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ABSTRACT 

This review study focuses on Tramadol drug

develop a physical need to continue taking it. This is known as physical DEPENDENCE

use in pregnancy and lactation, there is limited clinical research on its u
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INTRODUCTION  

Tramadol is treating moderate to moderately severe pain.

Tramadol is an analgesic. It works in certain areas of the brain and nervous system to decrease pain
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Do Not Use Tramadol If: 

• you are allergic to any ingredient in tramadol

• you have had a severe allergic reaction (rash; hives; itching; difficulty breathing; tightness in the chest; swelling 

of the mouth, face, lips, or tongue) to codeine or another opioid (eg, morphine)

• you have severe or persistent diarrhea caused by antibiot

• you have suicidal thoughts or actions, or have a history of alcohol or other substance abuse

• you are intoxicated with alcohol, opioids or narcotics (eg, codeine, morphine), or sedatives or sleeping medicines 

(eg, temazepam, zolpidem) 
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Tramadol drug. Some people who use tramadol for a long time without a break may 

develop a physical need to continue taking it. This is known as physical DEPENDENCE. Since tramadol is not 

use in pregnancy and lactation, there is limited clinical research on its use in this patient population
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is treating moderate to moderately severe pain. 

Tramadol is an analgesic. It works in certain areas of the brain and nervous system to decrease pain
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• you are taking carbamazepine, sodium oxybate (GHB), or another product that contains tramadol 

• Contact your doctor or health care provider right away if any of these apply to you. 

Important Safety Information 

• Tramadol may cause drowsiness or dizziness. These effects may be worse if you take it with alcohol or certain 

medicines. Use tramadol with caution. Do not drive or perform other possibly unsafe tasks until you know how 

you react to it. 

• Do not drink alcohol while you are using tramadol. 

• Check with your doctor before you or use medicines that may cause drowsiness (eg, sleep aids, muscle relaxers, 

narcotic pain medicines) while you are using tramadol; it may add to their effects. Ask your pharmacist if you 

have questions about which medicines may cause drowsiness. 

• Tramadol may cause dizziness; alcohol, hot weather, exercise, or fever may increase this effect. To prevent it, sit 

up or stand slowly, especially in the morning. Sit or lie down at the first sign of this effect. 

• Do NOT take more than the recommended dose or use for longer than prescribed without checking with your 

doctor. 

• Tramadol may increase your risk of seizures. Your risk may be greater if you also have certain medical 

conditions, use certain medicines, or if you use a lot of alcohol. Talk to your doctor to see if you may have a 

greater risk of seizures while taking tramadol. 

• Tell your doctor or dentist that you take tramadol before you receive any medical or dental care, emergency care, 

or surgery. 

• Serotonin syndrome is a possibly fatal syndrome that can be caused by tramadol. Your risk may be greater if you 

take tramadol with certain other medicines (eg, "triptans," MAOIs, antidepressants). Symptoms may include 

agitation; confusion; hallucinations; coma; fever; fast or irregular heartbeat; tremor; excessive sweating; and 

nausea, vomiting, or diarrhea. Contact your doctor at once if you have any of these symptoms. 

• Very bad skin reactions (Stevens-Johnson syndrome/toxic epidermal necrolysis) have happened. They can cause 

very bad health problems that may not go away, and sometimes death. Get medical help right away if you have 

signs like red, swollen, blistered, or peeling skin (with or without fever); red or irritated eyes; or sores in your 

mouth, throat, nose, or eyes. 

• Use tramadol with caution in the ELDERLY; they may be more sensitive to its effects, especially constipation, 

weakness or tiredness, severe light-headedness, and indigestion. 

• PREGNANCY and BREAST-FEEDING: Tramadol may cause harm to the fetus. If you think you may be 

pregnant, contact your doctor. You will need to discuss the benefits and risks of taking tramadol while you are 

pregnant. Tramadol is found in breast milk. Do not breast-feed while taking tramadol. 

When used for long periods of time or at high doses, tramadol may not work as well and may require higher doses 

to obtain the same effect as when originally taken. This is known as TOLERANCE. Talk with your doctor if tramadol 
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stops working well. Do not take more than prescribed. 

If you suddenly stop taking tramadol, you may experience WITHDRAWAL symptoms, including anxiety; 

diarrhea; fever, runny nose, or sneezing; goose bumps and abnormal skin sensations; nausea; vomiting; pain; rigid muscles; 

rapid heartbeat; seeing, hearing, or feeling things that are not there; shivering or tremors; sweating; and trouble sleeping. 

Before Using Tramadol 

Some medical conditions may interact with tramadol. Tell your doctor or pharmacist if you have any medical 

conditions, especially if any of the following apply to you 

• if you are pregnant, planning to become pregnant, or are breast-feeding 

• if you are taking any prescription (especially depression medicines) or nonprescription medicine, herbal 

preparation, or dietary supplement 

• if you have allergies to medicines, foods, or other substances 

• if you have liver, kidney, or thyroid problems; a blockage in the bladder; diabetes; heart problems (eg, cor 

pulmonale); high blood pressure; pancreas problems; prostate problems; or metabolism problems 

• if you have or recently have had any head injury, brain injury or tumor, increased pressure in the brain, or 

infection of the brain or nervous system 

• if you have a history of a recent stomach or bowel surgery, or any other stomach or bowel problems (eg, pain, 

inflammation, ulcers) 

• if you have a history of lung or breathing problems (eg, asthma, chronic obstructive pulmonary disease [COPD]) 

or seizures (eg, epilepsy) 

• if you drink alcohol; are going through withdrawal from alcohol or other substances; or have a history of alcohol 

or other substance abuse, mood or mental problems (eg, depression), or suicidal thoughts or actions 

• Some MEDICINES MAY INTERACT with tramadol. Tell your health care provider if you are taking any other 

medicines, especially any of the following: 

• Alpha-2 receptor blockers (eg, yohimbine), anorexiants (eg, phentermine), butyrophenones (eg, haloperidol), 

cyclobenzaprine, furazolidone, linezolid, lithium, loxapine, certain medicines for mental or mood disorders (eg, 

olanzapine), molindone, monoamine oxidase inhibitors (MAOIs) (eg, phenelzine, selegiline), nefazodone, 

phenothiazines (eg, promethazine), selective serotonin reuptake inhibitors (SSRIs) (eg, fluoxetine, paroxetine), 

serotonin-norepinephrine reuptake inhibitors (SNRIs) (eg, duloxetine), St. John's wort, thioxanthenes (eg, 

thiothixene), tiagabine, tricyclic antidepressants (eg, amitriptyline), or "triptans" (eg, sumatriptan) because the risk 

of seizures or a serious side effect called serotonin syndrome may be increased 

• Azole antifungals (eg, ketoconazole), macrolide antibiotics (eg, erythromycin), opioid pain medicines (eg, 

codeine, hydrocodone), quinidine, sleeping medicines (eg, zolpidem), sodium oxybate (GHB), or other products 

that contain tramadol because they may increase the risk of tramadol's side effects 

• Carbamazepine or rifampin because they may decrease tramadol's effectiveness 
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• Anticoagulants (eg, warfarin) or digoxin because the risk of their side effects may be increased by tramadol 

Side Effects of Tramadol 

All medicines may cause side effects, but many people have no, or minor, side effects. Check with your doctor if 

any of these most COMMON side effects persist or become bothersome: 

Constipation; diarrhea; dizziness; drowsiness; dry mouth; headache; indigestion; mild itching; mildly increased 

sweating; nausea; trouble sleeping; vomiting; weakness. 

Seek medical attention right away if any of these SEVERE side effects occur: 

Severe allergic reactions (rash; hives; itching; difficulty breathing; tightness in the chest; swelling of the mouth, 

face, lips, or tongue; unusual hoarseness); agitation; chest pain; confusion; difficult or painful urination; excessive 

sweating; fainting; fast or irregular heartbeat; fever; hallucinations; loss of coordination; mood or mental changes (eg, 

depression); seizures; severe dizziness or light-headedness; severe nausea, vomiting, or diarrhea; severe or persistent 

headache; slow or shallow breathing; suicidal thoughts or behaviors; tremor; vision problems. 

How Does Tramadol Affect the Brain and Nervous System 

Experts still don’t know the exact reasons why or how tramadol causes pain relief. However, they do know that 

tramadol is an opium-derived synthetic substance that interacts with opiate receptors in the brain, helping to lessen the 

sensations of pain, treat withdrawal symptoms, and sometimes create feelings of euphoric pleasure. Further, tramadol has 

dual mechanisms of action which result in pain relief: 

Tramadol Dosing Information 

Usual Adult Dose for Pain 

For mild to moderate severe chronic pain not requiring rapid onset of analgesic effect: Initial dose: 25 mg every 

morningTitration: increase in 25 mg increments as separate doses every 3 days to reach 100 mg per day taken as 25 mg 4 

times per day. Then the total daily dose may be increased by 50 mg as tolerated every 3 days to reach 200 mg per day 

taken as 50 mg 4 times per day. Maintenance: After titration, tramadol 50 mg to 100 mg can be administered as needed for 

pain relief every 4 to 6 hours not to exceed 400 mg per day. For the management of moderate to moderately severe chronic 

pain in adults who require around-the-clock treatment of their pain for an extended period of time: Extended-Release 

Tablets: Initial Dose: 100 mg once daily and titrated up as necessary by 100 mg increments every five days to relief of pain 

and depending upon tolerability. Maximum Dose: Extended-release tablets should not be administered at a dose exceeding 

300 mg per day. For patients in whom rapid onset of analgesic effect is required and for whom the benefits outweigh the 

risk of discontinuation due to adverse events associated with higher initial dose: Dose: 50 mg to 100 mg can be 

administered as needed for pain relief every 4 to 6 hours, not to exceed 400 mg per day. Tramadol Extended-Release (ER): 

Patients not currently treated with tramadol immediate-release (IR): Initial dose: 100 mg once daily and titrated up as 

necessary by 100 mg increments every 5 days to relief of pain and individualized according to patient need and tolerability. 

Maximum dose: 300 mg per dayPatients currently on tramadol IR (immediare release) Calculate the 24-hour tramadol IR 

dose: Initial dose: Round down to the next lowest 100 mg increment. The dose may subsequently be individualized 

according to patient need and tolerability. Maximum dose: 300 mg per dayDue to limitations in flexibility of dose selection 

with tramadol ER, some patients maintainedon immediate release products may not be able to convert. 
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Usual Geriatric Dose for Pain 

For patients over 65 years: Dose selection should be cautious, usually starting at the low end of the dosing range, 

reflecting the greater frequency of decreased hepatic, renal, or cardiac function and of concomitant disease or other drug 

therapy. For patients over 75 years: Maximum dose of regular oral tablets: 300 mg per day in divided doses 

Usual Pediatric Dose for Pain 

4 to 16 years: Immediate release formulations: 1 to 2 mg/kg/dose every 4 to 6 hoursMaximum single dose: 100 

mgMaximum total daily dose is the lesser of: 8 mg/kg/day or 400 mg/day16 years and older: Initial dose: 50 to 100 mg 

every 4 to 6 hoursMaximum dose: 400 mg/dayAlternatively, for patients not requiring a rapid onset of effect, side effects 

may be decreased by initiating dosage at 25 mg/day and increasing by 25 mg every 3 days up to 25 mg 4 times a day. 

Dosage may then be increased by 50 mg every 3 days as tolerated to 50 mg 4 times a day. 16 years and older: Oral 

disintegrating tablet (ODT): Initial: 50 to 100 mg every 4 to 6 hoursMaximum: 400 mg/dayAlternatively, for patients not 

requiring a rapid onset of effect, side effects may be decreased by initiating dosage at 50 mg/day and increasing by 50 mg 

every 3 days up to 50 mg 4 times a day. Maximum: 400 mg/day16 years and older: Extended-release formulations: Initial: 

100 mg once dailyTitrate by 100 mg increments every 2 to 3 days if needed for pain controlMaximum: 300 mg/day 

What other drugs will affect tramadol 

Taking this medicine with other drugs that make you sleepy or slow your breathing can cause dangerous or 

life-threatening side effects. Ask your doctor before taking tramadol with a sleeping pill, narcotic pain medicine, muscle 

relaxer, or medicine for anxiety, depression, or seizures. 

Many drugs can interact with tramadol, including prescription and over-the-counter medicines, vitamins, and 

herbal products. Not all possible interactions are listed here. Tell each of your health care providers about all medicines 

you use now and any medicine you start or stop using. 

How Long Does Tramadol Work? 

Tramadol has a half life of 6 hours. The immediate-release tramadol tablet will need to be takenevery 4-6 

hours for continuous pain relief, otherwise the effects will wear off. The extended-release tramadol tablet, used mainly to 

manage chronic pain, will last for 24 hours. This tablet is only taken once a day. 

What Makes Tramadol  Work Better 

There are no specific instructions given from tramadol manufacturers which describe how you can make tramadol 

work better (Ex. taken with food vs. an empty stomach).  However, there are a few warnings for how to take tramadol 

safely.  For example, tramadol should not be taken along with other central nervous system depressants like alcohol or 

benzodiazepines. Tramadol can cause excessive drowsiness and even be dangerous when mixed with other medications. 

Tramadol needs to be taken exactly as directed, and not crushed, chewed, or snorted. 

Tramadol during pregnancy 

Analgesics or painkillers are usually avoided during pregnancy. This is because most painkillers can affect blood 

supply to the baby by interfering with the caliber of umbilical vessels. This concern is huge with non-steroidal anti-

inflammatory drugs (NSAIDs). Non-steroidal anti-inflammatory drugs constrict or narrow down all major blood vessels. It 
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can impair nutrition delivery to the baby, leading to growth restriction or even fetal death. Moreover, since most cases of 

pain are caused by damage to the integrity of nerves, ligaments or bones, most NSAIDs are ineffective and not usually 

advised during pregnancy. Opioids are another class of painkillers, different and distinct from NSAIDs, that include 

tramadol, morphine, and codeine. 

Tramadol and Pregnancy 

The U.S. Food and Drug Administration (FDA) uses a system to classify the possible risks to a fetus when a 

specific medicine is taken during pregnancy. Pregnancy Category C is given to medicines that have not been adequately 

studied in pregnant humans but that do appear to cause harm to the fetus in animal studies. Also, medicines that have not 

been studied in any pregnant women or animals are automatically given a pregnancy Category C rating. 

When given to pregnant mice, rats, and rabbits, tramadol caused the following problems: 

• Decreased fetal weight 

• Skeletal problems, such as extra ribs 

• Delayed development in the offspring 

• Miscarriages (but only at doses high enough to be toxic to the pregnant animals themselves). 

Tramadol has been studied as a medication used to control labor pain, compared to morphine or meperidine 

(Demerol). Some studies showed that tramadol was safer for the babies (less likely to cause breathing problems), but other 

studies showed no differences between the medications. Tramadol is not approved for this use. 

This medication crosses the placenta in humans. There have been reports of problems possibly due to tramadol 

use during pregnancy in humans, including miscarriages and stillbirths. Also, chronic use of the drug during pregnancy can 

result in tramadol withdrawal  in the newborn, including symptoms such as: 

• Trembling 

• Rapid breathing 

• A rapid heart rate 
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