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A 6-week double-blind, randomized, 
parallel group study compared milnacipran 
(100 mg/day) with paroxetine (20 mg/day)
in 300 outpatients with major depression. 
Efficacy (ITT-LOCF) was evaluated using 
HAMD17, MADRS, and CGI. Safety and 
tolerability were assessed in standard 
fashion 

Drug Interactions 

MAO inhibitors 

HAMD17, MADRS, and 

CGI: No significant 
differences were noted on 
any outcome measure 
between groups 

Safety/tolerability: No 
major safety issues were 
noted; tolerability was similar 

Both milnacipran and 
paroxetine were effective and 
well-tolerated by outpatients 
with major depression treated 
for 6 weeks. After treatment 
discontinuation milnacipran was 
associated with fewer emergent 
symptoms 

SNRls are contraindicated in patients receiving MAO inhibitors (MAOls) or within 2 weeks of their 

discontinuation due to the risk of serotonin syndrome. Medications with MAOI activity, such as linezolid 

or intravenous methylene blue, are also contraindicated for use with SNRls because of an increased 

risk of serotonin syndrome.[23430][23431 ][28275][29934][33715][34940][55469] 

SSRls, SNRls and other serotonergic drugs 

Any use of an SNRI with other serotonergic agents increases the likelihood of serotonergic adverse 

effects and should be monitored closely. Drugs that have serotonergic properties include opiates, 

triptans, most antidepressants, amphetamines, St. John's wort, tramadol, lithium, buspirone, and others. 

[23430][23431 ][28275][29934][33715][34940][55469] 

Antithrombotic drugs 

Anticoagulants, antiplatelet drugs (e.g., aspirin), and nonsteroidal anti-inflammatory drugs (NSAIDs) 

should be administered with caution to any patient taking an SNRI. Platelet aggregation may be 

impaired by SNRls due to platelet serotonin depletion, possibly increasing the risk of a bleeding 

complication. Patients should be instructed to monitor for signs and symptoms of bleeding while taking 

an SNRI with an anticoagulant medication and to promptly report any bleeding events to the practitioner. 

[23430][23431 ][28275][29934][33715][34940][55469] 
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Drugs that inhibit CYP2D6 or CYP1A2 

Levomilnacipran and milnacipran are not metabolized to any significant extent by CYP450 isoenzymes 

and are not inducers or inhibitors of any of these isoenzymes. Venlafaxine is metabolized by CYP2D6, 

and CYP2D6 inhibitors may increase venlafaxine concentrations. A dose-related CYP2D6 inhibitory 

effect has been observed with desvenlafaxine; therefore, the dose of primary CYP2D6 substrates 

should be reduced by up to one-half if coadministered with desvenlafaxine 400 mg/day. Duloxetine is 

metabolized by CYP1A2 and CYP2D6; inhibitors of CYP1A2 and CYP2D6 may increase duloxetine 

concentrations. [23430][23431 ][28275][29934 ][33715][34940][55469] 
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Appendix A 

Therapeutic Use Table 

Indications Desvenlafaxine 

Renal Impairment 
Yes 

Dosing Adjustment 

Hepatic 

Impairment Dosing Yes 

Adjustment 

depression Yes 

diabetic 

neuropathy 

fibromyalgia 

generalized anxiety 

disorder (GAD) 

hot flashes Yest 

menopause Yest 

musculoskeletal 

pain 

osteoarthritis 

panic disorder 

premenstrual 

dysphoric disorder 

(PMDD) 

social phobia 

(social anxiety 

disorder) 

urinary 

incontinence 

Yes - Labeled 

Yest - Off-label 

Desvenlafaxine 
Duloxetine Levomilnacipran Milnacipran HCI 

Venlafaxine 

Succinate Hydrochloride 

Yes Yes Yes Yes Yes 

Yes Yes Yes 

Yes Yes Yes Yest Yes 

Yes Yest 

Yes Yes Yest 

Yes Yes 

Yest Yest 

Yest Yest 

Yes 

Yes 

Yes 

Yest 

Yes 

Yest 



Appendix B 

Top 20 Adverse Reactions / Side Effects Table

Adverse Reaction 
/ Side Effect Desvenlafaxine 

Desvenlafaxine 
Succinate Duloxetine Levomilnacipran Milnacipran HCl 

Venlafaxine 
Hydrochloride 

anorexia 5 - 10% 5 - 10% 7 - 10% 3% Reported 8 - 18% 
constipation 9 - 14% 9 - 14% 9 - 11% 9% 15 - 16% 8 - 15% 
dizziness 10 - 16% 10 - 16% 8 - 10% Reported 10 - 11% 11 - 20% 
ejaculation 
dysfunction <7% <7% 2 - 3% 5% >2% 8 - 19% 

hyperhidrosis 10 - 21% 10 - 21% <6% 9% 8 - 9% 6.7 - 19.3% 
hypertension 0.7 - 2.3% 0.7 - 2.3% Reported 3% 4 - 7% 0.5 - 13% 
impotence 
(erectile 
dysfunction) 

3 - 11% 3 - 11% 4% 6% >2% 4 - 5% 

nausea 22 - 41% 22 - 41% 4 - 24% 17% 35 - 39% 21 - 58% 
withdrawal 22 - 27% 22 - 27% >1% Reported Reported 0.1 - 1% 
drowsiness 4 - 12% 4 - 12% 9 - 12% >1% 12 - 23% 
insomnia 9 - 15% 9 - 15% 7 - 11% 12% 18 - 23% 
orthostatic 
hypotension 

<8% <8% 0.1 - 1% 11.6% 0.1 - 1% 

weight loss Reported Reported 0.1 - 14% >1% 4 - 47% 
xerostomia 11 - 25% 11 - 25% 2 - 14% 5% 12 - 22% 
asthenia <2% <2% 10 - 11% 8 - 15% 
fatigue 7 - 11% 7 - 11% 7 - 11% >1%
abdominal pain 5 - 13% <2% 3% 
headache 13 - 18% 17 - 19% 25 - 38% 
hot flashes 0.1 - 1% 3% 11 - 12% 
weakness 8 - 19% 






