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At a Glance

What Benzodiazepines Do

Benzodiazepines enhance GABA, the brain’s calming neurotransmitter. They work within
20-30 minutes to reduce anxiety, stop panic, relax muscles, and promote sleep. Common
examples: alprazolam (Xanax), lorazepam (Ativan), clonazepam (Klonopin), diazepam (Va-

lium).

Key Reasons to Be Cautious

Cognitive Impact: 1,000+ peer-reviewed studies document impaired memory, at-
tention, and multitasking. [1] Benzos may interfere with psychotherapy by blunting
emotional processing and fear extinction. [2,3]

Physical Dependence: Tolerance and dependence can develop within days to
weeks. Withdrawal can be prolonged, lasting months.

Falls and Mortality: In older adults, fall risk increases 20-50% [4] and hip frac-
tures 50-110%. [5] Even low doses are associated with doubled all-cause mortality
and potential cancer links with long-term use.

Trauma Healing: Memory formation is central to trauma recovery; [6] benzos can
undermine PTSD treatment.

Main Non-Benzo Options

For Anxiety:

Gabapentin/pregabalin—effective for anxiety with physical symptoms [7,8]
Propranolol—performance anxiety, test-taking [9]
Clonidine—hyperadrenergic symptoms: racing heart, sweating, startle [10]

SSRIs/SNRIs—first-line in many practices (I do not use them; handout available on
request)

Supplements: niacinamide, [11] glycine, [12,13] L-theanine, [14] GABA [15]

For Sleep:

Trazodone (initiation) [16]
Gabapentin (maintenance/quality) [17]



e  Mirtazapine (initiation, maintenance, quality) [18]
e  Orexin antagonists: Belsomra, Quviviq, Dayvigo [19]
e  Sleep hygiene and behavioral practices

Behavioral:

e  Paced breathing, [20,21] meditation, [22,23] grounding [24]
e  Trauma-informed psychotherapies; limbic system retraining

A Word of Validation

If you are currently taking a benzodiazepine, that does not mean you or your prescriber did
anything wrong. For many people, benzos were the best available option at the time. This
guide helps you understand benefits and risks so you can make informed decisions going
forward.

How This Guide is Organized

Sections cover: mechanism of action, short-term benefits, side effects/risks (cognitive,
sleep, mortality, cancer), special populations, withdrawal/tapering, resources, alternatives,
and questions for your prescriber. Focus on what’s relevant to you.

What Benzodiazepines Are and How They Work

Benzodiazepines are CNS depressants that enhance GABA, the brain’s main inhibitory neu-
rotransmitter. GABA acts like a brake—when it binds its receptors, neurons fire less, pro-
ducing calming and sedating effects. [25] Benzos bind GABA-A receptors and amplify
GABA'’s effect, explaining their rapid onset. [25,26]

Key distinctions: [27]

e  Short-acting (alprazolam, lorazepam): Quick onset, wear off in hours, can cause in-
terdose withdrawal

 Intermediate-acting (clonazepam): Longer, steadier coverage
e Long-acting (diazepam): Half-lives of a day or more, more stable blood levels

Benzos also have muscle-relaxant, anticonvulsant, and amnesia-producing properties. The
same mechanisms that make them acutely effective—rapid onset, strong anxiolytic ef-
fects—also drive tolerance, dependence, and cognitive impairment with chronic use.

Short-Term Benefits

In acute distress—panic attacks, severe anxiety, insomnia—benzodiazepines provide rapid



relief (20-30 minutes). For panic disorder, having a benzo available can itself reduce antic-
ipatory anxiety. In medical settings, they’re valuable for procedures, acute alcohol with-
drawal, seizures, and muscle spasms.

Short-term use (days to weeks) carries lower risk. The problem: “short-term” often be-
comes long-term because benzos work well and the conditions they treat are chronic. Tol-
erance develops within weeks; psychological and physical dependence can form even with
as-prescribed use. What began as relief can shift to needing the medication to feel “normal.”
This is not moral failing—it is predictable neurobiology.

Side Effects and Risks

Cognitive Deficits
More than 1,000 peer-reviewed papers document cognitive risks:

e Attention/Multitasking: Slowed reactions, increased mistakes—not just driving
but cooking, finances, complex instructions [1]

e Facial Recognition: Impaired ability to read expressions, especially anger, causing
relationship difficulties [28]

e  Memory: Impaired new learning, processing speed, visuospatial skills [1,29]

e Synapses and memory: Long-term daily use over-activates GABA-A receptors in
memory-critical regions like the hippocampus, dampening neuroplasticity, reducing
dendritic spine density, and weakening long-term potentiation—leading to measur-
able and sometimes persistent problems with new learning and memory. [1,30,31]
In large imaging cohorts, current benzo use is linked to faster hippocampal and
amygdala shrinkage. [32] Avoid long-term daily use whenever possible, especially in
older adults

e Psychotherapy Impact: Emotional numbing and memory impairment make thera-
py less effective; benzos impair fear extinction needed for exposure therapy [2,3]

e Trauma healing: Use sparingly in people with trauma histories or PTSD—effective
trauma therapies work by forming new, non-fear memories, and benzos impair fear-
memory extinction and exposure-based learning, worsening PTSD outcomes over
time [3,33-35]

e Persistence: Deficits may persist >6 months after stopping; some may be perma-
nent [36]

Sleep Architecture

Bedtime benzos worsen all cognitive risks. While they may help you fall/stay asleep, they
disrupt sleep architecture:

e« REM Sleep: Compressed, delayed, reduced quality. REM is crucial for learn-
ing/memory, [37] cardiovascular health, [38] and emotional processing. [39] The


https://pubmed.ncbi.nlm.nih.gov/?term=benzodiazepine*%5Bti%5D+AND+%28cognit*%5BTitle%2FAbstract%5D+OR+memor*%5BTitle%2FAbstract%5D+OR+attention*%5BTitle%2FAbstract%5D+OR+executive%5BTitle%2FAbstract%5D+OR+learn*%5BTitle%2FAbstract%5D+OR+reason*%5BTitle%2FAbstract%5D+OR+verbal%5BTitle%2FAbstract%5D+OR+spatial%5BTitle%2FAbstract%5D+OR+visuospatial%5BTitle%2FAbstract%5D+OR+facial+recognition%5Btiab%5D%29+NOT+%28alcohol%5Bti%5D+OR+ethanol%5Bti%5D%29

amygdala is highly active during REM. [40]

e Slow Wave Sleep: Reduced delta power. This stage enables glymphatic clearance of
waste including amyloid-beta. [41] Microglial inflammation affects BDNF availabil-
ity, impairing memory. [42-45]

e  Overall Quality: Increased light (stage 2) sleep, reduced restorative sleep. [46,47]
You may sleep longer but wake with fatigue and brain fog.

Dementia Risk

Many papers suggest increased Alzheimer’s risk with long-term use, often citing anticho-
linergic effects. However, a 200,000+ subject study found this may not be true [48]. Nota-
bly, benzos don’t cause typical anticholinergic side effects. The question remains unsettled.

Safety: Accidents

Benzos significantly increase accident risk with automobiles and machinery due to seda-
tion, slowed reactions, and impaired judgment. [49]

Mortality

A cohort study (n=5,212) found benzo use—with or without opioids—associated with
doubled all-cause mortality vs. low-risk antidepressants for anxiety. [50]

Cardiac and Autonomic Harms

Sedative-hypnotics don’t just make people sleepy. They can also disturb the heart’s
rhythm. Zolpidem in particular now has evidence that it can trigger abnormal heart
rhythms. At high doses, and in vulnerable people, it can lengthen the heart’s electrical “re-
set” time (the QT interval), which increases the chance of dangerous rhythms, including
atrial fibrillation and even rhythm problems that can lead to cardiac arrest. [51] It can also
slightly lower oxygen levels at night and nudge the nervous system that controls heart rate
and blood pressure, especially in patients with underlying cardiopulmonary disease. [52]
Large population studies find that people taking zolpidem have more documented ar-
rhythmias than similar people who do not take it, and the risk goes up the more they use.
[53]

This is not only an overdose problem. There are reports of atrial fibrillation and marked QT
changes at or near usual doses, especially in people who already have heart disease, low
potassium or magnesium, or are taking other QT-prolonging medications. [54,55] In those
cases, zolpidem seems to act as the “last straw” on top of an already stressed heart. Because
insomnia so often travels with high blood pressure, diabetes, and other cardiac conditions,
these are exactly the types of patients who are likely to be offered sleep medications.

The other Z-drugs—eszopiclone and zaleplon—do not yet have the same amount of data,
but that should not be read as a clean bill of health. They work on the same receptor system
(GABA-A) in slightly different ways; zolpidem is more narrowly targeted, but all of them
push on the same basic brake and can deepen nighttime breathing problems and shift au-
tonomic tone in ways that may also provoke rhythm issues in susceptible hearts. [52,56]



When researchers look at hypnotics as a group—benzodiazepines plus Z-drugs—people
who use them have significantly higher rates of new-onset atrial fibrillation, and the risk
climbs with dose and duration. [56]

This matters because these medicines are most often given to older adults who already
have cardiovascular disease, diabetes, or sleep apnea—the very people least able to toler-
ate extra strain on the heart. For them, a pill offered as a sleep aid can quietly raise the odds
of the arrhythmias that lead to stroke, heart failure, or sudden death. [53,56] That trade-off
is rarely discussed when a prescription is written, but it deserves to be part of any in-
formed decision about starting a benzodiazepine receptor agonist.

Cancer Risk

Long-term use appears to be a significant cancer risk:

e  Representative studies: [57-59]

e Kripke etal. (2012): [60] Even 1-18 pills/year of hypnotics (including benzos and Z-
drugs) associated with >3x death risk (HR 3.60, 95% CI 2.92-4.44)

e Igbaletal (2015): [61] Diazepam, chlordiazepoxide, medazepam, nitrazepam, oxa-
zepam safer; clonazepam higher cancer risk. Increased risk: brain (98%), colorectal
(25%), lung (10%)

Important: These are associations, not proof of causation. Unmeasured factors may con-
tribute. But signals are strong enough to minimize duration/dose.

Functional/Occupational Impacts

Work: Cognitive/psychomotor slowing impairs learning, reduces performance, in-
creases errors [62]
e Healthcare Workers: Associated with poorer performance and more mistakes [63]

« Parenting/Safety-Sensitive Roles: Raises safety concerns for dependents and pub-
lic [64]

Special Populations

Older Adults

The American Geriatrics Society lists benzos as “potentially inappropriate.” In this popula-
tion, benzos may:

e Increase fall risk 20-50% [4]

e Increase hip fracture risk 50-110% [5]

e (ause sedation/daytime sleepiness due to pharmacokinetic changes [65]
e Impair cognition subtly-to-moderately [66]

e  Double motor vehicle accident risk [67]



e Increase mortality 1.2-3.7x [68-70]

Depression and Self-Harm

Long-term use, particularly clonazepam, may increase depression [71] and suicidality. [72]

Trauma and PTSD

VA/DoD, APA, NICE, and others recommend against benzos for PTSD—they don’t improve
core symptoms and may worsen recovery or interfere with trauma therapy. [35,73-75]
Long-term use can cause progressive behavioral dyscontrol (irritability, aggression, impul-
sivity), especially with short-acting agents like alprazolam. [76,77]

Pregnancy and Breastfeeding
e  Possible small increase in orofacial cleft risk [78]
e Riskof “floppy infant” or neonatal withdrawal with late-pregnancy/high-dose use
[79]
e Sedation in breastfed infants, especially with other CNS depressants [80]

Addiction Potential

Significant addiction potential, particularly alprazolam. [81] People with substance use dis-
orders are especially prone to misuse. [82] Even as-prescribed use: ~1-2% develop use
disorder, ~17% report some misuse. [83]

Polysubstance Use
e  Alcohol: Markedly increased CNS depression, worse mental health outcomes [84]

e  Stimulants: Signals entrenched polydrug use and greater functional impairment
[82,85]
e  Opioids: May result in respiratory depression and death [86]

If You Are Already Taking a Benzodiazepine

Medicolegal Concerns

Long-term use faces closer scrutiny: PDMPs, duration limits, documentation requirements.
[87] New providers may hesitate to continue prescriptions and are expected to re-evaluate
indication, review risks/benefits, and discuss deprescribing. Guidelines recommend regu-
lar reviews and gradual, individualized tapers—never abrupt discontinuation in dependent
patients. [88] Qualitative studies show tighter regulations can leave users feeling aban-
doned. [89]

Withdrawal

Approximately 15 percent of people endure tapers lasting 21 year. Post-acute withdrawal



(PAWS) can last months to years and may include: intense physical/neurological-feeling
anxiety, panic attacks, insomnia and fragmented sleep, cognitive impairment ("brain fog"),
memory problems, depersonalization/derealization, tinnitus, burning skin sensations,
muscle pain and tension, tremors, GI distress, profound fatigue, depression, and emotional
blunting. Some people describe it as feeling like their nervous system has been fundamen-
tally destabilized. Symptoms can wax and wane unpredictably, sometimes returning in
"waves" long after the taper is complete.

Tapering Approaches:

Reduce dose by ~10% every 2-4 weeks (from current dose, not original). Adjust
slower if needed [87]

Interdose withdrawal is worse with short-acting benzos (alprazolam, lorazepam).
Cross-titration to longer-acting agents often helps [90]

Some cross-taper to diazepam, then taper off. [15] Avoid in older adults due to long
metabolites.

Fine-tuning: Gram scale for small adjustments; compounded liquid for precise dos-
ing.

Medications That May Assist Tapering:

Levetiracetam (Keppra): Stabilizes GABAergic inhibition. [91] No data for benzo
tapers, but I rely on it for this and for stemming tolerance.

Pregabalin [92] and gabapentin (lesser degree) [93]
Carbamazepine [94] and valproate [92]

Oxcarbazepine: Single study supports use; [95] same active moiety as carbamaze-
pine but more tolerable

Resources for Education and Tapering

Educational/Clinical:

The Ashton Manual (diazepam-based taper; substitute as needed). PAWS info: here,
here

Oregon Health Authority Tapering Guidelines
Inner Compass Guide

Benzodiazepine Information Coalition
Alliance for Benzodiazepine Best Practices
VA/DoD Clinician’s Guide to PTSD Medications
Canadian Deprescribing Network

Online Community Support:

Beating Benzos, Benzodiazepine Recovery, Freedom from Psychiatric Meds
BenzoBuddies (large peer forum), Benzo Hope (Zoom meetings)
Benzodiazepine Dangers, Benzo Beware, Benzo Hell & Recovery

World Benzodiazepine Awareness Day, Christian Withdrawal Support


https://www.benzo.org.uk/manual/
http://www.benzo.org.uk/ashpws.htm
http://www.thefix.com/content/paws
https://www.oregon.gov/oha/HPA/DSI-Pharmacy/MHCAGDocs/Tapering-Benzodiazepines.pdf
https://withdrawal.theinnercompass.org/
https://www.benzoinfo.com/
https://www.benzoreform.org/
https://www.ptsd.va.gov/professional/treat/txessentials/clinician_guide_meds.asp
https://deprescribing.org/resources/deprescribing-guidelines-algorithms/
https://www.facebook.com/groups/Beatingbenzos/
https://www.facebook.com/groups/benzorecovery/
https://www.facebook.com/groups/freedomfrompsychdrugs/
https://www.benzobuddies.org/
https://www.meetup.com/benzo-hope/
https://www.facebook.com/groups/benzodangers
https://www.facebook.com/groups/benzoicbeware
https://www.facebook.com/groups/benzohellrecovery
https://wbad.info/
https://www.facebook.com/groups/455433171136238/

When Benzodiazepines May Be Appropriate

[ consider these medicines put something between the client and the world, attenuating
healthy life. I use them judiciously for:

 Overwhelming circumstances not responsive to gabapentin/pregabalin and good
sleep protocols (temporary)

e Panic disorder while awaiting other treatments, or infrequent PRN for attacks

e Activating antidepressants: Helping through initial SSRI side effects

e Night terrors in adults: Clonazepam for 6 weeks

e Catatonia: Lorazepam 1-2 mg IM/IV; 6-20 mg daily. First-line.

e Neuroleptic malignant syndrome: Lorazepam 1-2 mg IM/IV q4-6h; taper over
10-14 days

e  Occasional long-term use: Speeches, flights, BART rides when propranolol doesn’t
help

Alternatives for Anxiety

Gabapentinoids

Excellent for anxiety with physiologic symptoms, [7,8] neuropathic pain, [96] withdrawal
syndromes. [92,93] Helpful with trauma history; gabapentin glues sleep together. [17]
Watch for sedation and misuse potential in SUD populations.

e Gabapentin: Typically 600 mg TID; I've used up to 4,800-5,400 mg/day. Safe at
high doses except in renal impairment.

e  Pregabalin: 50-900 mg in 2-3 divided doses; usually ~150 mg BID. Far surpasses
gabapentin for generalized worry.

Clonidine, Guanfacine, Propranolol

Useful for hyperadrenergic activation (tachycardia, sweating, startle). Caution: hypotension
and rebound if stopped abruptly.

e Clonidine (much more than guanfacine) for anxiety: Best when hyperadrenergic
symptoms prominent. [10] Both help emotional regulation (guanfacine > clonidine),
[97,98] nightmares, [99,100] focus/impulsivity in ADHD. [101,102]

e Propranolol: Stage fright, specific social anxiety [9]. Some clients drop their benzo
after finding propranolol leaves them clear, sharp, calm. Contraindicated in asthma
or bradycardia.

e Combination strategy for panic: Clonidine or prazosin + propranolol. No data, but



can be safely established by starting clonidine/prazosin first, then titrating pro-
pranolol while monitoring BP. Many panic treatments exist without SSRIs or ben-
zos—full list available on request.

Quetiapine

Effect size 1.3 in GAD trials. [103] May cause weight gain, diabetes; monitor weight, glu-
cose, lipids [104], prolactin. [105] Increases light sleep, decreases REM. [106,107] Risk of
movement disorders. [108]

Niacinamide

Facilitates GABA modulation; effects comparable to benzos in some cases despite weak re-
ceptor affinity. [11] May raise serotonin via tryptophan sparing. [109] Dose: up to 750 mg
3-4x/day (~2,000-2,500 mg/day); effects typically within 1 week. Nausea/vomiting at
~6,000 mg/day.

Glycine

Modulates excitatory neurotransmission through inhibitory glycine receptors and NMDA
glycine site [12,13]. 1-6 g gives relief in ~30 min, lasting ~4 hours.

Amino Acids (GABA and L-Theanine)
e  GABA: Calming [15]. Available as PharmaGABA (naturally fermented, generally con-
sidered more bioavailable) or synthetic GABA. Blends: GABA Calm (Source Natu-
rals), True Calm (NOW Foods).

e L-Theanine: Reduces stress [14], improves attention/executive function. [110]
100-400 mg/dose (typically 200 mg). Helps anxious people focus. Suntheanine is a
patented, synthetically produced form that is superior to L-theanine sourced from
tea leaves—standardized and reliable batch to batch.

e [I'mnota fan of blends—ingredients aren’t individually dosed.

Alternatives for Sleep

e Trazodone: Initiation, promotes slow wave sleep [16]; safe in obstructive sleep ap-
nea (OSA).

e Gabapentin: Maintenance and quality [17]

* Baclofen: Maintenance, total sleep time, efficiency, slow wave sleep. [111] Anecdo-
tally helps initiation; I prescribe it often.

e Mirtazapine: Efficiency, slow wave, REM, reduces wake-after-sleep-onset . [18] Safe
in OSA. Weight gain is near-certain—which worsens OSA.

e Clonidine: Initiation/maintenance in select populations (RLS; [112] postoperative
[113]) - and also safe in OSA.

e  Orexin antagonists (Belsomra, Quviviq, Dayvigo): Month-over-month improve-
ments in efficiency, latency, wake-after-sleep-onset, total sleep time for full study



year. [19] No tolerance, withdrawal, or rebound; sleep architecture preserved. [114]
Anecdotally useful for circadian entrainment and jet lag. Safe in OSA.

Behavioral Supports
e  Paced breathing: Increases parasympathetic/vagal activity and HRV [20,21]
e  Meditation: Vedic/TM, [22] mindfulness [23]
e  Grounding techniques [24]
e  Sleep hygiene [115]
e  Trauma-informed psychotherapies (ask for list)
e  Limbic system retraining (ask for resources)

Questions to Bring to Your Prescriber

1. What are my non-benzodiazepine options?

Could we try a slow reduction plan?

How will we monitor thinking, balance, and mood?

What's the plan for duration?

What support is available during tapering?

Are there specific risks given my age, history, or other medications?
How might this affect my ability to benefit from therapy?

What should I watch for indicating problems?

What should I do if I need more medication for the same effect?

10. Can we schedule regular check-ins to reassess?

O 0N WD

Final Thoughts

Benzodiazepines provide significant short-term relief. For some people in specific circum-
stances, they remain appropriate. But accumulating evidence on cognitive, physical, and
functional risks—especially long-term—requires thoughtful decision-making.

If you're currently taking a benzo, this isn’t meant to alarm you. It’s meant to inform deci-
sions going forward—continuing, adjusting, tapering, or exploring alternatives—honoring
both immediate needs and long-term health.

You deserve collaborative, informed, responsive care. Ask questions, seek second opinions,
advocate for what feels right.
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