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Thank you for the informative post. Use of opioids such as morphine has commonly been used to treat severe and chronic pain. However, the efficacy of analgesic drugs in clinical use is limited due to the development of tolerance to their analgesic actions, addiction, and physical dependence leading to escalation of dose and increase risk of adverse effects. Tolerance to opioids can be defined as decreased responsiveness to opioid agonist morphine followed by repeated prolonged administration of drugs (Cetin et al., 2021). On the other hand, dependence is a state in which neurons only function normally in the presence of these drugs. Opioid-induced tolerance and dependence are ambiguous, similar cellular mechanisms have been assumed to take place in these phenomena of long-term opioid use. 
Intravenous (IV) morphine has a rapid onset of action of one to two minutes and reaches its peak action in five to 15 minutes and a half-life of one and a half to two hours with a duration of action near three to four hours. Contraindications related to administration include asthma, obstruction of the upper airway, and signs of overdose including respiratory depression, stupor coma, and death (Vahedi et al., 2019). However, fentanyl has been proven a safer and more appropriate pain reliever, especially in emergency cases. Fentanyl onset of action is less than a minute with a half-life of 90 minutes and duration of action near 30 to 60 minutes with a peak effect is two to three minutes. Studies reveal that fentanyl reduces pain more rapidly compared to morphine with fewer adverse effects as patients using morphine need rescue analgesia to control severe pain (Vahedi et al., 2019). 
Although methadone is not listed in the post, it can be an appropriate alternative since it has no active metabolites and it undergoes fecal elimination hence considered safe in patients with renal failure. However, initiation and titration in the management of cancer-related pain require specialists due to its complex pharmacology (Scarborough & Smith, 2018). 
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