (N Treatment _______________JResults

Sharma, et al, 2006 )\ E1IE] Nl N=11 Olanzapine alone or in combination The role of olanzapine (OLZ) in the prophylaxis

prospective study with an antidepressant or mood of PPP and mood episodes: only 2 (18.2%) of
stabilizer the women in the OLZ group experienced a
Either antidepressants, mood postpartum mood episode, whereas 8 (57.1%)
N=14 stabilizers, or no medication for a of the women in the non- OLZ group did.
minimum of 4 weeks after delivery
s s es PPl A Prospective study, N=51 AP 67% achieved remission with a combination
comparison group of lithium, APs, and benzodiazepines; 18%

achieved remission with APs and
benzodiazepines; 6% achieved remission with
benzodiazepines.

s eE e PPl Prospective cohort N=64 Olanzapine 63 of the 64 (98.4%) patients achieved a full
study Step 1: benzodiazepine, 3 clinical remission within the first 3 steps of the
days (N=4) Quetiapine clinical algorithm.
Step 2: benzodiazepine and
AP (N=12) Risperidone
Step 3: benzodiazepine, AP
and lithium (N=48) Haloperidol
Retrospective N=29 Haloperidol Only 1 patient had ECT for lack of adequate
study response to psychotropics
Hill et al, 2019 Retrospective N=25 Atypical AP Infants were found to have generally
study normative growth and development, with

relationship concerns noted in 5. A total of
36% of the cohort maintained some

16% lithium augmentation breastfeeding, and all had their infants in their
care at discharge.

APs used in PPP—clinical studies



Tratamentul antipsihotic in psihoza

STEP DIRATION
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FIGURE 2. 5 d-step treatment algorithirm. BZO,
benzodiazepine.

Acest studiu a utilizat un algoritm in 4 etape la pacientele internate pentru prima oara
pentru un episod psihotic sau maniacal debutat in perioada postpartum, care a necesitat
internare intr-un spital de psihiatrie acuti. Algoritmul de tratament a fost stabilit ca o

administrare secventiala de benzodiazepine, antipsihotice, litiu si terapie electroconvulsiva
(ECT), cu toate acestea, niciunul dintre participanti nu a necesitat ECT. Antipsihoticele
utilizate in acest studiu au fost haloperidolul, olanzapina, quetiapina si risperidona.




Tratamentul antipsihotic in psihoza
postpartum

Studiile existente pana in prezent nu permit sa se
traga o concluzie definitiva cu privire la care
tratament este cel mai eficient sau cel mai adecvat.
Studiul nostru evidentiaza decalajul in cercetarea
privind tratamentul PPP. Sunt necesare studii
clinice pentru a compara eficacitatea si siguranta
diferitelor antipsihotice in PPP pentru a oferi
indrumari cu privire la interventiile de tratament.

AP utilizate 1n PP
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CASE REPORT

Clozapine Efficacy in a Case of Severe
Treatment-Resistant Postpartum Psychosis

Andreea Teodorescu'
Petru Ifteni ()’

Ana Dragan”

Marius Alexandru Moga'
Ana Aliana Miron'
Lorena Dima’

Mransilvania University of Brasov, Faculty
of Medicine, Brasov, Romania; “Clinical
Hospital of Psychiatry and Neurology of
Brasov, 3rd Department of Clinical
Psychiatry, Brasov, Romania

This article was published in the following Dove Press journal:
Risk Management and Healthcare Policy

Background: The postpartum period is a difficult tme for mother and family.
Unfortunately, in some cases, two psychiatric complications may oceur: postpartum psy-
choses (PPP) with a prevalence of 0.2% and a very low icidence of 0.25-0.50 per 1000
deliveries, and post-natal depressions with an incidence of 10 to 20% per 1000 deliveries.
The onset of postpartum psychosis s in the first 4 weeks after childbirth with symptoms such
as emotional lability, cognitive disorganization, delusional beliefs and hallucinations. It
requires hospitalization due to the high risk of suicide and infanticide. The studies reveal
that the treatment can include FGAs (first-generation antipsychotics), such as haloperidol,
and SGAs (second-generation antipsychotics), such as olanzapine, quetiapine and risperi-
done. The literature 15 scarce in what resistant PPP 1s concerned and no such cases treated
with clozapine have been reported, according to our knowledge. The present case report
focuses on a female diagnosed with PPP who was treated with clozapine due to the lack of
response to adequate dosage of 2 second-generation antipsychotics.

Case Presentation: We present the case of a 30-year-old primiparous woman on her
3rd day after delivery, admitted in the psychiatric emergency unit for agitation, intrusive
thoughts with a content frequently related to the infant, ideas of reference, disorganized
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Managementul tulburarilor de perceptie si
comportamentale din tulburarile cognitive majore
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Age at first No. of previous Second Duration, Dose, Second

Sex Age admission admissions Type Severity AP d mg AP

M 83 83 1 Mixed Severe HAL 3 10 LEV

M 80 74 3 Mixed Severe HAL 4 4 QUE

F 79 79 2 Mixed Moderate HAL 5 5 RIS

F 86 86 1 Mixed Moderate HAL 3 10 QUE

M 82 82 1 Mixed Severe HAL 4 5 RIS

M 85 82 4 Mixed Moderate HAL 3 5 oLz

M 76 75 2 Mixed Moderate HAL 3 15 LEV

M 7 77 1 Mixed Moderate HAL 5 10 RIS

F 86 86 il Alzheimer Moderate HAL 3 10 QUE

CO N C LU ZI I M 84 84 1 Mixed Moderate HAL 4 4 QUE
F 66 64 3 Alzheimer Severe HAL 2 2 oLz

M 82 82 1 Mixed Severe HAL 2 5 QUE

F 72 71 1 Parkinson  Moderate HAL 1 4 QUE

M 76 71 5 Alzheimer Moderate HAL 2 5 QUE

o 00 V) . . . v M 85 83 4 Alzheimer Moderate HAL 3 10 oLz
Pacientii cu dementa cu agitatie rezistenta la Fooe e i Mixed  Severe  HAL 4 5 RIS
o ) . . M 74 74 2 Alzheimer Severe QUE 5 200 HAL

tratament reprezinta unul dintre cele mai A 5 Alzheimer Moderate QUE 3 00 oLz
. o ey U, e v M 82 82 2 Alzheimer Severe QUE 4 300 HAL

provocatoare cazuri din unitatile de urgenta Moo 7 ! Mixed  Severe  QUE s w0 RS
of o o o . . . . . F 78 78 1 Mixed Moderate QUE 3 300 HAL
psihiatrica. Conditiile medicale comorbide si Moo 7 5 Parkinson  Moderate IS s 3 WAL
. . . . M 90 90 1 Mixed Severe RIS 2 4 HAL

efectele secundare ale medicatiei psihotrope Moo 7 2 Med  Sewers RIS : 3 oz
. . o o . F 72 69 5 Alzheimer Severe ~ OLZ 5 10 QUE
chiar si la doze mici sunt factori care trebuie Mo 7 1 Parkinson  Moderate  OLZ 4 5 QuE
I " A 'd A tl t | . M 72 71 5 Mixed Moderate OLZ 4 10 HAL
uatl In ConSI erare' m u I |Za C Ozaplna Ca Duration,  Dose, Dose, Trazodone, Duration,  Dose, LOS, CLZ at
o alegere off-label pentru tratamentul fox @ mp B mp g G2 4 2 wmg < diechege
. S A o M 5 100  Lorazepam 2 75 Yes 5 100 12 YES
agitatiei severe in dementa. Moo3 a0 - - ~ Y 5 50 12 YES
F 3 1 Alprazolam 0.5 — Yes 4 75 12 NO

F 4 150 Lorazepam 2 — Yes 6 100 13 NO

M 1 1 Lorazepam 2 - Yes 4 75 9 YES

M 4 10 Lorazepam 2 - Yes 8 25 15 NO

M 5 50 Lorazepam 2 100 Yes 3 100 1 NO

M 4 4 Diazepam 15 - Yes 3 25 12 YES

F 4 300 Clonazepam 1 — Yes 8 50 15 NO

M 3 200 Alprazolam 0.5 — Yes 3 25 10 NO

F 3 15 Lorazepam 2 50 Yes 3 200 8 YES

M 4 100 — - — Yes 6 50 12 NO

F 2 200 Lorazepam 3 - Yes TAN JO0JOURNAD OF THERXESUTICS

Caracteristicile clinice ale pacientilor tratati cu clozapina
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Clozapina in comportamentul agresiv rezistent la

Characteristic Bipolar disorder ~ Major Cognitive - Intellectual Personality
Am identificat patru grupuri majore de be=llf)  dswkn  dwhity  dowks
. . (n=1197) (n=1161) (n=1055)
diagnostic:
: : Clozapine use 1, %) n=170, (1699%) n=112,035%) n=18, (1102%) n=92, 872%)
1. tulburare bipolara (n=172), Age (mean, D) D080 W5 R8I MM856
Male gender (n, %) 110639%  46(4107%)  70(5468%) 39 (64.13%)
2. dizabilitate intelectuala (n=128) Smokmg (n, %) AQ8%  16(14B8%)  0(1562%) D4R

Age of onset (mean+SD) B80+435  T502+4.68

3. tulburare cognitiva (n=112) Age at first admission (mean=SD) 2673346 77322377 30612224 31882754
Duration of illness (mean+ D)~ §.30£6.84 420180 - -
4. tulburare de personalitate (n=92) Mechanic restraint (n, %) 109(6337%) 100 (8928%)  99.(7734%)  25(27.17%)
Substance us¢ disorder
Alcohol abuse W0 2015%  150L7%)  56(60.86%)
Drugs 10 (5.8%) 0(0%) 5(3.9%) 17 (1847%)

CGIs at baseline (mean, SD) 5442059 488132 SB3=LI1 5122077

Caracteristicile lotului studiat



Eficacitatea si siguranta clozapinei —
tulburarea bipolara

REZULTATE

Din de cazuri cu tulburare bipolara si au primit clozapina. Clozapina a fost
indicata ca a 3-a sau a 4-a optiune terapeutica, dar au existat si cazuri in care introducerea a
fost decisa ca prima intentie . Introducerea clozapinei a aratat o reducere rapida
a simptomelor, o scadere semnificativa statistic a numarului de constrangeri mecanice si o
reducere a numarului de medicamente psihotrope concomitente. Doza medie de clozapina a
fost de . In timpul tratamentului, au fost intalnite reactii adverse precum
tahicardie tranzitorie , constipatie Si sialoree :
Nu au fost raportate reactii adverse majore. In 65 de cazuri pacientii au fost titrati
rapid din cauza nivelului ridicat de agresivitate. 144 de pacienti cu tulburare afectiva bipolara
au fost externati cu recomandari de clozapina




Eficacitatea si siguranta clozapinei —
disabilitatea intelectuala

REZULTATE

Din cei de pacienti diagnosticati cu o forma de dizabilitate intelectuala, au
primit clozapina pentru comportament agresiv, inclusiv auto-vatamare. Clozapina a fost
introdusa in titrare standard incepand cu dimineata si apoi a crescut lent. Doza
medie a fost de . Intr-un caz a fost necesard doza maxima de

pentru agresivitate extrema si autovatamare. Cautand in baza de date a spitalelor, am observat
o scadere a numarului de reinternari la pacientii externati cu recomandari de clozapina in
urmatoarele 6 luni.




Eficacitatea si siguranta clozapinei — tulburari
cognitive majore

REZULTATE

In perioada de studiu, de pacienti cu tulburari cognitive majore au fost internati si
au primit clozapina. Clozapina a fost utilizata pentru ameliorarea rapida a
comportamentului provocator, administrata la o doza minima de Si maxim
. Media a fost de . Particularitatea tratamentului cu clozapina in
tulburarile cognitive a fost faptul ca in 75 de cazuri tratamentul a fost inlocuit cu un alt
antipsihotic (cel mai frecvent olanzapina si quetiapina). Tinta a fost ameliorarea rapida a
comportamentului agresiv, externarea pacientilor cat mai curand posibil la casele lor,
adaposturi sau institutii pentru ingrijire pe termen lung.




Eficacitatea si siguranta clozapinei —
tulburarile de personalitate

REZULTATE

Din cele de cazuri de pacienti cu tulburare de personalitate, 92 au primit clozapina
. Tipurile intalnite au fost personalitatea antisociala, personalitatea borderline,
personalitatea schizotipald si mixta. In multe cazuri au fost identificate abuzul de alcool
si abuzul de droguri . Doza medie a fost cuo
doza minima de si o doza maxima de . Initierea clozapinei a redus
semnificativ agresivitatea si a dus la scaderea numarului de episoade de contentie, la scaderea
numarului de medicamente psihotrope si a nevoii de supraveghere.
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‘INT.TUTIONALIZATION OF PATIENTS WITH SCHIZOPHRENIA

IN THE MODERN ERA

Petru IFTENI, Transilvama Umversity, Faculty of Medicine, Breasov, Romania
Andreea SZAT.ONTAY. UMF _Gr T Popa™ Iasi, Romania
Andreea TEODORESCU, Transilvama Umversity, Faculty of Medicine, Breasov, Romania

INTRODUCTIONS

Patients with schizophrema requinng long-term institutionalization represent cases with poor outcome, often leading to high costs for patients and
family and constituting a huge economical burden for society if patients are young_

ATMS

The aims of the study were identification of characteristics and predictors of institutionalization in schizophrenia._

METHODS

Retrospective study of all instimtionalized patients with schizophrenia in Brasov County, Romania, with a DSM-IV-TE. lifetime diagnosis of
schizophrema mstitutionalized between 1995 and 2014

RESULTS

Institutionalized patents between 2005 and 2014 (n—=172) had lower age (21.15 vs. 37.08, p=20.03) and lower age at mstitutionahzation compared
with patients admitted between 1995 and 2004. Lower education level (8,23 ws. 1322 p=0.05), only one parent, mmltiple antipsychotics
treatments and suboptimal response under first generatton long aching antipsychotics are predictors for mstitutionahzation Halopendol 1s the mam
treatment option (42_54%) followed by olanzapime 17.1% and clozapine 10.24%%_

CONCLUSIONS

Our study showed a tendency to mstitutionalize patients with schizophrema at the younger age compared with past decades. Early mtervention in
psychosis, controlled treatment with SGAs should be solutions to avoid institutionalization of young patients with schizophrenia
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