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“Self Portrait Dedicated To Sigmund Firestone”, oil on masonite, 1940, Frida Kahlo



“Mexico, Coyoacan.

For Mr. Sigmund Firestone and his daughters Alberta and Natalia, | painted this self-
portrait with affection in February of 1940

Frida Kahlo”.

“Diego is happier now than when you saw him. He eats well and sleeps well and works
with great energy. I see him very often but he doesn’t want to live in the same house with
me anymore because he likes to be alone and he says | always want to have his papers
and other things in order, and he likes them in disorder. Well anyway | take care of him
the best I can from the distance, and I will love him with all my life even if he wouldn’t
want me zo”.

Frida Kahlo, letter to Sigmund Firestone, 15 February, 1940.

Frida signed her letter, as she was wont to do, with magenta pink lipstick kisses, and she
enclosed (as also was her want) bright pink feathers as a token of her affection.

Diego and Frida continued to entertain and make public appearances together as well.
Frida’s friends remembered the commotion the divorcees made, arriving, always late, at
Rivera’s box in the concert hall of the Palace of Fine Arts accompanied by his daughters
(from previous marriages), a current mistress and either Cristina Kahlo (Frida’s sister)
or Lupe Marin, ( a previous wife).

Lesley recalls one such occasion: “No one paid any attention to the dance performance
by Carmen Amaya. Everyone stared at Frida, who wore he Tehuana dress and all
Diego’s gold jewelry, and clanked like a knight in armor. She had the Byzantine opulence
of the Empress Theodora, a combination of barbarism and elegance. She had two gold
incisors and when she was all gussied up she would take off the plan gold caps and put
on gold caps with rose diamonds in front, so that her smile really sparkled”.

Frida was pleased with the company of the art historian because Lesley was not only
entranced with Frida’s person, he also admired her work. “For her, this was better than
love”, he says. When the dancers broke for intermission, Frida took the attractive young
American by the hand, giving it a squeeze, and led him to the bar. Crowds parted before
them, as is she were a queen.

Frida was openly seductive. She “loved the minuet of flirtation” and danced it well. But
even as she dallied with others, her real interest remained focused on Diego. Just as her
Tehuana costume hid her physical ailments, her diamond studded smile and her
flamboyant flirtatiousness hid the pain of rejection. In public she remained vibrant, devil-
may-care, defiantly she embarked on love affairs, one in particular with a Spanish
refugee, Ricardo Arias Vinas, whom she probably met during her work for the Spanish
Republican cause. In private she confided her anguish to a few close friends....and to her
art.

Hayden Herrera, “Frida”, 1983.



On their return to Mexico City in late 1933, after spending four years living in the United
States, Frida Kahlo and Diego Rivera had effectively separated, although they would not
officially divorce until November 1939. Frida now world famous as a Artist in her own
right, had new freedoms, not only Artistically, but sexually. Both her and Diego, who had
never considered marriage an impediment to numerous liaisons with other women, now
pursued multiple affairs, Diego with glamorous film stars and models, and Frida, with
men who she found creative and interesting, but also with women who she found untamed
and exciting. Yet each in the pursuit of sexual adventure never truly found another soul
mate, and their affairs seemed more calculated to incite jealousy and inflict hurt on each
other.

Even though separated, and despite the affairs, the two remained impossibly co-
dependent, so much so that upon returning to Mexico they settled into an astonishing pair
of home-studios that were connected by a high level walkway. This extraordinary
structure was built for them in the San Angel district of Mexico City, just four kilometres
from Frida’s family home, the Casa Azul, in Coyoacan. From 1934 until 1939 Frida and
Diego lived at San Angel, each in their own separate building, while Frida’s father, and
sister Cristina and her children lived at the Casa Azul.

San Angel was designed and built by Artist and architect, Juan O ’Gorman, who like
Frida had a European father and Mexican mother. Frida had known him at the National
Preparatory School. While Frida’s aspirations for a medical career had ben shattered by
a near fatal bus accident in 1925, O’Gorman had gone on to study Art and architecture
at the National University of Mexico. He was a follower of the Bauhaus style, a
philosophy that aimed to integrate Art, craft and design into functional modern objects. It
had its roots in the Nineteenth century, with the Pre-Raphaelite and Arts and Crafts
movements led by William Morris, who strove to create useful products that were
commercially viable but were also Artistically attractive. In fundamental ways, however,
Bauhaus was the very antithesis to Morris’ philosophy, as it enthusiastically embraced
modern massed machine manufacturing, whereas the earlier movement shunned modern
machinery that attempted to emulate and to surpass traditional crafts.

Diego’s abode, naturally, was far bigger than Frida’s and it was coloured pink, while
Frida’s smaller abode was blue. O’Gorman true to Bauhaus principles wanted to create
the first “‘functionalist” house in Mexico, but the neighbourhood was none too pleased at
the massive concrete bunker look, totally out of keeping with the surrounds. Diego’s
abode has a floor to ceiling window, and with its factory like saw-tooth skylight was
designed for maximum light. The design allowed Diego to work on huge but portable
frescos. Frida’s abode was also light filled with large windows on three sides, that turned
it into a glasshouse, scarcely enough for any privacy. The relative sizes and design of the
pink and blue abodes reflected the relative perceived importance of their work at the
time. Both structures were elevated up onto concrete pillars, allowing for courtyards that
housed the pre-Columbian Art and artefacts that both Frida and Diego loved to collect.

O’Gorman’s stark functionalist design had some other advantages than simply those of
work. Both Frida and Diego could freely carry on their sexual adventures unhindered by
the other. While their common interests both political, (in July 1936, the Spanish Civil
War broke out and Frida and Diego worked tirelessly together for the cause of the



Republicans), and Artistic, kept them strongly bound, the two abodes could also be closed
off in times of arguments or liaisons. Whenever Frida became angry with Diego, she
“hauled up the drawbridge”, forcing Diego, Hayden Herrera explains, “to go down
stairs, cross the yard, and knock on her front door. There, as often as not, he would be
told by a servant that his wife refused to receive him. Huffing and puffing Rivera would
climb his stairs, cross the bridge again, and through Frida’s closed door, plead for
forgiveness ”.

While Diego provided most of the money, it was Frida who actually managed it, as he
was completely useless when it came to financial matters. Frida also managed all of
Diego’s business dealings, commissions, his housework, even his laundry. Diego,
however was not entirely insensitive to Frida’s needs during this period. Her medical
bills were substantial, but Diego always willingly covered them. “There were times,” he
once explained, when her medical expenses, “virtually bankrupted me!”

Frida and Diego’s complex relationship of independence and interdependence is
wonderfully echoed in their house at San Angel, but there is also a work of Frida’s
perhaps not as well known as many of her other works. “Self Portrait Dedicated To
Sigmund Firestone”, oil on masonite, 1940, was produced in February of that year,
during the period when they were divorced. The Rivera’s San Angel dual - house became
famous as a “must do” for the international intelligentsia. It was a magnet for writers,
painters, photographers, musicians, film stars, politicians, political activists, but above
all for the rich and famous willing and eager to spend money on Art. The wealthy
American Engineer, Sigmund Firestone, known today really only for the fact that Frida
Kahlo painted his portrait, commissioned double self-portraits, one each from Frida and
Diego. This meant that the two of them had to work together, which Frida probably felt
somewhat disinclined to do at this time, however with a commission of five hundred
American dollars, she decided that business was after all business.

Frida conducted the negotiations for the paintings, and explained to Firestone that she
would send her painting as soon as Diego finished his. In Frida’s Self-Portrait we see the
characteristic intense fixed gaze back at the viewer. Though expressionless, her eyes
characteristically radiate an uncomfortable fixation, that sometimes says pain, sometimes
inner strength but in other works a sexual tension. This work is a masterpiece in that it
seems to radiate all three emotions at the same time. Frida’s pain is reflected in her
choice of yellowish background, totally devoid of any of her hallmark motifs and
symbolism. Yellow, Frida recorded in her diaries, was always her colour for madness,
for sickness and for fear. Greenish - yellow she declared was “more madness and
mystery. All the phantoms wear suits of this colour.....or at least underclothes”. Frida
does include her motif of dualities, in this case the duality of her heritage. She wears a
long Catholic veil together with a pre-Columbian necklace.

The featureless background and the minimal symbolism are uncharacteristic of the
majority of Frida’s oeuvre. “Self Portrait Dedicated To Sigmund Firestone”, is strictly a
business transaction, yet even for this the uncomfortable intensity of her gaze still makes
it a striking image, perhaps in this regard even one of her greatest. Frida finished her
Self Portrait in early 1940. Showing minimal interest in the commission, Diego did not
finish his until well over a year later in 1941. Like Frida’s his image follows a standard



formula he used for commissioned self-portraits. Although Diego was far more famous
than Frida at this time, comparison of his bland work (in which he looks positively bored,
whilst limply holding a banderole in imitation of the style of his wife), with Frida’s and
its unsettling intensity of feeling, shows why she is today considered by many to have
been a far greater painter than her husband.

The gabapentinoid drugs, when first introduced into clinical practice were said to be low
on abuse potential. Though originally developed as anti-epileptic agents, they were soon
coopted as analgesic agents. The great hope was to win some ground in the fight against
the rising oral opioid epidemic of codeine and oxycodone. Though they have found a
place in the therapeutics of neuropathic pain, with increasing experience, it has been
found that the gabapentinoids are not without at least some potential for abuse. Alas in
the search for the ideal analgesic it seems that yet again patients have an ambiguous
relationship. As with Frida and Diego, it was a case of “cannot live with, and yet cannot
live without each other”, S0 it is with the gabapentinoids.

Frida Kahlo and Diego Rivera'’s pink and blue house at San Angel, Mexico City. Today it
is the Diego Rivera and Frida Kahlo House - Studio Museum.



GABAPENTINOID TOXICITY

Introduction

The gabapentinoids (pregabalin and gabapentin) are widely recommended as first
first-line agents for neuropathic type pain.

In an attempt to reduce the opioid epidemic many guidelines recommend acetaminophen
and NSAIDs as first line agents for the ubiquitous condition of low back pain, however
acetaminophen has limited efficacy and so is often ineffective and NSAID side effects
frequently limit use, especially in the long term and in the elderly.

The gabapentinoids therefore have gained in popularity as analgesics for chronic pain,
(even though in the specific setting of sciatica pregabalin has not been shown to be
effective 3).

The agent pregabalin was registered in Australia in 2005, and subsidized publically on
the Pharmaceutical Benefits Scheme (PBS) in 2013.

Since 2013 there has been a dramatic increase in pregabalin use, poisonings and deaths
from overdose in Australia .1

Pregabalin prescribing is increasing worldwide, resulting in increasing “off-label” use,
high-risk use and misuse. Originally developed as an anti-epileptic agent pregabalin is
now not only used for neuropathic pain but also has regulatory approval for generalized
anxiety disorder in Europe and “fibromyalgia” in the United States.

When first introduced into clinical practice the gabapentinoids were considered to be of
low addiction potential and low risk in overdose.

Increasing experience however suggests that pregabalin:

1. Does indeed have potential for abuse.
° Euphoria, tolerance and withdrawal have been documented.
2. Is increasingly involved with (poly) overdose deaths.

Like the benzodiazepines, pregabalin taken in isolation seems to have relatively low
potential for lethality, (certainly in comparison to opioids), however, when taken in
combination with other CNS depressants, effects are additive and deaths occur.

There is a growing “black market” for pregabalin in populations at high risk of misuse,
including in prisons where pregabalin is sometimes prescribed for pain relief in
preference to opioids.

Caution should be exercised when prescribing gabapentinoids for people with a history of
psychiatric problems, as psychiatric side effects are possible, including mood changes,



new or increased depression and anxiety, and new onset suicidal ideation and behaviour.
2

History

Pregabalin is an anticonvulsant and central nervous system depressant that was originally
developed as an anti-epileptic agent, however it has since become widely prescribed for
patients with neuropathic pain.

Pregabalin was registered in Australia in 2005, and subsidized publically on the
Pharmaceutical Benefits Scheme (PBS) in 2013.

Globally, “Lyrica” (Pregabalin) was ranked 10th for the top pharmaceuticals sales in
2015.

Chemistry

Gabapentinoids are a structural analogues of the naturally occurring amino acid, gamma-
aminobutyric acid (GABA).

GABA is an inhibitory neurotransmitter.

Preparations

Pregabalin

Pregabalin as:

Capsules:

° 25 mg, 75 mg, 150 mg, 300 mg.
Gabapentin:

Gabapentin as:

Tablets:

° 600 mg, 800 mg.

Capsules:

° 100mg, 300 mg, 400 mg.

Toxicology

The mechanism of action of pregabalin is not completely understood.



Gabapentinoids designed were originally as GABA mimetics, however were not found to
directly bind GABA receptors.

Instead they seem to bind the a2-dsubunit of voltage-gated calcium channels.
Anticonvulsant, analgesic and anxiolytic effects are now thought to result from reduced
presynaptic calcium influx, leading to inhibition of release of various excitatory
neurotransmitters including glutamate and substance P.

The neurological basis for gabapentinoid abuse potential is uncertain. [

The pharmacokinetics of pregabalin may facilitate its abuse potential when compared to
gabapentin (another gabapentinoid in common use) due to 3 factors:

1. Gabapentin has saturable absorption, whereas pregabalin maintains a high
bioavailability (> 90%), regardless of dose.

2. Pregabalin is absorbed significantly faster than gabapentin
3. Pregabalin has a 6 times higher binding affinity to the a2-dsubunit than does
gabapentin.

Pharmacokinetics

Pregabalin

Absorption:

° Pregabalin is given orally.
It is rapidly absorbed, with peak plasma concentrations occurring within 1 hour

° Pregabalin oral bioavailability is estimated to be greater than or equal to 90 % and
is independent of dose.

Distribution:

e  TheVdO0.56 Likg.

° Pregabalin is not bound to plasma proteins.
° Pregabalin has been shown to cross the blood brain barrier
° It is not known if pregabalin crosses the human placenta.

° Pregabalin is excreted into human breast milk.



Metabolism and excretion:

° Pregabalin, (like gabapentin) does not undergo hepatic metabolism, (to any
significant degree).

° Pregabalin (like gabapentin) is eliminated primarily by renal excretion as
unchanged drug.
Pregabalin plasma clearance and renal clearance are directly proportional to
creatinine clearance

° The elimination half-life is around 6.3 hours.

Gabapentin:

Absorption:

° Gabapentin is given orally.
It is absorbed by a saturable amino acid uptake system in the gastrointestinal
tract, so that as the dose is increased, the bioavailability decreases.
For example there is 60 % absorption from a 300 mg dose, but only 40 %
absorption from a 900 mg dose.
Capsule formulations can be opened and the contents mixed with 10 mis of water
for administration via a NG tube.

Distribution:

° Gabapentin does not bind to plasma proteins.

° Gabapentin can cross the human placenta

° Gabapentin is excreted into human breast milk in small amounts.

Metabolism and excretion:

Gabapentin is not metabolized in the human liver (to any significant extent).
It is excreted unchanged in the urine.

The elimination half-life of gabapentin is 5 -7 hours and is unaltered by dose or
following multiple dosing.

Gabapentin elimination is rate constant, plasma clearance and renal clearance are
directly proportional to creatinine clearance.



° In elderly patients and in patients with impaired renal function, gabapentin plasma
clearance is reduced.

Risk assessment

Abuse potential:

Populations thought to be at risk of pregabalin misuse include:

1. Prior or ongoing substance abuse, particularly opioid abuse.
2. Younger people (who are more likely to misuse pregabalin).
) Although most pregabalin is dispensed to older people, overdose patients

tend to be younger.
3. People with psychiatric diagnoses

Lethality potential:

Like the benzodiazepines, pregabalin taken in isolation seems to have relatively low
potential for lethality, (certainly in comparison to opioids), however, when taken in
combination with other CNS depressants, effects are additive and deaths can occur.

Clinical features

Pre-marketing studies suggested that pregabalin had a low abuse potential, but despite
this, there have been numerous reports of misuse and abuse.

The following have been reported
1. Euphoria

) Drug users take increasingly larger doses of pregabalin to achieve
euphoric and dissociative effects

2. Tolerance
3. Withdrawal
Withdrawal symptoms more likely when high doses are stopped abruptly.

Deliberate overdose:

In the situation of isolated pregabalin overdose, the following may be seen:

1. GIT upset



2. CNS:

° Lethargy / confusion / coma
° Myoclonus / tremor / fasciculations
° Ataxia
3 CVs:
° Tachycardia or bradycardia
° AV block
° Hypotension.

Other reported effects have included rhabdomyolysis, renal injury, cardiac failure.

Investigations

in the setting of overdose, there are no specific investigations required, other than the
routine screening as for any overdose i.e:

1. ECG, for possible coingestion of cardiotoxic drugs
2. Consider coingestion of alcohol and paracetamol
3. Specific drug level testing for these agents are not routinely available.
) If coma is present other drugs may need to be considered as the cause, and
blood levels of valproate, phenytoin and carbamazepine may need to be
considered.

Management

Management of gabapentinoid overdose is supportive, and if taken in isolation a good
outcome is expected with supportive care.

1. Immediate attention to any ABC issues:
° Intubation and ventilation will only rarely be necessary.

If this is required, other drugs should be considered as possible causes of
coma.

2. Hypotension:

° Will usually respond to IV fluids.



3. Charcoal:

° A good outcome is expected with supportive treatment, and so activated
charcoal is not essential.

) It may be given for patients who are intubated, especially if
coingestion with more toxic agents is suspected.

Patients who overdose on pregabalin however, frequently have high rates of psychiatric

and substance abuse comorbidities and commonly they have co-ingested other drugs such
as opioids, benzodiazepines, alcohol and illicit drugs.

Disposition:

Patients who have overdosed purely on a gabapentinoid and who are asymptomatic at 6
hours post ingestion may be medically cleared.



Attendances (per 100 000 population)

Appendix 1

Prescribing of and overdose with Gabapentinoids - Victoria:
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Pregabalin  misuse-related ambulance attendances (Victoria) and pregabalin
prescriptions (Australia), 2012-2017, by 6-month periods, (Rose Crossin 2019).
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Prescribing of and overdose with Gabapentinoids - NSW:
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@ Monthly dispensing of pregabalin, gabapentin and carbamazepine for July 2012
-December 2016.

(b) Intentional poisonings with pregabalin, gabapentin and carbamazepine reported
to the, New South Wales Poisons Information Centre, 2004 - 2016.

Arrow shows PBS listing, of pregabalin in 2013.

PBS = Pharmaceutical Benefits Scheme
(Rose Cairns 2019)



“Self -Portrait Dedicated To Sigmund Firestone ”, oil on canvas, Diego Rivera, 1941
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