The God Drug

Opioids, from the Plant of Joy to the Keys of the Brain
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For 30,000 years, opium was humanity’s
most effective answer to suffering.

Ancient Origins

The Sumerians called the opium poppy hul gil, the “plant
of joy,” around 4,000 BC. Archaeological evidence
suggests Neanderthal use 30,000 years ago.

Classical Reverence

Egyptian, Greek, and Roman civilizations embraced it.
The emperor and stoic philosopher Marcus Aurelius was
a regular user.

The Divine Gift

Classical physicians believed the poppy was of divine origin,
calling it “The Sacred Anchor Of Life” and "Destroyer Of Grief."

“Among the remedies which it bas pleased Almighty God to give to man
to relieve his sufferings, none is so universal and so efficacious as opium.”

— Thomas Sydenham, ‘The English Hippocrates' (1624-1689)
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“A tool for solace, stoiciism, and the sharpening of intellect.”

Thomas De Quincey, author
of Confessions of an English
Opium-Eater, drew a sharp
contrast with alcohol:

Alcohol: “Disorders the mental faculties... robs a
man of self-possession.”

Opium: “Introduces amongst them the most
exquisite order, legislation and harmony... greatly
Invigorates it.”

He argued it made him a “better and greater man,” Samuel Taylor Coleridge wrote the poem Kubla Khan
with moral affections in a “state of cloudless in an opium-induced trance, coining the word
serenity” under the “great light of majestic intellect.” “Intensify” to describe its effect on consciousness.
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The largest drug cartel in history was

not a gang, but an empire.

The Monopoly: By 1800, the British East India Company controlled the
prime Indian poppy-growing regions and dominated the Asian opium trade.

The Opium Wars: Britain launched two wars against China (1839-1842,
1856-1860) to force the legalization of the opium trade.

The Consequence: By the end of the 19th century, an estimated quarter of
of the adult male population in China was addicted. The British justified it as
providing the Chinese with a "harmless luxury.”
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In 1898, a German pharmaceutical
company created a “heroic” new drug.

Pharmaceutical
Products.

|, HEROIN. |

The sedative
for coughs.

Send for samples and
Literature to
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Morphine Diacetylmorphine (Heroin)
HO

Two acetyl
groups added

The Precursor: In 1805, morphine was first isolated from opium. It became the
new “cure” for opium addiction.

The Synthesis: In 1874, diacetylmorphine was synthesized from morphine.
The German company Bayer commercialized it in 1898 under the brand name
Heroin, derived from heroisch (powerful, heroic).

The Promise: Bayer marketed Heroin as a “non-addictive” cure for morphine
addiction and a powerful sedative for coughs, bronchitis, and tuberculosis.

The Chemistry: Heroin is simply morphine with two acetyl groups added.
This small chemical change has a dramatic effect.
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Heroin is not magic; it is chemistry that moves at the speed of thought.

3x more potent slood-Brain Barrer 4%

than morphine.

Reaches the brain in

~7 seconds when smoked.

Reaches the brain in

15-30 seconds when injected.

The Subjective Experience

Users describe an intense, orgasmic rush and the feeling of “being
wrapped in God's warmest blanket.” It produces a serene, un-
manic euphoria, dissipating pain, fear, hunger, and anxiety,
followed by a period of profound tranquility (“on the nod”).

Morphine |

Heroin
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Our brains are built with locks, and heroin is a master key.

The Endogenous
Opioid System

The brain produces its
own natural opioids, called
endorphins, in response to
pain and stress.

These endorphins bind

to specific protein sites
called opioid receptors
(primarily mu, delta, and
kappa), which are densely
concentrated in the brain's
limbic system—the seat

of emotion.

Endorphin
(Natural Key)

Heroin/Morphine
(Master Key)

& opioid
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The Mechanism
of Action

Heroin (which
converts back to
morphine in the brain)
mimics the action of
endorphins, binding
powerfully to these
same receptors.

L

Crucially, opioids don't block
pain messages themselves.
They change the subjective
experience of the pain, which is
why a patient might say, "I still
feel the pain, but it doesn't
bother me anymore.”
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The Hijacking of the Reward Pathway

Stage 1 Stage 2 Stage 3
BRAKE APPLIED OPIOID RELEASES THE BRAKE ACCELERATOR FLOORED / REWARD
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Normally, GABA neurons act as a Heroin activates opioid receptors on With the GABA brake released, this
“brake,” inhibiting the release of dopamine the GABA neurons, which inhibits the triggers a flood of pleasurable dopamine
in the Ventral Tegmental Area (VTA). GABA neurons from firing. into the Nucleus Accumbens.

Opioid = (-) GABA — (+) Dopamine = Intense Pleasure
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In 1914, America declared war not on a behavior, but on a molecule.

Irs. Winslow's
wothing Syrup
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The Turning Point: The
Harrison Narcotics Act of 1914
established comprehensive
control of opiates in the United
States. In 1924, federal law
made any use of heroin illegal.

1914

The Immediate Result:

- Control of the heroin business was
ceded to organized crime (Meyer
Lansky, “Lucky” Luciano).

- The user, once seen as a patientor = |
intellectual, was reframed as a criminal &=
"dope fiend." !
- Within a decade, the Bureau of
Narcotics had arrested 50,000 users
and 25,000 physicians.

Most of the problems suffered by contemporary users derive directly or indirectly from the criminalization of the drug.
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Prohibition created a market that no force on earth can impede. $100,000
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“It’s the money, stupid... About $500 of heroin or
cocaine in a source country will bring in as much as
$100,000 on the streets of an American city. All the

cops, armies, prisons and executions in the
world cannot impede a market with that kind

of tax-free profit-margin.”
— Joseph D McNamara, Former Chief of Police

The Supply Fallacy:

Attempts to choke off supply are futile. As a Nixon
drug advisor noted, "it takes only ten square miles
of poppy to feed the entire American heroin market,
and they grow everywhere.”
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The "junkie" is a creation of prohibition, not pharmacology.

The Direct Health { : . l .f e —
Consequences Oflllegality il The Voice of Dehumanization

A 1962 U.S. Supreme Court opinion
reveals the prevailing view:

e Overdose: Purity of street heroin
fluctuates wildly (from 1% to

98%), making dosage a lethal > “To be a confirmed drug addict is

lottery. to be one of the walking dead...
e Disease: Opposition to needle- ..‘ Th‘? teeth have IO’C’CEC_I '-'-:'Ut- »

exchange programs has Veins collapse and livid

massively promoted the spread : purplish scars remain. Boils

of HIV and Hepatitis. . and abscesses plague the

skin... Nerves snap; vicious
twitching develops... sometimes
complete insanity results...
Such 1s the plague of being one
of the walking dead.”

e Crime: The term “junkie” derives
from addicts who stole junk
metal to support a habit made
financially ruinous by prohibition.
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What if well-being was a matter of engineering, not chance?

“If we could snift or swallow something that would, for five or six
hours each day, abolish our solitude... make life in all its aspects
seem not only worth living, but divinely beautiful and significant,
and if this heavenly, world-transfiguring drug were of such a kind
that we could wake up next morning with a clear head and an
undamaged constitution - then, it seems to me, all our problems...
would be wholly solved and earth would become paradise.”

— Aldous Huxley

Our deep understanding of the opioid system offers a roadmap to this future.

The greatest obstacles are no longer technical, but ideological.
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Depression and anxiety may not be a serotonin problem,
but an opioid system dystunction

ThE Limits Of‘ A New Hypﬂ,'[hesis Thf: Promise 'Df
Current Treatments “Designer Opioids
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Healthy System Dysfunctional System
SSRIs and other antidepressants A significant minority of the population The goal is to create drugs that

based on the monoamine hypothesis suffers from a dysfunctional endogenous can decouple relief from risk.
are “radically incomplete.” Remission opioid system, leading to chronic low
are low (25-30%), response can take “basal hedonic tone" (anhedonia). They
weeks, and side effects are common. feel well only on opioids because they

are correcting a fundamental imbalance.
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The new frontier is precision pharmacology:
targeting the circuits of well-being.

1. Surgical Targeting

Synthesizing drugs that selectively target
the mu-1 receptor (responsible for
euphoria and analgesia) while avoiding
the mu-2 receptor (responsible for
dangerous respiratory depression).

2. Blocking Dysphoria

Dynorphin
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Developing kappa receptor antagonists
(like CERC-501). Dynorphin activity at
kappa receptors inhibits dopamine and
causes dysphoria; blocking it acts as a
powerful novel antidepressant.
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3. Unlocking the Brain’s
Own Supply

A 2020 breakthrough identified the ACKR3
receptor, which acts as a “scavenger,”
trapping the brain's natural opioids. A new
molecule, LIH383, blocks this scavenger,
potentially unleashing the brain's innate
capacity for pain relief and well-being.
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Beyond Pharmacology Sophlstlcated descendants may opt to rewrlte ——

the vertebrate genome for lifelong, genetically pre-programmed bliss. ”
_ Our default state of consciousness could be animated by gradients of =N

e . iI well belng beyond today’s peak experiences. “
The Final Obstacle' In thls future the functional analogues of pain can
exlst to quide behavior without the ‘textures of phenomenal nastmess
. N ——— Sufferlng of any klnd can become optional. .

The real obstacles to curlng the nasty side of Ilfe are set to “’*‘
% '\ .. become doctrinal, not technical. 4 *- \ F\Q




