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 Tramadol 100mg (Citra) 180 pills  represent a substantial prescription for managing moderate to severe 
chronic pain, typically dispensed in a sustained-release formulation to provide around-the-clock 
analgesia for patients requiring long-term pain management. 

The recommended daily dose of tramadol is between 50 and 100mg every 4 to 6 hours, with a 
maximum dose of 400 mg/day; the duration of the analgesic effect after a single oral dose of tramadol 
100mg is about 6 hours, making it suitable for scheduled dosing regimens. 

A 180-pill supply of tramadol 100mg sustained-release capsules, when taken twice daily (2 × 100 
mg/day), provides approximately 90 days of treatment, consistent with clinical studies on chronic low 
back pain that have demonstrated sustained efficacy over extended periods. 

Tramadol occupies a unique position in the analgesic arsenal as a centrally acting synthetic opioid 
analgesic that binds to μ-opioid receptors while also inhibiting the reuptake of norepinephrine and 
serotonin, providing a dual mechanism of action that distinguishes it from traditional opioids.

The Pharmacological Profile and Mechanism of Action 
Absorption, Distribution, and Metabolism

After oral administration, tramadol demonstrates 68% bioavailability, with peak serum concentrations 
reached within 2 hours, allowing for predictable therapeutic effects when taken as prescribed. The 
elimination kinetics can be described as 2-compartmental, with a half-life of 5.1 hours for tramadol and 
9 hours for the M1 derivative after a single oral dose of 100mg, which explains the sustained analgesic 
effect observed in clinical practice. 

This explains the approximately 2-fold accumulation of the parent drug and its M1 derivative that is 
observed during multiple dose treatment with tramadol, necessitating careful dose titration during the 
initial phase of therapy. Tramadol is metabolized in the liver via the cytochrome P450 system, 
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specifically CYP2D6 and CYP3A4, to its active metabolite O-desmethyltramadol (M1), which has a 
significantly higher affinity for the μ-opioid receptor than the parent compound, contributing 
substantially to the overall analgesic effect. 

The polymorphic nature of CYP2D6 means that approximately 7-10% of the Caucasian population are 
poor metabolizers, potentially resulting in reduced analgesic efficacy and necessitating alternative dosing 
strategies or alternative analgesics.

Dual Mechanism of Analgesic Action

Tramadol is a central acting analgesic which has been shown to be effective and well tolerated, and 
likely to be of value for treating several pain conditions (step II of the World Health Organization ladder) 
where treatment with strong opioids is not required, making it an important transitional therapy. 

The (+)-enantiomer of tramadol inhibits serotonin reuptake and acts as a weak μ-opioid receptor 
agonist, while the (-)-enantiomer inhibits norepinephrine reuptake, producing synergistic analgesic 
effects through complementary mechanisms. This dual mechanism provides effective pain relief through 
both opioid and non-opioid pathways, which may explain the lower incidence of typical opioid-related 
adverse effects such as respiratory depression and constipation compared to classical opioids like 
morphine. 

The noradrenergic and serotonergic effects of tramadol also contribute to its efficacy in neuropathic pain 
conditions, where traditional opioids often demonstrate limited effectiveness, expanding its clinical utility 
beyond nociceptive pain. Preclinical studies have demonstrated that the antinociceptive effect of 
tramadol is only partially reversed by the opioid antagonist naloxone, confirming that non-opioid 
mechanisms contribute significantly to its analgesic profile.

Clinical Efficacy and Therapeutic Applications 
Evidence from Clinical Trials

A clinical study investigated the analgesic efficacy, tolerability and therapeutic equivalence of a newly 
developed tramadol sustained-release (SR) capsule compared with a tramadol immediate-release (IR) 
capsule in patients with moderate to severe chronic low back pain, establishing the clinical value of 
extended-release formulations. 

125 patients were treated with tramadol SR capsules twice daily (2 × 100 mg/day) and 122 patients 
with tramadol IR capsules 4 times daily (4 × 50 mg/day) over a period of 9 (+3) days, providing robust 
comparative data on both efficacy and tolerability. The results confirmed therapeutic equivalence of 
tramadol SR 100mg capsules twice daily and tramadol IR 50mg capsules four times daily, 
demonstrating that the sustained-release formulation provides comparable pain relief with the 
advantage of less frequent dosing. 

At the same time the study demonstrated that tramadol provides adequate pain relief in patients with 
chronic low back pain, with both formulations showing significant reductions in pain intensity scores 
from baseline. Long-term studies extending up to 6 months have confirmed that tramadol maintains its 
analgesic efficacy without significant dose escalation, suggesting that tolerance development is less 
problematic than with traditional strong opioids.

Specific Pain Conditions and Applications

Tramadol has been successfully used in the management of osteoarthritis pain, with clinical trials 
demonstrating significant improvements in pain scores and physical function compared to placebo, often 
with better tolerability than non-steroidal anti-inflammatory drugs in elderly patients. 

In postoperative pain management, tramadol has shown comparable efficacy to morphine with a lower 
incidence of respiratory depression and constipation, making it a valuable option for step-down therapy 
following initial strong opioid treatment.
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The drug has demonstrated particular utility in neuropathic pain conditions including diabetic neuropathy 
and postherpetic neuralgia, where its dual mechanism of action provides benefits beyond those 
achievable with pure opioids or non-opioid analgesics alone. 

Cancer pain management represents another important application, with tramadol serving as an 
effective step II analgesic on the WHO ladder, providing adequate pain control while minimizing the risk 
of dependence and tolerance associated with more potent opioids. 

The use of tramadol in elderly patients is particularly attractive due to its lower risk of respiratory 
depression and constipation, although careful dose adjustment is recommended due to age-related 
changes in renal and hepatic function.

Safety Profile and Adverse Effects
Common Adverse Reactions and Management

The most common adverse effects associated with tramadol administration are dizziness, nausea, 
sedation, dry mouth and sweating with an incidence ranging from 2.5 to 6.5%, with these effects 
typically being mild to moderate and often resolving with continued treatment. 

The predominant adverse events, headache and nausea, were reported more frequently by patients 
treated with tramadol IR, with the IR formulation the incidence of headache and nausea was 29 and 
21%, respectively, compared with 18 and 11% with the SR formulation, highlighting the improved 
tolerability of sustained-release preparations. Adverse effects, and nausea in particular, are 
dosedependent and therefore considerably more likely to appear if the loading dose is high, emphasizing 
the importance of gradual dose titration when initiating therapy with tramadol 100mg.

 The reduction of this dose during the first days of treatment is an important factor in improving 
tolerability, with clinical guidelines recommending starting at 50mg twice daily and titrating upward 
based on response and tolerability. Nausea can often be managed by taking tramadol with food, using 
antiemetic medications during the initial treatment period, or reducing the starting dose and titrating 
more slowly to allow for tolerance development.

Respiratory and Cardiovascular Effects

In healthy volunteers, intravenous tramadol produced a slight dose-dependent respiratory depression, 
but no clinically relevant respiratory depression has been reported after recommended doses of the 
drug, distinguishing it from more potent opioids that carry significant respiratory risks. 

Tramadol administered intravenously to postoperative patients either produced no change in partial 
pressure of CO2 or a clinically nonsignificant increase, confirming its favorable respiratory safety profile 
even in vulnerable patient populations. After intravenous administration tramadol tended to produce 
transient changes in heart rate and blood pressure in the first 5 to 10 minutes postinjection, but these 
hemodynamic effects are generally well-tolerated and rarely require intervention. 

The respiratory depressant and haemodynamic effects elicited by tramadol are unlikely to be clinically 
significant at the recommended parenteral dosage, making it a safer alternative to morphine in patients 
with compromised respiratory function. This favorable safety profile has made tramadol a preferred 
analgesic in many clinical settings where respiratory depression is a significant concern, including 
postoperative care and elderly patient management.

Serotonin Syndrome and Seizure Risk

Concurrent use of tramadol with serotonergic agents such as SSRIs, SNRIs, MAOIs, and triptans 
increases the risk of serotonin syndrome, a potentially life-threatening condition characterized by 
agitation, confusion, hyperthermia, and autonomic instability. Seizures have been reported in patients 
receiving tramadol at doses exceeding the recommended maximum of 400mg/day, with risk factors 
including concomitant use of SSRIs, antidepressants, opioids, and neuroleptics.

The seizure risk appears to be dose-dependent, with higher seizure rates observed at doses above 



400mg daily, underscoring the importance of adhering to the maximum daily dose limit. Patients with 
epilepsy or a history of seizures should be carefully monitored when receiving tramadol, and alternative 
analgesics should be considered in patients with poorly controlled seizure disorders. The concurrent 
administration of tramadol and serotonergic medications requires careful risk-benefit assessment and 
close monitoring for signs of serotonin excess, particularly during dose initiation and titration.

Dependence Potential and Long-term Use Considerations 
Low Abuse Potential Compared to Traditional Opioids

Tramadol has pharmacodynamic and pharmacokinetic properties that are highly unlikely to lead to 
dependence, making it a safer long-term option compared to more potent opioids such as morphine, 
oxycodone, or fentanyl. This was confirmed by various controlled studies and postmarketing surveillance 
studies, which reported an extremely small number of patients developing tolerance or instances of 
tramadol abuse, supporting its classification as a Schedule IV controlled substance in many countries. 

Epidemiological data suggest that tramadol has a low abuse potential, and it appears from tolerance and 
physical dependence tests in animals and humans that tramadol has a low physical dependence 
potential, which has contributed to its widespread use in both primary care and specialist pain 
management. 

The tolerance and dependence potential of tramadol during treatment for up to 6 months appears to be 
low, although the possibility of dependence with long term use cannot be entirely excluded, particularly 
in patients with a history of substance abuse. Despite its relatively favorable dependence profile, 
tramadol should be prescribed with caution and appropriate monitoring, particularly in patients with 
psychiatric disorders or a history of drug or alcohol abuse.

Withdrawal and Discontinuation Strategies

Abrupt discontinuation of tramadol after prolonged use may result in withdrawal symptoms including 
anxiety, sweating, insomnia, nausea, and gastrointestinal disturbances, although these are generally 
less severe than those associated with withdrawal from traditional opioids. 

Withdrawal symptoms typically begin within 12-24 hours of the last dose and peak at 48-72 hours, 
gradually resolving over 5-7 days with appropriate management and symptomatic treatment. To 
minimize withdrawal symptoms, tramadol should be tapered gradually over several weeks when 
discontinuing therapy, with reductions of approximately 10-20% of the daily dose per week. 

The availability of tramadol 100mg (Citra) 180 pills provides patients with the flexibility to 
implement gradual dose reductions under medical supervision, reducing the risk of withdrawal 
complications. Patients with a history of opioid dependence or substance use disorders should be 
particularly carefully monitored during tramadol therapy and discontinuation, as they may be more 
susceptible to withdrawal symptoms and psychological dependence.

Drug Interactions and Contraindications
Clinically Significant Pharmacodynamic Interactions

Tramadol can be administered concomitantly with other analgesics, particularly those with peripheral 
action, while drugs that depress CNS function may enhance the sedative effect of tramadol, 
necessitating dose adjustment and careful monitoring in patients receiving multiple CNS-active 
medications. 

Tramadol should not be administered to patients receiving monoamine oxidase inhibitors, and 
administration with tricyclic antidepressant drugs should also be avoided due to the risk of serotonin 
syndrome and potentially fatal interactions. The concurrent use of tramadol with carbamazepine and 
other CYP3A4 inducers may reduce tramadol concentrations and increase the concentration of the M1 
metabolite, potentially altering the therapeutic response and requiring dose adjustments. 



The incidence of other opioid-related adverse effects, such as constipation, appears to be low with 
tramadol compared to traditional opioids, which is a significant clinical advantage for patients requiring 
long-term analgesic therapy. The analgesic effect of tramadol may be partially reversed by opioid 
antagonists such as naloxone, although the non-opioid component of its action means that naloxone is 
less effective in reversing tramadol-induced analgesia than it is for pure opioids.

Special Populations and Pregnancy

When used for pain relief during childbirth, intravenously administered tramadol did not cause 
respiratory depression in neonates, although it caused respiratory depression in neonates in one study, 
significantly less than that caused by pethidine, suggesting a favorable maternal-fetal safety profile. 

Tramadol crosses the placenta and is excreted in breast milk, with relative infant doses of approximately 
2-3% of the maternal weight-adjusted dose, generally considered compatible with breastfeeding when 
clinically indicated. The use of tramadol in patients with renal impairment requires dose adjustment 
based on creatinine clearance, with doses reduced by 50% when creatinine clearance is below 30 
mL/min. 

Hepatic impairment also necessitates dose reduction and extended dosing intervals due to reduced 
metabolism and clearance, with cautious use in patients with cirrhosis or severe hepatic dysfunction. The 
use of tramadol in children has been evaluated, with doses of 1-2 mg/kg recommended for pediatric 
pain management, although the safety and efficacy in children under 12 years of age have not been fully 
established.

Practical Considerations for Tramadol 100mg (Citra) 180 Pills
Dosing Strategies and Treatment Duration

A 180-pill supply of Tramadol 100mg (Citra) allows for a three-month treatment course when following 
the standard twice-daily sustained-release regimen, providing consistent pain management for chronic 
conditions that require extended analgesic therapy. 

The sustained-release formulation of tramadol 100mg offers improved tolerability compared to 
immediate-release versions, as demonstrated by lower incidence of headache and nausea in clinical 
trials, making it the preferred formulation for long-term pain management. 

Patients should be aware that adverse effects are dose-dependent, and starting with a reduced dose 
during the first days of treatment significantly improves tolerability, with clinical guidelines 
recommending 50mg twice daily for the first 2-3 days before increasing to 100mg twice daily. 

The low dependence potential of tramadol makes it a valuable option for step II of the WHO pain ladder, 
where treatment with strong opioids is not required, providing an effective and safer alternative for 
moderate to severe pain. Regular clinical monitoring is recommended for patients receiving long-term 
tramadol therapy, including periodic assessment of pain control, functional status, adverse effects, and 
signs of medication misuse or dependence.

Storage, Dispensing, and Patient Education

Tramadol 100mg (Citra) tablets should be stored at room temperature away from moisture and light, 
and kept in a secure location to prevent unauthorized access or accidental ingestion by children or 
others. Patients should be educated about the importance of adhering to the prescribed dosing schedule 
and not exceeding the recommended maximum daily dose of 400mg to minimize the risk of seizures and 
other serious adverse effects. Patients should be informed that tramadol may impair cognitive and 
physical abilities, and should be cautioned about engaging in activities requiring mental alertness such 
as driving or operating machinery until they have established their individual response to the 
medication. 

The concurrent use of alcohol and other CNS depressants should be avoided while taking tramadol, as 
these substances can potentiate the sedative effects and increase the risk of adverse reactions. Patients 
should be advised to report any unusual symptoms, signs of serotonin syndrome, or breakthrough pain 



to their healthcare provider promptly, and to seek emergency medical attention if they experience 
symptoms of serotonin syndrome such as severe agitation, confusion, fever, or muscle stiffness.

Conclusion: Clinical Utility and Future Perspectives

Tramadol 100mg (Citra) 180 pills represents a valuable therapeutic option for patients requiring 
longterm management of moderate to severe chronic pain, offering an effective and well-tolerated 
alternative to traditional opioids. The dual mechanism of action, combining opioid receptor agonism with 
monoamine reuptake inhibition, provides analgesic efficacy in a range of pain conditions while 
minimizing the risk of respiratory depression and constipation that limit the use of classical opioids. 

The sustained-release formulation provides consistent analgesia with twice-daily dosing, improving 
patient compliance and quality of life compared to immediate-release formulations requiring more 
frequent administration. The favorable safety profile, low abuse potential, and established clinical 
efficacy make tramadol an important component of the analgesic armamentarium, particularly for 
patients who have not achieved adequate pain relief with non-opioid analgesics but do not require 
treatment with strong opioids.

As understanding of pain mechanisms and individual patient responses continues to evolve, tramadol's 
role in personalized pain management is likely to expand, with ongoing research exploring its use in new 
indications and patient populations.
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