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Today I will introduce

• The principles of pharmacogenetics (PGX) 

• Literature on the catastrophic adverse effects that 

psychiatric medication has for some people

• The magnitude and enormity of the problem

• How it came about through drug company 

fraud, cronyism, conspiracy and corruption

• The utility of PGX in the courts 

• Some examples of the explanatory power of PGX





Lucire & Crotty's 2011 Akathisia Homicides 

• 25 alleles of the cytochrome P450 metabolizing genes 
and compared our results to a medical population in 
central Melbourne.

• We found huge differences in numbers of defective 
alleles: research gold dust. 

• The odds ratio for this comparison was 19.3 (95% CI: 
2.57–144.5; P = 0.00014; Fisher two-tailed 
probability test, this difference in variant allele 
frequency between the two samples occurred by chance 
alone can be safely dismissed.



The National Institute of Health 

• says the aim of pharmacogenetics is "to 

develop effective, safe medications and doses 

that will be tailored to a person’s genetic 

makeup 

• And when this is ignored or goes wrong, 

forensic pharmacogenetics provides the 

explanation



• “Safety Pharmacogenetics psychiatry” 59,300 hits 0.07 sec) on 
Google Scholar,  

• “Lucire pharmacogenetics” finds 36 hits 

• “Forensic pharmacogenomics” 10,200 hits.

• PGX  is is researched at many Australian universities. 

• The Medical Council of NSW has been told by their RANZCP-
appointed “peer reviewers.

that my papers on pharmacogenetics, suicide and homicide 

• and that the underpinning literature are 

“NONSENSE” 

FORENSIC PHARMACOGENETICS



• The HCC Act calls for use of an expert but Commissioner uses wrong 
criteria to assess and  ignore notifications. 

• The last commissioner invented the term “peer expert” an oxymoron 
and claimed that “The College is the  Expert”

• Expert: a person who is very knowledgeable about or skilful in a 
particular area.

• Peer: a person who is the same age or the same abilities as other 
people in a group.

• College: an organized group of professional people with particular 
aims, duties, and privileges.

• Supreme Courts accept my evidence  but Regulators do not agree 
with it.



PRINCIPLES OF PHARMACOGENETICS

• 80 % of exotoxins and >60% of drugs used in “mental health” are metabolised by 

the cytochrome P450 system in which there is a 

• 1000-fold variation between individuals

• Each drug is metabolised preferentially by an enzyme, but if that one is 
unavailable or inhibited by a co-prescribed drug, others are promiscuous and 
come to the rescue.

• So all enzymes are important.

• Adverse drug reactions such as suicide and violence occur when levels reach over 
the “therapeutic window of opportunity” 

• as well as  with

• Sudden changes up or down as brain neurotransmitters cannot keep up

• So starting and stopping are danger periods but a catastrophe can occur at any 
time



GENES
• Metabolizing genes encode enzymes that break 

down medicines (toxins)  so the body can get rid of 

them. 

• Not everyone has all the genes and all the 

enzymes. 

• The majority of us have some “defective” but 

different alleles which make some drugs, not 

others, problematic. 

• Test (SWAB) at NSW Health and MyDNA in 

Melbourne for less than $100. 



Four enzymes  CYP2D6, CYP2C19, CYP3A4 and CYP1A2 cover 95% of 
variance.

The population can be divided into metabolic types for each enzyme

• Extensive (normal or (EM) 70% each enzyme. (problematic for 30%)

• Intermediate (IM) 30% Second most dangerous for death by suicide 
or toxicity as it creeps up

• Poor (PM) 5-10%  Many cannot tolerate the drug so it is enforced by 
Mental Health Review Tribunals

•Ultra-rapid metabolizers (UM) 3-5% more in Northern Europe 

Swedish Morgue studies: UMs are 15 x more likely to die by suicide & 
15 times more likely to die of intoxication than EMs. (Lots from 
Prodrugs)

Information source: Pharmacogene Variation (PharmVar) Consortium at www.PharmVar.org
provides details and research and curated data bases

http://www.PharmVar.org


THE ENORMITY & MAGNITUDE OF THE PROBLEM

• 2001 USA: Andrea Yates drowned five kids taking  Effexor venlafaxine

• Homicidal ideation” was added to the Efexor label, but only in USA. NOT IN 
AUSTRALIA. Huge differences in product information between USA and Australia.

• Princess Diana cut her wrists and threw herself down the stairs while on Prozac.

• Michael Huchence on Prozac (fluoxetine) 60 mg) and Rene Rivkin, (Aropax 60 mg) 
huge doses, both committed suicide.

• Actor Robin Williams hanged himself on antidepressants and the coroner’s report 
provided a textbook description of akathisia. No one joined the dots.

• Pilot of Lufthansa German Wings who crashed a commercial flight deliberately 
into a mountain had long history of unsuccessful antidepressant treatment and 
polypharmacy.

• Recent intrafamilial mass homicide on antidepressant  at Margaret River, Mr 
Harvey 



THE MAGNITUDE OF THE PROBLEM
SSRI STORIES: ANTIDEPRESSANT NIGHTMARES

www.ssristories.com

• More than 6000 accounts, from 1966 

• Thousands of suicides and homicides

• bizarre behaviours, personality changes 

• Antidepressant-induced massacres, homicides, and school 
shootings 

• With the drugs that were in use, which were 
antidepressants, antipsychotics  and psychostimulants, 
ADHD drugs all causing akathisia, 



www.MurderMeds.com

• MurderMeds

• The Encyclopaedia of medication induced 

homicides

• Underpinned by sub fatal events we hear of 

daily



PERSONALISED MEDICINE VERSUS EVIDENCE-
BASED MEDICINE

• Evidence-based medicine is based on averages. 
Ignores outliers.

• It determines doses which should provide a blood level 
in the threrapeutic window of opportunity.

• Below is ineffective, about toxic Ineffective

• The majority of us are outliers

• In vitro trials of drug metabolism record positions 
on the X and Y axis. 



Personalised medicine Evidence based medicine

A line shows the direction taken by these dots represents evidence-based 
medicine.

But which dot represents our patient?

Laboratory science examines genetics and blood levels



WE KNOW THE DIRECTION OF 

CHANGE
• We know the DIRECTION but not the MAGNITUDE of change

• David Flockhart: “We don’t have a black box recorder in the body.” 

• We can get toxicology ASAP and an adverse events history

• Post mortem blood levels do not correlate well with adverse events  because 

of time lapses to taking blood.

• Occasionally someone takes blood in time to find toxic level

• But we know the direction and rate of change in metabolism

• Toxicity can be charted and estimated using drugs, doses and genes against 

clinical observations, see later slides



• Clinical Practice Guidelines come from the fraudulent 

Texas Medication Algorithm Project 

• Algorithmic doses promoted by TMAP introduced 

“endorsement science” for New Generation Drugs for 

psychiatry

• Big PharMA controls journals dependent on its good 

will for advertising and lucrative reprints

• TMAP commissioned drafts of fraudulent Clinical 

Practice Guidelines for  Australia, USA and Canada. 



CLINICAL PRACTICE GUIDELINES RECOMMEND 
ALGORITHMIC DOSES, AVERAGES

What is an ALGORITHM?

For example:

I have my hand on a burning hot plate,

I have my feet in a bucket of iced water,

and, on the average,

I am quite comfortable.

Metabolism varies 1000-fold between individuals in any population. 

An algorithmic dose would rarely be right.

An Algorithm is an obscenity when applied to a dose of medicine



THE MAGNITUDE OF THE PROBLEM
SUICIDE BY PATIENTS BEING TREATED BY 

NSW HEALTH MENTAL HEALTH
• In the 10 years, 1993 to 2002, counted within 28 days of contact: 

– 1290 persons treated in NSW public mental health care committed suicide: 

– Average 129 a year.#

– In the 6 years, 2003 to 2008, counted within 7 days of contact: 937 persons 

treated in NSW public mental health care committed suicide:

– Average 156 a year. 

• 2227 persons committed suicide between 1993 and 2008, in 16 years 

under NSW mental health care where these drugs were being prescribed or 

changed.

• *NSW Parliament Question asked on 13 May 2010 (session 54-1) and published in Questions & -

1613/www.health.nsw.gov.au/pubs/2009/pdf/2nd_report.pdf

http://pandora.nla.gov.au/pan/40156/20100301-1613/www.health.nsw.gov.au/pubs/2009/pdf/2nd_report.pdf


THE MAGNITUDE OF THE PROBLEM
HOMICIDE BY PATIENTS BEING TREATED 

BY NSW MENTAL HEALTH 

• In the 10 years, 1993 to 2002, counted within 28 days of contact: 36 

patients being treated in the New South Wales Mental Health public sector 

committed homicide, 3.6 a year. In the 6 years, 2003 to 2008, counted 

within 7 days of contact: 43 patients being treated in the New South Wales 

Mental Health public sector committed homicide.* 7 a year  

79 committed homicide in 16 years, an average of 5 a year, killing friends, 

family members, nurses and health care workers.

More killed on Mental health drugs outside these time constraints.

The nurses union is not interested, nor is the AMA.

So NSW Health stopped counting and releasing information 

# Sentinel Events Committee report 2003) *NSW Parliament Question asked on 13 May 2010 (session 54-

1) and published in Questions & -1613/www.health.nsw.gov.au/pubs/2009/pdf/2nd_report.pdf

http://pandora.nla.gov.au/pan/40156/20100301-1613/www.health.nsw.gov.au/pubs/2009/pdf/2nd_report.pdf


Australia in 2002 from these numbers

• Multiply the New South Wales figures by 4 in 2002 to estimate 
what was happening in Australian Public Sector 16 years ago, while 
I was blowing whistles very loudly to wiful deafness.

• Many more committed suicide and homicide on drugs prescribed 
by NSW Health services outside of these restricted parameters

• And many more in the private sector

• Everyone then stopped counting  suicides and homicides



The almost universal 
side effect Akathisia 
has been associated 
with  suicide since
the 1950s 

and with 

homicide since 1985. 

Akathisia 
DSM 333.99

Prevalence: 20% - 75% depending on 
local prescribing habits 

associated with dysphoria, irritability, 

aggression or suicide attempts. 

Worsening of psychotic symptoms (or 
new ones) or behavioural dyscontrol 
may lead to an increase in neuroleptic 
medication dose, which may exacerbate 
the problem. 

Akathisia can develop very rapidly after 
initiating or increasing neuroleptic 
medication. 

Acute akathisia tends to persist for as 
long as neuroleptic medications are 
continued, although the intensity may 
fluctuate over time. 



TYPICAL  AKATHISIA HOMICIDE

MALE, Student 18 , CYP2D6 *4/*5, NO PRIOR HISTORY, 

(published and peer reviewed)

GP gave him a 14 day sample pack 10 mg Prozac (fluoxetine) Prozac 

To cheer him up 

because his sister was in a coma after a car accident. 

He had:

• Inactive 2D6 and under 25 (immature metabolism) 

• *4 No activity 

• *5, gene deletion

• Prozac (fluoxetine) is metabolized by 2D6

• Used cannabis for relief. (WILD CARD)



In his own words
• I felt, energized, restless, (akathisic) no appetite, no sexual 

desire

• I became aggressive, paranoid, violent, could not sleep, 

walked around thinking constantly about suicide. 

• Tried to kill myself twice, tying a sheet around my neck, 

cutting my wrist, became depressed, and cried. 

• I ran out of fluoxetine and felt like a ticking time bomb… 

• I challenged strangers to fight, punched out windows, threw 

a toolbox through windscreen and sped, running over street 

signs, crashed my truck;



• Stood on a bridge wanting to jump, writing 
messages on the shattered windscreen. 

• Wanting to die, I walked to a friend’s house where 
I found a pistol, walked eight miles to my father’s 
house, talked. 

• Felt small, as if watching myself from above. 

• I remember dad, then the sound of a gun. 

• No argument, no provocation. 

• Don’t remember pulling it out of my backpack or 
pointing it.

• What had I done? I wanted to shoot myself. 

• I confessed immediately.



• This is as typical a case of acute homicidal and suicidal 
akathisia as you will ever see. 

• Akathisia homicides are often followed by suicide

• It contains all the elements. 

• Medication, low metabolism, young age

• Restlessness, kept moving, walking

• Suicidality

• Toxic psychosis, delirium 

• Aggression, Violence

• Behavioral dyscontrol

• Depersonalization

• Homicide 

• Amnesia for the event



NO NEW GENERATION drug has been “approved” for adolescents (with 

tiny exceptions), because 

Safety and efficacy have never been established.

“Useful drugs for children” says the College of Psychiatrists.

Black BOX warning at FDA for under 25s. Nil here

McGorry’s hugely funded CHILD PSYCHIATRY INITIATIVE Early Psychosis 

Prevention and Intervention Centre (EPPIC) Guidelines (Headspace) 

recommends 9 drugs for kids that have never been approved FDA or 

TGA for kids. 

In 2005, HCC Commissioner decided discontinue every one my then 34 

reports of medicine-induced  suicide and violence because it was “not 

yet psychiatric orthodoxy.” Supreme Court accepted my evidence in 

homicide case, and others.

He dose not read his own legislation which requires and “EXPERT”



USES OF PGX

Do you have a case involving weird, violent 

or confused behaviours?

• Mental Health Review Tribunals;

• Common Law

• Family law

• Workers compensation

• Death or suicide of wage earner

• Lower & higher criminal courts

• Weird behaviours

• Behavioural changes due to 

confusion

• First Forensic case 2000: Absolved 

parents charged with fatal overdosing 

• Suicide

• Homicide, mass homicide

• Damages to survivors 

• Iinability to work

• Professional Tribunals

• DoCs

• Domestic violence



Robert Whitaker MAD IN AMERICA

The madman of our nightmares is not a 
schizophrenic but an akathisiac, having 
just taken, or taken himself off, 
prescribed medication.#

• #Whitaker, R. (2001). Mad in America: Bad science, bad 
medicine, and the enduring mistreatment of the mentally ill. Basic 
Books. Cited by 657



FORENSIC EXAMINATION 

INVOLVES
✓ No Autopsy, for living or dead 

✓ Nature of event, incapacity, crime, death, hanging, suicide, single car 

accident , homicide, usually violent, fraud, toxic behaviours,  

personality change 

✓ Blood levels toxicology, metabolites, ASAP 

✓ Pharmacogenetic testing for CYP450  by swab

✓ Mental Health, GP and other PBS medication records

✓ Psychological autopsy by person familiar with side effects (anyone 

can read PI) 

✓ Interviews with relatives seeking  behavioural changes, akathisia, 

serotonin toxicity and effects on other organs.

✓ Premedication diagnosis 



On television, in Silent  Witness, Nikki and Harry would conduct all these 

examinations and interviews themselves.

Psychological autopsy reconstructs how the person thought, felt, and 

behaved before the event, death, homicide  or suicide attempt.

Investigator is trained to identify the criteria of mental illnesses, of 

adverse effects, correlates of drug toxicity on brain and all organ 

systems.

See expert and observer evidence in 4 antidepressant homicide trials on

'Let them Eat Prozac' Website

http://www.healyprozac.com 

Before PGX

MULTIPLE EXPERTS ARE USUALLY REQUIRED



Differentiating toxic psychoses, caused by substances or medications

from the mental illnesses they suggest or mimic, 

Is the most important diagnosis one makes in psychiatry.

The correct treatment for one is catastrophic for the other…

All mental illnesses listed in the DSM and ICD carry a diagnostic exclusion 

clause:

The disturbance is not due to the direct physiological effects of a 

substance (e.g., a drug of abuse, a medication) or a general 

medical condition.

GETTING PREMEDICATION DIAGNOSIS RIGHT



SEROTONIN SYNDROME

Substance-induced addictive disorders

Substance/Medication-induced anxiety disorder

Substance/Medication-induced bipolar & related 

disorder

Substance/Medication-induced delirium

SUBSTANCE/MEDICATION-INDUCED DEPRESSIVE 

DISORDER

Substance/Medication-induced neurocognitive disorder

Substance/Medication-induced obsessive-compulsive & 

related disorders

Substance/Medication-induced psychotic disorder

Substance/Medication-induced sexual dysfunction 

disorder 

Substance/Medication-induced sleep disorder 

ANTIDEPRESSANT DISCONTINUATION 
SYNDROME 

MEDICATION-INDUCED ACUTE AKATHISIA

Medication-induced Acute dystonia

MEDICATION-INDUCED DELIRIUM

Medication-induced Parkinsonism

Medication-induced Postural tremor 

Medication-induced Tardive akathisia 

NEUROLEPTIC MALIGNANT SYNDROME

Other medication-induced movement disorder

Not in DSM but should be:

MEDICATION-INDUCED WITHDRAWAL AKATHISIA 

MEDICATION-INDUCED DELAYED POST 
WITHDRAWAL AKATHISIA 

SUBSTANCE/MEDICATION-INDUCED DISORDERS IN DSM-5

*Potentially lethal conditions are in CAPITALS



Health care providers should carefully evaluate patients in 

whom depression persistently worsens, 

or suicidality is severe and not part of the presenting 

symptoms, 

to determine what intervention, 

including discontinuing or modifying the current drug therapy,

US FDA Public Health Advisory, March 22, 2004
WORSENING DEPRESSION AND SUICIDALITY IN ADULTS AND CHILDREN BEING 

TREATED WITH ANTIDEPRESSANT



FDA copied by TGA Advisory continues:

Anxiety, Agitation, Panic Attacks, Insomnia, Irritability, 
Hostility, (Homicidal Thinking),  Impulsivity, Akathisia (Severe 
Restlessness),  Hypomania, and (Medication-induced) Mania 
have been reported in adult and pediatric patients being treated 
with antidepressants for major depressive disorder as well as for 

other indications, both PSYCHIATRIC AND NONPSYCHIATRIC. 

• Suicidality brought on by antidepressant medication 
bears NO 

relationship to psychiatric diagnosis. 

• The drug is in 
the body. 

• Affects all organ systems and changes brain chemistry 

affecting the MIND.  



INSTITUTIONAL RESPONSE TO FDA 
(and TGA) ADVISORY Suicide Warning for 

antidepressants March 24, 2004

• 25 March: Dr. Bill Lyndon, chair  of the psychotropic drugs committee of 
the Royal Australian and New Zealand College of Psychiatrists, 
responded saying: 

• "I'm aware of a link between SSRIs and suicidal thoughts in adults, as well as 

adolescents, but the evidence is not conclusive,” 

• This Advisory was backed by 125 peer reviewed publications on antidepressant-
induced suicide.” Nonsense says RANZCP.

• Multiple meta-analyses of clincial trials. Relative risk of suicide is -2-3 on 
antidepressants and 3-5 on atypical antipsychotics.

• Is this UNCONSCIONABLE CONDUCT?

• Supreme Courts in Australia, USA and UK determine causation by scientific 
method (Null Hypothesis) and epidemiology. Daubert.



CONTROLLED:  A COMMONWEALTH INITIATIVE:  

MINDFRAME

• Mindframe, a Commonwealth initiative

• ensures that suicides and homicides are  always 

attributed in the press to “mental illness”  but a 

good history reveals that they were given for 

anxiety, worries or stress.

• It is more like a D-Notice 

• Not to be discussed (particularly in Murdoch press)



#Lane RM. SSRI-induced extra pyramidal side-effects and 

akathisia: implications for treatment. Pfizer Inc., New York, NY 

10017, USA. Psychopharmacology. 1998;12(2):192-214

#This 1998  paper from Pfizer provides a review of 

antidepressant induced akathisia and  suicide and its 

relationship to drug metabolism.

AKATHISIA AND OTHER EXTRA PYRAMIDAL SIDE EFFECTS ARE 

MANIFESTATIONS OF DRUG TOXICITY RELATED TO CYP450 

METABOLISM.#



ABS 4329.0.00.006 - Mortality of People Using
Mental Health Services and Prescription

Medications, Analysis of 2011 data 

• At the instigation of the National Mental Health Commission, (and my 
lobbying Alan Fels ) the Australian Bureau of Statistics in September 2017 
published that, 

• In 2012, 14.8% of the population had been dispensed one or more of the 
five groups of mental health drugs on the Pharmaceutical Benefits Scheme

• Antidepressants, antipsychotics benzodiazepine sedatives, non-
benzodiazepine sedatives like zolpidem, and psychostimulants for ADHD,

• all of which increase mortality in using populations

• Usually in polypharmacy mixes



▪ 49.6% of the deaths (n=153,451) in age range 15-75.

▪ 52% of the suicides (n= 2,295). 

▪ That is, 75,000 deaths and 1145 suicides were associated with five 

groups (powerful and interactive)drugs 

▪ The absolute number of suicides in Australia increased by 732 

between 2012 and 2016 to 3,027. It is not going down yet.

▪ Three times as many returned  servicemen have committed suicide on 

antidepressants  than died in Afghanistan.  A Senate inquiry failed to 

identify the cause..

• EPIDEMICS ARE EITHER INFECTIOUS OR IATROGENIC, i.e. CAUSED BY 

TREATMENT

That 14.8 % OF THE POPULATION IN 2012 accounted for 



I made a submission 
• To a Royal Commission into Mental Health in Victoria but 

it has not even been listed.

• To Mr Morrison’s suicide prevention guru, Christine 
Morris together with a huge USB stick of supporting 
data .

• I received an email to say that she was travelling away 
for three months and would not be able to look at it.

• I notified everybody possible to the sound of silence. 

• That  our healthcare system is killing people  is in the 
realms of  the unthinkable.

• The only language they understand is litigation



SURPRISE? NO! FDA DATA:

CLINICAL TRIALS SUBMITTED FOR LICENSING

• There were 77 suicides in 48,277 (1 in 627) 
subjects pre-screened for suicidality in 
antidepressant trials for “minor mental disorders,” 

• 1 in every 148 subjects in the clincial trials that 
got olanzapine, risperidone, quetiapine and 
ziprasidone approved, DIED, half by suicide. 

• Duty to Warn? 

• But did your patient? 

• You can prove it by PGX. (and for Vioxx)



EPIDEMICS ARE EITHER INFECTIOUS OR IATROGENIC, 
(CAUSED BY TREATMENT)

• Beat ups about the high prevalence of depression and mental illness. RANZCP 

SUMMARY GUIDELINE DEPRESSION says 4% of the population suffers a 

treatable depression every month. Recommends pills, lots of them, huge 

doses, polypharmacy. Lethal for some.

• For promotional purposes, the term,  Mental Illness covers schizophrenia and a 

bunch of conditions for which no cause had yet been discerned, stress, marital, 

common human unhappiness,  being bullied, substance abuse and 

substance/medication induced disorders, illicit drug abuse as well as physical  

illnesses with psychiatric presentations.

• Unrecognized side-effects fill hospitals and prisons with non-recovering patients 

who have sublethal conditions, recurrent suicidality, episodic violence, dementia and 

pseudo-dementia.

• “Psychiatric” disability is now the leading cause of disability pensions in Australia.



IN HER OWN WORDS

… I was distressed because my husband was drinking. 

I took valerian for a month and had weird dreams.

When I got nortriptyline, I immediately wanted to kill myself, never 

thought like that before.. 

I walked a lot, with palpitations, trouble breathing, depressed. Smoked 25 

a day, no alcohol.” 

No sleep two nights. Then dreamt that my daughter had a a spear 

hanging over her head

Felt like a zombie, looking on from the outside, controlled by dark forces.

FEMALE, 35 Russian ENGINEER, NO PRIOR HISTORY 

Nortriptyline 12.5 mg/day (half dose)



IN HER OWN WORDS

I  believed that a bad spirit possessed her, 

I had to help her. 

I picked up a knife and stabbed her and woke up.

She said: “Mum, what are you doing here?” 

I realized what I’d done.  

I asked my husband to kill me. 

He called the police. 

I felt better in the police cells without the pills, 

but the pills were started again and thoughts of killing myself 

returned



Pharmacogenetic explanation

She had 3 diminishing CYP450 mutations out 

of 6 alleles 

*4/*41, severely impaired CYP2D6 metabolism 

• CYP2C9 *1/*2 (intermediate metabolizer)

• CYP2C19*1/*17 (ultra-rapid metabolizer) 

(not relevant)

• Valerian had inhibited (wiped out) CYP3A4 

which metabolises if others cannot 



Nortriptyline is metabolised by 2D6 and CYP3A4.

She had little 2D6 to start with and nortriptyline used up and 

inhibited what she had

CYP3A4 would have been an alternate metabolic route for 

elimination.

But valerian had inhibited (wiped out) CYP3A4 

3 days (3 doses of half standard dose) and she committed the 

homicide.

A warning, such as my generation always gave, might have saved 

the child.

Addition of substrate to inhibitor is one drug-drug interaction 

scenario (Pattern 2) described by Armstrong et al. (2003).





William Osler said:

"Listen to your patient, he is telling you the 

diagnosis.”

Ovid said: 

“Medicine sometimes snatches away health and 

sometimes gives it.”

I will stop here



This exemplifies how prodrugs and co-prescribed 

inhibitors caused respiratory arrest and brain injury.

• APPRENTICE, 21, Back Injury: treated with oxycodone 

( which needs 2D6 to convert to an active analgesic, 

morphine ) 

• Hospitalised for violence against his parents, consistent 

with listed adverse effect (akathisia) of Zoloft, 400 

mg/day, 

• chain smoking.  



Hospitalised for violence against his parents, consistent with adverse 

effect (akathisia) of Zoloft, 400 mg/day, chain smoking.  

Day sertraline morphine oxycodone metoclopramide ibuprofen

1 600 mg 5 mg 800 mg

2 400 mg 10 mg 1200 mg 

3 400 mg 15 mg 25 mg 10 mg 1200 mg

4 400 mg 20 mg 20 mg 400 mg

5 200 mg Illegible 20mg 400 mg

6 NONE 20 mg

Day 6, No Zoloft,. Collapsed 6 pm with normal heart rate and blood pressure. 

Did not breathe for 8 minutes. Effect of morphine

Emerged with brain injury. Never worked again.

Complaint went to a Medical Board Tribunal.
Three experts a side and everyone was exonerated.
But was the public protected?



GENOTYPES 2D6*1*2, (normal) 2C9*1*1, 2C19*1*17 UMs Sertraline)  

• Hydrocarbons not nicotine in cigarettes induce all CYP450 enzymes. Hospital’s no smoking 

policy causes drug  levels to rise. Got worse.

• Oxycodone is a pro-drug and requires enzyme CYP450 2D6 to convert it to morphine. 

Morphine is also administered

• Sertraline (Sub 1A2, Sub Inh 2D6, Sub Inh 2C9 Sub Inh 3A4, Sub Inh 3A4) is a mild inhibitor 

of 2D6 but inhibition is dose dependent 

• 400 mg/day is 8 times standard dose (50 mg). 2D6 inhibited by high dose Zoloft Maxolon, 

metoclopramide is also a potent inhibitor of 2D6, NOT A GOOD IDEA.

• Oxycodone does not convert. Levels rise.

• Zoloft (sertraline) reduced fast and stopped on day 5. UM allele@2C19*17 may have 

dropped levels even faster

• 10% of Caucasians lack 2D6 and get no benefit from pro-drugs.  But this case is caused by 

co-prescribing inhibitors and stopping them

• 2D6 suddenly disinhibited: accumulated pro drug converts to morphine causing respiratory 

arrest.

• Parents saw similarity with Health Ledger’s death: many narcotic prodrug metabolites in his 

blood caused coroner to rule “accidental overdose.” Empty Zoloft packet in the house. 



A Forensic PGX evaluation examines
• Co-prescribed medication that interacts or competes with, inhibits or 

induces metabolism;

• The order in which drugs have been prescribed;

• The neuroleptically-naïve: CYP2D6  at cortex are immature to age 
25;

• Iron level (cytochrome are haemoglobin enzymes-need iron);

• Endogenous and exogenous hormones which inhibit metabolism; 

• General and liver health;

• The duration of treatment;

• The condition being treated; 

• Stress, and alcohol, which can bring on a homicide or suicide in 
someone who seems to be doing not too badly.



That’s all for today and thank you for 

Listening!

• This PowerPoint contains many more examples 

from peer reviewed publications 

• Please download at your convenience and do 

not hesitate to contact me. Email 

lucire@ozemail if you want to have it sent. 

• Website https://www.drlucire.com/

https://www.drlucire.com/


POOR METABOLISERS (PMs) 

• 2 inactivating variants and no functional 

enzyme. 

• Cannot convert prodrugs: codeine, tramadol,  

oxycodone, into analgesic morphine so get no 

benefit

• Suicidal on tramadol a  Serotonin booster.

• Eli Lilly in USA  markets Prozac Weekly for Poor 
Metabolizers. Tiny dose, slow release

• Not so in Australia



ULTRA RAPID METABOLIZERS (UM)
•

3% of Caucasians, 20% of  North Africans and 
Swedes 15 times more likely to die of suicide and 15 
time more likely to die of intoxication (SWEDISH 
MORGUE STUDIES)

• Suicide and death are both caused by toxicity or 

sudden changes up or down 

• Pro-drugs, opiates, are heavily implicated in deaths 

in UMs 

• If breast feeding UMs take codeine, babies can and 

do die.



INTERMEDIATE METABOLISERS (IMs)

• 1 normal allele and 1 inactive or low.

• Wide range of enzyme activity 20-80 % of EMs

• IM and EM genotype + inhibitor may convert EMs 

and IMs into PM phenotype over time 

• Either strongly or mildly, all antidepressants inhibit 

at least one cytochrome enzyme and reduce 

metabolising capacity in a dose-dependent way.

• Strong inhibitors include methadone, paroxetine, 

fluoxetine, dextropropoxyphene

http://int.search.myway.com/search/GGmain.jhtml?p2=%5EBSB%5Exdm068%5ES29909%5Eau&ptb=B6CD81C9-5A58-4C27-883C-E5D64DAE4BEB&n=7857a638&cn=AU&ln=en&si=EAIaIQobChMI3u_A-PLL3wIVHG69Ch1Etg_cEAEYASAAEgLSF_D_BwE&trs=wtt&brwsid=3cce08ad-fffb-4b0e-b358-bfaf8b4e0e68&st=hp&tpr=sc&searchfor=dextropropoxyphene


• Drug-drug interactions: compete for, slow down or 

speed up metabolism.

• Drug-gene interactions:  speed up or slow

metabolism, prolonging half-life and elevate blood 

levels.

• Drug-gene-drug interactions: as blood levels go up,  

inhibition or induction are increased.

CYTOCHROME P450-BASED INTERACTIONS



HIS OWN WORDS

I couldn’t leave my house, or go to work. Anxiety was like nothing 

I’ve ever had before. Feelings were strange, peculiar, anger 

unjustified. I felt bad about it.

I thought death was imminent 

I had an impulse to commit a violent suicide, hoping someone 

would kill me. Irritable with racing thoughts, like a video on fast 

forward.

Weird, violent dreams, I drove around a lot, visiting three people 

in a day.

Thought I was bullet-proof, god-like, a special person.

35-YEAR-OLD TRADIE NO PRIOR HISTORY

20 MG/DAY PAROXETINE FOR RELATIONSHIP 

DIFFICULTIES WITH CHILD’S MOTHER. 



HIS OWN WORDS

My sex drive increased, then lost stayed in bed, plummeted, depressed, 

suicidal

I met my son in the park. His mother said: 

He’s not going with a crazy man like you.

My last memory was getting the knife from my toolbox, walking in slow 

motion. A guy cracked a towel at me. 

I got it wrong, where I stabbed her. 

I knew I had done it because I had blood all over me.



3 IM GENES

CYP2D6 *2/*4 (intermediate metabolizer) 

CYP2C9 *1/*2 (intermediate metabolizer)

CYP2C19  *1/*2 (intermediate metabolizer)

Paroxetine is metabolized by 2D6 and 3A4  and inhibits both very 

strongly

Average half life 22 hours. Paroxetine inhibits 2D6 irreversibly over 

time, leaving no 2D6 activity. Prolongs half life.

• Other metabolic pathways become important when paroxetine 

overwhelms CYP2D6.  

• Paroxetine also inhibits 2C9 and 2C19, where he had diminished 

capacity to start with, and 3A4, and soon had none 

He killed in an state of non-insane automatism secondary to chemical 

lobotomy, following a psychological blow after 11 weeks of 

akathisia, caused by paroxetine toxicity



THE RELEVANCE OF PHARMACOGENETICS TO 

MEDICATION-INDUCED DEATH, SUICIDALITY & VIOLENCE

• Adverse drug reactions and interactions are the second 

highest cause of death in USA. Sublethal ADRs fill  

hospital beds.

• Pharmacogenetics takes knowledge of adverse drug 

reactions from the general to the particular.

• Hundreds of home medication review trained 

pharmacists use this discipline every day in Australia.

• Psychiatry treats new knowledge like medicine treated 

Semmelweis, Pasteur, and Warren & Marshall.



• Three antidepressant-induced homicides 

• On multiple drugs 

• With multiple genetic problems

• All got antidepressants for psychosocial distress of a kind that does 

not lead to suicide or homicide

• Three killed others and two of them tried to kill themselves as well

• Murder suicide is very common in akathisia, which should always  be 

suspected in such cases

• New issue: Charted, looking at the drugs, the doses, the prescribing 

order, and the combinations to identify diminished and further 

diminished metabolism



• We suggest that charting drugs, 

combinations and genotypes  and 

phenotypes shows how metabolism 

is incrementally diminished 

• Can be applied to the investigation 

of such cases



• Zolpidem 10 mg/night for insomnia.

• Divorced, mother died. Sad.

• Sertraline, 50 mg/day continuing long-term zolpidem which is a 
pan inhibitor.

• Deteriorated, felt like a zombie; restless, sleepless and 
agitated. 

• Venlafaxine 150 mg/day. (3-6 X standard starting dose).

• Developed an euphoric homicidal delirious state with altruistic 
belief that killing her husband and herself was somehow right 
for her children.

• Altruistic homicide (i.e. manic homicidal)

• Stopped venlafaxine abruptly. 

• Ambushed her husband with a baseball bat and stabbed him 

• Suicidal, overdosed on zolpidem and alcohol. 

39-YEAR-OLD WOMAN; VERY POOR METABOLIZER 

(CYP2D6*5/*41, CYP2C9*1/*1, CYP2C19*2/*17, 

AND CYP3A4*1/*22).  MARITAL DISTRESS



• COMMUNICATED BY LETTER

• In a group home, struggling at school

• Prescribed sertraline (unknown dose) and became “agitated, 
anxious, obsessive, impulsive and self destructive.” 

• Hospitalised, he became violent, irrational, self-mutilating, 
writing pages of escape plans, thinking of destroying property 
and designing weapons.

• Feverish, angry and fearful, losing track of time, having no will 
power, and losing his memory. 

• He had palpitations and tremors (serotonin syndrome) on 
sertraline and violent impulses to hurt himself and others, and 
he made a suicide attempt.

SUBJECT 5 Male (AGED 16) girlfriend had left him



• Switched to fluoxetine, 20 mg/day, and attempted suicide again. 

• Fluoxetine was increased to 40 then 60 mg/day. 3-6 X standard

• He became restless, energetic, and labile, and pitted himself against his 

family and therapist. 

• Valproate was added and increased to 1,000 mg/day. 5X standard dose

• After 11 weeks in hospital, he killed his therapist and set the ward on fire.

• He recovered fully upon withdrawal of psychiatric drugs.



MENTAL STATE EVALUATION REVEALED

• AKATHISIA SUICIDALITY; 

• ANXIOUS, OBSESSIVE, IMPULSIVE

• SELF DESTRUCTIVE

• ANGRY, IRRATIONAL, ENERGETIC, LABILE; 

• VIOLENT IMPULSES TO HURT OTHERS; 

• SUICIDE ATTEMPT;

• SEROTONIN TOXICITY: 

• PALPITATIONS AND TREMORS



YOUNG, CYP2D6 *1/*6 (IM),  *6 is ”no activity”

• Prozac (fluoxetine), 60 mg/day  metabolized by CYP2D6, and 

inhibits 1A2, 2C9, 2C19, & 3A4. i.e. inhibits, strongly,  its own 

metabolism.

• Norfluoxetine is first and psychoactive metabolite of Prozac 

(fluoxetine)) is metabolized by CYP2C9, 

• Valproate is a weak inhibitor of CYP2C9, but strong at high 

doses.

• 1,000 mg/day is a very high dose

• Valproate  inhibits 2C9, 3A4.

• Residual 2D6 was inhibited by fluoxetine itself, and 2C9 was 

inhibited by valproate, reducing metabolism  and leading after 

1 1weeks to toxic homicide



Genotype
In vitro

activity

Gene-drug, drug-gene 

and drug-drug interactions
Phenotype

CYP2D6*5/*4

1

*5 gene 

deletion

*41 diminished

venlafaxine is both a substrate 

and inhibitor of CYP2D6, 

which is genetically 

compromised

further diminished 

activity, possibly 

no activity

CYP3A4*1/*2

2

*1 normal

*22 diminished

desvenlafaxine, sertraline, and 

zolpidem are substrates of 

CYP3A4 and compete for the 

enzyme, which is inhibited by 

sertraline

further diminished 

activity by 

inhibition and 

competition

CYP2C9*1/*1 normal

zolpidem, sertraline, and 

venlafaxine are substrates of 

CYP2C9 and compete for the 

enzyme, which is inhibited by 

venlafaxine

diminished activity 

by inhibition and 

competition

CYP2C19*2/*

17

*2 inactive

*17 ultra rapid

zolpidem, sertraline, and 

venlafaxine are substrates of 

CYP2C19 and compete for the 

enzyme, which is inhibited by 

sertraline

further diminished 

activity by 

inhibition and 

competition



• Zolpidem (Sub Inh CYP1A2, Sub Inh CYP2C9, Sub CYP2C19, Sub Inh 
CYP2D6, Sub CYP3A4/5) is a self- and pan inhibitor suitable only for 
short-term use. 

• Substrate, sertraline (Sub CYP1A2, Sub Inh CYP2B6, Sub Inh CYP2D6, 
Sub Inh CYP2C9, Sub Inh CYP3A4) was added to an inhibitor, which 
provoked psychic numbing and worsening depression.

• Venlafaxine and desvenlafaxine are metabolized by CYP2D6 and 
CYP3A4. Both enzymes were compromised. 

• Zolpidem and venlafaxine have  the same ADRs, (Inc. homicide) so there 
was cumulative and synergistic toxicity. 

• Euphoric-homicidal delirium.

• She stopped venlafaxine without tapering, and the rapid drop coincided 
with an altruistic homicide.

• Five days later: no venlafaxine in blood. 

• 5 half lives=72 hours



• Personalized Medicine leads to Personalized Justice. (Our 

Editorial). 

• Forensic pharmacogenomics assists courts. Supreme and District 

Courts do listen and have  well trained judges.

• Defence of medical negligence cases. Drug companies do not 

warn

• Suicide in a toxic state is an accident for insurance purposes.

• Toxic homicide: defense of perpetrators: 

– involuntary intoxication 

– non-insane automatism

• Compensation to survivors.

• Drug companies pay damages to: 

• families of victims of homicide

• to survivors after suicide of breadwinners



• Amphetamines

• hypericum, (St John's Wort,) 

• varenicline (Chantix®),

• oseltamivir (Tamiflu®), 

• Champix, Isotretinoin, Roaccutaine®) tetracyclines, 

• mefloquine (Lariam®),

• metoclopramide (Maxolon® Reglan®), 

• zolpidem (Stilnox,® Ambien®), 

• calcium channel blockers, 

• antiepileptic drugs,  some mooted as ‘mood stabilizers,

• ADHD  medicines’

• allergy medicines, 

• reserpine, 

• benzodiazepines, 

• statins and interferon, 

• Moore et al. identified 1527 cases of violence including homicides disproportionally 
reported to the US FDA for 31 drugs, including varenicline, 11 antidepressants, 6 
sedative/hypnotics and 3 drugs for attention deficit hyperactivity disorder.

Drugs as diverse as these  in structure and function as all induce suicidal and homicidal 

thinking as an occasional side effect



• Sertraline, then temazepam + quetiapine for insomnia. 

• Mood swings, panic attacks, suspicions, fatigue and 
weird thoughts, fluctuating with stress. 

• Venlafaxine 150 mg/day. “Erratic” and “chaotic.” 
Reduced to 75 mg/day. Temazepam and quetiapine 
ceased. 

• Stopped venlafaxine. 

• Fortnight later, resumed prescribed dosage. 

• Suffocated her 2 year old son & woke her 7-year-old-
daughter. 

• Declared: “We all must die.”

• Drove the car into a canal. 

33-year-old woman (CYP2D6*2/*2, CYP2C9*1/*3, (IM) CYP2C19*1/*1, CYP3A4*3/*22 (IM), 

CYP2C9 (IM), also compromised at CYP3A4) became preoccupied with death.



SUBJECT 2 GENOTYPES AND 

PHENOTYPES
Genotype In vitro activity

Gene-drug, drug-gene 

and drug-drug interactions
Phenotype

CYP2D6*2/*2
*2 usually extensive,  but 

with some allelic variants

venlafaxine is a substrate of CYP2D6, 

which it also inhibits

diminished  activity by inhibition 

and competition

CYP2C9*1/*3

*

active

*3 inactive

venlafaxine is a substrate of CYP2C9 diminished activity

CYP2C19*1/*1 normal CYP2C19

normal activity for venlafaxine 

but little if any activity for 

desvenlafaxine

CYP3A4*3/*22
*3 diminished

*22 diminished

desvenlafaxine and venlafaxine are 

substrates for CYP3A4 which is 

inhibited by venlafaxine

further diminished activity by 

inhibition and competition, 

possibly no activity

Blood toxic level 2.29 mg/L combining venlafaxine: 0.59 mg/l 

and desvenlafaxine: 1.7 mg/l. 



• Sertraline  (Sub CYP1A2, Sub Inh CYP2B6, Sub Inh 
CYP2C9, Sub Inh CYP2D6, Sub Inh CYP3A4);. 

• Temazepam (Sub CYP2C9, Sub CYP2C19, Sub 
CYP3A4).

• Quetiapine (Sub CYP2C19, Sub Inh CYP2D6, Sub 
CYP3A4/5/6/7) all interacted, prolonging half-life.  

• Over time, sertraline inhibited and used up her defective 
CYP2C9, while sertraline and quetiapine used up and 
inhibited CYP2D6, leaving her with little or no enzymatic 
capacity. 

• Venlafaxine added a substrate to an inhibitor of 
CYP2D6, elevated blood levels, & caused ADRs so she 
stopped then restarted it.

Subject 2 



42, (CYP2D6*2/*9, CYP2B61/*6, CYP2C9*1/*1, CYP2C19*6/*17, 

CYP3A4*1/*1) unfaithful wife, who refused to speak to him.

• Paroxetine 20 mg/day, which he took intermittently. 

• Drank 12 beers & took 40 mg/paroxetine and used inhaler 
budesonide/formoterol. 

• Witnesses said he was neither drunk nor aggressive.

• He drove to the rival’s house, & saw his estranged wife’s car.

• Said his “lights went out.” (Psychological blow). 

• He fetched an antique revolver, smashed their window and “felt 
nothing” and was “like a robot.” 

• He forced entry & shot both of them, killing his wife. His rival survived. 

• Shaking, hot and cold, he drove for hours before turning himself in. 

• He reported that he could see them inside. Police said blinds were 
closed, suggesting he may have hallucinated. 



Genotype and -in vitro Activity

Gene-drug, drug-gene 

and drug-drug 

interactions

Phenotype

CYP2D6*2/*9
*2 active

*9 diminished

paroxetine is a substrate 

of CYP2D6 and inhibits it 

strongly; formoterol 

competes for CYP2D6

further diminished 

activity by inhibition and 

competition

CYP2B6*1/*6
*1 active

*6 diminished

paroxetine and alcohol 

both inhibit CYP2B6

further diminished 

activity by inhibition

CYP2C9*1/*1 normal

paroxetine and alcohol 

inhibit CYP2C9; 

formoterol is a substrate

diminished activity by 

inhibition and competition

CYP2C19*6/*17
*6 no activity

*17 ultrarapid

paroxetine and alcohol 

inhibit CYP2C9; 

formoterol is a substrate

further diminished 

activity by inhibition and 

competition

SUBJECT 3 - GENOTYPE  TO 

PHENOTYPE

Dried blood on the broken window showed paroxetine.



• Paroxetine (Inh 1A2, Inh 2C9, Inh 2C19, Sub Inh 
2D6, Inh 3A4) converts 80 per cent of EMs into 
PMs over time. 2D6 already compromised. 

• Paroxetine inhibits CYP1A2, CYP2C19 and 
CYP3A4. CYP3A4 was inhibited by paroxetine 
and also by the alcohol. 

• Alcohol on its own had not caused violent 
behavior before. 

• Hot and cold sensations, hallucinations, homicidal 
behavior and restless driving consistent with 
acute akathisia and serotonin toxicity.


