Safety and Tolerability of Antidepressant Co-treatment in Acute Major Depressive Disorder: A Systematic Review
and Exploratory Meta-analysis
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Background Method
* Response rate with initial antidepressant (AD) treatment for major depressive disorder (MDD) Systematic PubMed/Medline/PsycInfo/Embase search from database inception through 06/01/2015
remains 25-50%]1]. Inclusion criteria
* Most frequently employed management option for treatment resistant depression and also  Randomized controlled trials, including 220 patients with MDD
recommended in treatment guidelines [2,3] is the co-treatment with a second antidepressant [4]. * Reporting on the frequency or severity of AEs in patients who were randomized to either AD+AD co-treatment or to AD monotherapy,
 However, evidence for the efficacy advantages of AD co-treatment is slim [5], and concerns about an of the same AD that was also a part of the AD+AD combination.
increased adverse effect (AE) burden have been raised. In order to allow for a comprehensive risk- Outcomes Co-Pr . . darv:
benefit analysis of AD+AD co-treatment, detailed knowledge about its short-term and long-term ) OI- tn;n arl))f :l't lated di fnuat ) eIc on dary. y AT
tolerability in patients with MDD is needed. ntolerability-related discontinuation ncdence of any speciiic
. . . . , * Proportion of patients with at least one AE * Severity of any specific adverse event
* Therefore, we conducted a systematic review and meta-analysis of the frequency and severity of AEs Analysis
171 patients with MDD co-treatment Compared with AD monotherapy’ hypothesizing that the risk of We conducted a random-effects meta-analysis of outcomes for which 22 studies contributed data, calculating the Risk Ratio (RR) with its
AEs would be significantly greater with AD+AD co-treatment. 95% confidence interval (CI) for categorical outcomes and the Standardized Mean Difference (SMD) with its CI for continuous outcomes.
Result Flow diagram for literature search
Total Sample: 23 meta-analyzed studies (n=2435, duration=6.6 weeks) _ | Individual hits in PubMed | | Individual hits in PsycINFO | | Individual hits in Embase
1. Intolerability-related discontinuation = (n =3847) (n =2319) (n = 308)
AD+AD co-treatment and AD monotherapy were similar regarding intolerability-related discontinuation (N=18, n=1270, RR=1.38, 95%CI=0.89-1.10, p=0.80) = ' _ y _ !
L Fotentially relevant articles (n = 6474)

2. Frequency of at least one Adverse Event (AE)
AD+AD co-treatment and AD monotherapy were similar regarding frequency of patients with 21 AE (N=9, n=1029, RR=1.19, 95% CI=0.95-1.49, p=0.14) »| Duplicate articles (n = 1678

o e ¥
3. Specific Adverse Events 2 Unigque articles identified and screened (n = 4796)
° ° ° WL ° —
* AD+AD co-treatment was associated with significantly greater burden regarding 4/25 AEs (Tremor: RR=1.55, 95% CI=1.01-2.38, p=0.044; %
. . . . . & » Articles excluded at abstract level (n = 4732)
* Sweating: RR=1.95, 95% CI=1.13-3.38, p=0.017; 27%Weight gain: RR=3.15, 95% CI=1.34-7.41, p=0.009; Weight gain: SMD=1.03, 95%CI=0.27-1.79, p=0.008) ) il
* No more central nervous system, gastrointestinal, sexual or alertness-related AEs. Full text articles retrieved for evaluation of eligibility (n = 64)
° ° _
Table depicting the results of outcomes measures Articles excluded (n = 47):
Outcome All studies Augmentation-studies Combination treatment-studies » : ﬁ;ﬂlﬂﬂjgﬂgﬂgﬂiﬁ;ﬁfu[pn; %35}]
Outcome N n Risk ratio/ 95 % P- p-Value _ N n Ri5!< 95 % P- p-Value _ N N Risk ratio/ 95 % P- p-Value _ Articles identified in * Bipolar depression (n = 4)
SMD Cli Value heterogeneity ratio/ Cl Value heterogeneity SMD Cl Value heterogeneity = i o Mt o « MDD in remission [ﬂ — ;3]
SMD = " « Mot randomized (n = 3)
= _ : :
Co-primary outcomes = analysea [ﬂ - E} « No MDD IjIElgr'I-DSIE {ﬂ = E:I
Discontinuation 18 1270 1.368 0.894, 0.149 0.797 3 323 1.737 0.386, 0.471 0.220 15 947 1.434 0.887, 0.142 0.833 LUl « Study on SSRI-induced sexual dysfunction (n = 2)
due o AE 2096 7-.807 2-319 » Not analyzable data (n = 2)
At least one AE 9 1029 1.185 0.945, 0.142 < 0.001 3 589 AD mono | 1.299, < - 0.406 6 440 0.982 0.840, 0.824 0.140 : .
1 486 1 aost 1 726t 0.001% 1 149 * Only switch as companson (n = 1)
Movement disorder | | « Case report data (n = 1)
Tremor 4 576 AD mono T 1.012, 0.044% 0.811 1 293 1.327 0.383, 0.656 — 3 283 AD mono | 1.006, 0.047°% 0.640 « Mot finished studies (n = 1)
1.552+ 2.3801 4.592 1.585% 2.499% o
Anticholinergic AE g ¥
Dry mouth/ 8 839 1.516 0.910, 0.110 0.002% 3 430 AD mono | 1.234, 0.006% 0.403 5 409 1.289 0.674, 0.443 0.002°% = - - i : _
g S e S oot 3 =13 > hes S RCTs included in the meta-analysis (n = 23)
salivation —
Blurred vision 2 65 2.265 0.556, 0.254 0.730 1 27 3.692 0.164, 0.411 - 1 38 2.000 0.415, 0.388 -
9.230 83.268 9.650
Arousal-reflated AE i i i
Sedation 5 636 1.655 0.858, 0.133 0.023% 1 293 AD mono | 2.134, < = 4 343 1.149 0.700, 0.583 0.675 Figure 1. How chart for the systematic literature search.
3.194 3.1981 4.792+% 0.001F¥ 1.888
Fatigue/tired- 5 420 1.227 0.749, 0.418 0.445 2 137 2.018 0.511, 0.317 0.251 3 283 1.052 0.578, 0.867 0.431 .
ness/drowvsiness 2.010 /7975 1.915
Asthenia/lack of 2 108 0.739 0.254, 0.579 0.325 1 70 0.297 0.035, 0.266 — 1 38 1.000 0.292, 1.000 - ConCIuSIOn
enerqgy 2.150 2.524 3.426
'Insomnia 6 702 0.855 0500 0456 0.202 T 293 1.279 o 2ly 9t - > 409 0778 0oel 9205 0180  AD+AD co-treatment strategies do not appear to be associated with significantly greater
Cardiovascular AE - 13 - - - : : -
Fainting/ 8 839 1.063 0.754, 0.729 0.998 3 430 1.074 0.610, 0.804 0.791 5 409 1.056 0.685, 0.805 0.990 1ntolerab111ty-related discontinuation and increased incidence of 21AE.
Dizziness 1.498 1.892 1.627 o . . o L2 . .
Tachveardia X 1ea o =se 0192 0811 021% o o K ~ ) . tea 0 mse 0162 0811 0218  AD+AD co-treatment strategies were associated with a significantly greater incidence or
3.640 3.640 . . oo 5
NS AE severity of 4 of 25 specific reported AEs than AD monotherapy strategies.
Confusi 3 283 1.470 0.754, 0.258 0.419 0O O - - = - 3 283 1.470 0.754, 0.258 0.419 .« po ; . .
crEen > 867 > 867 » Specific AEs more common during antidepressant (AD) + AD co-treatment included
Mania 4 393 0.995 0.455, 0.990 0.549 0O O - - = - 4 393 0.995 0.455, 0.990 0.549 5 5 . « . . . fo . .
2176 2.176 tremor, sweating, weight gain and clinically significant weight gain.
Tension/inner 3 419 0.684 0.305, 0.358 0.932 1 293 0.569 0.120, 0.476 — 2 126 0.733 0.284, 0.521 0.799 . . .~ . . . .
restlessness 1.536 2 686 1.891 * Frequencies and severity of global and specific AEs are insufficiently and incompletely
Headache 7 772 1.022 0.747, 0.890 0.797 2 363 0.707 0.142, 0.671 0.227 5 409 1.038 0.746, 0.823 0.819 . . . .
; 1.400 3514 1.445 assessed or reported in the available randomized controlled studies.
Gastrointestinal AE
Constipation 3 164 0.951 0.190, 0.952 0.0258% 1 38 1.000 0.474, 1.000 - 2 126 1.430 0.025, 0.862 0.012 o Cleaﬂy’ more data on side-effect burden of AD+AD co-treatment are needed and such
4.769 2.108 81.597
Diarrhea 2 =231 09498 ?:2}22’ 0.062 0.7/ to29s 044 ?:;?g‘ o121 = o8 0333 g:g;g' O.522 - data need to be complemented by hlgh quality and more definitive information about
Nausea 8 1007 0.918 0.683, 0.570 0.723 3 589 1.411 0.643, 0.390 0.312 5 418 0.840 0.604, 0.299 0.949 o o « o
1,234 3 097 1168 the efficacy of this frequently employed clinical strategy.
Abdominal pain/ 2 137 0.890 0.557, 0.625 0.377 2 137 0.890 0.557, 0.625 0.377 O O — — - -
di : :
S;C F'Z;rfjj 3 283 0.827 .;1;.2;::  0.422 0.842 O O _ 1 G _ _ 3 283 0.827 0.521. 0.422 0.842 References: [1] Kennedy SH, Eisfeld BS, Meyer JH, Bagby RM. Antidepressants in clinical practice: limitations of assessment
EDD?TATE . 1.313 1.313 methods and drug response. Hum Psychopharmacol. 2001;16(1):105-114. d0i:10.1002/hup.189.
Eﬁggh 41[“ change AEB 401  AD monosu-  1.338, 0.009°% 0.511 S mes AL oo — 60105 O s4s L 22 5 000 o1 ooas [2] An.1erican Psychiatric.Associatio.n. I?ractice gui.deline for the treatment of patients with major depressive disorder [Internetl].
gain = 7% or perior 3.148% 7.405% perior 3.807+ 10.548% 9.650 Washington, D.C.: American Psychiatric Association; 2010
;if;c"tmd as side [3] National Institute for Health and Clinical Excellence. Depression: The treatment and management of depression in adults.
Body weight 2 346 AD monosu- 0.271, 0.008% 0.019% 1 293 AD monosu-  0.443, < - 1 53 AD monosu- 0.868, < = (G90). 2009.
; 2 ?:l nge (_‘Sh;;lD)* S e igfor 1.0337 ; . ;g«;f D ooat o o e C os ii;"far 0.692" g- gﬁ;l 0.0017% 1 - itgfor 1.476% -? gijl- 0.007*% [4] Kohler S, Unger T, Hoffmann S, Steinacher B, Fydrich T, Bschor T. Comparing augmentation with non-antidepressants over
Body weid! ot erion 2 170t 2631 ' erior 1800 2 o026t o0.001% erior 5 000t 4096f 00015 ?;cll{dn% t(i: iadni:ide.pkressar(lj‘cs Ra.fter ge:;merg f(a:ilulif.in tc!epre;siotr.l:d a naturalitstic st;:ldty P:larm:lccf)psy.chiztry. 201?;463%):69&76. .
kg)* ocha FL, Fuzikawa C, Riera R, Hara C. Combination of antidepressants in the treatment of major depressive disorder:
Endocrine AE . . . . . . -
Sexual dysfunc- 5 569 1.403 0.861, 0.174 0.378 1 226 5.179 0.251, 0.287 — 4 343 1.346 0.793, 0.271 0.323 systematic review and meta-analysis. J Clin Psychopharmacol. 2012;32(2):278-281.
tion (any) 2.287 106.673 2.284 . . . . : . .
Other AEs Disclaimer: DS, BG, and ACF have no conflict of interest. CC has been a consultant and/or advisor to or has received honoraria
Paresthesia < <Ga lL.Sls D29, ChSes i et =L Sl OF 0.128, DasSo = LI D.S0e,  Laso = from: AbbVie, Actavis, Alkermes, BristolMyers Squibb, Eli Lilly, Genentech, Gerson Lehrman Group, IntraCellular Therapies,
5.973 75.472 6.008 : ) :
Ssweating/ 7 Q2 AD monosu- 1.127, 0O 017% 0.057 2 519 2. 530 0.398, 0O 326 0O 078% 5 209 AD monosu- 1.017, 0. 045% 0059 ]anssen/]&], Lundbeck, MedAvante, Medscape, Otsuka, PleEI', ProPhase, REVIV&, Roche, SUHOVIOH, Supernus and Takeda. He has
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