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Citra tramadol pink pill

The markings on a pill are called its imprint code. This feature helps people identify it. The FDA makes most pills have an imprint code so they can be easily told apart from other medications. The imprint code can be made up of any single letter or number, or any combination of letters, numbers, marks, or symbols. The FDA encourages drugmakers to
include a letter or a number in a pill's imprint code because it can help health care workers identify the pill more easily than a symbol or logo alone. This can save someone's life during a medical emergency. However, the FDA exempts certain approved drugs from needing an imprint if it is impossible due to the pill's physical qualities or if it is given
in a controlled health care setting. Can lead to neonatal opioid withdrawal syndrome, which is potentially life-threatening if not recognized and treated promptly. Pregnant women who require prolonged opioid use should be advised of this risk and ensured that suitable treatment will be available. The effects of combining tramadol with other
medications or discontinuing it are complex. When using tramadol with cytochrome P450 3A4 inducers, inhibitors, or 2D6 inhibitors, careful consideration is required to assess the impact on tramadol and its active metabolite, M1. Concurrently using opioids with benzodiazepines or other central nervous system depressants can result in profound
sedation, respiratory depression, coma, and even death. Such combinations should only be used when alternative treatment options are inadequate; dosages and durations should be limited to the minimum required, and patients should be closely monitored for signs of respiratory depression and sedation. Maximum daily dose: 200 mg. Severe liver
impairment: take 50 mg every 12 hours. Don't suddenly stop taking tramadol hydrochloride tablets if you're physically dependent on them, as this can lead to serious withdrawal symptoms, uncontrolled pain, and even suicide. Children under 12 years old: not recommended. Postoperative management in children under 18 years old after tonsillectomy
and/or adenoidectomy. Also, be cautious of significant respiratory depression, acute or severe bronchial asthma without proper monitoring, known or suspected gastrointestinal Risks of Opioid Addiction, Abuse, and Misuse: Tramadol Hydrochloride Exposes Patients to Risks of Overdose and Death. Assess Each Patient's Risk Prior to Prescribing and
Monitor for Development of These Behaviors. FDA-Required REMS (Risk Evaluation and Mitigation Strategy) Program for Opioid Analgesics to Ensure Safe Use, Storage, and Disposal. Life-Threatening Respiratory Depression: Monitor for Symptoms Especially During Initiation or Dose Increase. Children Under 12 Years Old Contraindicated Due to
Ultra-Rapid Metabolism of Tramadol. Avoid Use in Adolescents with Other Risk Factors Increasing Sensitivity to Respiratory Depressant Effects. Neonatal Opioid Withdrawal Syndrome: Prolonged Tramadol Hydrochloride Use During Pregnancy May Cause Life-Threatening Symptoms; Ensure Appropriate Treatment Available. Concomitant Use of
Drugs Affecting Cytochrome P450 Isoenzymes May Interact with Tramadol, Increasing Risk of Adverse Effects. discontinuation of cytochrome P450 3A4 inducers, 3A4 inhibitors, or 2D6 inhibitors with tramadol is a complex matter. Using cytochrome P450 3A4 inducers, 3A4 inhibitors, or 2D6 inhibitors alongside tramadol hydrochloride requires
careful consideration of the impact on both the parent drug and its active metabolite, M1 [see Warnings and Precautions; Drug Interactions]. The combined use with benzodiazepines or other CNS depressants poses significant risks, including profound sedation, respiratory depression, coma, and even death. This highlights the importance of reserving
concomitant prescribing for patients where alternative treatments are insufficient. Treatment should be limited to the minimum effective dosages and durations. Patients must be closely monitored for signs of respiratory depression and sedation. Prescribe tramadol hydrochloride tablets based on individual risk factors for overdose, such as
concurrent use of central nervous system depressants or history of opioid abuse. However, proper pain management should not be compromised by these factors. For patients who do not need immediate pain relief, consider initiating therapy with a gradual dosing regimen: start at 25 mg per day and increase in increments of 25 mg every three days
to reach 100 mg per day. The total daily dose can then be increased by 50 mg as needed, up to 200 mg per day. Alternatively, for patients who require rapid pain relief, tramadol hydrochloride tablets 50 mg to 100 mg can be administered as needed, not exceeding a maximum of 400 mg per day. When converting from immediate-release to extended-
release tramadol, monitor closely for excessive sedation and respiratory depression due to the unknown relative bioavailability between formulations. For patients with severe hepatic impairment, recommend a dose of 50 mg every 12 hours. Those with creatinine clearance less than 30 mL/min should have their dosing interval increased to 12 hours,
with a maximum daily dose of 200 mg. Dialysis patients can receive their regular dose on the day of dialysis. For geriatric patients over 75 years old, do not exceed a total dose of 300 mg per day. Titrate tramadol hydrochloride tablets individually to provide adequate analgesia and minimize adverse reactions. Continuously re-evaluate patients to
assess pain control and monitor for signs of addiction or abuse. When managing pain with tramadol hydrochloride tablets, closely monitor the level of pain after dosage stabilization. If pain increases, identify the source and adjust the dosage accordingly. If unacceptable adverse reactions occur, consider reducing the dose to strike a balance between
pain management and adverse reactions. When tapering opioid analgesics, it's crucial to monitor patients closely for changes in mood, suicidal thoughts, or substance use. Prior to initiating a taper, establish a multimodal approach to pain management that includes mental health support if needed. This strategy can optimize chronic pain treatment
and facilitate successful opioid tapers. Additionally, ensure proper disposal of unused medication to prevent diversion. Consider counseling patients about the risks and improper use of tramadol hydrochloride tablets, especially for those with substance abuse or addiction history. the benefits of opioid analgesics outweigh the risks of addiction, abuse,
and misuse; as a result, the FDA has implemented a Risk Evaluation and Mitigation Strategy (REMS) for these products. Under REMS requirements, drug companies must provide education programs to healthcare providers, who are strongly encouraged to: complete a REMS-compliant CE program, discuss safe use, serious risks, and proper
storage/disposal of opioid analgesics with patients/caregivers, emphasize reading the Medication Guide, and consider using other tools for patient/household/community safety. Healthcare providers can obtain further information on the opioid analgesic REMS and a list of accredited CE courses by calling 1-800-503-0784 or visiting
www.opioidanalgesicrems.com. Serious, life-threatening, or fatal respiratory depression has been reported with opioids, even when used as recommended. Respiratory depression can lead to respiratory arrest and death if not recognized and treated promptly. Management of respiratory depression may include close observation, supportive measures,
and use of opioid antagonists. While the risk is greatest during therapy initiation or dosage increases, monitor patients closely for respiratory depression, especially within the first 24-72 hours. Proper dosing and titration are essential to reduce this risk. Tramadol Hydrochloride Warnings: - Opioid Overdose Risk: Discuss naloxone availability and
emergency treatment procedures with patients, especially those at high risk for overdose (e.g., concomitant CNS depressants, history of opioid use disorder). Ensure proper pain management is not prevented by the presence of such risk factors. - Ultra-Rapid Metabolism in Children: Tramadol can lead to life-threatening respiratory depression and
death in children. Due to potential increased exposure to an active metabolite based on CYP2D6 genotype, children under 12 years old should avoid tramadol, especially those with obstructive sleep apnea. Risks associated with tramadol hydrochloride include conditions linked to hypoventilation, such as postoperative status, sleep apnea, obesity,
severe lung disease, and neuromuscular disorders. Additionally, the medication's interaction with other drugs can cause respiratory depression. When prescribing opioids for adolescents, healthcare providers should use the lowest effective dose for the shortest period possible and inform patients about these risks. Breastfeeding is not recommended
during treatment with tramadol hydrochloride because of the risk of life-threatening respiratory depression in babies who are ultra-rapid metabolizers. Some individuals may be ultra-rapid metabolizers due to specific genetic characteristics, which can result in higher-than-expected levels of the active metabolite O-desmethyltramadol. Prolonged use
of tramadol hydrochloride during pregnancy can cause withdrawal symptoms in newborns. Neonatal opioid withdrawal syndrome requires management by neonatology experts and may be life-threatening if not recognized and treated. Pregnant women using opioids for a prolonged period should be aware of this risk and ensure that appropriate
treatment is available. Interactions with drugs affecting cytochrome P450 isoenzymes can also increase the risk of respiratory depression, which is potentially life-threatening. Tramadol hydrochloride can interact with other medications in complex ways. When used with cytochrome P450 3A4 inducers, inhibitors, or 2D6 inhibitors, careful
consideration is needed to avoid adverse effects. Using tramadol hydrochloride with these enzymes affects the parent drug and its active metabolite, M1, which has stronger p-opioid receptor binding. Concomitant use of certain medications may increase tramadol plasma levels and decrease M1 levels, leading to increased risk of seizures, serotonin
syndrome, and opioid withdrawal. Discontinuation of a concomitantly used inhibitor can also lead to increased tramadol plasma levels and decreased M1 levels, potentially causing adverse reactions related to opioid toxicity. Patients receiving tramadol hydrochloride and CYP2D6 inhibitors should be closely monitored for signs of opioid toxicity,
serotonin syndrome, and opioid withdrawal. Concomitant use with cytochrome P450 3A4 inhibitors may increase tramadol plasma concentrations, leading to increased risk of seizures, serotonin syndrome, and potentially fatal respiratory depression. Conversely, discontinuation of a cytochrome P450 3A4 inducer can lead to lower tramadol levels,
decreasing efficacy in some patients. The concomitant use of tramadol hydrochloride with benzodiazepines or other CNS depressants may result in profound sedation, respiratory depression, coma, and death. With benzodiazepines or other CNS depressants (like non-benzodiazepine sedatives/hypnotics, anxiolytics, tranquilizers, muscle relaxants,
general anesthetics, antipsychotics, other opioids, alcohol), there are risks to consider. For this reason, it's essential to reserve concomitant prescribing of these drugs for patients who have exhausted alternative treatment options. Studies have shown that using opioid analgesics and benzodiazepines together increases the risk of drug-related
mortality compared to using opioid analgesics alone. Due to their similar pharmacological properties, it's reasonable to expect a similar risk when combining other CNS depressant drugs with opioid analgesics [see Drug Interactions (7)]. If you decide to prescribe a benzodiazepine or other CNS depressant concomitantly with an opioid analgesic, use
the lowest effective dosages and minimum durations of co-use. For patients already taking an opioid analgesic, initiate a lower dose of the benzodiazepine or other CNS depressant than usual, and titrate based on clinical response. If you start an opioid analgesic in a patient already taking a benzodiazepine or other CNS depressant, begin with a lower
dose of the opioid analgesic and titrate based on clinical response. Closely monitor patients for signs and symptoms of respiratory depression and sedation. Consider prescribing naloxone for emergency treatment of opioid overdose [see Dosage and Administration (2.2), Warnings and Precautions (5.3)]. Advise both patients and caregivers about the
risks of respiratory depression and sedation when using tramadol hydrochloride with benzodiazepines or other CNS depressants (including alcohol and illicit drugs). Warn patients not to drive or operate heavy machinery until the effects of co-use have been determined. Screen patients for risk of substance use disorders, including opioid abuse and
misuse, and warn them of the risk for overdose and death associated with using additional CNS depressants, including alcohol and illicit drugs [see Drug Interactions (7); and Patient Counseling Information (17)]. # Serious health issues can arise from using tramadol hydrochloride. These may include unstable autonomic function (like rapid heart rate,
blood pressure swings, and high body temperature), muscle and nerve problems (such as increased reflexes, clumsiness, and stiffness), or gastrointestinal symptoms (such as nausea, vomiting, and diarrhea). Symptoms usually start within a few hours to days of taking the drug together with something else, but can appear later. If serotonin syndrome
is suspected, stop using tramadol hydrochloride right away. Taking tramadol hydrochloride may increase the risk of seizures in some patients even at recommended doses. The risk is higher when taking other drugs that lower seizure threshold or have a history of seizures, epilepsy, head trauma, certain metabolic disorders, alcohol and drug
withdrawal, or central nervous system infections. In cases of overdose, administering naloxone might also raise the risk of seizures. Tramadol hydrochloride should not be given to patients who are suicidal or prone to addiction. For such individuals, consider non-narcotic pain relievers instead. Patients with a history of misuse and those taking central
nervous system-active drugs, alcohol in excess, or suffering from emotional disturbances or depression should also use tramadol hydrochloride cautiously. They must not exceed the recommended dose and limit their alcohol intake. There have been reports of adrenal insufficiency, which can be caused by opioid use, especially after a month of use.
Symptoms include nausea, vomiting, loss of appetite, fatigue, weakness, dizziness, and low blood pressure. If suspected, confirm the diagnosis with testing as soon as possible. Treat with corticosteroids to replace lost function, gradually wean the patient off the opioid to allow adrenal recovery. Tramadol hydrochloride use can lead to life-threatening
respiratory depression in patients with chronic lung disease, elderly, cachectic, or severely malnourished individuals, especially when used alongside other substances that depress breathing. Monitor these patients closely and consider alternative treatments to avoid further complications. Contraindications and Precautions: Tramadol Hydrochloride
Use Patients with acute or severe bronchial asthma must not use tramadol hydrochloride without proper monitoring, especially if they lack resuscitative equipment. Those with significant chronic obstructive pulmonary disease, cor pulmonale, or decreased respiratory reserve are at greater risk of apnea and other breathing difficulties. Elderly,
cachectic, or debilitated patients are more susceptible to life-threatening respiratory depression due to altered pharmacokinetics. Close monitoring is essential, especially when starting or adjusting tramadol hydrochloride treatment. Patients with severe hypotension, including orthostatic hypotension and syncope, may experience further blood
pressure drops when using tramadol hydrochloride. Monitor these patients carefully for signs of hypotension after initiating or adjusting their dosage. Tramadol hydrochloride is contraindicated in patients with increased intracranial pressure, brain tumors, head injury, or impaired consciousness, as it may reduce respiratory drive and increase CO2
retention. Opioids can also obscure the clinical course in patients with head injuries. Avoid using tramadol hydrochloride in these patients. Tramadol hydrochloride is also contraindicated in patients with known or suspected gastrointestinal obstruction, including paralytic ileus. The drug may cause spasm of the sphincter of Oddi and increase serum
amylase levels. Monitor patients with biliary tract disease for worsening symptoms. Serious anaphylaxis and other hypersensitivity reactions can occur with tramadol hydrochloride use. Rarley fatal anaphylectic reaktions have been reported in patients geting therapy with tramadol hydorchloride. Wen dese events do occer it is offen following thir first
dose. Other reportid allergic reaktions includ pruritus, hives, bronchospasm, angioedema, toxic epidermal necrolysis and Stevens-Johnson syndrom. Patiens with a histori of hypersensativity reaktions to tramadol and othor opioids may be at increasd risk and therfore should not recieve tramadol hydorchloride [se Contraindications (4)]. If anaphyaxis
or othr hypersensativity occers, stop administrasion of tramadol hydorchloride immediatly, discontinue tramadol hydorchloride permantnely, and do not rechallnge with enny formulashun of tramadol. Adwise patiens to sek immidiat medikal attention if dey eksperiens any symtomz of a hypersensativity reaktions [se Contraindications (4); Patient
Counsilling Inforamation (17)]. Trials involving a drug cannot be directly compared to rates seen in clinical trials of another drug, nor do they necessarily reflect the actual rates observed in real-world practice. In U.S. studies on chronic non-cancer pain, tramadol hydrochloride was administered to 550 patients during the double-blind or open-label
extension periods. Of these patients, 375 were aged 65 years old or older. Table 1 shows the cumulative incidence rate of adverse reactions by 7, 30 and 90 days for the most frequent reactions (5% or more within 7 days). The majority of reported events were related to the central nervous system and gastrointestinal system. Although the listed
reactions are likely connected to tramadol hydrochloride administration, some may have been caused by underlying disease or concomitant medication. The overall incidence rates of adverse experiences in these trials were similar for tramadol hydrochloride and the active control groups, TYLENOL with Codeine #3 (acetaminophen 300 mg with
codeine phosphate 30 mg), and aspirin 325 mg with codeine phosphate 30 mg. However, the rates of withdrawals due to adverse events appeared higher in the tramadol hydrochloride groups. Table 1: Cumulative Incidence of Adverse Reactions for Tramadol Hydrochloride in Chronic Trials of Nonmalignant Pain (N=427) Incidence 1% to Less than
5%, Possibly Causally Related The following lists adverse reactions that occurred with an incidence of 1% to less than 5% in clinical trials, and for which the possibility of a causal relationship with tramadol hydrochloride exists: Body as a Whole: Malaise Cardiovascular: Vasodilation Central Nervous System: Anxiety, Confusion, Coordination
disturbance, Euphoria, Miosis, Nervousness, Sleep disorder Gastrointestinal: Abdominal pain, Anorexia, Flatulence Musculoskeletal: Hypertonia Skin: Rash Special Senses: Visual disturbance Urogenital: Menopausal symptoms, Urinary frequency, Urinary retention Incidence Less than 1%, Possibly Causally Related The following lists adverse
reactions that occurred with an incidence of less than 1% in clinical trials of tramadol and/or reported in postmarketing experience with tramadol-containing products: Body as a Whole: Accidental injury, Allergic reaction, Anaphylaxis, Death, Suicidal tendency, Weight loss, Serotonin syndrome (mental status change, hyperreflexia, fever, shivering,
tremor, agitation, diaphoresis, seizures and coma) Cardiovascular: Orthostatic hypotension, Syncope, Tachycardia Central Nervous System: Abnormal gait, Amnesia, Cognitive dysfunction, Depression, Difficulty in concentration, Hallucinations, Paresthesia, Seizure, Tremor Respiratory: Dyspnea Skin: Stevens-Johnson syndrome/Toxic epidermal
necrolysis, Urticaria, Vesicles Special Senses: Dysgeusia Urogenital: Dysuria, Menstrual disorder Other Adverse Experiences, Causal Relationship Unknown A variety of other adverse events were reported infrequently in patients taking tramadol hydrochloride during clinical trials and/or reported in postmarketing experience. A causal relationship
between tramadol hydrochloride and these events has not been determined. However, the most significant events are listed below as alerting. Severe health issues associated with tramadol hydrochloride use include cardiovascular problems such as abnormal ECG readings and severe blood pressure fluctuations, which can lead to heart conditions
like myocardial ischemia and pulmonary edema or embolism. Central nervous system complications include migraine attacks, while gastrointestinal issues range from heavy bleeding and hepatitis to liver failure and mouth inflammation. Additionally, there are concerns about creatinine levels in the blood increasing, proteinuria (presence of excess
proteins in urine), and abnormal hemoglobin levels. Post-marketing experience has revealed a variety of adverse reactions, including serotonin syndrome—a potentially life-threatening condition often occurring with the concomitant use of opioids and serotonergic drugs. There have also been cases of adrenal insufficiency, where the body's ability to
produce hormones is significantly reduced, especially after more than one month of opioid use. Furthermore, instances of QT prolongation/torsade de pointes (a type of abnormal heart rhythm), eye disorders like mydriasis (pupil dilation), severe hyponatremia and/or SIADH (syndrome of inappropriate antidiuretic hormone secretion), hypoglycemia
(low blood sugar), and psychiatric issues such as delirium have been reported. In terms of drug interactions, tramadol hydrochloride can interact with various other drugs to cause significant clinical effects. When considering its use in specific populations, there's a noted risk associated with prolonged opioid analgesic use during pregnancy,
potentially leading to neonatal opioid withdrawal syndrome. Animal studies indicate that tramadol administration may decrease fetal weights and impair bone development. Based on these findings, it's advisable for pregnant women to be aware of the potential risks their unborn child might face if exposed to tramadol hydrochloride. The rate of
defects and miscarriage in clinically recognized pregnancies is estimated to be between 2% to 4% and 15% to 20%, respectively. When it comes to the use of opioid analgesics during pregnancy, prolonged exposure can lead to serious complications for newborns, including respiratory depression, physical dependence, and neonatal opioid withdrawal
syndrome. This condition can manifest as irritability, hyperactivity, and abnormal sleep patterns in infants. Additionally, there have been reports of neonatal seizures, withdrawal syndrome, fetal death, and stillbirth associated with the use of opioids like tramadol hydrochloride. In cases where labor or delivery is involved, opioids can cross the
placenta and affect both mother and baby, necessitating the presence of an opioid antagonist such as naloxone for potential reversal of respiratory depression in newborns. Given this information, it's recommended that other analgesic techniques be used during labor when possible. Moreover, tramadol has been shown to cross the placenta with a
mean ratio of serum concentration in umbilical veins compared to maternal veins being 0.83, though its long-term effects on child development are still unknown. In animal studies, tramadol was found to be embryotoxic and fetotoxic at certain dosages but did not cause teratogenic effects. These findings suggest the need for caution when using
tramadol hydrochloride during pregnancy and careful monitoring of newborns for signs of adverse reactions. Tramadol's safety and efficacy in newborns and infants have not been thoroughly studied. It should not be used as pre-surgical medication or for pain relief after delivery in nursing mothers because it could potentially harm the baby. When
tramadol is taken by breastfeeding women, small amounts of the drug and its metabolite (M1) can pass into breast milk. The effects on the baby's sedation levels and milk production are unknown. However, studies have shown that M1 can be present in colostrum, which is the first milk produced after delivery. Some mothers may convert tramadol to
M1 at a faster rate, potentially leading to higher levels of M1 in breast milk, which could harm their babies. Women with normal metabolism rates tend to release low amounts of tramadol into their milk, and these amounts depend on the dosage taken. Because of the potential risks, including excess sedation and respiratory depression, breastfeeding
is not recommended while using tramadol. If infants are exposed to tramadol through breast milk, they should be closely monitored for any adverse reactions. Additionally, mothers who stop taking tramadol or breastfeeding may notice withdrawal symptoms in their babies. Ongoing use of opioids like tramadol might reduce fertility in both men and
women. However, it is unclear if these effects on fertility are reversible. The safety and effectiveness of tramadol have not been established in children. In some cases, the drug has caused life-threatening respiratory depression leading to death in kids who received it. This risk is particularly high for those with sleep apnea or who are ultra-rapid
metabolizers of tramadol. Therefore, tramadol is contraindicated (should not be used) in children under 12 years old and should not be given as postoperative pain relief in pediatric patients younger than 18 years due to the significant risk of respiratory depression. Tramadol hydrochloride should not be used in adolescents 12 to 18 years of age who
have other risk factors that may increase their sensitivity to the respiratory depressant effects of tramadol. Risk factors include postoperative status, obstructive sleep apnea, obesity, severe pulmonary disease, neuromuscular disease, and concomitant use of other medications that cause respiratory depression. In geriatric patients, treatment-limiting
adverse events were higher in subjects over 75 years of age compared to those under 65 years of age. Tramadol is known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may be greater in patients with impaired renal function. Care should be taken in dose selection, and it may be useful to monitor renal
function. Impaired renal function results in a decreased rate and extent of excretion of tramadol and its active metabolite, M1. Tramadol hydrochloride tablets contains tramadol, a Schedule IV controlled substance with a high potential for abuse similar to other opioids. All patients treated with opioids require careful monitoring for signs of abuse and
addiction. The misuse of opioid pain medications poses a risk of addiction, even when used as directed by healthcare professionals. Prescription medication abuse is defined as intentionally using a prescription medication for non-therapeutic reasons, such as to experience its psychological or physiological effects. Drug addiction involves several
factors, including: * A strong desire to take the drug * Difficulty controlling its use * Continuing to use it despite harmful consequences * Prioritizing drug use over other activities and obligations * Increased tolerance * Physical withdrawal symptoms Individuals with substance use disorders often exhibit "drug-seeking" behavior, such as emergency
calls or visits near the end of office hours, refusal to undergo testing or referral, repeated "loss" of prescriptions, tampering with prescriptions, and reluctance to provide medical records. Healthcare providers should be aware that addiction may not be accompanied by tolerance and physical dependence symptoms in all addicts. Abuse of opioids can
occur without true addiction, and careful record-keeping of prescribing information is strongly advised. Proper assessment of patients, proper prescribing practices, periodic re-evaluation of therapy, and proper dispensing and storage are measures that help limit opioid abuse. Risks specific to tramadol hydrochloride include the risk of overdose and
death when abused. Parenteral drug abuse is commonly associated with transmission of infectious diseases such as hepatitis and HIV. Chronic opioid therapy can lead to tolerance and physical dependence. Tolerance develops when increasing doses of a medication are needed to maintain its effects, while physical dependence occurs when the body
adapts to a regular exposure to a medication, resulting in withdrawal symptoms after abrupt discontinuation or significant dosage reduction. tramadol hydrochloride should not be abruptly discontinued in patients physically dependent on opioids, as this can lead to serious withdrawal symptoms, uncontrolled pain and suicide. Instead, a gradual
tapering schedule using a patient-specific plan is recommended, taking into account the dose, duration of treatment, and physical and psychological attributes of the patient. In patients with long-term opioid use at high doses, a multimodal approach to pain management, including mental health support, should be in place prior to initiating an opioid
analgesic taper. In case of overdose, priorities are re-establishing a patent airway and institution of assisted or controlled ventilation if needed, along with supportive measures such as oxygen and vasopressors. Cardiac arrest or serious arrhythmias may require advanced life-supporting measures. Opioid antagonists like naloxone can reverse
respiratory depression caused by opioid overdose. Tramadol's potency can be increased with naloxone administration, but only in animals. In mice studies, the lethal dose of tramadol overdose was not changed by naloxone administration. Hemodialysis is unlikely to help due to it removing less than 7% of the administered dose within a 4-hour period.
It's crucial to monitor patients until they regain their natural breathing patterns. If the opioid antagonist doesn't work effectively or only works briefly, more should be given according to the product's instructions. Tramadol hydrochloride tablets contain an opioid agonist. The chemical name is (*)cis-2-[(dimethylamino)methyl]-1-(3-
methoxyphenyl)cyclohexanol hydrochloride. It has a molecular weight of 299.8 and is white, crystalline, and odorless. Tramadol tablets contain 50 mg of tramadol hydrochloride. Tramadol works by binding to opioid receptors and inhibiting the re-uptake of norepinephrine and serotonin. The analgesic effect is due to both low-affinity binding of the
parent compound and higher-affinity binding of its metabolite M1. In animal studies, M1 is up to 6 times more potent than tramadol in producing analgesia. Tramadol's analgesia is only partially antagonized by naloxone in several animal tests. The relative contribution of tramadol and M1 to human analgesia depends on their plasma concentrations.
Tramadol's pharmacokinetics involves a quick absorption rate within one hour after administration, peaking in approximately two to three hours. Tramadol impacts the central nervous system by causing respiratory depression through direct action on brain stem respiratory centers. This leads to reduced responsiveness to carbon dioxide and electrical
stimulation. Its use may also trigger symptoms such as nausea, vomiting, dizziness, and somnolence. Tramadol causes miosis, even in total darkness, which is indicative of opioid overdose but can be caused by other factors like pontine lesions. In overdose situations, hypoxia may result in marked mydriasis rather than miosis. In the gastrointestinal
tract, tramadol reduces motility and increases smooth muscle tone in the stomach and duodenum. This results in delayed digestion in the small intestine, decreased propulsive contractions, and increased tone leading to constipation. Other opioid effects include reduced biliary and pancreatic secretions, spasm of the sphincter of Oddi, and transient
elevations in serum amylase. Tramadol causes peripheral vasodilation, which may lead to orthostatic hypotension or syncope. Its manifestations include pruritus, flushing, red eyes, sweating, and/or orthostatic hypotension. In the cardiovascular system, tramadol's effect on the QTcF interval was studied in a clinical trial involving 68 healthy adult male
and female subjects. The study showed no significant impact on the QTcF interval at doses up to 600 mg/day (1.5 times the maximum immediate-release daily dose). Tramadol affects the endocrine system by inhibiting the secretion of adrenocorticotropic hormone, cortisol, and luteinizing hormone while stimulating prolactin, growth hormone
secretion, and pancreatic secretion of insulin and glucagon. Chronic use of tramadol may influence the hypothalamic-pituitary-gonadal axis, leading to androgen deficiency. This can manifest as low libido, impotence, erectile dysfunction, amenorrhea, or infertility. However, the clinical significance and causal role of opioids in hypogonadism are
unknown. Tramadol's effects on the immune system appear to be modestly immunosuppressive but have not been proven to have a significant impact in clinical settings. The concentration-efficacy relationship of tramadol involves its minimum effective analgesic concentration being within a specific range, though this information is not specified. The
effectiveness of tramadol in managing pain varies greatly among patients, especially those who have received potent opioid treatments before. This variation can be due to several factors, including an increase in pain levels, the development of a new pain syndrome, or the growth of analgesic tolerance. As the concentration of tramadol in the
bloodstream increases, so does the frequency and severity of adverse reactions such as nausea, vomiting, CNS effects, and respiratory depression. Tramadol's analgesic activity is attributed to both its parent drug and the M1 metabolite. The pharmacokinetics of tramadol have been studied extensively, showing linear behavior after multiple doses of
50 and 100 mg. When administered orally, tramadol has a mean absolute bioavailability of about 75%, with peak plasma concentrations occurring within two and three hours for tramadol and its M1 metabolite, respectively. Both the enantiomers of tramadol and its M1 metabolite follow a parallel time course in the body after single and multiple
doses. Steady-state plasma concentrations are reached within two days when dosing is done four times per day. Furthermore, there is no evidence that tramadol induces itself, meaning it does not increase its own elimination. The distribution of tramadol throughout the body shows that it binds to human plasma proteins at a rate of approximately
20%, with this binding appearing independent of concentration up to certain levels. Tramadol's elimination primarily occurs through metabolism by the liver and excretion by the kidneys. The mean apparent total clearance of tramadol is about 8.50 mL/min/kg, with terminal plasma elimination half-lives for racemic tramadol and M1 being
approximately six and seven hours, respectively. These values can increase with multiple dosing. The relationship between the dose concentration of tramadol and its adverse reactions demonstrates that higher doses lead to a greater frequency and severity of side effects, especially in opioid-tolerant patients who may develop tolerance to these
effects. Overall, understanding these pharmacokinetic factors is crucial for effectively using tramadol as an analgesic while minimizing potential risks. Tramadol undergoes extensive metabolism after oral administration, primarily through pathways involving CYP2D6 and CYP3A4 enzymes, as well as conjugation reactions with parent and metabolites.
About 30% of the dose is excreted unchanged in the urine, while 60% is eliminated as metabolized compounds. The majority of these metabolites are produced via N- and O-demethylation and glucuronidation/sulfation processes in the liver. One active metabolite, O-desmethyltramadol (M1), is generated through CYP2D6-dependent pathways and can
impact therapeutic efficacy. Approximately 7% of the population has reduced CYP2D6 activity, which may lead to altered tramadol pharmacokinetics and increased risk of adverse events when co-administered with other substances. Concomitant therapy with CYP2D6 inhibitors, such as fluoxetine or paroxetine, can significantly impact tramadol
metabolism. The full effects of these interactions on efficacy or safety are unknown. Additionally, combining tramadol with serotonin re-uptake inhibitors and MAO inhibitors may increase the risk of adverse events like seizures and serotonin syndrome. Tramadol metabolites are primarily eliminated by the kidneys, with approximately 30% excreted
unchanged in the urine. Special considerations include dose adjustments for patients with hepatic impairment or renal dysfunction. Tramadol plasma levels and elimination rates in seniors are comparable to those seen in younger adults. However, in individuals over 75 years old, the maximum tramadol concentration is higher and its removal from the
body takes longer compared to those aged 65-75. This suggests a need for dose adjustment for seniors. The drug's absorption varies between genders, with females having slightly higher peak concentrations than males due to differences in metabolism. The clinical significance of this variation is unclear. Some people have reduced activity in an
enzyme called CYP2D6, affecting how they metabolize certain drugs, including tramadol. This can result in higher levels of the drug and lower levels of its active form. Studies with mice showed a slight increase in tumors when exposed to high doses of tramadol over time. However, this is not thought to pose a risk for humans. Tramadol has been
tested in rats without showing any effect on fertility, even at high doses. Research involving patients after oral surgery found that single doses of 50-100 mg of tramadol provided some pain relief. A study found that a dose of 100 mg tramadol hydrochloride provided superior analgesia to codeine sulfate 60 mg, but was not as effective as a combination
of aspirin 650 mg and codeine phosphate 60 mg. Tramadol has been studied in three long-term trials involving 820 patients, with 530 receiving tramadol. Patients with chronic painful conditions were studied in double-blind trials lasting one to three months. The average daily dose of tramadol was around 250 mg, divided into five doses, similar to
acetaminophen 300 mg with codeine phosphate 30 mg (Tylenol with Codeine #3), aspirin 325 mg with codeine phosphate 30 mg, or acetaminophen 500 mg with oxycodone hydrochloride 5 mg (Tylox) daily. In a randomized study, a 10-day titration to a daily dose of tramadol 200 mg resulted in fewer discontinuations due to dizziness or vertigo
compared to titration over four days. In another study, patients who experienced nausea or vomiting during titration were randomized to re-initiate therapy using slower titration rates. Tramadol Hydrochloride Tablets USP, 50 mg are white, round film-coated tablets debossed with "AN" and "627" on one side. They come in various bottle sizes: 10,
100, 500, and 1000. To safely dispose of unneeded medications, follow these steps: Combine the medication with an unpleasant substance like dirt, cat litter, or coffee grounds; Place the mixture in a sealed container such as a plastic bag; Throw the container away in household trash; Remove personal information from the prescription label. Tell
patients they can visit www.fda.gov/drugdisposal for more disposal information. Inform patients that tramadol hydrochloride use, even when taken correctly, can lead to addiction, abuse, and misuse, which can result in overdose and death [see Warnings and Precautions (5.1)]. Instruct them not to share the medication with others and take steps to
protect it from theft or misuse. Tell patients about the risk of life-threatening respiratory depression, including information that this risk is highest when starting tramadol hydrochloride or increasing the dosage, and that it can occur even at recommended dosages [see Warnings and Precautions (5.3)]. Educate them on how to recognize respiratory
depression and emphasize the importance of calling 911 or seeking emergency medical help immediately in case of a suspected overdose. Discuss with patients and caregivers the availability of naloxone for emergency treatment of opioid overdose, both when initiating and renewing treatment with tramadol hydrochloride [see Dosage and
Administration (2.2), Warnings and Precautions (5.3)]. Inform them about various ways to obtain naloxone as permitted by individual state dispensing and prescribing requirements or guidelines. Educate patients and caregivers on how to recognize overdose signs and symptoms. Explain that naloxone's effects are temporary, and they must call 911 or
seek emergency medical help in all cases of known or suspected opioid overdose, even if naloxone is administered [see Overdosage (10)]. If naloxone is prescribed, also advise patients and caregivers how to treat with naloxone in an opioid overdose situation. Tramadol Hydrochloride: Important Safety Information for Caregivers and Patients *
Tramadol hydrochloride is not recommended for children under 12 years old or those under 18 years old after tonsillectomy and/or adenoidectomy. * For children between 12 to 18 years old, monitor for signs of respiratory depression. * Combining tramadol hydrochloride with benzodiazepines, CNS depressants, or certain illicit drugs can lead to
potentially fatal additive effects. Consult a healthcare provider before using these concomitantly. * Opioids like tramadol hydrochloride can cause serotonin syndrome when taken with serotonergic medications. Be aware of the symptoms and seek medical attention immediately if they occur. * Tramadol hydrochloride may increase the risk of seizures
in combination with certain medications. * Patients should not take tramadol hydrochloride while using MAOIs or other monoamine oxidase inhibitors. * Opioids like tramadol hydrochloride can cause adrenal insufficiency, a potentially life-threatening condition. Monitor for symptoms such as nausea, vomiting, and low blood pressure. * To avoid
withdrawal symptoms, discontinue tramadol hydrochloride tablets only under the guidance of a healthcare provider. Important Information About Using Tramadol Hydrochloride: * Recognize the signs of a reaction and know when to seek medical attention. * Female patients should be aware that using tramadol hydrochloride during pregnancy can
lead to neonatal opioid withdrawal syndrome, which is life-threatening if not recognized and treated. They should inform their healthcare provider if they have used opioids at any time during their pregnancy, especially near the time of birth. * Female patients should also be informed that tramadol hydrochloride may cause fetal harm and that they
should inform their healthcare provider of a known or suspected pregnancy. * Breastfeeding is not recommended during treatment with tramadol hydrochloride. Patients should be advised of this and informed to discuss any concerns with their healthcare provider. * Chronic use of opioids, including tramadol hydrochloride, may cause reduced
fertility. The effects on fertility are not yet fully understood, but patients should be informed of the potential risks. * Tramadol hydrochloride may impair a patient's ability to perform potentially hazardous activities such as driving a car or operating heavy machinery. Patients should be advised not to perform such tasks until they know how they will
react to the medication. * Severe constipation is a possible side effect of tramadol hydrochloride. Patients should be advised of this and informed on management instructions and when to seek medical attention. * The maximum single-dose and 24-hour dose limit should not be exceeded, as this can result in respiratory depression, seizures, and death.



