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As we enter the shortest days of the year, some patients may experience depression and for
many this is a recurring event. Recurrent major depressive disorder with seasonal pattern,
more commong_y known as seasonal affective disorder (SAD), affects two to three per cent of
all Canadians.™ A milder form ("winter blues") affects up to 10 to 20 per cent.? Symptoms
generally occur in the fall or winter and remit by spring, though a minority of patients
experience the opposite pattern (summer SAD). The incidence increases with latitude, and is
more common between 20 and 50 years, and in women.13 The etiology of SAD remains
unclear, but it is hypothesized that circadian rhythms and genetic factors are involved, and
that serotonin, catecholamines, and melatonin also play a role.

Light therapy remains one of the main treatments for winter SAD.%° However, questions
remain about what is optimal light therapy (e.g. spectrum and intensity/dose).G’ A Swedish
health technology assessment found that light therapy improved depression scores in the first
few weeks of therapy compared to placebo, but the effect diminished over time.> Light therapy
had no benefit when looking at clinical response (a 50 per cent reduction in depression score)
as the outcome. Side effects, however, tend to be mild and include agitation, headache, eye
strain and nausea. Hypomania has been reported with the initiation of light therapy. Blue
wavelength light may harm the retina.

Various drug therapies have been studied for SAD (Table 1), with the majority of studies
focusing on SSRIs and newer antidepressants. Although there are many reports of positive
effects with medications, the quality of evidence overall is also poor. Of note, tricyclic
antidepressants are not recommended since their sedating effects can exacerbate sleepiness
and lethargy that accompanies SAD8, and there is a lack of evidence of benefit.
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Extended-release bupropion is the only pharmacological therapy officially indicated for the
prevention of SAD,2:10 although other serotonergic antidepressants may also be effective.
Preventative treatment is usually started in the fall before the anticipated onset of symptoms,
and tapered off in the spring, four to six months later.

1

Light therapy or drug therapy?

There are few direct comparisons between light therapy and medication so it is not possible to
make a specific recommendation. Initial treatment decisions may be made on factors such as
preference, convenience, and costs. Light therapy is considered generally "low risk",% but
does require a daily time commitment.12 A recent Canadian study comparing the total health
care costs of light therapy versus fluoxetine (two therapies that have been reported to be
equally effective) found that while purchasing a light box might cost more up front, after the
first year of treatment light therapy starts to cost less, especially if fluoxetine doses are greater
than 20 mg/d.13

Summary:

Patients suffering from seasonal affective disorder may benefit from light or drug, but the
overall quality of evidence, especially for drug therapy is low. Bupropion is the most effective
drug treatment.



Table 1: Drug therapies for SAD

SSRls

Fluoxetine 20 mg/d vs placebo: clinical response® 59% vs 34% (p<0.
nzsa:ll?i

Fluoxetine 20 mg/d vs light therapy: fluoxetine response 65%; remi:
Bright light response 70%; remission 50%) (n=35) "

Fluoxetine 20 mg compared to light therapy: 67% response in each
fluoxetine 54% remission; light 50% (n=96)*

Sertraline 50-200 mg/d x 8 weeks: significant reduction in anxiety a
depression scores for sertraline compared to placebo, but no signifi
difference in proportion of responders (56% vs 50%) (n=187)"
Escitalopram 10-20 mg/d: response rate 95%, remission 85% (n=20,
8 weeks)™®

Duloxetine (SNRI)

Duloxetine 60-120 mg daily for 8 weeks improved depression score
social functioning, and reduced lost productivity in one open label s
The median time to improvement was 4 weeks."”

Bupropion (NDRI)

Bupropion 200-400 mg/d produced complete or partial response in
to severely depressed patients with SAD in one small open-label stu
Bupropion XL 150-300 mg/d reduced recurrence of depression in pr
studies by 44% compared to placebo (total n= 1042)°

Moclobemide

Maoclobemide 400 mg/d was no better than placebo in improving o
depression scores after 3 weeks, but seemed to improve symptoms
hypersomnia, hyperphagia, and carbohydrate craving.”
Moclobemide 300-450 mg/d x 6 weeks was beneficial in about two:
patients with SAD in one small open-label study {n=11]"‘2

Melatonin

Low-dose melatonin (0.125 mg) given 8 and 12 hours after waking i
depression scores compared to placebo in a small pilot study (n=10
In patients with subsyndromal SAD, controlled-release melatonin (2
hours before bed) improved sleep and vitality ratings compared to|
(n=13)**

St John's wort

900 mg daily of Hypericum extract LI 160 reduced depression score
70% in a small group of patients with SAD (n=20). There was a trenc
increased response in patients who received bright light treatment
addition.”’

Ginkgo biloba extract

Ginkgo biloba extract PN246 was no better than placebo in preueatl
depression (n=27)*°

Vitamin D

Despite anecdotal claims that the sunshine vitamin helps winter de|
some evidence that it elevates moaod, there is no strong evidence fc
SAD.*"*® Vitamin D supplementation did not result in differences in
health scores among older women compared to placebo (n=2117)"

Other

There is some evidence that modafinil, tryptophan, the serotonin-n
reuptake inhibitor reboxetine®*, and the melatonin agonist agomel
also be beneficial. Alprazolam, vitamin B12, and levodopa/carbidop
effective.’®**

RCT = mndomized controlled trial
* elinical response dafined as a 50% reduction in depression rating scores

T e ey — NN P



References:

1.

10.
11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Westrin A, Lam RW. Seasonal affective disorder: a clinical update. Ann Clin Psychiatry.
2007;19:239-46

2. Flaskerud JH. Seasonal affective disorders. Issues Ment Health Nurs. 2012;33:266-8.
3.
4. Anderson AM, Haddad PM. CANMAT Guidelines for depression: Clear and user-

Diagnostic and statistical manual DSM-IV-TR (online via Stat!Ref)

friendly. J Affect Disord. 2009; 117: S3-S4.

Gelenberg AJ, et al. Practice Guideline for the Treatment of Patients With Major
Depressive Disorder, Third Edition. Available from URL:
http://psychiatryonline.org/content.aspx?bookid=28&sectionid=1667485. Accessed
15/11/2012.

Swedish Council on Technology Assessment in Health Care. Light Therapy for
Depression, and Other Treatment of Seasonal Affective Disorder. A Systematic Review.
http://www.sbu.se/upload/Publikationer/Content1/1/light_therapy_depression.pdf.
Accessed 08/11/2012.

. Anderson |, et al. Depression in adults (update): full guideline DRAFT (February 2009).

Available from URL: www.nice.org.uk/nicemedia/pdf/CGO90ONICEguideline.pdf. Accessed
11/11/2012.

Hairon, N. Helping patients to cope with seasonal affective disorder. Nursing Times.
2007;103: 25-26.

Modell JG, et al. Seasonal affective disorder and its prevention by anticipatory treatment
with bupropion XL. Biol Psychiatry. 2005;58:658-67.

e-CPS

Westrin A, Lam RW. Long-term and preventative treatment for seasonal affective
disorder. CNS Drugs. 2007;21:901-9

Thaler K, et al. Second-generation antidepressants for seasonal affective disorder.
Cochrane Database Syst Rev. 2011;(12):CD008591.

Cheung A, et al. Direct health care costs of treating seasonal affective disorder: a
comparison of light therapy and fluoxetine. Depress Res Treat. 2012;2012:628434. doi:
10.1155/2012/628434. Epub 2012 Oct 18.

Lam RW, et al. Multicenter, placebo-controlled study of fluoxetine in seasonal affective
disorder. Am J Psychiatry. 1995;152:1765-70.

Ruhrmann S, et al. Effects of fluoxetine versus bright light in the treatment of seasonal
affective disorder. Psychol Med. 1998 Jul;28(4):923-33.

Lam RW, et al. Can-SAD study: a randomized controlled trial of the effectiveness of light
therapy and fluoxetine in patients with winter seasonal affective disorder. Am J
Psychiatry. 2006;163: 805-12

Moscovitch A, et al. A placebo-controlled study of sertraline in the treatment of
outpatients with seasonal affective disorder. Psychopharmacology (Berl). 2004;171:390-
7.

Pjrek E, et al. Escitalopram in seasonal affective disorder: results of an open trial.
Pharmacopsychiatry. 2007;40:20-4.

Pjrek E, et al. Treatment of seasonal affective disorder with duloxetine: an open-label
study. Pharmacopsychiatry. 2008;41:100-5

Dilsaver SC, et al. The efficacy of bupropion in winter depression: results of an open
trial. J Clin Psychiatry. 1992 Jul;53(7):252-5.

Lingjaerde O, et al. Treatment of winter depression in Norway. II. A comparison of the
selective monoamine oxidase A inhibitor moclobemide and placebo. Acta Psychiatr



22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Scand. 1993;88372-80.

Partonen T, Lonnqgvist J. Moclobemide and fluoxetine in treatment of seasonal affective
disorder. J Affect Disord. 1996 25;41:93-9

Lewy AJ, et al. Melatonin treatment of winter depression: a pilot study. Psychiatry Res.
1998;77(1):57-61.

Leppamaki S, et al. Effect of controlled-release melatonin on sleep quality, mood, and
guality of life in subjects with seasonal or weather-associated changes in mood and
behaviour. Eur Neuropsychopharmacol. 2003;13:137-45

Kasper S. Treatment of Seasonal Affective Disorder (SAD) with Hypericum Extract.
Pharmacopsychiatr. 1997; 30(Suppl): 89-93.

Lingaerde O, et al. Can winter depression be prevented by Ginkgo biloba extract? A
placebo-controlled trial. Acta Psychiatr Scand. 1999;100:62-6.

Lansdowne AT, Provost SC. Vitamin D3 enhances mood in healthy subjects during
winter. Psychopharmacology (Berl). 1998;135:319-323.

Gloth FM 3rd, et al. Vitamin D vs broad spectrum phototherapy in the treatment of
seasonal affective disorder. J Nutr Health Aging. 1999;3(1):5-7.

Dumville JC, et al. Can vitamin D supplementation prevent winter-time blues? A
randomised trial among older women. J Nutr Health Aging. 2006;10:151-3.

Lundt L. Modafinil treatment in patients with seasonal affective disorder/winter
depression: an open-label pilot study. J Affect Disord. 2004;81:173-8.

Ghadirian AM, et al. Efficacy of light versus tryptophan therapy in seasonal affective
disorder. J Affect Disord. 1998;50:23-7.

Hilger E, et al. Reboxetine in seasonal affective disorder: an open trial. Eur
Neuropsychopharmacol. 2001;11:1-5.

Yamadera H, et al. Open study of effects of alprazolam on seasonal affective disorder.
Psychiatry Clin Neurosci. 2001;55:27-30.

Oren DA, et al. A controlled trial of cyanocobalamin (vitamin B12) in the treatment of
winter seasonal affective disorder. J Affect Disord. 1994 Nov;32(3):197-200.

Oren DA, et al. A controlled trial of levodopa plus carbidopa in the treatment of winter
seasonal affective disorder: a test of the dopamine hypothesis. J Clin Psychopharmacol.
1994:14:196-200.

©2013 B.C. Drug and Poison Information Centre

A version of this document was published in BCPhA's The Tablet. 2012; 21(6): 24-5.

<-->

Keywords: affective disorders

We are grateful to all the First Nations who have cared for and nurtured the lands and waters

around us for all time, including the xX?m??k??y??m (Musqueam), Sk?wx?wu?7mesh

U?xwumixw (Squamish Nation), and s?I?ilw?ta? (Tsleil-Waututh Nation) on whose unceded

and ancestral territory our centre is located.



© 2024 BC Drug and Poison Information Centre
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for informational purposes only. It is not meant to replace the expert advice of a healthcare
professional such as a physician, pharmacist, nurse or qualified poison specialist. Use of this
site is governed and restricted by specific terms of use. Please review the full terms and
conditions below prior to using the DPIC website. In the event of a poisoning emergency, call
your local poison control centre immediately. Portions of this web site are intended for
healthcare professionals. Interpretation and application of information may require more
detailed explanation than contained herein, particularly regarding any clinical information that
is found in or linked to this site. Patients are advised to consult their health care provider
regarding diagnosis and treatment, and for assistance in interpreting these materials and
applying them in individual cases.
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