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But first, “mental health and the law”: What’s 
at stake here?
• 1.  The diagnoses – are they sound?  Are they credible in court?

• 2.  The treatments – are they safe and effective?  Grounds here for 
legal action?

• 3.  The regulators – impartial or corruptible?

So there are lots of “systemic” issues here, aside from the psychiatric 
status of a given individual.

Let’s take a look.



The interplay among law, 
psychiatry and 
psychopharmacology is a 
big story.

Let’s simplify:  We’ll tell it in three 
chapters.  This slide starts us off in 
1949, when 
“psychopharmaceuticals” were 
non-existent, and the only 
psychoactive agents were the 
barbiturates and the 
amphetamines. 



Then in the “golden age” of 
1950s the major drug classes 
of modern psychopharm were 
developed.
Lithium (1949)

Chlorpromazine (Thorazine, Largactyl), 1952

The monoamine oxidase inhibitors – MAOIs 
(iproniazid, Marsilid, marketed in 1951 for TB, for 
depression 1957)

Meprobamate (Miltown) 1955 – the first 
blockbuster

The first tricyclic antidepressant  (imipramine, 
Tofranil), 1957

The first benzodiazepine (Librium), 1960

Note: that I have not used “drug class” names – eg
“antipsychotics,” “antidepressants” because these 
are overly restrictive.  Most effective drugs affect a 
number of functions in mood and cognition.

(The Sea View TB sanatorium story in 1952, where 
the clinical efficacy of Marsilid in depression was 
discovered.)



Some of these new drugs are specific 
for certain diseases – although not 
necessarily for just that disease.

One consequence: We  needed a new edition of the DSM-II (1968) 
to give us appropriate disease-specific diagnoses. Doctors require 
a specific disease to prescribe a specific medication for  -- was the 
idea.

• Here “endogenous depression” (undoubtedly melancholia) –
Spain, 1940s

• DSM-II was kind of vague about depression.  Can’t we do 
better?



So in 1974 the American 
Psychiatric Association 
convoked a Task Force to 
design a new Manual.

It was under the leadership of this man.

Who is this man?  (with his wife, Janet 
Williams)



Robert Spitzer

In 1974 Spitzer’s Task Force set to work to 
devise a whole new nosology.

What an adventure!

So many new diseases to design!

Major depression

ADHD

PTSD

And much more.

DSM-III came out in 1980.



Now, there were some 
problems.
One problem was that the Task Force 
seemed unaware that there was a psychiatric 
tradition of nosology (disease classification) 
going back two centuries.  [Here is Emil 
Kraepelin]

It was conceivable that in that amount of 
experience, some useful disease conceptions 
might have evolved, comparable to TCM 
(Traditional Chinese Medicine, which had 
two millennia to sort out helpful from 
unhelpful medications).

Yet the monoglot Task Force had no insight 
into this at all and thought they would devise 
a nosology from scratch – “Hey, let’s just sit 
down . . . “



As a result, the Task 
Force made some 
questionable decisions.
For example, splitting up anxiety and 
depression, which clinically often co-occur.

(Mixed anxiety-depression is, in fact, the 
commonest form of either illness.)



But the most questionable decision of all . . . 

• Was to merge psychiatry’s two (or three) 
depressions into the single diagnosis: “major 
depression.”

• Consider:  psychiatry had always had two 
depressions, which were in fact different diseases, 
not just differences in severity:

• (1) Melancholia (profound anhedonia, inability to 
feel anything or else deep sadness), psychomotor 
slowing).  Also called ”endogenous depression.”

• (2) Neurasthenic “depression” Quotes around 
depression because the patients are not necessarily 
sad.  They have anxiety, insomnia, fatigue, somatic 
symptoms, etc).  Also called “nerves” or ”nervous 
disease.” Or “reactive depression.”

• Here: nerves



So we ended up with “major depression.”



And these two 
former 
depressions had 
separate 
treatments.

• For melancholia: opium, TCAs, 
convulsive therapy

• For neurasthenic depression: just 
about anything; latterly, meprobamate, 
benzodiazepines

• So this differential diagnosis, that 
might have led to differential 
prescribing, was lost.



Now, one more thing 
about diagnosis . . . 
Some of the other DSM categories 
cause uneasiness too:  
schizophrenia, bipolar disorder, 
autism.  These all have the same 
status in psychiatry today that 
“hysteria” once had.  Very popular, 
but that doesn’t mean they exist in 
nature.

We’ll come back to this.



So this is the end of chapter 1: DSM-III inserts 
vast confusion into nosology and diagnosis.



Chapter Two

• The Development of the SSRI “antidepressants.”  The drug class that 
swallowed psychiatry.



Pharma had nothing to 
do with the drafting of 
DSM-III.

But the new Manual was a great gift to them, 
because it created these huge, biological-
sounding disease entities.

Some previous psychiatric diagnoses did not 
sound very “biological”:  “depressive 
neurosis”: what’s the neurochemical basis of 
that?  (It was a favored psychoanalytic 
diagnosis.)

But major depression:  There’s a single big 
diagnosis we can work with.  And we’ve 
discovered all kinds of anomalies in serotonin 
and norepinephrine metabolism in MDD.    It 
was a diagnosis that screamed out for 
pharmacotherapy.



Prozac 
(fluoxetine) was 

the first SSRI 
“antidepressant”

Marketed by Eli Lilly in December 
1987.



The SSRIs fit major 
depression like a hand 
in glove.
We have a single depression; we have a 
single clinical entity – the SSRIs – that treats 
all depressions.

The sky was the limit.  The sales climbed into 
the billions of dollars.



And the biological 
narrative was 
irresistible.
“You’re suffering from a ‘chemical imbalance’ 
in your brain.  Our drug will restore your 
serotonin levels.”

Who could resist such images!  Physicians 
were as susceptible as patients.

This “chemical imbalance” story is a 
marketing trope.  There is no scientific 
evidence of a shortage of any 
neurotransmitter in “depression” – although 
this trope is still used in marketing. 



Bitter commercial 
rivalries led to a steady 
expansion of indications 
for the SSRIs.
Anxiety, PTSD, “pediatric depression,” the list 
went on and on.

The SSRIs started to look like panaceas, 
“good for everything”!



The SSRIs took over 
the field of psychiatric 
prescription.
The older, often effective drugs were simply 
forgotten; residents stopped learning about 
them. 

--- The MAOIs: gone

---The TCAs: going (“too many side effects”)

---Lithium: widely not taught to the residents.

---the opioids and psychotogens:  Out of the 
question!  “Addictive, you know.”  (But, 
Doctor, just try getting your patients off 
Paxil.)

---ECT, sort of making a comeback, but the 
stigma is intense.



We could do this same 
story for the “second 
generation 
antipsychotics”
The “SGAs”. Also called “atypical 
antipsychotics.”  Much less popular than the 
SSRIs, but, still, widely prescribed for 
indications other than “schizophrenia.”

Great for “pediatric bipolar disorder”!

But I won’t today, because the point has 
been made.  But we can get into it in the 
discussion, if you like.



Chapter 3

Where are the regulators in all this?



FDA

• Two observations:

• ---Their statistical assessors are very sharp and do a highly 
professional job on the numbers (although everyone is hypnotized by 
p-values and “significance”).

• ---However, the leadership is inclined to leniency with Pharma (with 
good reason from the viewpoint of post-FDA employment).



FDA – the leadership
Robert Temple, director of the Office of Drug 
Evaluation of the FDA. (pictured)

Tom Laughren, director of the Division of 
Psychiatry Products

So, these are the two crucial gatekeepers.



In fairness to FDA, they were not minions of 
Pharma but (try to) protect the public health.
• March 3, 2000:  A Janssen internal document: "record of FDA 

contact." Janssen Research Foundation had sought FDA meeting to 
inquire about pediatric exclusivity and about conduct disorder "as an 
indication” for Risperdal.  Re conduct disorder: FDA is very skeptical:  
"Their main concern [said the memo] is that Risperdal or any other 
product would be used as a chemical straight jacket."  We can move 
ahead to conduct-disorder trials, but even if they are positive, FDA 
would want a meeting of the Psychopharmacologic Drugs Advisory 
Committee.  So, this is a tough, public-health stance for the FDA.

• (from Janssen internal correspondence discovered at litigation)



Huge litigation over “misbranding” of the 
SSRIs
• The companies had wanted to expand the markets, especially to 

childhood and adolescence.  So did the makers of the ”second-
generation antipsychotics.”  The FDA opposed these expansions 
because, either there had been no trials for “pediatric depression.”  
Or the trials had been negative.



FDA view at approval: SSRI’s don’t work very 
well.
• The SSRI’s lack of effectiveness was long an open secret.  At a meeting of 

the Psychopharmacologic Drugs Advisory Committee on April 8, 2009, 
Robert Temple, director of the Office of Drug Evaluation, had this to say 
about the “antidepressants”:  “People have been remarking on how small 
the [treatment] effect of all the antidepressants [is]; it’s only 2 or 3 HAMD 
points and stuff, and that’s absolutely true.  Tom’s [Laughren]been 
accumulating this stuff over years.  Fifty percent of trials can’t show 
anything, like their [Forest Labs] escitalopram study.” 

• Source: FDA, Center for Drug Evaluation and Research, 
Psychopharmacologic Drugs Advisory Committee Meeting, Apr 8, 2009, 
transcript, 223. 

• Interestingly, Laughren would soon leave the FDA to begin consulting for 
Forest.



Lots of litigation surrounding these 
agents: Citalopram = Celexa
Escitalopram = Lexapro

2012. Laughren leaves FDA, becomes a 
Forest “consultant.”

Jan 27, 2017: Laughren deposition, re FDA 
approval of Lexapro: says that "These two 
studies, Study 18 for Celexa and Study 32 for 
Lexapro, were sufficient as a source of 
evidence of the effectiveness of Lexapro in 
adolescents." (393)

Ad from 2001

Forest also used results of study 18 (CIT-MD-
18) to support a child depression application 
for Lexapro.



Now, it’s 2017

Forest is being sued by the Department of 
Justice for falsely claiming that Celexa is 
effective in pediatric depression 
(“misbranding”).

It was Laughren who, while at FDA, pushed 
through this highly profitable indication.

Here Laughren is giving a deposition.



A lawfirm named Baum 
Hedlund is representing 
the plaintiffs.
And here is part of a brief that Baum 
Hedlund filed in 2018. . . Asking that the DOJ 
reopen the case on MD-18 (Celexa) in light of 
new information.



And here Baum Hedlund attacks Laughren, 
formerly of the FDA



What can we conclude 
from the 
Citalopram/Lexapro 
case?
1. FDA can be gamed (the details involve 

these 9 unrandomized patients included 
in the randomized group and whose 
presence made the study all of a sudden 
“significant.”)

2. The civil servants of the FDA can’t wait to 
get to the trough

3. Lexapro and Citalopram became 
indicated for pediatric depression almost 
certainly erroneously – because, in my 
view, there is very little “pediatric 
depression,” – I don’t believe in the 
diagnosis -- and because the SSRIs are 
ineffective in it, in any event. 



Now, there is an important point about 
statistics that I am going to make in a minute.



There have been 
important whistle-
blowers before me
Although they might not have expressed the 
same conclusions that I reach.

Here is one (Jureidini).



Here is another

Lemmens



There had been a lot of 
issues in Forest’s 
citalopram (Celexa) trial
Ghosting, etc.  But let’s come back to these 9 
patients who hadn’t been randomized and 
yet were placed on the drug.  If we keep 
these 9 patients in the sample in the trial, 
the drug works.  If we remove them, the drug 
doesn’t work?  Is that right?

No.  This is numerology.  It fetishizes 
“significance” and ignores clinical 
effectiveness.

Now, here is real, clinical observation of 
effectiveness (non-)



“Significance” vs “strength of association”

• “Significance” does not measure effectiveness.

• The whole kerfuffle over the non-randomized nine patients who 
somehow got included in the randomized sample strikes me as an 
example of fetishizing numbers in establishing effectiveness.  If we 
don’t know, on the basis of observations and open studies whether 
the thing works, it probably doesn’t work, or at least not well.  

• This whole dance around “significance” is a kind of Kabuki theater:  It 
doesn’t have much real-world meaning, but we dance through it pro 
forma for the sake of registration.



Somehow, in this 
festival of numbers . . . 
. . . Clinical effectiveness (NNT) has been left 
at the wayside.  This is also called “strength 
of effect.”

You never see NNT in any of the trial 
literature.

“Significance,” expressed as a p-value, means 
the probability that the result was not  a 
chance result.  A .05 measure of probability 
means that 19 times out of 20 the result is 
probably a true result – not the effect of 
randomness.  But it doesn’t tell you how 
strong that result is.  NNT does.



So, what’s the 
outcome of the 
story?  How does 
the drama end?

• We can say of the three acts:

• 1.  An exciting new academic field is 
developing at the intersection of 
diagnosis, Pharma and regulation

• 2.  So far, the bad guys are winning.  
The good guys have had to found their 
own journal in order to get published.

• 3.  Of the various components at this 
intersection, the most interesting –
from my viewpoint – is diagnosis.  
Because it’s the most difficult to tackle 
(what are the real diagnoses?), and it’s 
where the conventional wisdom is 
most entrenched.



So, major depression, 
schizophrenia, bipolar 
disorder . . .
Do they exist?  These are the big questions.

And if they are artifacts, what are the real 
diseases in psychiatry?  The Spanish 
diagnosis in 1949 was “anxious melancholia.” 
That’s not in DSM.  But why not?

These big questions have little to do with p-
values and “significance.”



Your turn now.

Thanks!


