1. Undesirable signs and symptoms

DSMIV Diagnostic criteria for Schizophrenia

A. Characteristic symptoms 

(1) Delusions

· paranoid delusions  - believed Satan and bad people were trying to kill her

 


            believed  she had been poisoned by group home staffs

      

            felt rapists were following her,

        

            believed that there was videotape in her room, watching her when she

   


            was changing

                                            believed that Mafia and Canadian reporters control her life

-       delusions                 -  believed  she was given special power and mission to save the world

                                            read Bible excessively

-     somatic delusions     -  worried about getting cancer

                                            numerous somatic complaints ? –  nausea, indigestion, anxiousness,

                                            dizziness, daytime drowsiness, mild constipation, dry mouth, back pain, 

                                            stiffness in legs, anxiety attack, insomnia, missing periods

(2) Hallucinations

· auditory  hallucination -  heard God’s voice “I will make you pregnant”

                                                   heard people stamping and screaming on the roof

-      visual  hallucination      -  saw God, saw black things and a man or angel passing

· gustatory hallucination -  tasted food when nothing was there

· olfactory hallucination  -  smelled someone passing gas

(3) Disorganized Speech

(4) Grossly disorganized or catatonic behavior

(5) Negative symptoms, i.e., affective flattening, alogia, avolition

· had been dismissive, withdrawn in her room  

Q1.  What does negative symptoms in schizophrenia mean?  - blunted affect, lack of spontaneity,

Apathy, poor speech/communication, anhedonia,  social withdrawan,

impaired memory/attention

        Positive symptoms?    - Delusions, Hallucinations, Paranoia, Thought disorder (TI, TW, TB), 

 


     Disorganized Speech/ Behavior

Q2.  How could you classify antipsychotics?

        What are the difference between Atypical and Typical Antipsychotics?







   Typical                          Atypical


1. Efficacy                                        +  tive sx                        +, - tive sx

2. Mechanism of action –               D2 blockade                  5HT2>D2

(Nurotransmitter,  receptor)



3.    EPS (akathisia)                             high


low




4.    TD



     5%/yr

1%/yr?

Q3.  What would be the features of an Ideal Antipsychotics? – effective for all features of SCZ,



for both + and – symptoms, for refractory /tx resistant SCZ/ improve cognitive 



function/minimal side effects/ fast onset of action/available in all formulation



including depot/patch? 

B. Social/occupational function

-     decreased self care       -       refused to take a bath or change clothes for more than a month,

                                                    malodorous, disheveled

C.   Duration    

· over 6 months

D.  Rule out schizoaffective and Mood disorder 

-       eratomania?     -    she told staff that she loved the examining MD because he was Tom Cruise

-       hypomanic?      -    laughing inappropriately at times, argumentative, euphoric?

E. Rule out Substance /general medical condition induced psychosis

-      Drug abuse           -     positive for opiate,  marijuana, and Benzodiazepines

F    Additional Diagnosis for Pervasive Developmental Disorder

G. Others

Affect               -                labile, euphoric to guarded

Behavior           -                threatening,  violent,   angry outburst, agitated

Insight   to the illness    -   denied having schizophrenia or other mental illness, claimed that

                                           medications caused the illness and made her sick

Thought broadcasting   -    felt people  could hear what she was thinking and read her mind

                                                   felt  people on radio and TV were talking to her 

Thought insertion          -    felt  that people could put thought into her brain

Thought withdrawal      -    felt  that people could steal her thought from her mind

Compliance  with the  treatment  - stopped medications after discharge from hospital, and missed last 

                                         two appointments with outpatients  psychiatrist

       Diagnosis    - likely Schizophrenia, Paranoid subtype,   R/O Substance induced psychosis,

                                                    R/O BAD mania with psychotic feature,  R/O Schizoaffective disorder

Q4.  Is this patient actively psychotic?  Is this Drug Related problem?

        How urgent  is this problem?  Does she need a treatment?

        Is schizophrenia a curable disease?   What is the treatment goal in this patient?

Q5.  Is RM taking medication?   Cheating?  

Option-      

1. Patient Education,  counselling – no insight

2.  change to O/L or IM,  Olanzapine zydis

Q6.  then,  why is she still psychotic?   
What options do you have?

1.    Wait and see

2.    increase the dose

3.    augmentation

4. change meds including depot.

4. Other symptoms that the patient is complaining  or possible DRP

#2.    Paroxetine – Is this patient depressed?, Does she need this antidepressant? If not, d/c

#9.   stiffness in legs, back pain - possible EPS, also the pat. is agitated, 

Q7. How could you tell  the agitation that the patient is experiencing is whether caused by medication

Or the part of the psychotic symptoms? Is the agitation part of psychotic agtation or akathisia caused by antipsychotics  or antidepressants?

Psychotic agitation will get better as the dose of antipsychotic is increased,

While  if this were akathisia caused by Risperidone , then the sx will get worsen  as the antipsychotic dose is increased.

Q8.  What are the treatment options for this pseudoparkinsonism?

EPS –                  

Physical signs                         Psychological sx

Akathisia------------   motor restlessness, pacing,     
 subjective feeling of restlessness,

shifting from one foot to another   anxiety, agitation, violent outburst

Dystonia,-------------   spasm of muscle(oculogyric crisis) anxiety,fear,panic,dysphoria

Pseudoparkinsonism –stiffness, tremor, mask-like           slow-down, zombie-like feeling,




Face,rigidity,akinesia,shuffling       decrease mental acuity

Treatment options

1. decrease the dose of antipsychotics -  risk of worsening psychosis

2. antiparkinsonian meds –

#5.   anxiousness, anxiety attack  -  Could be part of her illness,  or 

cause by med?  Akathisia, by risperidone, EPS

#3.    insomnia, dizziness, daytime drowsiness,

#6.   dry mouth, 

#7.   mild constipation 

#10.  missing periods 

#4.    nausea, indigestion

#8.    Headache, back pain

#11.  weight gain

#12.  OTC Allergy meds

#13.  Vitamins, Herbal medications
Therapeutic Alternatives  (Typical Antipsychotics)

Medications
Potency

(=CPZ100mg)
Formulations
Dose

Half life (Hrs)
Notable Main

Adverse Effects
Drug Interaction
Comments
Cost

Chlorpromazine 


100mg, 

low


10,25,50,100mg po tab

5mg/ml, 20mg/ml or 40mg/ml oral liq.

50mg/2ml inj.


100-1000mg/day,

max 1000mg/24hrs

T1/2=16-30 hrs


Sedation,

Postural hypotension,

Tachycardia

Anticholinergic adverse effects
Meds metaolised by cP450 2D6, 1A2


Small dose(upto 200mg)could be used for sedation,

IM- not recommend- ed  due to rsik of collapse, severe postural hypotension
$0.022/100mg tab

$0.27/40mg/ml 

oral liq

$0.97/50mg/2ml

inj



Haloperidol
2mg,

high


0.5,1,2,5,10,20mg po tab,

2mg/ml oral liq.

5mg/ml inj (im)

50mg/ml or 100mg/ml

depot
2-20mg/day,

to a max. 40mg/24hrs,

x10-20 of po dose (40mg im q4w) 

t1/2=12-36 hrs
EPS


Meds metabolised by cP450 2D6, 3A4


Very potent


$0.105/ 2mg tab

$0.107/2mg/ml oral liq.

$2.49/5mg/ml inj

$58.32/500mg/

5ml dept



Loxapine
15mg,

intermediate
5,10,25,50mg po tab

25mg/ml oral liq.

50mg/ml inj.
25-100mg/day,

max 250mg/24hrs

T1/2=8-30hrs
Sedation,

EPS with high dose


Meds metabolised by

CP450  2D6, 1A2, 3A4
Behave as atypical with dose up to 25mg/day
$0.39/25mg tab

$0.52/25mg/ml oral liq.

Perphenazine
10mg,

intermediate
2,4,8,16mg po tab,

16mg/5ml oral  liq
8-64mg/day,

max30mg/day(CPS),

t1/2=9-21
Sedation,

EPS
Meds metabolised by

CP450  2D6

$0.02/8mg tab

1.10/16mg/5ml oral liq.

Pimozide
2mg,

high
2,4,10mg po tab
2-20mg/day

t1/2=29-55hrs
CVS (Increase QT interval c qhs dose)

Should be given once am only, no prn dosing
Meds metabolised by 3A4
Good anti-obsessive effect
$0.59/4mg tab

Thioriazine
100mg,

low
50,100mg po tab
200-400mg/day

t1/2=9-30hrs
Risk of sudden death due to Increase QT interval with >200mg/day,

Minimal EPS
Meds metabolised by 2D6, 1A2
Thioridazine and mesoridazine- need baseline EKG- Not recommended

anymore
$0.049/50mg  tab

Therapeutic Alternatives (Atypical Antipsychotics)

Medications
Potency

(=CPZ100mg)
Formulations
Dose

Half life(Hrs)
Notable Main

Adverse Effects
Drug Interaction
Comments
Cost

Risperidone
2mg, highly potent,

High affinity to D2, 5HT2, adrenergic alpha 2 receptor
0.25,0.5,1,2,3,4mg po tab

1mg/ml oral liq.

25mg, 50mg, 75mg depot. (under  clinical sudy)
Start c 1mg bid,  increase daily to

2-8mg/day,

Max 12mg/day

t1/2=20-24hrs
EPS c high dose,

Rhinitis, insomnia

Postural hypotension,

Hyperprolactinemia

Anticholinergic adverse effects,
metabolised by cP450 2D6 mainly, 

inhibit Cp450 2D6
Mood stabilizing effect with small dose?
$0.96/1mg tab

$1.10/1mg/ml oral liq.



Olanzapine
5-10mg, intermediate

High affinity to D4, D1, D2, D3, 5HT2a, 2c, 3, 6,

M1, M5, H1, adrenergic alpha 2 receptor
2.5, 5, 7.5, 10mg po tab

5, 10mg zydis (rapid  disintegrading) tab
5-20mg/day

t1/2=21-54  hrs
Weight gain,

Increase ALT, AST,

Sedation, dizziness,

Constipation,

Worsening of Diabetic sx
metabolised by cP450 1A2 mainly, and 2D6, 2C9, 2C19
No agranulocytosis

reported
$3.38/5mg tab

$6.75/10mg tab

Quetiapine
50mg, low

moderate affinity to 5HT2,   low affinity to D1, D2, 5HT1a,  2a, H1

receptor
25,100,200mg tab
Start c 25mg bid, up to 800mg/day

t1/2= 6-7hrs
Sedation, dizziness,
Weight gain,

Postural hypotension
Cataracts, headache, tachycardia,
metabolised by cP450 3A4 mainly, and 2D6,

 Phenytoin increase

Quetiapine level
Minimal adverse effect, often added 

as adjunct for agumentation
$0.48/25mg tab

$1.28/100mg tab

Clozapine
50mg, low

High affinity to

D4, D1, 

5HT1c, 2a, 3,

H1, M1, adrenergic alpha 1, 2 receptor
25,100mg tab
Start c 12.5mg qhs, to 300-600mg/day

Max 900/24hrs

t1/2=5-16hrs
Agranulocytosis,

Sedation, dizziness,

Seizure, tacycardia,

Weight gain,

Sialorrhra, 

Worsening of

Diabetic sx
metabolised by cP450 1A2 mainly, and 3A4, 2D6, (Fluvoxamine,

Erythromycin increase clozapine)

Bz increse respiratory and CNS depression
Covered by ODB special program, only med  approved for tx resistant /refractory schiz., Schiz with Tardive Dyskinesia
Highly expensive,

Similar to olanzapine

Ziprasidone
High Affinity to D2, 5HT2a, 1a, 2c,

Partial agonist to 5HT1a receptor
20, 40, 60, 80mg tab
40-160mg/day

40-80mg bid

t1/2=4-10 hrs
Increase QT interval, arrythmia,

Risk of sudden death for patients

With Cardiac dis.

hypotension

Minimal effect on weight gain
metabolised by aldehyde oxidase 

and 3A4, 1A2 

do not take with amiodarone, cisapride, disopyramide, , sotalol erythromycin,thiorida-zine, procainamide moxifloxacin, quinidine , pimozide


Not available in Canada , available through Special Access program or study
?

Therapeutic Alternatives (Antiparkinsonian medications)

Dose for EPS

(mg/day)
Formulation
Efficacy
Adverse effects
Comment
Cost

Amantadine (Symmetrel)
100-300
100mg cap,

10mg/ml O/L
Akinesia (+++),

Akathisia/Tremor/Rigidity(++)

Dystonai(+)
Excitement, dizziness, indigestion, difficulty in concentration,

Confusion in elderly
Less anticholinergic, small dose-safe to pat. with glaucoma, tolerance
$0.52/ 100mg cap

$0.81/ 100mg/10ml O/L

Benztropine

(Cogentin)
1-8,

(1-2mg bid)
1,  2mg tab

2mg/2ml inj.
Dystonia/Rigidity(+++)

Akathisia/Akinesia/Tremor(++)
Anticholinergic,

Toxic psychosis  when abused
Relieve sialorrhea, powerful muscle relaxant, im-good for acute dystonia
$0.016/ 2mg tab

$4.73/ 2mg/2ml Inj.

Biperidine*

(Akineton)
2-16

(2-4mg bid)
2mg tab
Akinesia(+++)

Akahisia/ Tremor/ Rgidity/ Dystonia(++)
Euphoria, increased tremor
Less cause peripheral

Anticholinergic side effects
$0.28/ 2mg tab

Ethopropazine

(Parsitan)
100-400

(50mg tid)
50mg tab
Tremor(+++), Akathisia/Rigidity (++), Dystonia/Akinesia(+)
Somnolence, dry mouth, dizziness
Good for tremor, rigidity, improve posture, gait,speech
$0.19/ 50mg tab

Orphenadrine*

(Disipal, Norflex)
100-200

(50mgtid)

Akinesia/Tremor/Rigidity(++),

Akathisia(+)
Sedation, dry mouth, excitement
Good for sialorrhea, 

mild stimulant
$0.1855/ 50mg tab

Procyclidine

(Kemadrin)
5-20

(2.5-5mg bid)
2.5,  5mg tab

2.5mg/5ml O/L
Akathisia/Tremor/Rigidity/

Dystonia/Akinesia(++)
Blurred vision, stimulation, giddiness
Milder side effects than  Trihexyphenidyl, abuse risk
$0.0274/ 2.5mg, $0.0255/ 5mg tab,$0.307/ 5mg/10ml  O/L

Trihexyphenidyl

(Artane)
2-15
2,  5mg tab

2mg/5ml O/L
Akinesia(+++)

Akathisia/Tremor/Rigidity/

Dystonia(++)
Dry mouth,blurred vision, GI  distress, cognitive impairment
Less sedating, high risk of abuse, toxic delirium, mild stimulant, confusion elderly
$0.01/ 2mg tab

$0.009/ 5mg tab

$0.115/  2mg/5ml O/L

Diphenhydramine

(Benadryl)
50-200

(50mg qid)
25,  50mg cap

50mg/ml inj.
Akahisia/Dystonia(+++),

Tremor(++), Rigidity(+)
Somnolence, confusion
Antihistamine, can be added to others, for excitement
$0.16/ 50mg cap

Clonazepam

(Rivotril)
1-8
0.5,  1,  2mg tab
Akathisia(+++),

Dystonia/Rigidity(+)
Drowsiness, lethargy
Good for akathisia
$0.1166/ 0.5mg tab

$0.2010/ 2mg tab

Diazepam

(Valium)
2-20
2,  5,  10mg tab

5mg/ml inj.
Akahisia(+++), 

Dystonia/Rigidity(++),

Akinesia/Tremor(+)
Drowsiness, lethargy
Good for akathisia, good muscle relaxation effect
$0.0055/ 2mg , $0.0061/5mg, 

$0.0069/10mg tab



Lorazepam
1-8
0.5,1,2mg po/sl*tab,

4mg/ml inj.
Akahisia/Dystonia(+++),

Tremor/Rigidity(+)
Drowsiness, lethargy
Good for akathisia, acute dyskinesia  with sublingual tab
$0.0467/0.5mg,$0.0476/1mg,

$0.0774/2mg tab



Propranolol

(Inderal)
20-160
10,  20,  40,  80,  120mg tab
Akahisia(+++)

Tremor(+)
Hypotension, reflex tachycardia
Good for akathia, tremor,do not stop abruptly-risk of rebound tachycardia
$0.0192/10mg, $0.0346/20mg

$0.0348/40mg, $0.0585/80mg,

$0.1059/120mg tab

Therapeutic Alternatives (Long acting Depot Antipsychotics)

Class
Potency

(=CPZ

 po 100mg)
Formulations
Tmax (days)

T1/2 (days)
Usual 

Dose range
Therapeutic Dosing

Strategy
Adverse Effects
Cost

Flupenthixol decanoate
Thioxanthene

(Fluphenthixol,

Zuclopenthixol,

Thiothixene)
50mg 

q4w
2% (20mg/ml), 10% (100mg/ml)
Tmax=4-7 days

T1/2=8days

(single)

17days(multiple dosing)
20-80mg,

q2-4 weeks
Starts with 20mg q2w, up to 80mg q2w
Frequent EPS,

Alertness,

Excitement,

Postural hypotension,

Anticholinergic adverse effects
$67.45 / 2% (200mg/10ml )

$67.45 / 10%

(200mg/2ml)

Fluphenazine decanoate
Piperazine phenothiazine

(Fluphenazine,

Perphenazine,

Trifluoperazine)
12.5mg

q4w
2.5% (25mg/ml)

10% (100mg/ml)
Tmax 1st=1 day, 2nd=8-12 days ,

T1/2=14 days (single),

Up to 100 days (multiple dosing)
12.5-100mg

q4 weeks
x 1.5 times of po dose weekly x  4-6w,  then q2w, oral supplement x 1w,  up to 100mgq2w
Frequent EPS,

Drowsiness, Insomnia,

Postural hypotension,

Anticholinergic adverse effects
$29.78 /100mg/ml

$23.16 /125mg/ 5ml multiple use vial

Haloperidol decanoate
Butyrophenone

(Haloperidol)
30mg

q4w
50mg/ml

100mg/ml
Tmax=3-9days,

T1/2=18-21 days
50-300mg

q4 weeks
x10-20 times of po dose as loading, then x10 of po dose q4w,

po supplement x 1month, up to 300mg q2w
Frequent EPS,

(less than PO),

Drowsiness,

Insomnia,

Postural hypotension,

Anticholinergic adverse effects
$58.33  /500mg/

5ml multiple use vial

Pipotiazine palmitate
Piperidine Phenothiazine

(Thioridazine,

Mesoridazine,

Pericyazine)
24mg

q4w
25mg/ml

50mg/ml

100mg/2ml
Tmax=4days,

T1/2=15days
50-250mg

q4 weeks
Starts with 25mg q2w, up to 250mg q4w
Frequent EPS

With >100mg q4w dose,

Alertness,

Postural hypotension,

Anticholinergic adverse effects
$12.14 /25mg/ml

$20.57 /50mg/ml

$39.10/100mg/

2ml



Zuclopenthixol decanoate
Thioxanthene

(Fluphenthixol,

Zuclopenthixol,

Thiothixene)
120mg

q4w
200mg/ml
Tmax=3-7days,

T1/2=19days
200-400mg

q2-4 weeks
Zuclopentixol  po 40mg/day =depot 200mg q2w = acetate 100mg 
Frequent EPS,

Alertness,

Postural hypotension,

Anticholinergic adverse effects
$144/  2000mg/ 10ml multiple use vial

Zuclopenthixol acetate
Thioxanthene

(Fluphenthixol,

Zuclopenthixol,

Thiothixene)
50-100mg q3days
50mg/ml
T1/2=1.5 days
50-100mg, q3d, 400mg or 4 times in total
Switch to depot ASAP as pat. settles
Frequent EPS,

Postural hypotension,

Anticholinergic adverse effects
$70/ 50mg/ml x 5ampules

