
Nonopioid Pain Medication Options 

 

Nonopioid Analgesics 
Type Drugs Class Risks Counseling Points/ Keep in Mind 

Acetaminophen Acetaminophen Central Analgesic, 

Antipyretic effects 

Hepatotoxicity -No anti-inflammatory properties 

-FDA states daily max at 4,000 mg 

-American Liver Foundation states daily max at 

3,000 mg 

-American College of Rheumatology 

recommends for knee and hip osteoarthritis 

-NOT for neuropathic or central pain disorders 

(fibromyalgia, etc) 

 

Nonsteroidal 

Anti-

inflammatory 

Drugs (NSAIDs) 

Ibuprofen 

Naproxen 

Indomethacin 

Ketoprofen 

COX-1 preferential Renal, GI, and CV 

toxicity 

 

GI and CV risk 

depends on COX 

selectivity (COX1 

pertains to GI, 

COX2 pertains to 

CV) 

-Do not use in those with chronic kidney disease, 

increased bleeding risks, PMH of GI bleed, and 

significant CV history (these medications rely 

heavily on kidney function and raise blood 

pressure) 

-Long term use has been shown to increase CVD 

-Drugs in “Varying COX-2 preferential” and 

diclofenac have increased risk of renal toxicity 

-Use of Rx NSAIDs with aspirin, anticonvulsants, 

antiplatelets, corticosteroids, anticoagulants 

(warfarin) or OTC NSAIDs places patients at 

increased risk of GI bleed 

-Diclofenac is available as a 1% gel with 

decreased risk of systemic effects with use 

(studies have not been conducted to back this 

statement) 

 

Diclofenac 

Sulindac 

Piroxicam 

 

COX-1 and COX-2 

Etodolac 

Meloxicam 

Celecoxib 

 

Varying COX-2 

preferential 
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Antidepressants 
Type Drugs Class Risks Counseling Points/ Keep in Mind 

Tricyclic 

Antidepressants 

(TCAs) 

Amitriptyline 

Imipramine 

Clomipramine 

Doxepin 

Trimipramine 

Amoxapine 

 

Tertiary 

Amines 

Antihistaminergic 

activity 

 

Anticholinergic 

effects (tertiary 

>secondary) 

-Wide MOA: norepinephrine, serotonin transmitter, 

weak antagonist effects on voltage sensitive sodium 

channels and NMDA receptors 

-Caution (last resort/do not use >65 yoa) use of 

tertiary amines in elderly unacceptable side effect 

profile 

-Side effects include: sedation (especially tertiary 

amines), postural hypotension, QT prolongation (ECG 

is recommended prior to starting when >50 yoa) 

-Doses utilized are typically lower than antidepressant 

or anxiolytic doses 

 

Desipramine 

Nortriptyline 

Protiptyline 

Secondary 

Amines 

Serotonin-

norepinephrine 

reuptake 

inhibitors 

(SNRIs) 

Venlafaxine 

Duloxetine 

Milnacipran 

Desvenlafaxine 

Levomilnacipran 

 

N/A Increase bleeding 

risk when given 

with NSAIDs 

 

-Approved for fibromyalgias and diabetes neuropathy: 

venlafaxine, duloxetine, milnacipran 

-Benefits (unlike the TCAs) may not be seen for 3 to 6 

weeks following initiation or dose titration 

-Monitor mood and suicidality, warn of increased 

feelings of anxiety  during first 2 weeks of use 

-Venlafaxine and Milnacipran: increase blood pressure 

-Duloxetine and milnacipran: elevates liver 

transaminases (AST/ALT) 

-Venlafaxine/Desvenlafaxine: activating- take in the 

morning 

-If want to discontinue these medications, must titrate 

off due to risk of side effects 
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Anticonvulsants 
Type Drugs Counseling Points/ Keep in Mind 

Gabapentinoids Gabapentin 

Pregabalin 

 -Approved for fibromyalgia and diabetes neuropathy 

-Approved for migraine prophylaxis: gabapentin 

-Well tolerated but possess abuse potential 

-Side effects: sedation, ataxia, weight gain, edema, neurocognitive side effects 

-If want to discontinue these medications, must titrate off due to risk of side effects 

and nature of MOA 

 

Carbonic 

Anhydrase 

Active 

Anticonvulsants 

Topiramate 

Zonisamide 

 -Approved for migraine prophylaxis: topiramate 

-Limited data for neuropathic pain as well as radicular low back pain 

-Topiramate attempted to get FDA approval for diabetic neuropathy but was denied 

-Requires SLOW titration 

-Side effects: neurocognitive slowing, paresthesia (tingling, numbness, burning 

sensations), angle-closure glaucoma, nephrolithiasis (kidney stones), and weight loss 

Miscellaneous Carbamazepine 

Oxcarbazepine 

 -Used for neuropathic pain (not as much evidence to support for oxcarbazepine) 

-Side effects: hyponatremia (clinically significant amounts of lowering, so need to 

monitor), drug-related rash 

-Carbamazepine: may require therapeutic drug monitoring, AST/ALT, WBC (causes 

drug-induced leukopenia), HUGE drug-drug interaction due to CYP3A4 activity 
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Skeletal Muscle Relaxants 

Type Drugs Risks Counseling Points/ Keep in Mind 

Antispasticity 

(work directly on 

the spinal cord) 

Carisoprodol 

Cyclobenzaprine 

Metaxalone 

Orphenadrine 

Chlorzoxazone 

Methocarbamol 

 

 

See counseling 

points 

-little data supporting long term efficacy 

-“spasticity”- think multiple sclerosis, spinal cord injury, cerebral palsy, 

post-stroke syndrome= involuntary jerks 

-Adverse effects: sedation (least sedating is metaxalone), increased 

serotonergic activity, not recommended in geriatric population 

--carisoprodol- metabolized to a barbiturate, meprobamate, which is 

why controlled substance, dizziness, headache 

--cyclobenzaprine- similar to TCAs, rare side effects include 

arrhythmias, seizures, MI; helps over placebo for fibromyalgia/ sleep 

disturbances, only approved for use up to 3 weeks 

--metaxalone-headache, nervousness, (rare- leukopenia, anemia, 

AST/ALT increase) 

--orphenadrine-derived from diphenhydramine anticholinergic 

effects 

--chlorzoxazone-for acute injury, red/orange urine 

--methocarbamol- dark urine, mental status impairment 

 

Antispasmodic 

(peripheral) 

Baclofen 

 

 

Sudden 

discontinuation 

can lead to 

withdrawal 

Hepatotoxicity 

 

-little data supporting long term efficacy 

-“spasms”-think peripheral musculoskeletal conditions like 

fibromyalgia, tension headache, mechanical low back or neck pain 

-Adverse effects: sedation, increased serotonergic activity 

--tizanidine: hypotension, dry mouth 

--baclofen: excessive weakness, withdrawal- spasticity, seizures, 

muscle rigidity 

 

Tizanidine 
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Over-the-Counter Topical Analgesics 
Type Drugs How supplied Counseling Points/ Keep in Mind 

Neurokinin 

Modulator 

Capsaicin Capzasin -gives a burning sensation, will go away with continued use 

-start will lowest dose then titrate up for relief, caution because 

can cause actual chemical burn 

-positive data for both musculoskeletal and neuropathic pain 

syndromes 

-avoid open wounds, mucous membranes, and eyes 

- for minor aches and pains of muscles and joints associate with 

arthritis, simple backache, strain, and bruises 

- do not heat location of application of product or tightly bandage 

the location 

 

Counterirritant Camphor 

Menthol 

(Both found in 

many products) 

-Instructions indicate patients can use this product for 7 days then 

must contact doctor- this is for assessment of cause of pain- does 

not mean limited to 7 day use! 

-for minor aches and pains of muscles and joints associate with 

arthritis, simple backache, strain, and bruises 

-do not apply to open wounds, mucous membranes, and eyes 

-do not heat location of application of product or tightly bandage 

the location 

-products are applied up to 4 times daily 

-most are available in creams, gels, roll-ons 

--counterirritants- reduces pain and swelling by causing irritation, 

cooling sensation 

--methyl salicylate is commonly found in combination with 

menthol/camphor 

--lidocaine-numbing agent, patches may cause irritation to the skin 

 

Antiinflammatory Methyl salicylate 

Trolamine salicylate 

 

(many products) 

Aspercreme 

Local Vasodilator Histamine 

dihydrochloride 

 

“Australian Dream 

Pain Relieving 

Arthritis Cream” 

Local Anesthetic Lidocaine Salonpas 

(patches) 
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