Write an overview on the role of Zoloft in mass murders and the role of SSRIs in PSSD.

You’re asking about two highly charged and often conflated topics: (1) whether sertraline (Zoloft) or
SSRIs more broadly have a causal role in mass violence, and (2) the evidence around SSRIs and
persistent sexual dysfunction after discontinuation (PSSD). The evidentiary standards and quality
differ substantially between these domains, so it’s worth treating them separately and with precision.

1. Zoloft / SSRIs and Mass Violence

What is known

e SSRIs (including sertraline) act primarily via serotonin reuptake inhibition and are widely
prescribed for depression, anxiety, PTSD, and related conditions.

o A small subset of patients, particularly early in treatment or during dose changes, can
experience activation symptoms: agitation, akathisia (inner restlessness), insomnia, irritability,
and, rarely, disinhibition or impulsivity.

e Regulatory agencies (e.g., FDA, MHRA) have long required warnings about increased risk
of suicidal ideation/behaviour, especially in younger populations.

Evidence regarding violence

o The strongest and most consistent signal in the literature is:
o Increased risk of self-harm and suicidality in certain groups (particularly under 25s).
o Evidence for violence toward others is:
o Inconsistent and weak at the population level
o Largely derived from:
= Case reports
= Post-hoc analyses
= Some observational studies suggesting a modest association in younger
individuals, but with substantial confounding (e.g., underlying psychiatric
illness, substance use)

Mass shootings specifically

e Claims that SSRIs (or Zoloft specifically) play a causal role in mass murder events are not
supported by robust epidemiological evidence.
e The problem is methodological:
o These events are extremely rare, making statistical inference difficult
o Perpetrators often have complex, multi-factorial profiles: psychiatric illness, social
isolation, grievance narratives, prior violence, substance use, and situational triggers
e Some perpetrators have been reported to be on or withdrawing from psychiatric medications,
but:



o Presence # causation
o There is no reproducible pattern demonstrating SSRIs as a primary driver

What can reasonably be said

There is a plausible biological mechanism whereby a minority of individuals may experience
drug-induced behavioural dysregulation (e.g., akathisia-driven agitation).

However, scaling that mechanism to explain mass violence as a class phenomenon is not
supported by current evidence.

The more defensible position is:

SSRIs may, in rare cases, contribute to behavioural activation or impulsivity in vulnerable
individuals, but they are neither necessary nor sufficient causes of mass violence.

2. SSRIs and PSSD (Post-SSRI Sexual
Dysfunction)

Definition

PSSD refers to persistent sexual dysfunction that continues after discontinuation of SSRIs,
including:

Genital numbness
Reduced libido
Erectile dysfunction
Anorgasmia
Pleasureless orgasm

Evidence base

This is an area where the signal is stronger than historically acknowledged, though still incomplete.

Types of evidence:

Case series and patient reports (consistent phenomenology)



o Pharmacovigilance databases
e Observational studies
e Increasing recognition in regulatory documents (e.g., EMA acknowledgment)

Key features supporting a real syndrome

o Temporal relationship: onset during SSRI use, persistence after cessation

o Distinct symptom cluster: particularly genital sensory changes (not typical of depression
itself)

o Reports in previously healthy individuals

e Dose-independent and drug-class-wide observations

Biological plausibility
Mechanisms are not fully established, but hypotheses include:

e Serotonergic receptor downregulation/desensitisation
o Dopaminergic suppression

o Peripheral nerve or ion channel effects

o Epigenetic changes affecting sexual function pathways

None are definitively proven, but the phenomenon is biologically credible.

Prevalence

e Unknown.

e Likely under-recognised and under-reported.

o Estimates vary widely due to:
o Lack of prospective studies
o Misattribution to underlying depression or anxiety
o Inadequate follow-up after discontinuation

Regulatory position

e Agencies such as the EMA have acknowledged that sexual dysfunction may persist after
stopping SSRIs.
e Product information for several SSRIs now includes this risk.



3. Comparative Strength of Evidence

Issue Strength of Evidence Nature of Evidence
SSRIs — suicidality (youth)  Strong RCTs + meta-analyses
SSRIS _) behavioural Moderate Clinical + observational
activation
S.S Rls — interpersonal Weak/inconsistent Observational + case reports
violence
SSRIs — mass murder Very weak Anecdotal
SSRIs — PSSD Modprate (emerging but Case series + regulatory

credible) recognition

4. Synthesis

o The mass violence narrative is often driven more by post-event attribution than by
reproducible science. It risks oversimplifying complex human behaviour into a single
pharmacological cause.

e In contrast, PSSD represents a more coherent and increasingly recognised adverse drug
effect, albeit one that still lacks large-scale prospective quantification.

5. Bottom line

o Zoloft/SSRIs and mass murder: no convincing causal evidence; at most, a rare contributory
role via behavioural activation in vulnerable individuals.

e SSRIs and PSSD: a legitimate and increasingly acknowledged risk, with a consistent clinical
pattern and growing regulatory acceptance, though mechanisms and prevalence remain
incompletely defined.

If you want, I can:



e Map specific high-profile cases and examine the evidentiary claims around medication
involvement (critically, not sensationally), or

o Pull together regulatory language (FDA, EMA, Medsafe) on PSSD and how it has evolved over
time.

Can you find any case law regarding the role of Zoloft in mass murders and the role of SSRIs in
PSSD?

There is no substantial body of appellate-level case law establishing SSRIs (including
Zoloft/sertraline) as a legally accepted causal factor in mass murder. What does exist is a scattered set
of civil product liability cases and criminal defences where SSRIs were alleged to contribute to
violent or abnormal behaviour. By contrast, litigation around PSSD is even more limited, but there are
some relevant regulatory and liability signals.

I’ll separate this into two domains.

1. Case Law: SSRIs (Zoloft) and Violence /
Homicide

A. Civil litigation against manufacturers

Wesbecker v. Eli Lilly (1994, Kentucky)

e Drug: Fluoxetine (Prozac, not Zoloft, but same SSRI class)

o Facts: Joseph Wesbecker killed 8 people and himself at a printing plant.

e Claim: Plaintiffs alleged Prozac caused or contributed to the fgence.

e QOutcome: Jury found for Eli Lilly.

o Notable issue:
o Later controversy over a confidential settlement agreement during trial, raising

questions about transparency.

o Legal significance:
o Courts were not persuaded by causation arguments linking SSRIs to mass homicide.
o Set an early tone: high evidentiary bar for behavioural causation.



Tobin v. SmithKline Beecham (2001, Wyoming)

e Drug: Paroxetine (Paxil)
e Facts: Donald Schell killed his family and himself shortly after starting Paxil.
e Outcome: Jury awarded ~$6.4 million to the family.
o Key finding:
o Accepted that Paxil induced akathisia and led to the ©cHI.
o Importance:
o One of the very few successful SSRI-violence causation cases.
o However:
= Fact-specific
= Not widely replicated
= Did not establish broad precedent

Forsyth v. Eli Lilly (Prozac, Hawaii, 2001)

e Outcome: Defence verdict (for manufacturer).
e Reinforces inconsistency of outcomes.

Zoloft-specific litigation
Pfizer has faced multiple lawsuits involving Zoloft, but:

e Most relate to:
o Birth defects (e.g., cardiac malformations)
o Suicide/self-harm
e Violence/murder claims specifically tied to Zoloft:
o Exist at the allegation level, but
o Have not produced landmark rulings establishing causation

B. Criminal cases (defence arguments)

There have been attempts to use SSRIs as part of:



o Insanity defences
e Diminished responsibility arguments

General pattern:

e Courts are skeptical unless:
o There is clear expert testimony
o A temporal relationship (e.g., starting/stopping drug)
o Evidence of akathisia or intoxication-like state

Outcome trend:

e Rarely decisive on their own

e Usually treated as:
o One factor among many, or
o Insufficient to negate intent

There is no widely cited precedent where:

“SSRI use” alone successfully established a defence in a mass murder case.

2. Case Law: SSRIs and PSSD

This area is notably underdeveloped legally, despite growing clinical recognition.

A. Direct PSSD litigation

e As of now, there are:
o No major reported appellate decisions squarely addressing PSSD as a litigated injury
o Reasons:
o Difficulty proving:
= Causation
» Persistence independent of underlying condition
o Lackof:
= Long-term RCT data

= T diagnostic criteria historically



B. Related legal footholds

1. Failure-to-warn claims
PSSD fits most naturally under:

o Product liability — failure to warn
Key legal question:
Did the manufacturer adequately disclose the risk of persistent sexual dysfunction?
Regulatory shift matters here:

e EMA (European Medicines Agency):

o Acknowledged persistent sexual dysfunction after discontinuation

o This creates:
o A stronger basis for future litigation, because:

= SIIfEH is now formally recognised

2. Informed consent (clinical negligence)
Potential claims could arise against prescribers:
o If patients were:
o Not informed of risk of persistent dysfunction
o Particularly relevant in:
o Younger patients
o Non-severe conditions

But again:

o Case law is sparse to non-existent at higher court levels



C. Analogy cases (useful but indirect)

Courts often rely on analogies from:

o Tardive dyskinesia (antipsychotics)
o Finasteride persistent sexual dysfunction cases

These show:
e Courts will accept:
o Persistent iatrogenic syndromes
e But only when:

o Mechanism + epidemiology + regulatory warnings align

PSSD is approaching that threshold, but not fully there legally.

3. Why the Legal System Has Not Fully
Engaged

Evidentiary barriers

Courts require:

e General causation (drug can cause effect)
e Specific causation (drug caused this person’s outcome)

For:
Violence:

e Behaviour is multi-factorial
e Hard to isolate drug effect

PSSD:



e Historically:
o Poor recognition
o Lack of diagnostic consensus
e Now improving, but litigation lags science

4. Bottom Line

SSRIs and mass murder

e One notable plaintiff win (Tobin v. SmithKline Beecham), but:
o Not broadly replicated

e No established doctrine that SSRIs cause mass violence

e Courts treat such claims with high skepticism

SSRIs and PSSD

e Minimal direct case law

e But:
o Regulatory acknowledgment (e.g., EMA) is a turning point
o Likely to underpin future failure-to-warn litigation

S. If you want to go deeper

I can:

o Pull full case summaries or judgments (e.g., Tobin) with judicial reasoning on causation

e Map expert testimony patterns used in SSRI litigation (akathisia, behavioural toxicity)

e Analyse how Medsafe/NZ law would likely treat a PSSD claim under the Consumer
Guarantees Act / negligence framework

Each of those would give you a more strategic angle, depending on whether you're writing, litigating,
or critiquing regulatory systems.

What about the effects of SSRIs in people under 25 in terms of sexual dysfunction



This is a more evidence-grounded question than the violence literature, but still one with important
gaps—especially for long-term and post-discontinuation outcomes in younger populations.

1. Acute Sexual Dysfunction in Under-25s on
SSRIs

What is well established

SSRIs (including sertraline/Zoloft) are associated with treatment-emergent sexual dysfunction
(TESD) across all age groups. In under-25s, the core effects are the same:

e | libido (sexual desire)

e Delayed orgasm or anorgasmia

e Erectile dysfunction (in males)

e Reduced arousal/lubrication (in females)

o Emotional blunting affecting sexual experience

Prevalence

e Adult data: 30-70% depending on how actively symptoms are elicited
e Under-25s:
o Likely underestimated
o Trials in adolescents often report much lower rates, but:
= Sexual side effects are poorly elicited in paediatric trials
= Participants may be less likely to report
= Investigators may not systematically assess genital sensory changes

Conclusion: The true incidence in under-25s is almost certainly higher than reported in trial data.

2. Age-Specific Vulnerabilities (<25)

There are several reasons to treat this group differently:
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A. Neurodevelopmental context

e Ongoing maturation of:

o Prefrontal cortex

o dopaminergic reward systems

o sexual identity and function pathways
o SSRIs alter:

o Serotonin—dopamine balance (often suppressing dopaminergic tone)
o This raises plausible concerns about:

o Disruption of sexual development and reward processing

B. Hormonal and psychosexual development

e Adolescence and early adulthood are critical for:
o Libido development
o Sexual confidence and behavioural patterning
e SSRI-induced dysfunction may:
o Become “learned” or conditioned
o Persist psychologically even if physiology recovers

C. Under-recognition
e Clinicians may:
o Avoid sexual questioning in younger patients
e Patients may:

o Lack vocabulary to describe symptoms
o Attribute changes to mood rather than medication

3. Persistence After Discontinuation (PSSD) in
Under-25s

Evidence status

e Case reports and series include younger individuals, including:
o Adolescents started on SSRIs
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o Young adults treated for anxiety/depression
e Symptoms described:
Genital numbness
Complete loss of libido
o Pleasureless orgasm
o Emotional-sexual disconnection

o O

Limitations

e No robust prospective cohort studies in under-25s
e No reliable incidence estimates
e Heavy reliance on:

o Pharmacovigilance databases

o Patient-reported outcomes

However:

The phenomenology is consistent with adult PSSD, suggesting:

There is no clear biological reason younger patients would be protected—and some reasons they may

be more vulnerable.

4. Regulatory Position

FDA / MHRA / Medsafe

e Emphasis remains on:
o Suicidality risk in under-25s
e Sexual dysfunction:
o Acknowledged during treatment
o Less explicitly emphasised in youth

EMA (most advanced position)

e Recognises:
o Sexual dysfunction can persist after discontinuation

12



e Does not carve out age-specific reassurance, implying:
o Risk applies across age groups

S. Clinical and Ethical Implications

A. Informed consent

For under-25s, a rigorous consent process should include:

o High likelihood of sexual side effects during treatment
e Possibility (though uncertain frequency) of:
o Persistent dysfunction after stopping

This is particularly relevant when prescribing for:

e Mild-to-moderate depression
e Anxiety disorders
e Non-severe indications

B. Risk—benefit calibration

o SSRIs can be beneficial and appropriate, especially in:
o Moderate—severe depression
o High-risk states
e But:
o The threshold for prescribing should account for:
= Developmental stage
= Availability of non-pharmacological options

C. Monitoring
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Best practice (often not followed):

e Baseline sexual function assessment
e Active follow-up questioning
e Early dose adjustment or switching if dysfunction emerges

6. Bottom Line

e Sexual dysfunction during SSRI treatment is common and likely under-reported in under-
25s.
e There are plausible developmental reasons this group may be particularly impacted.
o Persistent sexual dysfunction (PSSD):
o Reported in younger individuals
o Not well quantified, but increasingly recognised
e Regulatory frameworks have not fully caught up, especially in youth-specific guidance.

If you want to push this further, I can:

o Extract youth-specific data from SSRI clinical trials (including how sexual side effects were
measured or ignored), or

e Analyse how Medsafe and NZ prescribing guidelines handle (or fail to handle) sexual
function risks in young people.

For both of the above responses you've referred to under-reporting. Applying uncertainty factors, how
does one create an argument that these drugs have established dangers, and that the known incidence is
higher than reported? If regulators and practioners have a duty of care, create a discussion document to
outline the need for education of regulators, practitioners and patients that these drugs aren't just happy
pills or mood operators but can actually have life ending consequences.

What you’re trying to construct is essentially a risk amplification argument under uncertainty—the
kind used in pharmacovigilance, environmental health, and regulatory science when signals are
incomplete but potentially serious. To make it credible (rather than rhetorical), it needs to rest on three
pillars:

1. Systematic sources of underestimation
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2. Application of conservative uncertainty factors
3. Duty-of-care implications under precautionary principles

Below is a structured discussion document that does that without over-claiming beyond the evidence
base.

Discussion Document

SSRIs: Under-Recognised Harms, Underestimated Incidence,
and the Duty to Inform

1. Executive Summary

Selective Serotonin Reuptake Inhibitors (SSRIs), including sertraline (Zoloft), are widely characterised
as safe and effective “mood-modulating” medications. However, multiple domains of evidence
indicate that:

e Certain adverse effects are systematically under-reported and under-detected
e Some harms (e.g., behavioural dysregulation, persistent sexual dysfunction) may be
serious, enduring, and life-altering
o Existing incidence estimates likely understate true risk
Given the duty of care owed by regulators and clinicians, there is a strong case for:
e Revising how risks are communicated

e Incorporating uncertainty explicitly into safety frameworks
e Educating stakeholders that these are potent neuroactive agents, not benign “happy pills”

2. The Problem of Under-Reporting

2.1 Structural Under-Ascertainment



Adverse effects are not simply “missed”—they are systematically filtered out at multiple levels:

A. Clinical trials

Short duration (often 612 weeks)
Exclusion of complex or high-risk patients
Inadequate instruments for:
o Sexual dysfunction
o Behavioural activation (e.g., akathisia)
Reliance on spontaneous reporting rather than active elicitation

B. Post-marketing surveillance

o Passive systems (e.g., Medsafe, FDA FAERS)
o Estimated reporting rates:
o Often <1% to 10% of actual events
e Reporting bias:
o More likely for acute, visible harms
o Less likely for:
»  QMH-associated effects (sexual dysfunction)
= Delayed or persistent syndromes (PSSD)

C. Clinical practice

« TafdcTian discomfort discussing sexual function
o Diagnostic overshadowing:

o Symptoms attributed to underlying AT{H® illness
o Discontinuation effects often misclassified as relapse

2.2 Specific Under-Reported Domains
Sexual dysfunction
e Trial-reported rates: often <10%

e When actively assessed: 30-70%
e Suggests 3—7% underestimation
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Persistent sexual dysfunction (PSSD)
e Not captured in trials
e Emerging via:

o Y series

o Pharmacovigilance signals
o Likely substantially under-recognised

Behavioural activation / akathisia
e Frequently misdiagnosed as:
o Anxiety

o Agitation from underlying disorder
e Poorly coded in datasets

3. Applying Uncertainty Factors

In toxicology and public health, when data are incomplete, uncertainty (or safety) factors are applied
to avoid false reassurance.

3.1 Standard practice

Typical uncertainty factors:
e X10 for inter-individual variability
e x10 for data gaps
e x3-10 for database insufficiency

These are routinely used in:

o Environmental exposure limits
e Drug safety margins (preclinical — human)

3.2 Application to SSRIs
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Without claiming precise quantification, a defensible argument can be constructed:

Step 1: Start with observed incidence
e Sexual dysfunction (reported): ~10%
Step 2: Adjust for ascertainment bias
e Active vs passive detection: x3—7
Step 3: Adjust for reporting system losses
e Pharmacovigilance under-reporting: x2—10 (conservative overlap)

Result (illustrative, not definitive):

 JRAfd® incidence plausibly:
o 30-50%+ for sexual dysfunction during treatment

3.3 For rare but severe harms

(e.g., behavioural dysregulation leading to f8ence or self-harm)
e Even if incidence is low:
o Under-detection + misattribution — systematic dilution of signal
e Insuch cases:

o The relevant metric is not just frequency, but:
» Severity x irreversibility

4. Severity: Beyond “Side Effects”

A critical regulatory failure is categorising all adverse effects as equivalent.

4.1 Non-trivial harms include:
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o Persistent sexual dysfunction (identity, relationships, fertility impact)
o Emotional blunting (loss of reward processing)
e Akathisia (linked to:

o suicidality

o extreme distress

o impaired behavioural control)

4.2 “Life-ending consequences”
This should be interpreted in a clinically grounded way:
e Suicide and self-harm (well-established risk signal in <25s)

e Severe behavioural dysregulation (rare, but high impact)
e Long-term loss of sexual function and identity (profound quality-of-life impairment)

5. Causation vs Contribution

A key intellectual trap is demanding single-cause proof.
In complex systems:
e Drugs may be:
o Neither necessary nor sufficient
o But still causally contributory

Regulatory science already accepts:

e Smoking — lung cancer (not in every case)
e Medications — rare adverse syndromes

The appropriate standard is:

Material contribution under plausible mechanism + consistent signal

6. Duty of Care



6.1 Regulators
Obligations include:
e Acting under precautionary principles

e Avoiding false reassurance
o Updating labels when:

o TR but uncertain risks emerge

Failure mode:

o Waiting for definitive proof in contexts where it is structurally unattainable

6.2 Practitioners
Legal and ethical duties:

o Informed consent

e Disclosure of:
o Common side effects
o Serious but less common risks
o Uncertainties

Current gap:
o Patients often told:

o “These are safe and well-tolerated”
e Rarely told:

o “Some effects may persist after stopping”

6.3 Patients
Require:

e Accurate framing:
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o These are central nervous system-active drugs
e Not:

o “Mood enhancers”
o But:

o Agents that alter neurochemistry with systemic effects

7. The Language Problem

Terminology shapes perception:

Common framing More accurate framing
“Antidepressant”  Serotonergic neuromodulator

“Side effects” Drug-induced functional changes
“Well tolerated”  Adverse effects often under-detected

Minimising language contributes to:

e Under-reporting
e Under-recognition
e Under-consent

8. Recommendations
8.1 Regulatory

o Explicit acknowledgment of:

o Persistent adverse effects
¢ Mandated:

o Active surveillance for sexual dysfunction
e Inclusion of:

o gdl-specific risk communication



8.2 Clinical

e Routine baseline and follow-up:
o Sexual function
o HIdIcH® responsiveness
e Clear deprescribing protocols
e Recognition of:
o Akathisia as a medical emergency

8.3 Patient-facing

e Written information that includes:

o HHTAHT of persistence
o Not just acute side effects
e Avoid euphemistic language

9. Conclusion

The question is not whether SSRIs are “safe” or “dangerous” in absolute terms, but whether:

Their risk profile is being accurately represented under conditions of known uncertainty and
systematic under-detection.

The current evidence supports the position that:
. %g adverse effects are more common than reported
e Some are more serious than typically conveyed

e The burden of uncertainty is being carried by patients rather than acknowledged by systems

Under a duty-of-care framework, this imbalance is difficult to justify.

If you want to sharpen this further, I can:



e Anchor each section with specific citations (EMA, FDA, key studies)
e Adapt it into a NZ-specific regulatory critique (Medsafe-focused)
e Or reframe it in a more satirical/Sir Humphrey style for publication impact

No, I'm not trying to create a risk amplification argument under uncertainty. Geotechnical engineers,
for example, have a well established intolerable risk for land subsidance, hillside collapse, etc of 1 life
per 10,000 person years of exposure. For geotech reports for building a dwelling a factor od safety of
1.3 or so is factored in to the design of foundations. I'm not wanting to ramp up risk. I'm trying to
factor in uncertainty to minimise risk to acceptable levels.

Understood—you’re aiming for a risk acceptability framework, not amplification. The geotechnical
analogy is useful: define an intolerable risk threshold, quantify (or bound) the hazard with
uncertainty, and then apply factors of safety so residual risk sits below the threshold. Translating that
into medicines requires some care, but the structure holds.

Below is a disciplined way to do it for SSRIs, followed by a concise discussion document.

Translating Geotechnical Risk Practice to SSRIs

1. Define the harm endpoints (analogous to “failure modes”)
Separate by severity and reversibility:

e Catastrophic (C):
o Suicide/self-harm temporally associated with treatment (signal established in <25s)
o Extreme behavioural dysregulation (rare; causation often multifactorial)
e Major (M):
o Persistent sexual dysfunction after discontinuation (PSSD)
o Severe akathisia causing functional incapacity
e Moderate (Mo):
o Treatment-emergent sexual dysfunction (TESD)
o Emotional blunting

Geotechnical parallel: slope collapse (C), major settlement (M), serviceability issues (Mo).
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2. Choose an acceptability criterion

In engineering you cited ~1 fatality per 10,000 person-years as intolerable.

In medicines, regulators rarely publish a single numeric threshold, but decisions implicitly weigh:
e Severity X probability x reversibility x benefit

For a working framework, you can state:

e For Catastrophic (C) outcomes: risk should be well below 1/10,000 person-years unless there
is substantial, otherwise unattainable benefit.

e For Major (M) outcomes: higher incidence may be acceptable only if reversible or clearly
disclosed and consented.

e For Moderate (Mo) outcomes: higher incidence is tolerable but must be accurately
represented.

3. Establish baseline incidence (best available estimates)

You won'’t get precision, so use ranges:

o Suicidality signal (<25s):
o Excess risk in trials/meta-analyses: small but measurable (order of tens per 10,000 over
short intervals)
e TESD:
o Passive reporting: <10%
o Active ascertainment: 30—70%
e PSSD:
o Incidence unknown; signal supported by case series and regulatory acknowledgment
o Treat as low probability, high impact, high uncertainty

4. Apply uncertainty factors (engineering-style, not rhetorical)

Instead of inflating risk, you bound it conservatively:



Sources of uncertainty

e Under-ascertainment (measurement bias)

e Under-reporting (surveillance loss)

e Population heterogeneity (age, dose, comorbidity)
e Duration mismatch (short trials vs long exposure)

Practical factors (illustrative)
e Detection factor (Fd): 2-5
(active vs passive elicitation differences)
o Reporting factor (Fr): 2-10
(pharmacovigilance capture)
o Population factor (Fp): 1.5-3
(youth vulnerability, dose variability)
You do not multiply blindly; you select a composite safety factor (Fs) reflecting overlap:

e Typical composite: Fs = 3-10

This is analogous to your FoS = 1.3 in foundations, scaled for higher epistemic uncertainty.

5. Compare adjusted risk to acceptability threshold

Example (conceptual, not definitive)
TESD:
e Observed: 10%
e Adjusted (Fs ~3-5): 30-50%
e Interpretation: common, non-trivial — must be explicitly disclosed and monitored

PSSD (Major harm):

e Observed: rare/unknown
e With Fs: still uncertain, but non-zero with persistence
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o Interpretation: even low probability may exceed acceptability if undisclosed, because
irreversibility elevates severity

Suicidality (<25s):

e Known signal already triggers regulatory warnings
e With uncertainty: supports heightened controls, not prohibition

6. Risk controls (engineering analogues)

Engineering control Clinical/regulatory analogue
Site investigation Baseline assessment (incl. sexual function, agitation)
Conservative design Start low, titrate cautiously, avoid polypharmacy
Factor of safety Adjusted risk estimates in consent and guidelines
Monitoring instrumentation Early follow-up (1-2 weeks), active questioning
Exclusion zones Avoid in mild cases where benefit margin is small
Remediation plans Clear deprescribing and adverse-effect protocols

7. Decision rule

A clear, defensible rule:

Where uncertainty exists and harms may be severe or persistent, practice should be calibrated
such that the upper-bound risk estimate (after applying a conservative safety factor) remains
within acceptable limits, or is explicitly disclosed and consented to.

Discussion Document (Concise Version)

SSRIs: Managing Uncertainty to Achieve Acceptable Risk

Purpose
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To apply a structured risk-acceptability framework—analogous to geotechnical engineering—to SSRI
prescribing, ensuring that uncertainty is managed to minimise harm, not obscured.

1. Framing

SSRIs are effective for many patients, but they are centrally acting agents with multiple failure
modes. Safety evaluation must therefore:

o Distinguish severity tiers

e Incorporate systematic uncertainty
e Align practice with an explicit acceptability threshold

2. Failure Modes

o Catastrophic: suicidality (signal in <25s), severe behavioural dysregulation
e Major: persistent sexual dysfunction (PSSD), severe akathisia
e Moderate: treatment-emergent sexual dysfunction, emotional blunting

3. Evidence and Uncertainty
o Short trials and passive surveillance under-detect key outcomes
e Active assessment substantially increases observed incidence (e.g., sexual dysfunction)

e Persistent effects are not captured in pre-approval studies

A composite safety factor (=3—10) is reasonable to bound uncertainty without exaggeration.

4. Acceptability

o Catastrophic risks should be well below 1 per 10,000 person-years, unless offset by
substantial benefit



e Major risks with potential persistence require explicit disclosure and consent
e Moderate risks must be accurately quantified and monitored

5. Implications

Regulators

e Incorporate uncertainty bounds into labeling and guidance
e Require active surveillance of sexual and behavioural effects
e Update product information where persistence is plausible

Practitioners

o Treat prescribing as a risk-managed intervention, not routine
o Establish baseline function (including sexual function)

e Review early and proactively for akathisia and dysfunction

o Communicate upper-bound risk, not just point estimates

Patients

e Receive clear information that:

o Benefits are real but variable

o Some adverse effects may be common or persistent
o Participate in shared decision-making under uncertainty

6. Conclusion

Applying an engineering-style safety framework does not inflate risk; it prevents underestimation.
When uncertainty is explicit and bounded, SSRIs can be used more safely, with risk maintained within
acceptable limits rather than assumed to be so.
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If you want to tighten this further, the next step would be to numerically model a specific scenario
(e.g., a 19-year-old starting sertraline for moderate depression) and show how the safety factor changes
the decision boundary.

OK... Now regulators and professional organisations will push back saying that any talk of adverse
effects/harms will put people off life saving treatments. How does one respond to that?

That objection is common, and it deserves a careful response because it mixes a legitimate concern
(undertreatment of serious illness) with an assumption that fuller disclosure necessarily deters

beneficial care. A rigorous reply keeps those separate and tests the assumption against evidence,
ethics, and risk-management practice.

1. Clarity the Claim Being Made

The pushback usually rests on two implicit propositions:

1. Disclosure — reduced uptake
2. Reduced uptake — net harm (missed life-saving benefit)

Both steps are contingent, not axiomatic.
o Uptake depends on #ow information is communicated (framing, context, alternatives), not just
whether risks are disclosed.

e Net harm depends on who declines treatment and what substitutes are used (e.g.,
psychotherapy, watchful waiting, different drug class).

2. Evidence on Disclosure and Patient
Behaviour

Across medical decision-making research:

o High-quality informed consent does not reliably reduce appropriate treatment uptake
o It does:
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o Improve patient understanding
o Increase adherence among those who proceed
o Reduce decisional regret and litigation

There is also a consistent finding:

Patients are more likely to discontinue treatment after unexpected adverse effects than after being
warned about them in advance.

So withholding or minimising risk can be counterproductive to treatment continuity.

3. Risk Management Logic (Engineering
Analogy Applied)

In any safety-critical field:
e You do not suppress hazard information to maintain system throughput
e You redesign the system so that:
o Risks are known
o Controls are in place
o Residual risk is acceptable
The healthcare analogue is:
o Better patient selection
o Better monitoring

o Better early intervention for adverse effects

Not less information.

4. Ethical and Legal Position

A. Informed consent standards



Modern legal standards (e.g., post-Montgomery in the UK, similar trends in NZ/AU) require:

Disclosure of material risks that a reasonable person in the patient’s position would consider
significant

This explicitly includes:

o Low-probability but high-impact outcomes
o Risks that affect identity or quality of life (e.g., sexual function)

Failure to disclose is not neutral—it is a breach of duty.

B. Autonomy vs paternalism
The “don’t tell them, they might refuse” argument is structurally:

e A paternalistic override of patient autonomy
e Based on a predicted behavioural response, not actual patient preference

That is difficult to defend ethically unless:

o The patient lacks decision-making capacity

5. Clinical Reality: Non-Disclosure Has Its Own

Harms

Minimising or omitting adverse effects leads to:

Misattribution (“my condition is worsening” vs drug effect)
Delayed recognition of serious reactions (e.g., akathisia)
Abrupt discontinuation without guidance

Loss of trust in clinicians and systems

In risk terms, this is latent hazard creation.
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6. Reframing the Objective

The goal is not:

“Maximise SSRI uptake”

It is:

“Optimise outcomes under uncertainty”
That includes:

o Ensuring those most likely to benefit receive treatment
o Ensuring those at higher risk of harm are:

o Identified

o Monitored

o Offered alternatives where appropriate

7. A More Defensible Position for Regulators

A regulator can reasonably say:

o SSRIs are effective and appropriate in many cases
e Some adverse effects are:
o Common (e.g., sexual dysfunction)
o Potentially persistent (emerging evidence)
e Therefore:
o Patients should receive clear, proportionate information
o Clinicians should apply risk stratification and monitoring

This stance:

e Preserves access
e Reduces harm
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e Meets legal and ethical standards

8. Practical Communication Strategy (Key to
the Objection)

The real issue is not disclosure—it’s communication quality.
Poor framing:
“These drugs can cause severe, possibly permanent problems”
Better framing:
“These medications help many people, especially with more severe symptoms.
Some side effects are common, including effects on sexual function.
A small number of people report longer-lasting problems after stopping—we don’t yet know how
often.
We’ll monitor closely and adjust early if needed.”
This:
e Maintains treatment credibility

e Preserves patient agency
e Avoids false reassurance

9. Bottom Line Response

A concise rebuttal to the pushback is:

Withholding or minimising information about adverse effects does not reliably improve outcomes. It
tends to reduce trust, impair adherence, and delay recognition of harm.
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The appropriate response to uncertainty is not less disclosure, but better risk management: clear
communication, careful patient selection, and active monitoring.

Patients do not require protection from information—they require support in making decisions under
uncertainty.

If you want, I can convert this into:

e A formal rebuttal letter to a regulator or TS
e A policy submission framed for Medsafe or a professional body
e Or a Sir Humphrey-style piece exposing the institutional logic behind that argument

Combine this into a professional policy submission framed for a generic regulator AND a professional
body. Use headers where appropriate.

Policy Submission: Risk Communication,
Uncertainty, and Duty of Care in SSRI
Prescribing

1. Purpose

This submission addresses the management of uncertainty and adverse effect risk associated with
Selective Serotonin Reuptake Inhibitors (SSRIs), including sertraline (Zoloft). It is directed to both:

o Regulatory authorities (medicines regulators, pharmacovigilance bodies), and
o Professional organisations (colleges, guideline developers, and clinical governance bodies)

The objective is to establish a risk-based, duty-of-care framework that ensures patient safety is
maintained within acceptable limits, analogous to established practices in other safety-critical
disciplines.
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2. Framing the Issue: From Efficacy to Risk Acceptability

SSRIs are widely prescribed and can provide meaningful benefit, particularly in moderate to severe
depression and related disorders. However, current systems tend to:

o Emphasise efficacy and access, while
e Treat risk communication and uncertainty as secondary considerations

This creates a structural imbalance where:

Residual risk is implicitly accepted without being explicitly bounded, quantified, or
communicated.

In contrast, fields such as geotechnical engineering define:
o Failure modes
e Acceptable risk thresholds

o Factors of safety to account for uncertainty

A comparable framework is both feasible and necessary in clinical pharmacology.

3. Identification of Clinically Relevant “Failure Modes”

Adverse effects should be stratified by severity and reversibility, rather than treated as a
homogeneous category of “side effects.”

3.1 Catastrophic (C)

e Suicidality and self-harm (established signal in individuals under 25)
e Severe behavioural dysregulation (rare, multifactorial, but high impact)

3.2 Major (M)

e Persistent sexual dysfunction after discontinuation (PSSD)
o Severe akathisia with functional incapacity



3.3 Moderate (Mo)

o Treatment-emergent sexual dysfunction (TESD)
e Emotional blunting and reduced reward responsiveness

This classification aligns regulatory attention with clinical significance, not merely frequency.

4. Systematic Underestimation of Risk

4.1 Structural Sources
Risk estimates derived from:
e Short-duration clinical trials
e Passive pharmacovigilance systems
e Inconsistent clinical elicitation
are subject to systematic under-ascertainment, particularly for:
e Sexual dysfunction
e Behavioural activation (akathisia)
o Persistent post-discontinuation effects
4.2 Empirical Example
e Sexual dysfunction:
o Passive reporting: <10%

o Active assessment: 30—-70%

This discrepancy demonstrates that observed incidence is highly sensitive to detection methodology.

5. Incorporating Uncertainty: A Safety Factor Approach
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Rather than amplifying risk, uncertainty should be bounded conservatively, consistent with
established safety disciplines.

5.1 Sources of Uncertainty
e Detection bias (active vs passive ascertainment)
e Under-reporting in surveillance systems
o Population variability (age, comorbidity, dose)
e Duration mismatch (short trials vs long-term use)
5.2 Composite Safety Factor
A pragmatic composite uncertainty factor in the range of:
Fs =3-10
is reasonable to account for overlapping uncertainties without exaggeration.

5.3 Application Principle

Clinical and regulatory decisions should be informed by the upper-bound risk estimate, not the most
optimistic point estimate.

6. Risk Acceptability Framework
Drawing on cross-disciplinary standards:
6.1 Catastrophic Outcomes

e Should remain well below 1 per 10,000 person-years, unless offset by substantial and
otherwise unattainable benefit

6.2 Major Outcomes

e May be acceptable at higher incidence only if:
o Explicitly disclosed
o Incorporated into informed consent
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o Actively monitored
6.3 Moderate Outcomes

e Acceptable at higher frequency only if accurately represented and managed

7. Addressing the “Disclosure Reduces Treatment Uptake”
Objection

A common concern is that fuller disclosure of adverse effects may deter patients from initiating
treatment.

7.1 Evidence-Based Response
e High-quality informed consent:
o Does not reliably reduce appropriate uptake
o Improves adherence and treatment persistence

o Patients are more likely to discontinue when:
o Adverse effects are unexpected, not disclosed

7.2 Risk Management Perspective
Suppressing hazard information is not a recognised safety strategy in any comparable field. Instead:

Risk is reduced through transparency, monitoring, and system design—not through
informational constraint.

7.3 Ethical and Legal Considerations

Modern standards of informed consent require disclosure of:
e Material risks
o Low-probability but high-impact outcomes

o Risks affecting quality of life and identity (e.g., sexual function)

Non-disclosure represents:



e A breach of duty, not a neutral omission

8. Clinical and System-Level Consequences of Under-Disclosure

Failure to adequately communicate risk leads to:

e Misattribution of adverse effects to underlying illness

e Delayed identification of serious reactions (e.g., akathisia)
e Abrupt or unmanaged discontinuation

o Erosion of patient trust

These constitute secondary harms generated by the system itself.

9. Recommendations

9.1 For Regulators

e Incorporate uncertainty bounds into safety communications and product information
e Mandate active surveillance for:
o Sexual dysfunction
o Behavioural activation
o Explicitly acknowledge the possibility of:
o Persistent post-discontinuation effects
e Avoid language that implies certainty where uncertainty exists

9.2 For Professional Bodies

e Update clinical guidelines to reflect:

o Risk stratification by severity

o The need for baseline and follow-up assessment of sexual and behavioural function
e Promote prescribing as a risk-managed intervention, not routine practice
e Develop training on:

39



40

o Ygdld and management of akathisia
o Communication of uncertain but material risks

9.3 For Clinical Practice

Establish baseline measures (including sexual function where appropriate)
Conduct early follow-up (e.g., within 1-2 weeks of initiation or dose change)
Use shared decision-making incorporating:

o Benefits

o Known risks

o Areas of uncertainty
Provide clear guidance on:

o Dose adjustment

o Safe discontinuation

9.4 For Patient Information
e Replace minimising language with accurate, proportionate descriptions
e Include:
o Common adverse effects (e.g., sexual dysfunction)

o The possibility of persistence (with appropriate uncertainty framing)
e Support patients to make decisions with, not despite, uncertainty

10. Conclusion
The central issue is not whether SSRIs are beneficial—they are, in many cases—but whether:

Their risks are being managed to an explicitly defined and acceptable standard under conditions
of known uncertainty.

A safety framework that:

o Identifies failure modes



e Applies conservative uncertainty bounds
e Aligns with duty-of-care obligations

will not reduce appropriate treatment—it will improve its precision, safety, and legitimacy.

Patients do not require protection from information.
They require systems that manage uncertainty transparently and competently.
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