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PAREGORIC

Definition and Overview of Paregoric

Paregoric, formally known as camphorated tincture of opium, is a complex pharmacological
agent derived from the opium poppy, historically utilized primarily for its potent antidiarrheal and
analgesic properties. It is defined as a hydroalcoholic solution containing approximately 0.4
milligrams of anhydrous morphine per milliliter, positioning it as a significantly weaker preparation
compared to pure tincture of opium (Laudanum), which contains roughly 10 milligrams of morphine
per milliliter. This lower concentration of the active alkaloid, morphine, dictates its classification and
its specific clinical applications, particularly in settings where mild opioid action is required to
manage gastrointestinal hypermotility or discomfort. The long history of paregoric dates back
centuries, establishing it as one of the fundamental compounds in early Western pharmacology,
though its use has been substantially curtailed in modern clinical practice due to regulatory
changes and the development of safer, less addictive synthetic alternatives. Its enduring legacy,
however, is deeply intertwined with the history of pain management and the regulation of controlled
substances globally, necessitating a thorough understanding of its composition and historical
context when evaluating its current role in therapeutics.

The core mechanism of paregoric relies entirely on the opioid receptor agonism provided by the
naturally occurring morphine within the tincture. By binding to mu-opioid receptors, especially those
located within the enteric nervous system (ENS) of the gastrointestinal tract, paregoric effectively
inhibits intestinal peristalsis. This reduction in motility dramatically increases the transit time of
contents through the bowel, allowing for greater absorption of water and electrolytes, which in turn
solidifies stools and reduces the frequency of defecation, thereby managing severe diarrhea.
Furthermore, the opioid content provides a degree of pain relief, which is often a critical secondary
symptom in severe gastrointestinal disturbances. This dual action of modulating motility and
alleviating pain made it an invaluable, albeit potentially addictive, remedy for conditions ranging
from simple traveler's diarrhea to chronic inflammatory bowel conditions before the advent of
modern treatment protocols.

Despite its well-documented efficacy, the administration of paregoric requires meticulous oversight
due to its classification as a controlled substance. Modern medical guidelines generally reserve its
use for specific, refractory cases of severe diarrhea in adults or, historically, for the specialized
management of withdrawal symptoms in infants exposed to opioids in utero, known as Neonatal
Opioid Withdrawal Syndrome (NOWS). The presence of camphor, ethanol (alcohol), and other
additives like benzoic acid and anise oil contributes to the distinctive flavor and stability of the
preparation, but the pharmacological effect is overwhelmingly dictated by the presence of
morphine. Understanding the precise concentration of morphine is paramount for clinicians,
ensuring accurate dosing and minimizing the significant risk of dependency or acute overdose,
especially when considering the drug's narrow therapeutic index in vulnerable populations, such as
the pediatric or geriatric patient groups.
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Historical Context and Etymology

The term paregoric is derived from the Greek word paregorikos, meaning "to soothe," "to
console," or "to encourage,"” a linguistic origin that perfectly encapsulates the compound's intended
function as a soothing balm for physical distress. Opium preparations themselves have been
utilized for millennia across various civilizations--from ancient Egypt and Mesopotamia to classical
Greece--to alleviate pain and control bowel movements. However, the specific formulation
recognized today as paregoric emerged much later. Its creation is generally attributed to the
renowned 18th-century Dutch chemist, Franciscus de le Boé (known as Sylvius), who is credited
with introducing the specific combination of opium, camphor, and alcohol that defined the
preparation, though its popularization across Europe and later America was driven by various
apothecaries adapting the basic formula.

Throughout the 18th and 19th centuries, paregoric became a staple in household medicine
cabinets, often sold without prescription as a patent medicine. It was widely recommended for an
astonishing array of ailments, ranging from coughs and colds to teething pain in infants and chronic
digestive complaints in adults. Its accessibility and perceived safety--due to its relatively weak
opioid content compared to full-strength Laudanum--led to its indiscriminate use, contributing to a
widespread, though generally mild, addiction crisis across the Western world prior to stringent
regulation. This period of high accessibility highlights a critical tension in pharmaceutical history:
the balance between effective symptomatic relief and the inherent risks associated with opioid
dependence, a challenge that necessitated dramatic legislative action to safeguard public health
and control the burgeoning prevalence of addiction.

The era of uncontrolled access concluded in the early 20th century, notably with the passage of the
Harrison Narcotics Tax Act of 1914 in the United States, which began to strictly regulate and tax
the production, importation, and distribution of opium and its derivatives. This legislation
fundamentally changed the status of paregoric, transitioning it from an over-the-counter household
remedy to a prescription-only, controlled substance. Subsequent regulatory actions, including the
Controlled Substances Act of 1970, cemented paregoric's modern classification, typically placing it
in Schedule Il or Schedule V, depending on the specific concentration and regulatory jurisdiction,
acknowledging its accepted medical use while recognizing its potential for abuse and dependence.
This historical trajectory underscores the significant impact of legislation in transforming a
historically common, traditional medicine into a carefully monitored pharmaceutical agent reserved
for highly specific clinical circumstances.

Pharmacological Composition and Mechanism of Action

The efficacy of paregoric is fundamentally rooted in its precise pharmacological composition. The
preparation is an alcoholic solution, where the active ingredients are extracted from raw opium.
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Key components include the primary active opioid alkaloid, morphine, along with minor opium
alkaloids such as codeine, thebaine, and noscapine. In the United States Pharmacopeia (USP)
definition, paregoric contains a minimum of 0.37 mg and a maximum of 0.43 mg of anhydrous
morphine per milliliter, a concentration designed to provide therapeutic benefit while mitigating the
severe risks associated with higher-potency tinctures. The solution is typically prepared using
diluted alcohol (ethanol), which acts as a solvent and preservative, and includes ancillary
ingredients such as camphor, benzoic acid, glycerin, and sometimes anise oil, which contribute to
its stability and palatability.

The therapeutic mechanism is directly mediated by the activation of opioid receptors, particularly
the mu (W) receptors, distributed throughout the central nervous system (CNS) and, critically, the
enteric nervous system (ENS). When ingested, the morphine acts as a powerful agonist at these
receptors. In the CNS, this binding results in the characteristic analgesic and mild sedative effects.
However, the primary clinical utility of paregoric lies in its action within the gut. Activation of mu-
receptors in the ENS inhibits the release of neurotransmitters, such as acetylcholine and
substance P, which are responsible for stimulating propulsive movements (peristalsis) of the
intestinal muscles. By dampening these signals, paregoric dramatically slows the movement of
contents through the colon and small intestine. This delayed transit time allows the body
significantly more opportunity to reabsorb water and electrolytes from the fecal matter, thus
reducing stool volume and consistency, providing effective management for severe cases of
diarrhea.

While morphine is the primary agent responsible for the antidiarrheal effect, the inclusion of
camphor in the mixture is noteworthy, historically contributing to the preparation's unique identity.
Camphor itself possesses minor analgesic and counterirritant properties, though its contribution to
the overall systemic therapeutic effect is minimal compared to the potent action of morphine. The
ethanol content, which may be substantial depending on the formulation (historically ranging from
35% to 45%), aids in the extraction and preservation of the opium alkaloids. However, the
presence of alcohol presents specific risks, particularly in the pediatric population, necessitating
careful consideration of the risk-benefit profile when administering paregoric to infants or small
children. The overall pharmacological profile is a synergistic one, where the mild yet effective dose
of morphine provides the symptomatic relief required to manage acute gastrointestinal crises,
supporting the crucial clinical objective that the administration of a paregoric agent should
alleviate the diarrhea and thereby assist in rehydration.

Primary Therapeutic Uses: Management of Diarrhea

The definitive primary use of paregoric in both historical and contemporary medicine is the
management of severe, acute, or chronic diarrhea, particularly when other first-line therapies have
proven ineffective or when the diarrhea is associated with significant pain or discomfort. Paregoric
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is typically reserved for cases where the loss of fluid and electrolytes is substantial and poses a
risk of dehydration and metabolic imbalance. By drastically reducing intestinal motility, the
medication ensures that the intestinal contents remain in the bowel for extended periods. This
increased dwell time facilitates maximal water reabsorption by the colonic mucosa, transforming
watery, voluminous stools into more formed, manageable waste, thus stabilizing the patient's fluid
status.

For adult patients, paregoric may be indicated in instances of severe diarrhea secondary to
conditions such as Irritable Bowel Syndrome (IBS) with predominant diarrhea, or certain chronic
intestinal diseases, although modern synthetic opioids like loperamide (Imodium) or diphenoxylate
combined with atropine (Lomotil) are generally preferred due to their reduced potential for systemic
CNS effects and lower abuse liability. However, in specific palliative care settings, or when a
patient requires a rapid and highly reliable reduction in gut transit time, paregoric remains a viable
option. Clinicians must carefully titrate the dosage, starting with the lowest effective dose and
monitoring the patient closely for signs of decreased bowel activity, ensuring that the treatment
does not inadvertently lead to complications such as paralytic ileus or toxic megacolon, particularly
in cases of infectious diarrhea.

The application of paregoric in managing diarrhea in children and infants requires even greater
caution. While historically common for treating infant diarrhea, current guidelines heavily favor non-
opioid treatments and rehydration strategies. When opioid intervention is deemed absolutely
necessary in the pediatric setting, the precise dosing of paregoric is critical. The long half-life of
morphine and the immature hepatic metabolism in young children increase the risk of accumulation
and resultant respiratory depression. Therefore, its use for simple, non-specific pediatric diarrhea is
largely abandoned, reserved only for extremely complex or palliative care situations where the
benefit of symptom control significantly outweighs the inherent risks associated with opioid
administration in vulnerable populations.

Specialized Application: Neonatal Opioid Withdrawal Syndrome (NOWS)

Beyond its primary role as an antidiarrheal agent, paregoric held a crucial, specialized position in
treating Neonatal Opioid Withdrawal Syndrome (NOWS), formerly known as Neonatal Abstinence
Syndrome (NAS). NOWS affects infants born to mothers who used opioids during pregnancy.
These newborns experience withdrawal symptoms--including tremors, irritability, high-pitched
crying, feeding difficulties, and, notably, severe gastrointestinal hypermotility (vomiting and
diarrhea)--as the placental supply of opioids is abruptly terminated. Pharmacological intervention is
often necessary when non-pharmacological soothing measures fail to control symptoms that
threaten the infant's ability to feed, gain weight, or maintain stable physiological functions.

Historically, paregoric was one of the standard pharmacological treatments utilized for tapering
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infants off their opioid dependence. The rationale for its use was sound: by administering a
controlled dose of the opioid (or a cross-tolerant opioid), the severe withdrawal symptoms could be
mitigated, and the infant could be slowly weaned through a carefully managed reduction schedule.
Paregoric's dilute nature made it seemingly suitable for titration, allowing clinicians to gradually
decrease the dose over several weeks until the infant was fully detoxified. This approach
successfully managed the acute symptoms of withdrawal, particularly the debilitating diarrhea and
vomiting, thereby improving feeding tolerance and promoting necessary weight gain during a
critical developmental phase.

However, clinical consensus has shifted significantly away from the use of paregoric for NOWS
management in recent decades. The primary concern relates to the high ethanol content present in
traditional paregoric formulations. Chronic exposure to alcohol, even at therapeutic doses
necessary for withdrawal management, poses unacceptable risks to the developing neonatal brain.
Furthermore, the variability in the concentration of the minor opium alkaloids (such as codeine)
within the tincture introduced unpredictable pharmacological effects. Modern protocols now
overwhelmingly prefer synthetic opioid alternatives, primarily morphine solutions or methadone,
which can be precisely controlled, are manufactured consistently, and do not contain ethanol.
While diluted tincture of opium (DTO), which is often prepared without the camphor and other
additives, is sometimes still employed, pure paregoric has become largely obsolete in the
specialized management of NOWS due to safety concerns regarding the non-morphine
components.

Administration, Dosage, and Regulatory Status

Paregoric is exclusively administered via the oral route as a liquid solution. Due to the inherent
potency of its active ingredient, morphine, and the risk of respiratory depression, precise
measurement is crucial, especially in pediatric and elderly patients. Dosage is highly individualized
and depends significantly on the patient's age, weight, underlying condition, and response to
treatment. For the management of acute diarrhea, adult doses typically range from 5 to 10
milliliters, administered one to four times daily. However, clinicians must always utilize the lowest
effective dose for the shortest duration possible to minimize the risk of developing physical
dependence. Careful monitoring of the frequency and consistency of bowel movements is
necessary to guide titration.

The regulatory classification of paregoric is defined by its morphine concentration. In the United
States, paregoric is generally classified as a Schedule 1ll (C-11l) controlled substance under the
Controlled Substances Act. This scheduling reflects that the drug has a recognized medical use
but carries a moderate to low potential for physical and psychological dependence compared to
Schedule Il drugs (like pure morphine or hydrocodone). Schedule Il status imposes strict
requirements, including the necessity of a prescription, limits on the maximum quantity dispensed,
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and restrictions on the number of permissible refills. It is essential to note that full-strength tincture
of opium (Laudanum), which contains approximately twenty-five times the morphine concentration
of paregoric, is classified as a more restrictive Schedule Il substance.

In some jurisdictions, preparations containing very low concentrations of opium or morphine may
fall under Schedule V, which includes substances with the lowest potential for abuse among
controlled medications. However, the standard camphorated tincture of opium (paregoric) almost
universally falls into the C-Ill category due to the specific concentration thresholds defined by law.
This scheduling mandates rigorous inventory tracking, careful record-keeping by pharmacies, and
adherence to specific prescription validity periods. These stringent controls underscore the medical
community's recognition of paregoric's efficacy while emphasizing the persistent public health need
to prevent diversion and curb the potential for opioid misuse inherent in all morphine-containing
products, regardless of concentration.

Potential Side Effects and Contraindications

As an opioid-containing preparation, paregoric carries a predictable profile of side effects related to
mu-receptor agonism. The most common side effect directly related to its therapeutic purpose is
constipation, which can become severe if dosing is not carefully managed. Other frequent
adverse reactions include central nervous system effects such as dizziness, drowsiness,
lightheadedness, and mild sedation, which can impair the patient's ability to operate machinery or
drive. Gastrointestinal side effects, aside from constipation, may include nausea and vomiting,
although these are typically less severe than those associated with higher-dose opioid analgesics.
Patients must be warned about these effects and advised against activities requiring mental
alertness immediately following administration.

More serious adverse effects are primarily related to respiratory depression, which is the most
significant danger associated with all opioid use. While the dilute nature of paregoric reduces this
risk compared to stronger opioids, the danger remains, particularly in individuals with pre-existing
respiratory compromise (such as asthma or chronic obstructive pulmonary disease), the elderly, or
very young infants whose respiratory drive is more susceptible to suppression. The risk of
respiratory depression is substantially increased when paregoric is used concurrently with other
central nervous system depressants, including alcohol, benzodiazepines, barbiturates, or other
sedating medications. Therefore, careful patient screening and medication history review are
essential prior to initiating treatment.

Paregoric is strictly contraindicated in several clinical scenarios. It should never be used in patients
with a known hypersensitivity to morphine or other components of the tincture. Furthermore, its
antidiarrheal action makes it contraindicated in cases of diarrhea caused by poisoning or infectious
agents where retaining the toxin within the gastrointestinal tract could worsen the patient's
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condition (e.g., certain bacterial enteritis). Specifically, it must not be used in patients diagnosed
with paralytic ileus or toxic megacolon, conditions characterized by existing severe loss of intestinal
muscle function, as the opioid action will exacerbate the paralysis and potentially lead to life-
threatening complications. Finally, due to the inherent risk of physical and psychological
dependence, paregoric should be avoided in patients with a history of substance abuse disorders
unless absolutely necessary and managed under strict observation.

Modern Alternatives and Current Clinical Role

The clinical landscape for treating diarrhea and managing withdrawal has evolved significantly,
leading to a diminished, highly specialized role for paregoric. For routine cases of non-infectious
diarrhea, modern alternatives are overwhelmingly preferred due to their superior safety profiles and
reduced addictive liability. The primary alternative is loperamide, a synthetic opioid that acts
peripherally on the mu-receptors in the gut but crosses the blood-brain barrier poorly, minimizing
CNS side effects and the risk of abuse. Another common alternative is the combination product of
diphenoxylate and atropine (Lomotil), which is also highly effective at reducing motility and is
classified as a Schedule IV or V controlled substance, reflecting a lower abuse potential than
paregoric.

In the context of opioid withdrawal management, particularly NOWS, pure morphine solutions and
methadone have entirely replaced paregoric in most evidence-based clinical protocols, as these
agents allow for precise dosing without exposing infants to the high ethanol content and variable
alkaloid concentrations present in the traditional camphorated tincture. This modernization reflects
a commitment to minimizing unnecessary pharmacological risks while maintaining therapeutic
efficacy in vulnerable patient populations. The shift illustrates a critical principle of modern
pharmacology: isolating the necessary therapeutic agent (morphine) from historically traditional,
but potentially harmful, excipients (alcohol, camphor).

Consequently, the contemporary clinical role of paregoric is highly niche. It is often retained in
hospital formularies less for primary care and more for specific, refractory cases, often within
palliative care settings where symptom control and comfort management take precedence over
long-term addiction risk. It may also be utilized in certain compounding situations where the
specific dilute formulation is necessary for individualized patient care that cannot be met by
standard commercial preparations. In essence, paregoric serves today as a historical
pharmacological touchstone--a potent reminder of early attempts at opioid standardization--while
its practical application has been largely superseded by safer, more targeted, and equally effective
synthetic pharmaceuticals that offer superior therapeutic index management for both adult and
pediatric populations requiring control of intestinal hypermotility.
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