The History of Medicinal Cannabis

Cannabis is millions of years older than mankind and has been used for millennia to provide food, fibre and clothing
.


The earliest recorded use of cannabis was made in 1972 on the island of Taiwan, where archaeologists discovered pottery  dated around 8,000 BC
, which was decorated with hemp cord. Known as ‘Ma’ in China, cannabis (as hemp) was cultivated for its nutritional seeds,  as well as the fibre from the stems for use in rope and cloth making. Cannabis was the second most important agricultural crop in China for thousands of years
.

By 2800 BC, Chinese Emperor Shen-Nung was experimenting with new forms of medicine  earning his title, “the father of Chinese Medicine”. Shen-Nung’s knowledge was passed down by word of mouth for generations, until  his work was included in the medical text Pen-tsao Ching in the first century AD.  This provides us with the first written record of the therapeutic use of cannabis. This text correctly identified the flowering tops of cannabis plants (Ma-fen) as the most useful and potent in making medicines, and recommended cannabis to treat menstrual fatigue, fevers, arthritis, malaria and as an analgesic.

In the second century AD, Chinese surgeon Hua T'o used an anaesthetic made from cannabis resin and wine (Ma-yo) to perform painless complex surgical procedures, including limb amputations
!
Evidence of medicinal cannabis use has also been found in Egypt as early the 1600 BC, where it was used as a fumigant, a salve and as a suppository. 


The Greek physician and botanist Pedanius Dioscorides travelled throughout the Roman and Greek Empires and wrote in his publication Materia Medica about a plant Cannabis Sativa L. (from the Greek word kannabis), described as useful in the manufacturing of rope.He also reported the juice of the seeds to be effective for treating earaches and for diminishing sexual desire. 

Dioscorides' Materia Medica was translated and published throughout the world. Used as a medical reference resource up to the 16th Century, it was a precursor to modern pharmacopoeias and is one of the most influential herbalist books ever produced. 

Medicinal Use of Cannabis in the 18th & 19th Century

By the early 19th Century, cannabis for medicinal use had become accepted by Western doctors and pharmacists after itbrought introduction to Europe by Napoleonic soldiers returning from Egypt, where cannabis had been used for its analgesic and sedative effects. 
Cannabis became widely prescribed in the Western world following the work of Irish physician William O’Shaughnessy in 1839.
William Brooke O'Shaughnessy

William O'Shaughnessy is a particular hero of mine and, in my opinion, the father of medicinal cannabis use. 

William O’Shaughnessy studied toxicology and chemistry at the University of Edinburgh Medical School, where he graduated aged 20 in 1829. William
 was a brilliant student and, two years after his graduation, he was credited with the introduction of intravenous fluids and replacement electrolyte therapy in the treatment of cholera. 

In 1833 O’Shaughnessy moved to Calcutta, India, where he worked for the British East India Company fulfilling the roles of Surgeon, Physician and Professor of Chemistry. During his early time in India, he immersed himself in the study of many subjects, including botanical pharmacy, where he came across the plant known as cannabis sativa L. After studying ancient Indian medical manuscripts, he became interested in the therapeutic use of cannabis and discussed the subject with many Indian scholars and physicians
. His fascination with the use of cannabis as a medicine resulted in him testing cannabis prepartions on animals, patients, and himself.      

O’Shaughnessy published a paper in 1839 titled ‘On the Preparation of the Indian Hemp’. It is noteworthy for introducing cannabis sativa to European and American medicine. This inspired piece of work was one of the first medicinal texts concerning the theraputic uses of cannnabis I read, and many of the directions and preparations were invaluable in preparing the products provided through the medical co-operative Bud Buddies. It is without doubt one of the most important works on medical cannabis that I have  encountered. 

In his paper, O’Shaughnessy reports: 
Chemical Properties -- In certain seasons, and in warm countries, a resinous juice exudes, and concretes on the leaves, slender stem, and flowers; the mode of removing this juice will be subsequently detailed. Separated and in masses it constitutes the Churrus of Nipal and Hindostan, and to this the type, or basis of all the Hemp preparations, are the powers of these drugs attributable. 
He had realised that the therapeutic properties of cannabis were due to the resinous juice exuding from the flowers and leaves. Today, we know this resinous juice as trichomes, the small mushroom-like structures that contain the cannabinoids which provide cannabis’ therapeutic effects.
He goes on:
The resin of the Hemp is very soluble in alcohol and ether; partially soluble in alkaline; insoluble in acid solutions; when pure, of a blackish grey colour; hard at 90 degrees; softens at higher temperatures, and fuses readily; -- soluble in the fixed and in several volatile oils. Its odour is fragrant and narcotic; taste slightly warm, bitterish, and acrid. 

O’Shaughnessy experimented and discovered an extract of cannabis in alcohol was a good administration route, so he continued his research with tinctures of cannabis.
Prior to the standardisation of dose, which was achieved with modern manufacturing methods and compounds, most pharmacists had a dog (usually a Labrador)  which it was standard practice to use as a test subject to rate the effectiveness of 
 preparations. 
O’Shaughnessy explained his experiments in detail:
An extensive series of experiments on animals, was in the first place undertaken, among which the following may be cited: 

Experiment 1. -- Ten grains of Nipalese churrus, dissolved in spirit, were given to a middling-sized dog. In half an hour he became stupid and sleepy, dozing at intervals, starting up, wagging his tail, as if extremely contented; he ate some food greedily; on being called to, he staggered to and fro, and his face assumed a look of utter helpless drunkenness. These symptoms lasted about two hours, and then gradually passed away; in six hours he was perfectly well and lively. 

Experiment  2. -- One drachm of majoon was given to a small-sized dog; he ate it with great delight, and in twenty minutes was ridiculously drunk; in four hours his symptoms passed away, also without harm. 

Experiments 3, 4, & 5 -- Three children had ten grains each of the alcoholic extract of gunjah. In one no effect was produced; in the second there was much heaviness and some inability to move; in the third a marked alteration of countenance was conspicuous, but no further effect. 

Expt. 6. -- Twenty grains were given, dissolved in a little spirit, to a dog of very small size. In a quarter of an hour he was intoxicated; in half an hour he had great difficulty of movement; in an hour he had lost all power over the hinder extremities, which were rather stiff but flexible; sensibility did not seem to be impaired, and the circulation was natural. He readily acknowledged calls by an attempt to rise up. In four hours he was quite well. 

In none of these, or several other experiments, was there the least indication of pain, or any degree of convulsive movement observed. 

It seems needless to dwell on the details of each experiment; suffice it to say that they led to one remarkable result. -- That while carnivorous animals, and fish, dogs, cats, swine, vultures, crows, and adjutants, invariably and speedily exhibited the intoxicating influence of the drug, the graminivorous, such as the horse, deer, monkey, goat, sheep, and cow, experienced but trivial effects from any dose we administered. 

Encouraged by these results, no hesitation could be felt as to the perfect safety of giving the resin of Hemp an extensive trial in the cases in which its apparent powers promised the greatest degree of utility. 

The weights and measures used, while common to O’Shaughnessy, are a little baffling to us today. A ‘‘grain’ was the unit of measurement of mass based on a grain of cereal, generally barley or wheat. As a rough indication, one grain is equal to 65 milligrams. In the experiment number one above, the ten grains of Nipalese churrus used is possibly 650 milligrams of Nepalese charras, a very concentrated form of hashish. A drachm is approximately 3.5 grammes (or one eighth of an ounce). 
Through his pioneering experiments O’Shaughnessy had established that cannabis was a very safe drug and it was impossible to die from overdose.
He also explains his method for making tinctures and pills:
It may be useful to add a formula for making the preparation which I have employed. 

The resinous extract is prepared by boiling the rich, adhesive tops of the dried gunjah in spirit (Sp. gr. 835,) until all the resin is dissolved. The tincture thus obtained is evaporated to dryness in a vessel placed over a pot of boiling water. The extract softens at a gentle heat, and can be made into pills without any addition. 

The tincture is prepared by dissolving 3 grains of the extract in one drachm of proof spirit. 

Doses, &c. -- In Tetanus a drachm of the tincture every half hour until the paroxysms cease, or catalepsy is induced. In Hydrophobia I would recommend the resin in soft pills, to the extent of ten to twenty grains to be chewed by the patient, and repeated according to the effect. In Cholera ten drops of the tincture every half hour will be often found to check the vomiting and purging, and bring back the warmth of the surface; -- my experience would lead me to prefer small doses of the remedy in order to excite rather than narcotise the patient.

Unfortunately, O’Shaughnessy didn’t mention how much of the flowering tops he placed into the alcohol. However I would imagine that he would have used as much as the liquid could absorb, so it would have been a strong mixture. 

The second stage of his formula is to evaporate off the excess alcohol, as this concentrates the cannabinoids. O’Shaughnessy reports 
The extract softens at a gentle heat, and can be made into pills without any addition. 

There are many health and safety issues involved with boiling alcohol, so I do not recommend that you follow his instructions.

O’Shaughnessy found many medicinal applications for cannabis. In addition to those above, his paper also documented the use of cannabis in treating Rheumatism:
Cases of Rheumatism treated by Hemp 
The first cases selected were two of acute rheumatism, and one of that disease in the chronic form. 

On the 6th of November, 1838, one grain of the resin of Hemp was administered in solution at 2 P.M. to each of these three patients. 

At 4 P.M. it was reported that one was becoming very talkative, was singing songs, calling loudly for an extra supply of food, and declaring himself in perfect health. The other two patients remained unaffected. 

At 6 P.M. I received a report to the same effect, but stating that the first patient was now falling asleep. 

At 8 P.M. I was alarmed by an emergent note from the clinical clerk on duty, desiring my immediate attendance at the Hospital, as the patient's symptoms were very peculiar and formidable. I went to the Hospital without delay, and found him lying on his cot quite insensible, but breathing with perfect regularity, his pulse and skin natural, and the pupils freely contractile on the approach of light. 

We raised him to a sitting posture, and placed his arms and limbs in every imaginable attitude. A waxen figure could not be more pliant, or more stationery in each position, no matter how contrary to the natural influence of gravity on the part. 

To all impressions he was meanwhile almost insensible; he made no sign of understanding questions; could not be aroused. A sinapism to the epigastrium caused no sign of pain. The pharynx and its coadjutor muscles acted freely in the deglutition of stimulant remedies which I thought it advisable to administer, although the manifest cataleptic state had freed me altogether of the anxiety under which I before laboured. 

The second patient had meanwhile been roused by the noise in the ward, and seemed vastly amused at the strange aspect of the statue-like attitudes in which the first patient had been placed, when on a sudden he uttered a loud peal of laughter, and exclaimed that four spirits were springing with his bed into the air. In vain we attempted to pacify him, his laughter became momentarily more and more incontrollable. We now observed that the limbs were rather rigid, and in a few minutes more his arms or legs could be bent, and would remain in any desired position. A strong stimulant drink was immediately given, and a sinapism applied. Of the latter he made no complaint, but his intoxication led him to such noisy exclamations, that we had to remove him to a separate room; here he soon became tranquil, his limbs in less than an hour gained their natural condition, and in two hours he experienced himself perfectly well, and excessively hungry. 

The first patient continued cataleptic till 1 P.M., when consciousness and voluntary motion quickly returned, and by 2 A.M. he was exactly in the same state as the second patient. 

The third man experienced no effect whatever, and on further inquiry, it was found that he was habituated to the use of gunjah in the pipe. 

On the following day it gave me much pleasure to find that both individuals, above mentioned, were not only uninjured by the narcotic, but much relieved of their rheumatism; they were discharged quite cured in three days after. 

The fourth case of trial was an old muscular cooly, a rheumatic malingerer, and to him half a grain of Hemp resin was given in a little spirit. The first day's report will suffice for all. -- In two hours the old gentleman became talkative and musical, told several stories, and sang songs to a circle of highly delighted auditors; ate the dinners of two persons subscribed for him in the ward, sought also for other luxuries we can scarcely venture to allude to, and finally fell soundly asleep, and so continued till the following morning. On the noonday visit, he expressed himself free from headache, or any other unpleasant sequel, and begged hard for a repetition of the medicine, in which he was indulged for a few days and then discharged. 

In several cases of acute and chronic rheumatism admitted about this time, half-grain doses of the resin were given, with closely analogous effects; -- alleviation of pain in most -- remarkable increase of appetite in all -- unequivocal aphrodisia, and great mental cheerfulness. In no one case did these effects proceed to delirium, or was there any tendency to quarrelling. 
O’Shaughnessy became convinced that cannabis preparations were of immense medical value and stated,
The preceding cases constitute an abstract of my experience on this subject, and which has led me to the belief that in Hemp the (medical) profession has gained an anti-convulsive remedy of the greatest value. 
In 1856, he was knighted by Queen Victoria - not for his medical work but for his work on telegraph systems in India. He was also appointed Director-General of Telegraphs.
In 1860, O'Shaughnessy returned to Europe on sick leave, where he remained in relative obscurity until his death in January 1889.

Following O'Shaughnessy and his pioneering work, cannabis-based therapies flourished in Western medical practice, and in the fifty years from the publication of ‘On the Preparation of the Indian Hemp’, over one hundred medical papers were published on the medical use of cannabis. French physician Louis Aubert-Roche even published a book on the use of hashish to treat symptoms of the plague and typhoid fever. 

In 1854, the United States Dispensatory, an unofficial directory of drugs used internationally, listed many uses of cannabis extracts, recommending that cannabis preparations were indicated in cases of neuralgia, gout, tetanus, hydrophobia, cholera, convulsions, spasticity,  depression, insanity, loss of appetite, insomnia, migraine headache, pain, involuntary twitching, excessive coughing, and treatment of withdrawal in cases of opiate or alcohol addiction.
During the 19th century, extracts of cannabis were among the top three most prescribed medical agents in the United States. The Pharmacopeia
 recommended cannabis for the treatment of over 100 illnesses and reported cannabis as a powerful topical analgesic, muscle relaxant, anti-inflammatory, and anti-spasmodic, and the main active ingredient in corn and mustard plasters, muscle ointments, and fibrosis poultices.
Medicinal cannabis use was so accepted that it even reached royal circles. In 1890, Sir John Russell Reynolds, personal physician to Queen Victoria, reported that cannabis was useful for treatment of dysmenorrhea, (painful menstruation) migraine, neuralgia, convulsions, and insomnia. Doctor Reynolds called cannabis 
by far the most useful of drugs in treating painful maladies. 
In 1898, Sir William Osler, Professor of Medicine at the University of Oxford, stated that for migraine headaches, “cannabis is probably the most satisfactory remedy”.
By the turn of the 20th century, there were at least thirty different cannabis preparations by leading pharmaceutical companies available in America.

Cannabis Medicines in the 20th & 21st Century

Traditionally, pharmacists made their own cannabis extracts, just as William O’Shaughnessy had done, but in the late nineteenth century  pharmacies had the new option of buying in standardised mass produced medications from newly-formed drug-manufacturing companies. 

From 1890 through to 1937, Parke, Davis & Company (now part of Pfizer, Inc. ) marketed many formulations of medicinal cannabis, including tinctures which were available by the pint or fluid ounce and cannabis tablets that could be bought by the gram. It was also possible to purchase powdered extracts and even the "pressed flowering tops" to be used by people to make their own preparations. All the products and formulations were proudly advertised by the company as 
originating from American home-grown cannabis.
Another major manufacturer of cannabis preparations, and still a familiar name today, is Eli Lilly & Co, who, from 1877 through to 1935,  manufactured and sold, fluid, solid, and powdered extracts, all of which were stated to be manufactured from the
flowering tops of the pistillate plants of Cannabis sativa L.

Merck and Squibb are another two well known pharmaceutical companies who have previously sold and marketed cannabis preparations with both companies having advertised that they supplied 
the flowering top of the female plant. 
In addition, Merck was also a manufacturer and supplier of, cannabis fluid extracts, tinctures, pills and cannabis oil with "infused tops". 
It wasn’t just in the manufacture of cannabis products that our greatgrandparents excelled in - they were also aware of the benefits of vaporising as reported in the Materia Medica, Pharmacology Therapeutics Prescription Writing for Students & Practitioners reported in 1914:
Dixon [a well known British authority] recommends inhalation of the vapor as most soothing.
The decline of cannabis 

By the 1920s, the use of cannabis in medicine was in serious decline, with the development of new standardised drugs. These new drugs were viewed as a modern alternative to cannabis, but, more importantly for the fledgling pharmaceuticals industry, these new drugs (unlike cannabis) could be patented.
Despite cannabis being seen as an old fashioned medicine and its use declining, The Pharmacopoeia of the United States of America continued to list it as a medicine until 1942.
In their 1926 edition, they instruct on how to "assay" (measure the effect of) cannabis preparations by using dogs to test their effectiveness, this was described as

cannabis and its preparations must be standardized by physiological assay according to the U.S. Pharmacopoeia. The assay is based upon the amount of drug which is required to produce symptoms of incoordination in the dog.
Even though nearly ninety years had passed since O’Shaughnessy had first tested his preparations on his Labrador, this was still the recommended method on how to effectively assess a cannabis medication. This edition of the Pharmacopoeia also explains how to make a fluid extract encapsulated in gelatine capsules I have refined this method and you will find out how to make them later in this book.
Eleven years after the assay advice offered by The Pharmacopoeia
 of the United States of America, another respected medical text, The Dispensatory of the United States of America,  advised in their 1937 edition:
the only way of determining the dose of an individual is to give it ascending quantities until some effect is produced. 

This is exactly the advice given today for users of Sativex®, the cannabis tincture sprayIn medical circles this method is called ‘self-titration’, which essentially means take enough, often enough, to get a desired effect. 

Interestingly, the 1937 edition also refers to American cannabis known as "Cannabis Americana" and states that

Cannabis Americana is yielded from Cannabis sativa plants cultivated in various sections of the United States. 
Prohibition
The increasing use of cannabis as an intoxicant, and the demonising propaganda of Harry Anslinger, saw cannabis become illegal even for medical use. It was possible to obtain a tincture of cannabis in Great Britain right up until the introduction of The Misuse of Drugs Act in 1971.

During the 20th century, the prohibition of cannabis, even for medicinal use, was extended worldwide, with all governments declaring that cannabis had no medicinal value. Due to this worldwide prohibition, very little research was carried out as governments would very rarely grant a research licence. 
The difficulty in obtaining cannabis to conduct research and the lack of interest by the medical community was reported on in the ‘Pharmacological Basis of Therapeutics’ by Goodman and Gilman: (1970:300)

Athough cannabis was once used for a wide variety of clinical disorders and has even been demonstrated to have antibacterial activity, there are at present no well substantiated indications for its use. It is no longer an official drug. Preparations are rarely available (cannabis preparation and synthetic THC are obtainable only for research purposes), and prescriptions are regulated by special tax laws.
Within a few decades, cannabis had gone from being an everyday natural effective medicine to an illegal intoxicating drug. It was a far cry from the days when cannabis use was widespread and accepted both by medical professionals and society. Due to the prohibition of cannabis, it was no longer possible for cannabis to be a normal part of everyday life; doctors could no longer prescribe it, and pharmacies could no longer sell over-the-counter products such as cannabis cough medicines and cannabis corn plasters.
Yet despite the difficulties imposed on the scientific community by prohibition there were one or two notable studies and discoveries. The major milestones: 

· During the 1940,s the first cannabinoids cannabidiol (CBD) and cannabinol (CBN) were identified.

· Tetrahydrocannabinol (THC) was discovered in 1964.

· In 1988, the first cannabis receptor was identified.
· In 1992, the endocannabinoid, Anandamide was discovered.
The present day

One of the major developments recently in medicinal cannabis is the creation of Sativex®, a cannabis medication made from organically grown plants by GW Pharma Limited. It is licensed for use in Canada, Great Britain, and Spain, and GW Pharma is seeking approval for use in many other countries. 
Sativex® has a cannabinoid profile of 51% THC and 49% CBD suspended in alcohol.Iit is a tincture of organic cannabis just like the ones made by Eli Lilly & Co over 150 years ago.


The most important advance in our knowledge of medicinal cannabis is the discovery that a concentration of cannabinoids can cure some cancers, and the pioneering work of Rick Simpson in this area is something that we will explore in great detail later in the book.
In the past few years, the medicinal use of cannabis has been legalised in some countries. The Netherlands and Belgium both allow the prescription of cannabis in its natural form, and some states in the United States
 have gone a step further by permitting the operation of cannabis dispensaries. These dispensaries,  on presentation of a valid card from a doctor, will supply cannabis of various strains and preparations. Hopefully more states and countries will follow suit!
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