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OBIJECTIVES

. To Review Depression treatment cases from the Provider
Consultation Call.

. Use the cases to develop clinical questions that need to be
addressed.

. Review the evidence base of the clinical questions.
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CASE 1:
83YO F WITH DEPRESSION AND WORSENING KIDNEY FUNCTION

e Patient has a history of depression well-controlled on Venlafaxine ER 150
mg daily for years. She is also on trazodone 50 mg nightly for insomnia,
with good results.

 QOver time, she had developed chronic kidney disease, now at stage 3b,
with substantially lowered creatinine clearance.

e She also has had a 55 |bs unintentional weight loss going from 210 lbs to
155 |bs. She is 5’8”. Overall, she is pleased with it. Extensive workup for this
— many labs and tests identify no explanation for the weight loss.

Question: What do you recommend for managing her symptoms?- W PACC



CLINICAL QUESTIONS

83YO F WITH DEPRESSION AND WORSENING KIDNEY FUNCTION ON
VENLAFAXINE

 What antidepressants do | need to worry about in chronic
kidney disease?

 What adjustments in antidepressant treatment do | need to
consider in chronic kidney disease?
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ANTIDEPRESSANTS AND CKD

* Antidepressants do not directly harm the kidneys

° Safety concerns emerge
— Short term SSRI risk
* Increase risk in upper Gl bleeding (platelet function)
* Hip fracture (bone metabolism)

— No longer term effect on mortality or CKD progression

— Mirtazapine
* Higher risk of mortality (HR, 1.11; 95% CI, 1.00 to 1.22)

— Starting at a lower than standard dose helped with side effects

Damba JJ, Bodenstein K, Lavin P, Drury J, Sekhon H, Renoux C, Trinh E, Rej S, Greenway KT. Psychotropic Drugs and Adverse Kidney Effects: A Systematic Review of the Past Decade of Research. CNS Drugs.

2022 Oct;36(10):1049-1077. doi: 10.1007/s40263-022-00952-y. Epub 2022 Sep 26. PMID: 36161425.
Zhu N, Xu H, Lagerberg T, Johnell K, Carrero JJ, Chang Z. Comparative Safety of Antidepressants in Adults with CKD. Clin J Am Soc Nephrol. 2024 Feb 1;19(2):178-188. doi: 10.2215/CJN.0000000000000348. - UW PACC
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Epub 2023 Nov 6. PMID: 38032000; PMCID: PMC10861107.



CHRONIC KIDNEY DISEASE & ANTIDEPRESSANTS

e 20% to 25% of patients with CKD have
depression.

e SSRIs (sertraline) do not consistently improve
depressive symptoms or quality of life vs
placebo in patients with non-dialysis CKD

— Caveat: 12 week study

* Limited efficacy of antidepressants?
— Uremic toxin accumulation
— Chronic inflammation
— Medication adherence

Hedayati SS, Minhajuddin AT, Toto RD, Morris DW, Rush AJ. Prevalence of major depressive episode in CKD. Am J Kidney Dis. 2009 Sep;54(3):424-32. doi:
10.1053/j.ajkd.2009.03.017. Epub 2009 Jun 3. PMID: 19493599; PMCID: PMC3210064.

Hedayati SS, Gregg LP, Carmody T, et al. Effect of Sertraline on Depressive Symptoms in Patients With Chronic Kidney Disease Without Dialysis Dependence: The
CAST Randomized Clinical Trial. JAMA. 2017;318(19):1876-1890. doi:10.1001/jama.2017.17131

Lefrére A, Burtey S, Bobot S, Belzeaux R, Bobot M. Depression in chronic kidney disease: Particularities, specific mechanisms and therapeutic considerations, a
narrative review. Behav Brain Res. 2025 Apr 12;483:115467. doi: 10.1016/j.bbr.2025.115467. Epub 2025 Feb 7. PMID: 39923943.

Palmer SC, Vecchio M, Craig JC, Tonelli M, Johnson DW, Nicolucci A, Pellegrini F, Saglimbene V, Logroscino G, Hedayati SS, Strippoli GF. Association between
depression and death in people with CKD: a meta-analysis of cohort studies. Am J Kidney Dis. 2013 Sep;62(3):493-505. doi: 10.1053/j.ajkd.2013.02.369. Epub 2013
Apr 25. PMID: 23623139.
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DOSING AND CKD

 SSRIs

— Most are renally cleared
— Reduced renal function—=2>Increased drug exposure/risk of side effects
— Guideline: start at lowest possible dose and titrate slowly

* Can reduce risk of bleeding
* Reduce dose for severe CKD (eGFR < 30/mL/min/1.73m?)

— Sertraline: best studied in dialysis with dose ranges 25-200mg
— Avoid: Paroxetine and fluvoxamine

* More renally cleared
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DOSING AND CKD

SNRIs

— More extensively renally cleared and metabolic products accumulate, increasing the risk for hypertension
and other side effects
— Easier to just avoid
* Duloxetine: avoid in severe renal impairment
— If used, keep doses low and monitor for side effects carefully

Mirtazapine
— Clearance reduced by 30% in moderate impairment and 50% in severe impairment.
— Dose reduction required

Bupropion
— 80% excretion in urine, active metabolite
— Dose reduction needed in severe CKD

Summary: review need for dosing reductions in chronic kidney disease
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CASE RECOMMENDATIONS
83YO F WITH DEPRESSION AND WORSENING KIDNEY FUNCTION ON
VENLAFAXINE AND UNEXPLAINED WEIGHT LOSS

e Although venlafaxine is first extensively hepatically metabolized,
metabolic products are eliminated in the urine, and decreased
renal clearance may be causing elevated levels of venlafaxine and
metabolites that could possibly be contributing to anorexia.

* |tis also true that, CKD aside, hepatic metabolism and overall
metabolism slow with age, and people need and tolerate better
lower doses of most medications as they age. Seeing how she does
on half the dose of venlafaxine seems wise. It could be halved again

to 37.5 mg.
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CASE 2:
63YO M WITH A RETURN OF DEPRESSIVE SYMPTOMS

e Patient is a 63 year old male patient who has a history of well managed
anxiety and depression, who has recently begun to struggle with low mood
and amotivation.

 He'd been on Duloxetine 60mg BID and Lexapro 20mg BID for many years.
In the context of this recent relapse, you've been discussing medication
options with him. A cross taper from Lexapro to Fluoxetine was attempted
but the patient felt more restless and experienced intrusive thoughts
before self-discontinuing.

* He reports a history of childhood seizure disorder, so he declines a trial of
Bupropion. He is also able to recall a prior, failed trial of Citalopram.
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CLINICAL QUESTIONS

63YO M WITH A RETURN OF DEPRESSIVE SYMPTOMS ON BOTH
DULOXETINE AND ESCITALOPRAM

* |sthere ever a role for two serotonergic meds to treat
depression?

 What is the best way to improve this regimen?
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EVIDENCE FOR SSRI+SSRI, SSRI+SNRI OR SNRI+SNRI

* There is no evidence to support these combinations except for
a few case reports

* Concern for serotonin syndrome and other side effects has
limited the practice

Dodd, S., Horgan, D., Malhi, G. S., & Berk, M. (2005). To combine or not to combine? A literature review
of antidepressant combination therapy. Journal of Affective Disorders, 89(1-3), 1-11.
https://doi.org/10.1016/j.jad.2005.08.012

Henssler, J., Alexander, D., Schwarzer, G., et al. (2022). Combining Antidepressants vs Antidepressant
Monotherapy for Treatment of Patients With Acute Depression: A Systematic Review and Meta-analysis.
JAMA Psychiatry, 79(4), 300-312. https://doi.org/10.1001/jamapsychiatry.2021.4313
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POTENTIAL RISKS OF REMAINING ON BOTH SNRI AND
SSRI

* Serotonin syndrome

— Exists on a continuum and can present with anxiety, RLS, tremor that
leads to more prescribing

— Can be brought on by the addition of meds that inhibit the
metabolism of antidepressants (cimetidine, ketoconazole,
erythromycin)

— While it usually present early in treatment, it can arise later on,
especially as patients age and may not be able to clear drug as
effectively
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RECOMMENDATIONS

63YO M WITH A RETURN OF DEPRESSIVE SYMPTOMS ON BOTH
DULOXETINE AND ESCITALOPRAM

e Patient is coming in on this regimen, current PCP did not start it and
thus can’t speak to efficacy

e Given that he is on very high doses of two serotonergic antidepressants
with similar mechanisms of action and is symptomatic, it makes most
sense to reduce polypharmacy and try a more evidence-based
approach:

* Augmentation with a presynaptic a2-adrenergic antagonist
(mirtazapine), second-gen antipsychotic (aripiprazole), lithium or T3,
switch to tricyclic (nortriptyline), referral for neuromodulation or
ketamine, referral for psychotherapy
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CASE 3:
20 YO F WITH H/O ADHD AND DEPRESSION

Current Meds: Adderall for ADHD and sertraline for depression

Sertraline 50mg started ~ 2 mo ago for worsening depression, but the patient
recently noted that her depression was worsening with some passive Sl, and her
dosage was increased to 75 mg.

About a week later, the patient reported feeling very tired and experiencing
nightmares since increasing the dose. Her dose has been reduced back down to 50
mg.

PCP discussed possible med change, patient is interested in something that is more
activating, contemplating fluoxetine.

Recommended cross-taper from sertraline to fluoxetine:
— Sertraline to be decreased by 25 mg approximately weekly until discontinued

— Start the fluoxetine (while still on the sertraline) at 10 mg and titrate to 20 mg in
approximately a week. The dose can be further titrated to 30 or 40 mg in about a
week or two as needed and as tolerated.
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CLINICAL QUESTIONS
20 YO F SWITCHING FROM SERTRALINE TO FLUOXETINE FOR DEPRESSION

 What is the best way to switch antidepressants?
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SWITCHING ANTIDEPRESSANT MEDICATIONS

* Consider the following:
— Specific drug properties
* Adverse effects
e Elimination half-life (e.g. fluoxetine has long half-life)
* Pharmacodynamics (how quick will medication take effect)
 Risk for discontinuation symptoms (e.g. venlafaxine, paroxetine, imipramine)
— Drug-drug interactions

* E.g. fluoxetine and paroxetine inhibit CYP2D6, which metabolizes duloxetine
and venlafaxine, thus increased the SNRI serum concentrations

— Relapse of depression
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CROSS-TAPERING

* Standard approach (preferred)
* Process:

— Lower the dose of current antidepressant gradually while concurrently
starting new antidepressant

— Usually done over 1-3 weeks, but might be slower if patient has h/o
sensitivity to discontinuation or side effects

* Prevents both discontinuation symptoms and worsening of
depressive symptoms (due to drug withdrawal)

e Cross-tapering contraindicated when switching to or from a MAOI

I UW PACC
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DIRECT SWITCHING

* Abruptly stopping one medication and starting the new drug at the
equivalent dose (can look up approximate dose equivalent tables)

* Consider direct switching when:

— There are severe adverse reactions
— Antidepressants are in same/similar class (SSRI to SSRI, SSRI to SNRI)
— Antidepressant has been used for a relatively short period of time

e Caution:

— Discontinuation symptoms could be mistaken as adverse side effects of the
new drug

I UW PACC
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RECOMMENDATIONS
20 YO F SWITCHING FROM SERTRALINE TO FLUOXETINE FOR DEPRESSION

* Cross-taper (most often)

 KEEP IT SIMPLE!

— Take into account how well the patient can follow cross-taper instructions,
if too complex consider direct switch

— Usually make changes week by week (easier to remember compared to
lowering doses g3 days), can go faster or slower if needed

— Write it out for patients

e Case: switching sertraline 50mg to fluoxetine

1. Cross-taper: Lower sertraline to 25mg for one week and then start
fluoxetine 10mg, and then keep titrating up on fluoxetine

2. Direct switch to fluoxetine 10mg
BN UW PACC



REFERENCES:

 UpToDate: Switching antidepressant medications in adults

* Boyce P, Hopwood M, Morris G, Hamilton A, Bassett D, Baune BT, Mulder
R, Porter R, Parker G, Singh AB, Outhred T, Das P, Malhi GS. Switching
antidepressants in the treatment of major depression: When, how and
what to switch to? J Affect Disord. 2020 Jan 15;261:160-163. doi:
10.1016/j.jad.2019.09.082. Epub 2019 Sep 30. PMID: 31630037.

 Ruhé HG, Huyser J, Swinkels JA, Schene AH. Switching antidepressants after
a first selective serotonin reuptake inhibitor in major depressive disorder: a
systematic review. J Clin Psychiatry. 2006 Dec;67(12):1836-55. doi:
10.4088/jcp.v67n1203. PMID: 17194261.
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QUESTIONS

Provider Consultation Line

Prescribing providers call anytime, 24/7

Non-prescribing providers call Mon-Fri, 8-5 (excluding holidays)

877-WA-PSYCH (877-927-7924)
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