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Objectives

e Basic concepts of medication management
 Review of evidence-based medication management
 Review of commonly used antidepressants
 Managing side effects of antidepressants

e |dentification of key drug-drug interactions
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Do ADs work?

2018 Systematic Review & Meta-Analysis, The Lancet
(522 trials, 116,477 participants)

e Vast majority of trials funded by pharmaceutical industry
* Novelty bias

* Benefit for MDD in first 2mos of treatment

 ADs more effective than placebo

Cipriano, A, et al. Comparative efficacy and acceptability of 21 antidepressant drugs: a systematic review and network meta-analysis. Lancet 2018




Do ADs work?

STAR*D (funded by NIH):
Unclear if switching or augmenting is superior

Sequenced Treatment Alternatives to Relieve Depression (STAR*D) Study 2008

STAR*D Remission Rates!®

Level1 Level 2 Level 3 Level4

Remission:
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29.9%

Patients in Remission
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I Trivedi MH et al. Am J Psychiatry. 2006;163(1):28-40; 2Trivedi MH et al. N Engl J Med. 2006;354(12):1243-1252; 3Rush AJetal. N
(AL Engl J Med. 2006;354(12):1231-1242; *Nierenberg AA et al. Am J Psychiatry. 2006;163(9):1519-1530; *FavaM et al. Am J 5
= Psychiatry. 2006;163(7):1161-1172; SMcGrath PJ et al. Am J Psychiatry. 2006;163(9):1531-1541.



Presenter
Presentation Notes
Initial AD
33% reached remission in 7 weeks 
10-15% responded in 6 weeks 
Switched AD
25% reached remission after second AD
12-20% reached remission after third AD 
7-10% reached remission after fourth AD
Augmented with another medication
33% reached remission after first medication add-on
33% reached remission after second medication add-on
20%  reached remission after third medication add-on

Background
Major depressive disorder is one of the most common, burdensome, and costly psychiatric disorders worldwide in adults. Pharmacological and non-pharmacological treatments are available; however, because of inadequate resources, antidepressants are used more frequently than psychological interventions. Prescription of these agents should be informed by the best available evidence. Therefore, we aimed to update and expand our previous work to compare and rank antidepressants for the acute treatment of adults with unipolar major depressive disorder.
Methods
We did a systematic review and network meta-analysis. We searched Cochrane Central Register of Controlled Trials, CINAHL, Embase, LILACS database, MEDLINE, MEDLINE In-Process, PsycINFO, the websites of regulatory agencies, and international registers for published and unpublished, double-blind, randomised controlled trials from their inception to Jan 8, 2016. We included placebo-controlled and head-to-head trials of 21 antidepressants used for the acute treatment of adults (≥18 years old and of both sexes) with major depressive disorder diagnosed according to standard operationalised criteria. We excluded quasi-randomised trials and trials that were incomplete or included 20% or more of participants with bipolar disorder, psychotic depression, or treatment-resistant depression; or patients with a serious concomitant medical illness. We extracted data following a predefined hierarchy. In network meta-analysis, we used group-level data. We assessed the studies' risk of bias in accordance to the Cochrane Handbook for Systematic Reviews of Interventions, and certainty of evidence using the Grading of Recommendations Assessment, Development and Evaluation framework. Primary outcomes were efficacy (response rate) and acceptability (treatment discontinuations due to any cause). We estimated summary odds ratios (ORs) using pairwise and network meta-analysis with random effects. This study is registered with PROSPERO, number CRD42012002291.
Findings
We identified 28 552 citations and of these included 522 trials comprising 116 477 participants. In terms of efficacy, all antidepressants were more effective than placebo, with ORs ranging between 2·13 (95% credible interval [CrI] 1·89–2·41) for amitriptyline and 1·37 (1·16–1·63) for reboxetine. For acceptability, only agomelatine (OR 0·84, 95% CrI 0·72–0·97) and fluoxetine (0·88, 0·80–0·96) were associated with fewer dropouts than placebo, whereas clomipramine was worse than placebo (1·30, 1·01–1·68). When all trials were considered, differences in ORs between antidepressants ranged from 1·15 to 1·55 for efficacy and from 0·64 to 0·83 for acceptability, with wide CrIs on most of the comparative analyses. In head-to-head studies, agomelatine, amitriptyline, escitalopram, mirtazapine, paroxetine, venlafaxine, and vortioxetine were more effective than other antidepressants (range of ORs 1·19–1·96), whereas fluoxetine, fluvoxamine, reboxetine, and trazodone were the least efficacious drugs (0·51–0·84). For acceptability, agomelatine, citalopram, escitalopram, fluoxetine, sertraline, and vortioxetine were more tolerable than other antidepressants (range of ORs 0·43–0·77), whereas amitriptyline, clomipramine, duloxetine, fluvoxamine, reboxetine, trazodone, and venlafaxine had the highest dropout rates (1·30–2·32). 46 (9%) of 522 trials were rated as high risk of bias, 380 (73%) trials as moderate, and 96 (18%) as low; and the certainty of evidence was moderate to very low.
Interpretation
All antidepressants were more efficacious than placebo in adults with major depressive disorder. Smaller differences between active drugs were found when placebo-controlled trials were included in the analysis, whereas there was more variability in efficacy and acceptability in head-to-head trials. These results should serve evidence-based practice and inform patients, physicians, guideline developers, and policy makers on the relative merits of the different antidepressants.
Funding
National Institute for Health Research Oxford Health Biomedical Research Centre and the Japan Society for the Promotion of Science.


1. What were the goals of the STAR*D trial?
A. The overall goal of the STAR*D trial was to assess the effectiveness of depression treatments in patients diagnosed with major depressive disorder, in both primary and specialty care settings. It is the largest and longest study ever conducted to evaluate depression treatment. Read more about STAR*D
Each of the four levels of the study tested a different medication or medication combination. The primary goal of each level was to determine if the treatment used during that level could adequately treat participants’ major depressive disorder (MDD). Those who did not become symptom-free could proceed to the next level of treatment.
The design of the STAR*D study reflects what is done in clinical practice because it allowed study participants to choose certain treatment strategies most acceptable to them and limited the randomization of each participant only to his/her range of acceptable treatment strategies. No prior studies have evaluated the different treatment strategies in broadly defined participant groups treated in diverse care settings.
2. Who participated in the study?
A. Over a seven-year period, the study enrolled 4,041 outpatients, ages 18-75 years, from 41 clinical sites around the country, which included both specialty care settings and primary medical care settings. Participants represented a broad range of ethnic and socioeconomic groups. All participants were diagnosed with MDD and were already seeking care at one of these sites. No media advertisements were used to recruit participants. Instead, they were referred to the trial by their doctors.
So that results could be generalized to a broad group of real-world patients, most adults with MDD were eligible. People were not eligible for the study if they had not tolerated or did not get well with one or more of the treatments that were part of the first two STAR*D treatment steps, or if a STAR*D treatment could not be safely used because of another medical condition or because they were taking certain other medications. In addition, people with substance abuse disorders that required detoxification, anorexia or bulimia, or obsessive compulsive disorder were not eligible for the study because they required treatments that were not part of STAR*D.
Of the initial 4,041 participants, 1,165 were excluded because they either did not meet the study requirements of having “at least moderate” depression (based on a rating scale used in the study) or they chose not to participate. Thus, 2,876 “evaluable” people were included in level 1 results. Level 2 results include 1,439 people who did not become symptom-free in level 1 and chose to continue. Level 3 results include 377 people, and Level 4 results include 142 people.
3. What were the treatments used in the study?
A. In level 1, participants were given the antidepressant citalopram (Celexa) for 12 to 14 weeks. Those who became symptom-free during this time could move on to a 12-month follow-up period during which the citalopram was continued, and patients were monitored. Those who experienced intolerable side effects or did not become symptom-free during this level could go on to level 2.
Citalopram is representative of the class of antidepressant medications known as selective serotonin reuptake inhibitors (SSRIs). It was chosen as the first treatment because it generally is not associated with troublesome withdrawal symptoms when it is stopped, is easy to administer (once a day), and has been shown to be safe for older adults and medically fragile patients. It does not appear to interact unfavorably with other medications that some participants may have been taking for other medical problems.
Level 2 was designed to help determine an appropriate next treatment step if the first step did not work. Thus, in level 2, participants had the option of switching to a different medication or adding on to their existing citalopram.
Those who joined the “switch” group were randomly assigned to either sertraline (Zoloft), bupropion-SR (Wellbutrin), or venlafaxine-XR (Effexor). These medications were chosen for comparison because they represent three different types of medications. Sertraline is an SSRI, the same class as the citalopram used in level 1. Bupropion belongs to another class of antidepressant medications that work on different neurotransmitters than SSRIs. Venlafaxine is a “dual-action” medication that works on two neurotransmitters at the same time.
Those who joined the “add-on” group were prescribed either the non-SSRI antidepressant bupropion-SR (Wellbutrin), or buspirone (BuSpar), which is not an antidepressant but enhances the action of an antidepressant medication. Participants could also switch to, or add on, cognitive psychotherapy.
As in level 1, those who became symptom-free with their level 2 treatment could continue with that treatment and entered the follow-up period. Those who did not become symptom-free, or who experienced intolerable side effects, could continue on to level 3.
In level 3, which like level 2 was designed to compare medications that are thought to work differently in the brain and produce different results, participants again had the option of either switching to a different medication or adding on to their existing medication. Those who chose to switch their medication were randomly assigned to either mirtazapine (Remeron) — a different type of antidepressant — or to nortriptyline (Aventyl or Pamelor) — a tricyclic antidepressant — for up to 14 weeks. Both work differently in the brain than the SSRIs and other medications used in levels 1 and 2.
In the level 3 add-on group, participants were randomly prescribed either lithium — a mood stabilizer commonly used to treat bipolar disorder — or triiodothyronine (T3) — a medication commonly used to treat thyroid conditions — to add to the medication they were already taking. These medications were chosen because they have been shown to boost the effectiveness of antidepressant medications.
In level 4, participants who had not become symptom-free in any of the previous levels (and therefore considered to have highly treatment-resistant depression) were taken off all other medications and randomly switched to one of two treatments — the monoamine oxidase inhibitor (MAOI) tranylcypromine (Parnate) or the combination of venlafaxine extended release (Effexor XR) with mirtazapine (Remeron). These treatments were chosen for comparison because previous research had suggested that they may be particularly effective in people who had not received sufficient benefit from other medications.
4. How were participant’s doses decided and how was their progress measured?
A. To ensure that every participant had the best chance of recovery with each treatment strategy, a systematic approach called measurement-based care was used. This method requires routine, consistent measurement of symptoms and side effects at each treatment visit with easy-to-use measurement tools. It also involves the use of a treatment manual that describes when and how to modify medication doses and dose adjustments to best tailor them for individual participants so as to minimize side effects, maximize safety, and provide the best chance of therapeutic benefit. This enabled STAR*D practitioners to provide consistent, high-quality care.
STAR*D employed easy-to-use rating tools of symptoms and side effects in a systematic and consistent way. These tools can readily be incorporated into real-world medical and psychiatric settings. Use of this measurement-based care may have caused greater than expected remission rates.
Patients were asked to self-rate their symptoms. The study demonstrated that most depressed patients can quickly and easily self-rate their symptoms and estimate their side effect burden in a very short time. Their doctors can rely on these self-rated tools for accurate and useful information to make informed judgments about treatment. The patients can also use these tools to help manage their illness at home in much the same way that hypertensive patients can measure their own blood pressure.
5. What were the results?
A. In most clinical trials of treatment for depression, the measure of success (outcome) is called “response” to treatment, which means that the person’s symptoms have decreased to at least half of what they were at the start of the trial. In STAR*D, the outcome measure was a “remission” of depressive symptoms—becoming symptom-free. This outcome was selected because people who reach this goal generally function better socially and at work, and have a better chance of staying well than do people who only achieve a response but not a remission.
In level 1, about one-third of the participants reached remission and about 10-15 percent more responded, but did not reach remission. Still, these are considered good results because study participants had high rates of chronic or recurrent depression and other psychiatric medical problems.
It took an average of six weeks of treatment for participants to improve enough to reach a response and nearly seven weeks of treatment for them to achieve a remission of depressive symptoms. In addition, participants visited their care providers an average of five to six times. Participants who achieved remission stayed on the treatment for an average of 12 weeks before going on to a 12-month follow-up period.
In the level 2 switch group, about 25 percent of participants became symptom-free. All three of the switch medications performed about the same and were equally safe and well-tolerated. In the add-on group, about one-third of participants became symptom-free. Those who added bupropion experienced less troublesome side effects and slightly more reduction of symptoms than those who added buspirone.
In levels 2 and 3 where participants were allowed to either add-on or switch medications, most participants found only one or the other treatment strategies acceptable. Because most participants did not agree to be randomly assigned to one or the other treatment strategy, the findings of the add-on and switch approaches cannot be compared. It is likely, however, that people being treated in the real world also tend to limit their treatment preferences to switching or adding on medications. In addition, the people in the switch and add-on groups were a little different. The group who chose and were assigned to a switch medication had more problematic side effects while taking the preceding medication (citalopram) than the group who chose and were assigned to an add-on medication.
Level 2 also included cognitive psychotherapy as a switch or add-on treatment. Results for the psychotherapy treatment are not yet available.
In the level 3 switch group, 12 to 20 percent of participants became symptom-free, and the two medications used fared about equally well, suggesting no clear advantage for either medication in terms of remission rates or side effects. In the add-on group, about 20 percent of participants became symptom-free, with little difference between the two treatments. However, the T3 treatment was associated with fewer troublesome side effects than lithium.
In level 4, seven to 10 percent of participants became symptom-free, with no statistically significant differences between the medications in terms of remission, response rates or side effect burden. However, those taking the venlafaxine-XR/mirtazapine combination experienced more of a reduction in depressive symptoms than those taking the tranylcypromine. Also, those who were treated with tranylcypromine were more likely to discontinue the treatment citing side effects as the reason. It is also possible that the dietary restrictions associated with taking an MAOI could have limited its acceptability as a treatment.
In conclusion, about half of participants in the STAR*D study became symptom-free after two treatment levels. Over the course of all four treatment levels, almost 70 percent of those who did not withdraw from the study became symptom-free. However, the rate at which participants withdrew from the trial was meaningful and rose with each level—21 percent withdrew after level 1, 30 percent withdrew after level 2 and 42 percent withdrew after level 3.
6. What lessons are learned from the results?
A. For the first time, doctors and people with depression now have extensive data on antidepressant treatments from a federally funded, large-scale, long-term study directly comparing treatment strategies.
Results from level 2 indicate that if a first treatment with one SSRI fails, about one in four people who choose to switch to another medication will get better, regardless of whether the second medication is another SSRI or a medication of a different class. And if patients choose to add a new medication to the existing SSRI, about one in three people will get better. It appears to make some—but not much—difference if the second medication is an antidepressant from a different class(e.g. bupropion) or if it is a medication that is meant to enhance the SSRI (e.g. buspirone). Because the switch group and the add-on group cannot be directly compared to each other, it is not known whether patients are more likely to get better by switching medications or by adding another medication.
Results from level 3 apply to those who do not get better after two medication treatment steps. By switching to a different antidepressant medication, about one in seven people will get better. By adding a new medication to the existing one, about one in five people will get better. Level 3 results also tell us that adding T3 may have some advantages over adding lithium for patients who have tried two other treatments without success.
Finally, for patients with the most treatment-resistant depression, level 4 results suggest that tranylcypromine is limited in its tolerability and that up to 10 percent may benefit from the combination of venlafaxine-XR/mirtazapine.
An overall analysis of the STAR*D results indicates that patients with difficult-to-treat depression can get well after trying several treatment strategies, but the odds of beating the depression diminish with every additional treatment strategy needed. In addition, those who become symptom-free have a better chance of remaining well than those who experience only symptom improvement. And those who need to undergo several treatment steps before they become symptom-free are more likely to relapse during the follow-up period. Those who required more treatment levels tended to have more severe depressive symptoms and more co-existing psychiatric and general medical problems at the beginning of the study than those who became well after just one treatment level.
These results underscore both the need for a better understanding of how different people respond to different depression treatments, and the challenges in finding broadly effective, short- and long-term depression treatments. Future research may help identify which treatments work for which patients.
7. What do the STAR*D results mean to people with MDD and their doctors?
A. The results reiterate the need for high-quality care and attention to the individual needs of patients. Doctors should provide medication at optimal doses, be aware of and offer treatment choices, and maintain diligent monitoring of patients both during treatment and after they become symptom-free so as to avoid relapse.
Like other medical illnesses, depression affects different people in different ways, but a wide range of effective treatments exist. People with depression should not give up if their initial treatment attempts do not result in full benefits. They should continue to work with their doctors to find the best treatment strategy.
In addition, patience is required. While some people may experience benefits in the first six weeks of a treatment strategy, full benefits may not be realized until 10 or 12 weeks have passed. During this time, doctors should work with their patients to adjust dosages so as to find an optimal level, and avoid stopping a treatment prematurely.
8. What more will be learned from the STAR*D study and what areas of future research will be influenced by STAR*D?
A. The STAR*D study results published to date provide important information about the effectiveness of current treatments in primary care and specialty settings in real world patients. Subsequent analyses of the STAR*D data include:
results of cognitive therapy as a switch and add-on treatment;
factors affecting patient preferences in choosing next-step treatments when a first treatment is not successful;
comparison of the effectiveness of different treatments in preventing relapse; and
factors associated with relapse.
Also, blood samples that were voluntarily collected from more than 1,900 of the STAR*D participants will allow researchers to identify potential biological markers of disease course and treatment response.
The results of STAR*D also underscore the need for more effective treatment strategies and more patient-tailored interventions for the treatment of major depression. Future research topics beyond STAR*D include:
developing methods to predict who will respond to which treatment and in what treatment sequence; and
evaluating combination medication strategies earlier in the course of treatment compared to single therapy strategies.



Consider medications if...
e PHQ-9>9
 Thoughts of self-harm or suicide
e Social, academic, occupational functioning are impaired
e History of MDE, self-harm, suicide attempt, hospitalization
* Therapy, lifestyle changes not helpful

e Co-occurring substance use
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Choosing a Medication

e What has worked in the past

e What hasn’t worked in the past

 Family members’ experiences with medications
e Current medical illnesses

e Side effects (obesity, HTN, sedation, dosing)

e Age

* (Cost

 Drug interactions

e Genetic testing results?!
— 12 genes, 55 medications
— Improves remission rates by 50% in MDD
— Improves response rates by 30% in MDD

1Greden, J. Combinatorial pharmacogenomics significantly improves response and remission for major depressive disorder: A double-blind, randomized control trial.



Presenter
Presentation Notes
https://genesight.com/landmark-study-shows-genesight-test-led-to-significant-improvement-in-mental-health-outcomes-for-patients-with-major-depressive-disorder/

Title: Combinatorial pharmacogenomics significantly improves response and remission for major depressive disorder: A double-blind, randomized control trial.�Presenter: John Greden, M.D., University of Michigan Comprehensive Depression Center.�Date: Monday, May 7, 2018, 10:00 a.m. ET.�Poster Location: P5-110.
This 24-week landmark study included 1,167 patients with moderate-to-very severe depression who had failed at least one antidepressant medication. Patients were divided into two treatment arms: the GeneSight Psychotropic test arm (n=560) in which clinicians used GeneSight test results to guide treatment decisions and a treatment-as-usual arm (n=607) in which psychiatrists and primary care physicians prescribed medication as they normally would without the benefit of genetic testing. The Hamilton Depression scale (HAM-D17) was used to measure the key endpoints of remission (achieving a HAM-D17 score <7), response (50 percent decrease in HAM-D17 from baseline) and symptom improvement (percent change in HAM-D17 from baseline) at week 8. The durability of patients’ mental health outcomes was assessed at week 24.
“This is the first-ever prospective, large-scale, double-blind, randomized controlled trial evaluating combinatorial pharmacogenomics testing in patients with treatment-resistant major depressive disorder,” said John Greden, M.D., principal investigator, executive director of the University of Michigan’s Comprehensive Depression Center and an unpaid consultant to Assurex Health. “GeneSight-guided care was compared to physicians’ optimized treatment plans. The results indicate that patients fared significantly better with the pharmacogenomics approach than with usual care, despite this being a difficult-to-treat patient population. The improvements continued to increase as the study was extended to 24 weeks.”
The study results demonstrate that at week 8, individuals in the GeneSight cohort were 50 percent more likely to achieve remission and 30 percent more likely to achieve treatment response compared to those in the TAU group. The GeneSight-treated cohort also demonstrated higher symptom improvement which approached statistical significance (Chart 1).


Importantly, remission and response rates continued to improve in the GeneSight treatment arm through week 24 (Chart 2) as did symptom improvement (Chart 3), demonstrating the long-term durability of the results.
�
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Treatment Goals

Response
e 50% decrease in symptoms (or PHQ-9 score)

Remission
e 6 months of no symptoms (PHQ-9 < 5)

Prevention
e Continue medications 6-12 months after sxs resolve

Maintenance
e |If previous MDE off medications, recent/upcoming stressors
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Course of Treatment

e Treat for at least 8 weeks
e Treat for 6-12 months after remission

Edge is taken off

symptoms

Maybe?

Effects of Likely side
Antidepressant effeCts' Therapeutic Effects
Treatment placebo
Side Effects
v v
0 1 2 3 4

Time in Weeks




Dosing

 For elderly patients, start low and go slow

e Use genetic testing as a guide

 Best to start low and achieve tolerability

e |f partial response, increase dose every 4-6 weeks
* Once at max dose, switch or augment

* If noresponse after 4-6 weeks, consider switch or
augmentation
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Augmentation vs. Switching

e Head to head studies are not clear

o Abilify

e Seroquel

 Risperdal

e /Jyprexa

e Lithium (especially if SlI)

e Thyroid hormone T3 (levothyroxine)
e Wellbutrin

e TCA

* Not much evidence for Buspar
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COMMONLY USED
ANTIDEPRESSANTS
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SSRIs

(Selective Serotonin Re-uptake Inhibitors)

Prozac (fluoxetine), Zoloft (sertraline), Celexa (citalopram),
Lexapro (escitalopram), Paxil (paroxetine), and Luvox
(fluvoxamine)

Safer in-overdose and tolerability
Fluoxetine — least withdrawal (4-5 day half-life)

Doses greater than 40 mg/day of citalopram and 20 mg/day of
escitalopram not recommended due to increased QT prolongation
risk (monitor with EKG, electrolytes)

Doses greater than 20mg/day of citalopram and 10 mg/day of
escitalopram not recommended in patients >60 y/o

Hyponatremia in elderly
Use lower dose of all SSRIs in hepatic impairment
Dose adjustments usually not necessary in renal impairment
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SNRIs

(Serotonin-Norepinephrine Reuptake Inhibitors)
e Effexor (venlafaxine), Pristiq (desvenlafaxine),
Cymbalta (duloxetine), Fetzima (levomilnacipran)

e Withdrawal symptoms pronounced with venlafaxine
( 5 hour half-life)

 Avoid duloxetine in hepatic disease
e May increase blood pressure, monitor BP and pulse

e Good for patients that also have chronic neuropathic
or musculoskeletal pain

e Use lower dose of all SNRIs with hepatic and renal
Impairment
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NDRI

(Norepinephrine and Dopamine Reuptake Inhibitor)

We

lbutrin (bupropion)
_ess sexual side effects or weight gain

ncreased risk of seizure, caution use in patients
with h/o prior seizures, eating disorders, head
trauma/tumors, or alcohol abuse

Helpful in smoking cessation

Not good for anxiety, high caffeine intake
May cause insomnia if taken too late in day
Last dose no later than 4 pm

Give 8 hrs between doses if given twice daily

ff':“ﬂ Center for Clinical System W S £



TCAS

(Tricyclic Antidepressants)

Older generation SNRIs

Elavil (amitriptyline), Norpramin (desipramine),
Pamelor (nortriptyline), Tofranil (imipramine),
Sinequan (doxepin), Anafranil (clomipramine)

High overdose risk due to cardiotoxicity

Good for patients that also have chronic neuropathic
or musculoskeletal pain, insomnia, or IBS

Decreased tolerability compared to newer agents due
to anticholinergic effects like dizziness, blurred vision,
constipation, dry mouth, sedation, and weight gain

SSRIs may increase concentration of TCAs

17



MAUOiIs
(Monoamine Oxidase inhibitors (MAOIs)

e QOlder antidepressants

e Ensam (selegiline), available in a transdermal
patch, (Nardil) phenylzine, Parnate
(tranylcypromine)

e Useisrare due to several diet and drug
interactions that can result in hypertensive crisis
(tyramine-containing foods and other
serotonergic, noradrenergic or dopaminergic
meds)

— Wash out periods are essential when switching from
another serotonergic to an MAOI
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Mixed Serotonergics (Mixed 5-HT)

 Trazodone
— Blocks serotonin reuptake and certain receptors
— Mainly used as a hypnotic due to excessive sedation
— Priapism
— Sedation
— Dizziness
— Morning grogginess

e Viibryd (vilazodone)
— New on market
— SPARI - serotonin partial agonist and reuptake inhibitor
— Expensive
— No dosage adjustments in renal or hepatic impairment

e
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Serotonergic and

alpha 2-Adrenergic Antagonists

e Remeron (mirtazapine):

— Increase serotonin and NE transmission (independent
of reuptake)

— 7.5 mg dose used for insomnia due to histaminergic
effect at lower dose

— > 15 mg dose used for depression due to serotonergic
and noradrenergic activity at higher doses

e Good for patients that need to gain weight (more
weight gain with 7.5 mg dose)

e May reduce nausea
 Dose adjustment in renal and hepatic impairment

()
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Multi-modal

Trintellix (vortioxetine):
e New on market
e Expensive

* Increases release of several different neurotransmitters
(serotonin, norepinephrine, dopamine, glutamate,
acetylcholine, and histamine) and reduces the release
of GABA through 3 different modes of action

e May help with cognitive impairment

* No dosage adjustments in renal or hepatic impairment
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MANAGING SIDE EFFECTS OF
ANTIDEPRESSANTS
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Side Effects

Short term (2 weeks):

— Headache, upset stomach/nausea, diarrhea,
dizziness, anxiety, insomnia or fatigue usually
occur immediately

Longer term and dose dependent:

— Sexual side effects, dry mouth, constipation,
sweating, night sweats, weight gain

Ay e
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Suicidality with ADs

TABLE 3. Revised Insert Guidance for Black Box Waming
Drug-placebo difference in
number of cases of suicidality
Ape range (v) per 1000 patients treated

Drug-related increases

<18 14 additional cases

18-24 5 additional cases
Drug-related decreases

25-64 1 fewer case

=03 6 fewer cases

G A Center for Clinical Systems Improve
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Weight Gain

21% increased chance of 25% increase in body weight, 46% after 2 years

Rafael Gafoor et al. BMJ 2018;361:bmj.k1951
©2018 by British Medical Journal Publishing Group
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Presentation Notes
Scatter plot of adjusted rate ratios for ≥5% weight gain by number of prescriptions. Rate ratios were adjusted for sex, body mass index category, age, age2, diabetes, coronary heart disease, stroke, cancer, depression, smoking status, coprescribing of antiepileptics or antipsychotics, diet advice, year, region, and fifth of deprivation. SNRI=serotonin-noradrenaline (norepinephrine) reuptake inhibitors; SSRI=selective serotonin reuptake inhibitors; TCA=tricyclic and related antidepressants


Preventing & Managing
Side Effects

* Genetic testing

e Start at half the starting dose

e Divided doses

* Take with meals

e Avoid caffeine

* Increase exercise

e Switch timing of medication

* Continue same dose until resolution of side effects

e Choose wisely (h/o HTN, obesity, binge eating, anxiety,
insomnia)

e Treating symptoms with another medication

{ .
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Managing Medication Side Effects

=Avoid caffeine (faund in pop, coffee and chocolate)
~«Take antidepressant inthe morning :
+Ask your health care provider about taking a medicine to help you sleep
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Missed Doses

e If miss 3 or more days of medication:
— Withdrawal
— No therapeutic effect
— May need to restart with beginning dose

e Take medication at next scheduled time

— Do not double up
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Stopping Medications

Taper to avoid withdrawal (worsening depression,
suicidality, insomnia, anxiety, Gl upset, headaches,
dizziness, electrical zaps fatigue, sedation, diarrhea)

The longer the treatment, the longer the taper

The shorter the half life, the worse the withdrawal

For example, to taper off Lexapro 10mg daily:
— Week 1-7.5mg daily

— Week 2 — 5mg daily

— Week 3 —2.5mg daily

— Week 4 — 2.5mg every other day

— Week 5 —stop

' Center for Clinical Systems
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KEY DRUG-DRUG INTERACTIONS
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Common Drug-Drug Interactions

Use Lexi-Comp!

Serotonergic meds (triptans, TCAs, SSRI, SNRI, trazodone, buspirone) - Serotonin syndrome
e More common when multiple agents combined
e Dose dependent
e Clonus, hyperthermia, and mental status changes
e Relatively uncommon, but is still something to consider
* NSAIDs — Gl bleeding
e Alcohol and drugs — CNS depression
e MAOIs — hypertensive crisis
* TCAs —increase in TCA serum concentration

e Tramadol — lower seizure threshold

e Certain antipsychotics — QTc prolongation

' Center for Clinical Systems-'j"‘-. TS
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Common Drug-Drug Interactions
Use Lexi-Comp!

* |nvolve the cytochrome P450 enzymatic inhibition
or induction

e If patient taking medication known to interact with
antidepressant:
— Start low
— Goslow
— Monitor for effect of interaction
— Check a blood level (TCAs)
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Drugs that may cause depression

e Alcohol, cannabis, cocaine
e Acne treatment: Accutane (Isotrentinoin)

 Anticonvulsants: Keppra (levetiracetan), Topamax
(topiramete), Sabril (vigabatrin)

* Antimigraine agents: Triptans

e Benzodiazepines: Valium (diazepam), Xanax (alprazolam),
Klonipin (clonazepam), Ativan (lorazepam)

e (Cardiovascular medications: B-Blockers, Clonidine,
methyldopa, reserpine

e Hormonal therapy: Gonadotropin-releasing hormone,
oral contraceptives, steroids (prednisone), tamaxifen

 Immunologic agents: Interferons
e Smoking cessation drugs: Chantix (varenicline)

R
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Questions?
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