3
1 (Schizophrenia)
2 (Antipsychoatics treatment)
3 (Quality of Life)
1
. .1856-1926 Krapelin “dementia precox’
. .1857-1939 Bleuler “ Schizophrenia
dementia precox Splitting of mind
(schism) (thought) (emotion) (behavior)
1 (Fundamental symptoms ) Beuer 4As
(Bleuer's four As)
11 (loosening of association)
1.2 (affect)
13 (autism)
14 (ambivalence)
2. ? (' Secondary symptoms )
21 (hallucinations)

22 (delusions)



. .1887-1967 Schneider
“ Schneiderian Hrst-Rank Symptoms (SRS

1 (Audible thoughts )

( )

2 (Voices arguing or
discussing or both )

3 (Voices commenting)

“r 1
4 ( Sometic passivity experiences )
6.
(Thought withdrawal and other experience of influenced thought)

6. (Thought broadcasting)

7. (Delusional perceptions)

8
(All other experience involving volition,mede affects,and made impulse)

89
1 (incidence)
0.016-0.042

0.06-17



Epidemiologic Catchment Area Program

15-25

! - . 1935-1955

1 ! 10-15

45

25-35



06)

10.

ml
. 25352539
9 ( 38)
?
1
3050
1525

(immigration)w

510

154

10



12.

(first-degree biological relatives)

4060

40-50

25



oxygen

ventricle
L. ? 3

( ) 470

2

(social causation hypothesis”™
Y| (downward drift hypothesis)

(pathophysiology)

12



13

Pseudomonas Etiology Schizophrenia
Pneumonia (disease) Geneticst ?
the lungs Pathophysiology Schizophrenia:
Neurotransmitter

” (disease) and/or structural brain
Preurmonia: abnormalities
inflammation of lung tissue |t

|t Positive symptoms,
Fever elevated WBC,Cough, Signs and symptons Negative synmptons,
Chest pain, €ic. Cognitive deficits

streptococcus pneunmoniae 1klebsiella pneumoniae, pseudomonas aeruginosa

dopamine 1960

(hyperdopaminergia)

binding affinity
dopamine receptors



(dopamine agonist)
(typical antipsychatics)
30 dopamine hyperactivity
dopamine hyperactivity
prefrontal cerebral cortex
limbic system mesolimbic neurons
3
* seratonin
* glutamate
» gamma-aminobutyric acid (GABA)
serotonin serotonin
serotonin
? Soluf (atypical
antipsychotic) serotonin antagonists dopamine antagonist
glutameate glutamatergic
phencyclidine (PCP)
gamma-aminobutyric acid

14



Clozapine dopamine serotonin
receptor serotonin-dopamine
presynaptic Synapse

postsynaptic neuron
#
neuropeptides
neuropeptide

* beta-endophin

* cholecystokinin (CCK)

* neurotensin

neuropeptides
4,
1
« Limbic system 10
limbic system amygdala, hippocampus

parahippocampal gyrus
hippocampus

. lateral third ventricle

cortical volume



al

511

512

(fixation)

5.2

513

16
Positron Emission Tomography (PET)
dorsolateral prefrontal cortex
111213
(The individual patient)

(Psychoanalytic theories)
(Oral stage) Mahler

ego
(hostility) (aggression)

(Psychodynamic theories)

(regression)

(fantasy)

(Learning theories)

(Patient’s farily)



521 (Double blind)

Bateson

522 ( Schisms and
skewed families) (schisns)

Model for identification
( keved)

523 (Pseudomutual

families)
(communication deviance)
®
524 (High Bxpress Enation : high BB
(criticism) (hostility)
(over involvement)

6. Stress-Diathesis Modd!



.19 Wamer@ ? ”
vulnerability model” 2
Background
led 1
Prenatal /perinatal period Genetic predisposition
Intra-uterine factors
Birth trauma
Parental bonding
Predisposition to schizophrenia

Level 2
Developmental period

Head injury

Infections

Maladaptive learning

Family communication patterns

Vulnerahility to schizophrenia

&
led 3
Précipitants of psychosis Drug use
. QKLU' A Stressful life events
Stressful environment
Schizophrenic episode
a
Level 4
Psychotic and Post-psychotic Drug use
period Stressful life events

Stressful family environment
Labeling and stigma

Social isolation or reintegration
Social rehabilitation

Patterns of institutional care

Course and outconme

18



(prodorrel)

(persecutory delusions)

(active phase)

(delusions)

(delusions of reference)

19
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(grandiose delusions)
(religious delusions)
!

(somtic delusions)
(bizzare delusions) !
(telepathy)

!
thought broadcasting thought broadcasting !
! telepathy
2) (hallucinations)
! £

(voices arguing or discussing)
(voices commenting)



trm

fwtnwnppiHniHt J

3)
(autistic thinking)
(loosening of association®
(irelevant answer”
(incoherent speech)u
(neologism) (lack of insight)
4)
5)

(negative symptoms)

1. Alogia
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2. Affective flattening

3. Avolition-apathy

4. Anhedonia-asociality

(dimensions)

1 (psychoticism)
2.

(disorganization)

3. (negative symptoms)
2 (positive symptoms)
3. (stabilization phase)
6
4. (stable phase)

2 The Diagnostic and

Statistic Manual of Mental Disorders, Forth edition (DSM-1V)
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The 10th Edition of the International

Classification of Diseases” ICD-10
2
( )
M-IV
6 A- F A
6
A.
1 ( )
1 ( delusion)
2. (' hallucination )
3. (disorganize speech )
derailment incoherence
4. ( catatonia )
( disorganized behavior)
5. ( negative symptoms ) ( affective
flattening )1 (alogia ), (‘avolition )
A.n
bizzare
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C. 6
6 A ( ) 1 (

) ( prodomal
symptoms ) ( residual symptoms )
D. schizoaffective disorder mood disorder:
schizoaffective mood disorder
E.
F. pervasive developmental disorder autistic
disorder pervasive developmental disorder

1 (
)
DSM-IV
1

Episodic with interepisode residual symptoms:|

A-

Episodic with no interepisode residual symptoms:

A.

Continuous:” ( )

A.

Single episode in partial remissions A-



Single episode in partial remission:” ,  A-
Other or unspecified pattern® ,
! \ J
?
DSM-IV
5
1 Paranoid
catatonic 1
Paranoid
2. Disorganized ( Hebephrenic )
Paranoid 15 25
3. Catatonic
2
(catatonia stupor)
(negativism) (mutism)
(excitement)
(catalepsy)

(posturing) ?

25



A

4,

S

DSM-IV

Undifferentiated

Residual

DSM-IV

A
paranoid, disorganized

DSM-IV
catatonic

26



(first and second degree relatives)
Huntington's disease

(loosening of association)
/
auditory hallucination

cognitive” /

(Huntington's disease

21
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6.
?
CT Scan, MRl
9
20 30
45
10-20
20-30 (social remission)
20-30
40-60
(20-30 ) 40 50-60

residual schizophrenia



o~ W DN P

paranoid
catatonic

8 nood disorders!

10.

o A~ W DN

undifferentiated
6.
7.

10.

3

(acute treatment)

disorganized

29



(stabilization phase)

30



(stable phasé)

1
2 35
..1950
neuroleptic drugs, major transquilizers
1.Phenothiazines
nucleus
phenothiazine drings  side chain 3
1.1 Aliphatics side chain sedative
Chlorpromazine, Triflupromazine
1.2 Piperidines sedative Extrapyramical sice effect
anticholinergic
Thioridazine, Mesolidazine 1Piperacetazine
1.3 Piperazines potency sedative Extrapyramical
side effect Perphenazine, Trifluoperazine,

Fluphenazine, Prochlorperazine, Pipothiazine
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2. Thioxanthenes Phenothiazines
nucleus  thioxanthene side chain

Phenothiazines  Chlorprothixene,
Thiothixene, Flupenthixol  Clopenthixol

3. Butyrophenones potency sedative
Extrapyramidal side effect Phenothiazines  Piperazines side chain
Halopendol. Triperidol, Bromperidol, Benperdol
4. Dibenoxazepines Loxapine
5. Diphenylbutylpiperidines 2 Pimozide, Penfluricol
Extrapyramidal side effect
0.Dihydroindolones Molindone
7. Benzamides ' ' Sulpiride, Remoxiprice (
) Amisulpride
8. Benzisoxazoles Risperidone
9. Dibenzodiazepines
Clozapine
egative symptoms

10. Dibenzothiazepines  Clotiapine, Quetiapine
11.Indole derivatives Sertindole, Ziprasidone
2 '
1 (conventional antipsychotics dopamine antagonists : DA)
dopamine C2receptors affinity
dopamine C2receptors
“Dopamine hypothesis of Schizophrenia
30 chlorpromazine, haloperidal, sulpiride
2. (novel antipsychotics  serotonin-dopamine antagonists : SDAS)
conventional antipsychotics
D2 5-HT"receptors b-HTA
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receptors 2receptor clozapine, risperidone, olanzapine
3 sertindole, quitiapine, ziprazidone

block dopamine receptors
block receptors  catecholamines

catecholamine storage serotonin, norepinephrine  dopamine  block
dopamine receptors Parkinsonism
receptor  block dopamine

denervation hypersensitivity Tardive dyskinesia

dopamine  2receptor
serotonergic, noradrenergic, cholinergic histaminergic receptors

Clozapine
serotonin, noradrenaline, acetylcholine = histamine dopamine 11
antagonist D2antagonist cortex  limbic system
basal ganglia
dose-response
curve 5-10
haloperidol
haloperidol dose-resoonse curve (bell-shape)
akinesia akathisia
haloperidol therapeutic window 8 18

(tolerance)
rebound
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neurotransmitters (block) cholinergic rebound

(flu-like syndrome)

? G

Phenothiazines

Chlorpromazine

absorptive half life 1.5 2-4
bioavailability
decanoate
2-4
92-99
Metabolism
déméthylation, sulfoxidation, hydroxylation  glucuronidation
metabolic pathway
Chlorpromazine  metabolites 168 active
metabolites 2 17-OH  desmethyl chlorpromazine metabolites
, 5
Phenothiazines eliminative phase 7.5-35
Butyrophenones  Haloperidol ~ 12-38 10-19
Metabolism  Butyrophenones
Phenothiazines oxidation
1 06’
1 , schizophreniform disorder,

schizoaffective disorder, delusional disorder, brief reactive psychosis, mania  psychotic

depression



(maintenance treatment)
schizoaffective disorder

2
(drug intoxication)
(Withdrawals) benzodiazepine
3. (Severe Agitation) (Violent
Behavior) delirium ~ dementia
(high-potency drugs)
4,
Huntington’s disease, motor ~ vocal tics ~ Tourette * syndrome
D. thioridazine depression
(agitation) FDA (0.5
haloperidol 25 chlorpromazine 2-3 )

(Severe anxiety)
borderline personality disorder

Y
L

2. Alcohol,
Opioids, Opiates, Barbiturates, Benzodiazepine
Atropine, Scopolamine  Phencyclidine (PCP)
3.
4,
5. Narrow - Angle Glaucoma

1< 020

3



(low-potency group) chlorpromazine (Largactil), thioridazine (Mellaril)

(sedative)  anticholinergic extrapyramidal side effect
chlorpromazine orthostatic hypertension, dermatitis
thioridazine  extrapyramidal side effect anticholinergic

! ' haloperidol (Haldol), perphenazine
(Trilafon), trifluoperazine (Stelazine) extrapyramidal side effect
sedative cardiac, epileptogenic, sexaul, allergic ~ orthostatic hypotension

1. Efficacy
(effectiveness”

2. Economy

3. Ease of administration

4-5 6

36
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(1

1. (Short-term treatment)
5 haloperidol
1 haloperidol chlorpromazine 50
30
1 1
?
Rapid neuroleptization 1
sedative lorazépam (Ativan)
2 amobarbital (Amytal) 50-250
2. (Early treatment) 10-20 haloperidol 400

chlorpromazine

(PRN)
PRN haloperidol 2
benzodiazepine lorazépam 2
3 (Maintenance treatment) 1-2
6
36 6
5 haloperidol
3
4-5

Alternative maintenance regimens

(Intermittent medication)
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13
(Drug holidays)
2-1
Long-acting depot antipsychotics ( ) ?
14
1
?
dystonia
125 (0.5
) fluphenazine 25 (0.5 ) haloperidol decanoate
2-4 3-4
056
1. (autonomic side effects)
1
; ; (postural
hypotension), !4

anticholinergic
|
antiadrenergic adrendinew  d -adrenergic P
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adrenergic adrenalinelu
Chlorpromazine
anticholinergic Thioridazine :
benign prostatic hypertrophy closed angle glaucoma

2.Extrapyramidal effects

4

21 Parkinsonian syndrome (tremor™ ,
(rigidity) : . (bradykinesia),

(mesk-like facies)
2.2 Acute dystonia (torticallis),
(oculogyric crisis), (opisthotonas), ?
2.3 Akathisia

agitated

2.4 Tardive dyskinesia ' g

Potent neurcleptics

Tardive dyskinesia

Parkinsonian syndrome,acute dystonia  akathisia
antiparkinson  Trihexyphenidyl (Artane) 5mg-
Diazepam
10 mg. Diphenhydramine 50 mg.,Biperiden 2mg-  Benztropine 1 mg.
Akathisia
Agitation parkinsonian syndrome



antiparkinson
3- T-wave
QRinterval
Thioridazine
4. Central Anticholinergic Syndrome
anticholinergic antiparkinson 2
agitation, : ' ,
? Physostigmine
5. Neuroieptic Malignant Syndrome (NIMIS)
6.
threshold
Phenytonin
7.
2-3
Gaundice) Phenothiazines y
Phenothiazines
Chlorpromazine
0. Eosinophilia
Agranulocytosis,Leukopenia,Hemolytic anemia  Thrombocytopenic purpura

40



photosensitivity

Chlorpromazine

lens

retinopathy

Thioridazine 800
12

Cushing syndrome

(arrhythmia)

Skin eruptions

Chlorpromazine

Contact dermatitis

Chlorpromazine

Chlorpromezine
comea

Thioridazine pigmentary

? Prolactin

Phencthiazines

(Sudden Desth)

(aspiration with asphyxia)

41
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4
3 (Quality of Life)
1.
?
(well-being), (happiness) 1
(ife satisfaction)
.78
2
(World Health Organization WHO)(9

(The Panel on the Quality of

American Life) ( , 2535)d)
2

(Personal growth)



. 1960

(President Eisenhower's Commission on
National Goals) .. 1983 Gross, Cox Pollary  University of Okdahoma
Health Sciences Center Pediatrics
QL=NEX(H +9)
NE (natural endowment)
H (home contribution)
(Sodial contribution)

Ferrans Powers™ :

Spilker@2

1 (physical hedlth status)

2 (functional ability)

3 (psychological status and well-being)

4 (sodial interactions)

5 (economic status)

43



Ware @)

(biopsychosocial)

Theory  Maslow (@

needs)®

Meslow's Herarchy Needs
(basic humen needs)

7
(physiological needs)

(safety needs)

(belongingness and love

44
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4 (esteem needs)

5 (needs for self-
actualization)|
?
6 (desire to know and to understand)
7 (aesthetic needs )
Ferrans Powers @ (factor analysis)
George Bearon A 4
1 (Health and functioning)
2. (Socioeconomic)



D

2)

ily)
(Fani

cal/Spiritual)
i
0g

(Psychol

46



Meeberg (8
1 (Objective)

2. (Subjective)

Frank-Stromberg »

(Qualitative and quantitative data)

2
subjective instrument)

(Objective and

47
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L (unidimension)
Cantril ) ,
2.
(multidimension)

Padilla and GrantF1)

Sartorius &

(aphasia) cognitive impairment
-7 (stigma)



dyskinesia

(rehabilitation)

Aned  Hogang)

1)
2) (sice effects)
3

tardive

?

(symptoms and severity of schizophrenia)

(psychasocial performance)

49



Anad m
559

Diamond <8

Meltzer X))

Rating Scale (BPRS)
Lauer<3)

30

Brief Psychiatric

50



Martin B

6
Meltzer<>
? (family
burden) Postrado Lehman €
?
?
Fanz @
? (p<05)
Skantze 4
6l
Lehman ®) 278

pc.0001

Lehman <)

ol



5
Bobes  Gonzalesd 7

Angermeyer Katschnig @

3
1 (subjective well-being)
Van Puten
\J ?

(Clozapire)

52



Carpiniello

(clozapine)

(social functioning)

(Dryness of mouth)

(social / material living conditions)

45

Koivumaa-Hongkanen 3|

Kupio
1,204

53



Geriach

Bronwne

Awad &>

Larsen <)

Haloperidol

9)

eurocognitive
dopamine receptors

32

60

DSWHI-R

54



Awad  Voruganti€)

Voruganti B
63 DSM-IV
"4 4
Sickness Impact Profile Social Performance Schedule  Global Assessment Scale of
Functioning

neurocognitive deficits
cognitive deficits
7 - &
570
67.8,
59.9 63.3

.05

5
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