Depressants



What do these three famous
people have in common?




Depressants

Sedatives

* Relieve anxiety,
* relaxation,

* mild depression

Hypnotics
* Drowsiness
* Sleep



Types of Depressants

Barbiturates Benzodiazepines
* Anesthesia * Muscle relaxants
* Seizure Disorder * Anxiety Reduction
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Sedatives & Hypnotics
Prescription Application

Psychological Physiological
* Anxiety * Muscle relaxant
* Panic Disorder * Anticonvulsant

 Social Anxiety Disorder ¢ Sedative (pre-operation)

* PTSD
* Psychological Trauma



Historical Context

* Up until 1970s

* Librium top-selling
prescription drug

jore accessible and communicative

LRRUM



Historical Context

* Up until 1970s 1973

* Librium top-selling * Valium top-selling Rx

prescription drug drug o

psychic tension

more accessible and communicative

LIBRIUM

Valium
(diazepam)

2 hocis soavtonis



B e ﬂ ZO d | a Ze p | n e S why resumption of interrupted sleep
1s important to all your patients
* Viewed as safe

* Free from addiction,
tolerance, & withdrawal

1:00 am. Interrupted

12:45 a.m. Sleeping Easily 1:30 a.m. Rapid Resumption

Quaalude

(methaqualone)



“Mother’s Little Helper

NOwW
she can

You can't set her free.
But you can help her COpe soe
feel less anxious.

You know this woman.

She’s anxious, tense, irritable. She’s felt this way for months.

Beset by the seemingly insurmountable problems of raising a young family, and con thanks to
fined to the home most of the time, her symptoms reflect a sense of inadequacy and

isolation. Your reassurance and guidance may have helped some, but not enough.

SERAX (oxazepam) cannot change her environment, of course. But i

an hel
relieve anxiety, tension, agitation and irritability, thus strengthening B3 zmmy A L] -
cope with day-to-day problems. Eventually—as she regains confidence and c
posure—your counsel may be ail the support she needs.
ty, tension, agitation, irritability, and

with depression.

May be used in a broad range of patients, generally with considerable

dosage flexibility. sooiume

Contraindications: History of provious hypersansitvity to oxazopam. Oxazepam is not indi

cated in psychose:

Precautior nypo«enwe reactions are rare, but use with caution where complications could
d

ensie irom a fall in biood pressure, sspecially in the elderly. One patient exNIDILNG drug de.

dosoge to avoid possible epileptiform seizures. Caution patients against driving or operating
machinery until absence of drowsiness or dizziness is ascertained. Warn patients of possible

s e e s arias T S "daytime sedative” for 5

Not indicated in children under & years; absolute dosage for 610 12 year.olds not established :
Side Effects: Therapy-interrupting side effects are rare. Transient mild drowsiness is common k] 4

initialy: i persistent, reduce dosage. Dizziness, vertigo and headache have also occurred everyday situational stress e
infrequently; syncope, rarely. Mild paradoxical reactions (excitement, stimulation of affect) are iy

reported in psychiatric patients. Minor diffuse rashes (morbiliiform, urticarial and maculopapu:

| |

lar) are Tethargy, a, sl ech, or and altered libido are rare .S |

s ganaray Conlbie B dosag Teducton: AU tar,Ieukopeni-an hepa. s : |

A Loe mhTwaa Mda, roFortad racbty, Souk St St ikl v dcse o A When stress is situational—environmental pressure, Y} ead |

o reactions, noted wi aren i " 4 |

e worry over illness—the treatment often calls for an N |

oo dyscrasias (neluding agranulocylosi), blurred vison. diplopi, Incontinence, stupor. anxiety-allaying agent which has a prompt and 1

Sortontation, fever: eupharie-and dysmetr. 5 = ! ‘

Avallability: Capsules of 10, 15 and 30 mg. oxazepam. predictable calming action and is remarkably well

tolerated. BumisoL Somium (sodium burabarbiral) 1

To help you relieve anxiety and tension meets this therapeutic need. .. ) 21 Ly |

After 30 years of clinical use . . . still a first choice

among many physicians for dependability and g . |
erdx economy in mild ro moderate anxiery. - |
[ .:.:: Contraindications: Porphyria or sensitivity to
barbiturates
Wyeth lahnrihnn " .

<0l\alepam) Philadelphia, P. Precautions: Exercise caution in moderate to severe
hepatic disease. Elderly or debilitated patients may
react with marked excirement or depression.
Adverse Reacrions: Drowsiness at daytime sedarive
dose levels, skin rashes, “hangover” and systemic
disturbances are seldom seen. e
Warning: May be habit forming. e
Usual Adult Dosage: As a daytime sedative, i
15 mg. (X gr.) to 30 mg. (¥4 gr.) tid, or q.id.
Available for daytime sedation: Tablets, 15 mg. (% gr.),
30 my. (' gr.); Elixir, 30 mg. per 5 cc. (aleohol 74)
BUTICAPS?*|Capsules ButsoL Sopium (sodium butabar ¥ .
15 mg. (% gr.), 30 mg. (14 gr.). Eh gl s A —-

(McNELL] |

MeNeil Laboratories, Inc., Fort Washington, Pa. s 3




“Mother’s Little Helper”
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Benzodiazepines

* Valium (Diazepam)
e Xananx (Alprazolam)
 Ativan (Lorazepam)
 \Versed (Midazolam)

AN

Dloze
10 mg Ta bleis

For oral use

| New advice for drivers - see leafle inside |

& Tovers S frevng|

0,5 mg alprazolam

comprimate

30 comprimate
administrare orald




10 most prescribed psychiatric drugs in the U.S.

Valium,
Xanax, 14,009,000 Effexor XR,
44,029,000 14,992,000
Seroquel,
15,814,000
Cymbalta,
16,626,000
Lexapro, —
27,698,000
Ativan, Desyrel,
25,868,000 18,873,000

Zoloft, Prozac,
19,500,000 19,499,000




AMERICA'S MOST PRESCRIBED PSYCHIATRIC DRUGS in both their beand-name and generic forms

DRUG Xanax Lexapro Ativan Zoloft Prozac Desyrel Cymbalta Seroquel EffexorXR® Vallum
SYMPTOMS (Al [A17) Al Ao 0

259 19.5 19.5 189 16.6 158 15 14
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TOTAL DOCLARS SPINT ON
PHARMACEUTICAL ADS IN 2009
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Xanax Nation

* https://www.youtube.com/watch?v=5glfMclZUds

The Will Ferrell Method :.

s=Jonnny 0 the Halcyon Daysof Punk.«  Carole Kingon Her £yst Mit, .
+ Paul Clement vs. Obamacare . / Heilemann: Just How Santorum Could Win, .



https://www.youtube.com/watch?v=5gIfMcIZUds

Benzodiazepines

e Oral

e Absorbed in small
intestines = slow
release

Small
intestine—




Benzodiazepines

* Oral

 Absorbed in small
intestines = slow
release

* Less lipid soluble
(longer lasting)




Benzodiazepines

* Oral
e Absorbed in small intestines = slow release
* Less lipid soluble (longer lasting)

 Metabolism
e Oxidation
* Conjugation

* Metabolites prolong action



Bladder Neck
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Benzodiazepines Benzodiazepines

Benzodiazepines bind to
receptors to inhibit
neurotransmitter release

Neurotransmitter Enzyme
J Receptor
Sy /
i @

 GABA inhibitory
neurotransmitter

* Deactivate GABA

receptors — maintains
an open ion channel

* Inhibit action potentials
— nerve transmissions

GABA-gated ClI channel
(GABA, receptor)




Signal







Benzodiazepines

* Target >30 GABA receptors
* Limbic System

e Reticular Activating System
* Cortex

Copyright © The MeG raw-Hill & len, Inc. Permiss k quired for rep or display.

Limbic System
Hypothalamus y

* Not in respiratory centers

Emotion
Memories |
AI"O usa I Hippocampus \



Benzodiazepines

* Target >30 GABA receptors
* Limbic System

* Reticular Activating System
* Cortex

* Not in respiratory centers

P

Sleep/Wake Cycle |

Sensory Regulation | |
lkonomlmrw |




Benzodiazepines

* Target >30 GABA receptors
* Limbic System

e Reticular Activating System
* Cortex

* Not in respiratory centers

Perceptions
Thinking
Information processing
Understanding




Benzodiazepines

* Low dose = Drowsiness, muscle relaxation

* Moderate dose = Disinhibition, euphoria,
sedation, “sleep”

* High dose = unconsciousness, death
I
L
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THE SLEEP YOU’VE BEEN DREAMING OF.

Benzodiazepines

* Increase “sleep” time
e Decreases REM sleep
e Less restful, less restorative

Withdrawal
e vivid dreams

* [nsomnia




Emergency Department Visits
Involving Zolpidem (Ambien)

 https://www.samhsa.gov/data/sites/default/files/D
AWNO79/DAWNO079/sr079-Zolpidem.htm

AMBIENCR

[Z0PDEM TARTRATEEXTENDED REEASE &

&625-MG & 12.5-MG EXTENDED RELEASE TABLETS



https://www.samhsa.gov/data/sites/default/files/DAWN079/DAWN079/sr079-Zolpidem.htm

Sedative & Hypnotic Side Effects

* Memory problems,
confusion,
hallucinations

* Seizures
e Reduced coordination
e Skin rash

* Yellowing of eyes &
teeth




Sedative & Hypnotic Side Effects

* Memory problems,
confusion,
hallucinations

e Seizures
 Reduced coordination

e Skin rash

* Yellowing of eyes &
teeth




Sedative & Hypnotic Side Effects

* Memory problems,
confusion,
hallucinations

e Seizures
 Reduced coordination

e Skin rash

* Yellowing of eyes &
teeth




Sedatives & Hypnotics

Benzodiazepines Barbiturates
* Less lipid soluble * More lipid soluble
* Slow & long acting * Fast & short acting

* GABA receptor inhibitor * CNS depressant



Drug Interaction

e Opioids
 Alcohol

* Amphetamines
* Cocaine

= Lethal combo

* Synergistic effect
* 6x6=36
VS
*6+6=12
*6-6=0



Drug Interaction

e Opioids

* Alcohol
* Amphetamines
° Cocaine Opioid Overdose Deaths Involving
Benzodiazepines

= Lethal combo 35,000
* Synergistic effect >

* 6X6=36 50

VS qf”mu
e 6+6=12 '9_,)@ m@g ) 9@\, ﬁp@q %@% %@u »@cp %@Q} é_p« m@% _b@ca 1@9 -{S‘-‘\} WS} %Qg; ’\9\/@ 'P{)

i 6 - 6 - O . Opioids total

= B zodiaze pines and opioids
== (Opi0ids without benzodiaze pines



Drug Interaction

* Opioids * Paradoxical effect
* Alcohol

* Amphetamines
* Cocaine

* Lethal combo

* Synergistic effect
* 6x6=36
VS
*6+6=12
*6-6=0







Rohypnol

e “Date Rape” Drug

* 10x stronger than
Valium

* Colorless, odorless,
tasteless

* 15 -20 min onset
* 4 — 6 hour effect

* Sedative

* Amnesia




Rohypnol, GHB, Quaaludes

e GABA inhibitors e 1996 Drug-Induced
Rape Prevention
Punishment Act

* CNS depressants

e Sedation

* up to 20 yrs in prison



https://www.congress.gov/bill/104th-congress/house-bill/4137

