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From Socrates’ painful hemlock potion 
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To Dignitas’
peaceful pentobarbital euthanasia

People have used medications to end their lives 

-- May medications also be used to prevent suicide?



4Compared to –

-- the pharmacological 
treatment of most 
mental disorders

-- and the psychological 
treatment of suicidality

The pharmacological 
treatment of suicidality 
is still in its infancy

WHY?
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(1) No animal model

Suicidality – the desire to kill 
oneself – is probably a 
heterogeneous, uniquely 
human phenomenon

Suicidality requires complex 
cognitive capabilities: 

Reflexive awareness

“I exist, but I may also           
not exist”

An understanding of time 
as linear and unidirectional

“I exist now, but soon I 
will not exist”
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(2) “Lost in DSM”

Suicidality is NOT considered a clinical 
entity in its own right 

Appears only as a SYMPTOM of other 
DSM-5 disorders, like MDD and BPD

In 696 pages of DSM-5 Section II text, 
suicidality is mentioned only 22 times

Even this is a vast improvement over 
previous DSM editions:

“DSM-5 shines a spotlight on 
suicide” David Kupfer MD, Chair, DSM-5 Task Force

However, suicidality appears as a 
SYMPTOM of only 4 DSM-5 disorders 

MDD, Bipolar I, Bipolar II, BPD
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Two pivotal questions:
(1) Is suicidality only a symptom 
of depression (or BPD)?

(2) Can suicidality only be treated 
by treating depression (or BPD)?

In my opinion, we have trapped 
ourselves and our patients in a 
vicious cycle: 

Until we view suicidality as  
a problem in its own right, 
how will we develop 
focused, effective 
treatments against it?



Even if you consider suicidality to be only a 
symptom of depression/BPD, rather than a 
clinical problem in its own right,      
“symptomatic treatment” may be life-saving

It may not be enough to “treat the 
underlying disorder” (MDD/BPD)

There are examples in medicine of 
clinical problems that are not disorders 
in their own right, but rather symptoms
of other disorders/diseases

Nevertheless, they are the targets of 
focused, short-term symptomatic 
treatments that can be life-saving

Examples:

FEVER ANEMIA
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Fever: a symptom,
not a disease/disorder

Fever is not a disorder but a symptom of --

Infections (viral, bacterial, fungal, parasitic…)

Inflammatory and auto-immune disorders

Neoplasms

Drugs, poisoning, FMF, PE…

But fever may become a life-threatening 
problem in its own right
Symptomatic, sometimes life-saving Rx: 

NSAID’s, Acetaminophen



10

Anemia:
not a diagnosis

Freud’s view of suicidality 
associated

Anemia is a symptom of --

Iron or B12 deficiency

Auto-immune disorders

Occult GI bleed

Neoplasms

Coagulopathies

Thalassemias, etc…

But anemia may become a 
life-threatening problem      
in its own right

Acute, symptomatic, 
sometimes life-saving Rx: 

Blood transfusion
What about suicidality?



Suicide has many causes but only one outcome; 
to avoid that outcome, suicidality must be 

addressed as a problem in its own right
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"Suicide is a particularly awful way to die; 
the mental suffering leading up to it is 
usually prolonged, intense, and 
unpalliated…”              (Kay Redfield Jamison PhD)

Most suicide victims kill themselves not 
because they want to die, but because they 
want to stop their suffering

There are many causes and risk factors for 
suicide, but among the most important are 
mental pain and depression/hopelessness

Given the importance of depressive feelings 
and hopelessness in suicide –

Can antidepressant medications prevent 
suicide?



Most suicide victims suffer from 
clinical depression on the day 
they die

2/3 of all patients with           
clinical depression struggle                           
with suicidal ideation

Do standard 
antidepressants 
decrease the risk                 
of suicide?

--Well…

Standard antidepressants 
and the risk of suicide



> 35 Million people/year have some suicidal ideation in US 

> 8 Million people/year seriously think of committing suicide in US 

> 25 Million people/year Take Antidepressants in US                                                 
(3rd Most Common                                                                                     
Prescription Rx Class)

Thus, millions of suicidal                                                                            
individuals are treated                                                                          
with antidepressants in                                                                                             
the US and elsewhere

But…

The incidence of suicidal ideation,
suicidal behavior, and antidepressant use

SAMHSA Report 2010



Standard antidepressant trials exclude most 
people who suffer from suicidal ideation

SUICIDAL
IDEATION
Borderline PD, 
Adjustment        
disorders,
and “no Dx” in the 
general population
(“the invisible patients”;
Between 10-20% of

general population)

DEPRESSION
2/3 of patients with 

depression suffer from 
suicidal ideation; 
these patients are 

systematically excluded
from commercial 
antidepressant
phase 3 trials

DRUG TRIAL 
SUBJECTS



“THE BLACK BOX”
Mandated by FDA

On the package insert of all antidepressants since 2004

↑↑Suicidal ideation                                                                                    
and behavior with                                                                                   
ALL standard                                                                              
antidepressants in                                                                                       
children, adolescents                                                                            
and young adults

Short-term studies

Big media scare



“Unintended consequences”
• Changes in antidepressant use by young 

people and suicidal behavior after FDA 

warnings and media coverage: quasi-

experimental study       Lu et al., BMJ 2014

Rates of antidepressant use, psychotropic 
drug poisonings, and completed suicides 
before and after the warnings, among 
adolescents enrolled in 11 health plans in 
nationwide Mental Health Research 
Network

“Safety warnings about 
antidepressants and widespread 
media coverage decreased 
antidepressant use, and there 
were simultaneous increases in 
suicide attempts among young 
people.”



Current consensus: There is a difference 
between suicidal ideation 
and suicidal behavior

There is a  difference 
between short-term and           
long-term studies

Antidepressant Rx:    
Short-term risks,        
long-term benefits

Overall, antidepressants 
improve both suicidal 
ideation and suicidal 
behavior in most patients

but --

Many exceptions



Urgent need for quick-acting drugs that will 
decrease suicidal ideation and suicidal behavior 

WANTED: NEW DRUG TRIALS & NEW DRUG TRIAL SUBJECTS

In some cases, antidepressants do not decrease SI and SA

In some cases, increases in SI and SA following antidepressant Rx

In almost all cases, at least a 3-week delay in antidepressant  
and anti-suicidal effects of standard                                  
antidepressant medications

Therefore:

Urgent need for 
drugs that will 
decrease
suicidal ideation and 
suicidal behavior quickly



HOWEVER: Very few randomized, double-blind placebo-controlled 
trials of drugs for decreasing SI and Suicide rates                    -- WHY?

Difficult, dangerous trials – excluded subjects

Ethical dilemmas

Outcome measures

“Lost in DSM” – our blind spot (conceptualizing and treating 
suicidality as a symptom of something else, not as a problem 
in its own right)



Only 4 medications currently recommended for 
decreasing suicide rates and suicidal ideation:

1. Lithium
Long-term reduction in suicide rates of 
specific populations

2. Clozapine
Long-term reduction in suicide rates of 
specific populations

3. Ketamine
Short-term reduction in suicidal ideation 
in depression

4. Buprenorphine
Short-term reduction in suicidal ideation 



1. Lithium
Well-established

“Lithium is effective in 
the prevention of 
suicide, deliberate self-
harm and death from all 
causes in patients with 
mood disorders”

Especially in Bipolar-
spectrum disorders

The Sardinia study

Also VPA?

Usual maintenance/ 
augmentation doses

Links to impulsivity?

VERY dangerous in OD



2. Clozapine
Well-established

For the prevention of suicide
and suicide attempts in 
patients with schizophrenia-
spectrum disorders

Much needed:

50% attempt suicide

10% die by suicide

FDA-approved for this 
indication

Underused?

Agranulocytosis, etc.
Other atypical antipsychotics 
(e.g. risperidone) may also 
decrease SI/SA, but less data



3. Ketamine
Dissociative anesthetic

NMDA antagonist

Mu-opioid agonist

Rapidly decreases 
suicidal ideation in 
patients with depression

As early as 40 minutes

IV, PO, SL, intranasal

Repeated doses

Effect not completely 
explained by decrease in 
depressive Sx

Doses:                               
0.5 mg/kg and less 
(sub-anesthetic)



3. Ketamine
Effective in treatment-
resistant depression

“Ketamine clinics” boom

In higher doses –
hallucinogenic, addictive?

Many ongoing trials

Can be used PO/SL in low 
doses

Off-label use, but growing 
body of supporting data

Probably safer than its 
reputation

May be formulated  and 
obtained in Israel (details 
to follow)



4. Buprenorphine
Atypical opioid

Mixed mu agonist-antagonist

May be used in ultra-low, 
sub-analgesic doses

Major advantages:                  
safe in OD; well-tolerated
Open trials and many case 
reports  

One recent randomized, 
double-blind, placebo-
controlled trial found it 
effective in decreasing SI in 
patients with and without 
MDD, with and without BPD, 
who were and were not 
taking antidepressants

Effect not completely 
explained by decrease in 
depressive Sx



4. Buprenorphine

Doses:                                                         
0.1-0.3 mg SL bid 

Placebo-controlled effect seen 
by 2 weeks

Short-term use

Works by decreasing mental 
pain?

Well-tolerated, no withdrawal 
symptoms

Risk of addiction with prolonged 
use – not for patients with 
substance abuse Hx

May be formulated  and 
obtained in Israel (details to 
follow)

AJP Editor spotlight 5.16 - ULD buprenorphine for suicidality.mp4
AJP Editor spotlight 5.16 - ULD buprenorphine for suicidality.mp4


ובופרנורפיןאפשר להזמין בארץ קטמין 

או עמידה  /לטיפול באובדנות חריפה ו

"  רגיל"בנוסף לטיפול תרופתי , לטיפול
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Thank You!


