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Objectives The aim of this study was to demonstrate the recommendations for antidepressant
treatment strategy of dose increment, switching, combination, and augmentation therapy derived
from Evidence-Based Korean Pharmacological Treatment Guideline for Depression, Revised Edition.

Methods The guideline was developed through adaptation of 12 domestic and foreign clinical
guidelines for depression, with key questions concerning pharmacotherapy of depression, and
drawing of recommendations.

Results The guideline strongly recommended dose increment, switching, and combination
and augmentation therapy of antidepressant when patients with depression showed inadequate
treatment outcomes from initial antidepressant treatment. The dose increment was strongly rec-
ommended when the patients had insufficient response from treatment with tricyclic antidepres-
sants (TCAs), monoamine oxidase inhibitors, selective serotonin reuptake inhibitors (SSRIs), and
serotonin and norepinephrine reuptake inhibitors (SNRIs). Switching from SSRI to non-SSRI was
also strongly recommended. The combination of initial medication and other classes of antide-
pressants could benefit from treatment with TCAs, SSRIs, SNRIs, and noradrenergic and specif-
ic serotonergic antidepressants. Combination with norepinephrine and dopamine reuptake inhibi-
tors or serotonin-2 antagonist/reuptake inhibitors was weakly recommended. The guideline
strongly recommended use of the augmentation strategy of adding lithium or benzodiazepine to
initial antidepressants. Augmentation of lamotrigine, T3, methylphenidate, and modafinil was
weakly recommended.
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Conclusion

nosis.

If the initial outcomes of antidepressant therapy are unsatisfactory to the patients
the next-step strategies of dose increment, switching, combination and augmentation of antide-
pressants should be considered after rechecking the patients’ drug compliance, dose, and diag-

KEY WORDS Major depressive disorder - Guideline - Antidepressant - Switching -
Combination - Augmentation.
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Table 1. Twelve clinical practice guidelines for depression after the process of searching and selection
ANRAY (348 AL0E 2 AE) o of
1 Identification of Common Mental Disorders and Management of Depression in Primary Care, FAWHE (2008)
the New Zealand Guidelines Group, 2008'¥
2 Depression : the treatment and management of depression in adults (National Clinical Practice NICE (2009)

Guideline 90), National Institute for Health and Clinical Excellence (NICE), 2009'

3 Canadian Network for Mood and Anxiety Treatments (CANMAT) Clinical Guideline, Canadian

CANMAT (2009)

Network for Mood and Anxiety Treatments & Canadian Psychiatric Association, 2009'®

4 Practice Guideline for the treatment of Patients with major depressive disorder, American

Psychiatric Association (APA), 2010'Y

5 Evidence-based guidelines for treating depressive disorders with antidepressants : a revision

APA (2010)

BAP (2008)

of the 2000 British Association for Psychopharmacology Guidelines, British Association

for Psychopharmacology, 2008'?

6 Guideline on Management of Depression in Primary Care Hong Kong, Professional Development &

&% (2005

Quality Assurance prepared by a group of family physicians, 20052"

7 Using Second-Generation Antidepressants to Treat Depressive Disorder : A Clinical Practice

ACP (2008)

Guideline from the American College of Physicians, American College of Physicians, 2008¢”

8 Clinical practice recommendations for depression, Northern Sydney Central Coast Mental Health

35 (2009)

Drug & Alcohol (NSCCMHDA) and University of Sydney CADE Clinic, 2009%

9 Texas Medication Algorithm Project Procedural Manual -

Maijor Depressive Disorder Algorithms,

TIMA (2008)

Texas Department of Mental Health and Mental Retardation (TDMHMR) in collaboration

with Texas universities, 2008'?

10 World Federation of Societies of Biological Psychiatry (WFSBP) Guidelines for Biological Treatment

WBP (2007)

of Unipolar Depressive Disorders in Primary Care, international task force of the World Federation

of Societies of Biological Psychiatry (WFSBP), 2007'”
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Table 2. Evidence levels and recommendation level of twelve clinical practice guidelines for depression

A A <A e HaL =
[ AR e Bre=y
(2008)
2. 9= NICE High Further research is very unlikely to change our 3¢ 24 A] WEl &, should, consider,
(2009) confidence in the estimate of the effect do not, may 5= AHEElA 7]&

Moderate Further research is likely to have an important
impact on our confidence in the estimate
of the effect and may change the estimate

Low Further research is very likely fo have an
important impact on our confidence
in the estimate of the effect and is likely
to change the estimate

Very low Any estimate of effect is very uncertain

3. 7yt CANMAT  Level 1 At least 2 randomized controlled trials (RCTs) First-line Level 1 or Level 2 evidence,
(2009) with adequate sample sizes, plus clinical support
preferably placebo-controlled, and/or
meta-analysis with narrow confidence
intervals

Level 2 At least 1 RCT with adequate sample size Second- Level 1 or Level 2 evidence,
and/or meta-analysis with wide confidence line plus clinical support
intervals

Level 3 Non-randomized, controlled prospective Third- Level 4 evidence or higher,
studies or case series or high-quality line plus clinical support
retrospective studies

Level 4 Expert opinion/consensus

4. 1= APA 9o | Recommended with
(2010) substantial clinical
confidence
Il Recommended with
moderate clinical confidence
Il May be recommended
on the basis of individual
circumstances
5. 9= BAP Categories of evidence for casual relationship and treatment A Directly based on category |
(2008) [ Evidence from meta-analysis of randomised evidence
conftrolled trials*, at least one large, good
quality, randomised confrolled frial* or
replicated, smaller, randomised
controlled trials*

Il Evidence from small, non-replicated, B Directly based on category |l
randomised controlled trials*, at least one evidence or extrapolated
controlled study without randomisation or recommendation from
evidence from at least one other type category | evidence
of quasi-experimental study

Il Evidence from non-experimental descriptive
studies, such as unconfrolled, comparative,
correlation and case-control studies

I\ Evidence from expert committee reports or C Directly based on category llI

opinions and/or clinical experience of
respected authorities
Proposed categories of evidence for non-causal relationships

evidence or extrapolated
recommendation from
category | or Il evidence
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Table 2. Continued

A 3 oA = w2
5. 9=+ BAP Evidence from large representative population D Directly based on category IV
(2008) samples evidence or extrapolated

I Evidence from small, well designed, but not recommendation from
necessarily representative samples category |, Il or Il evidence

1l Evidence from non-representative surveys, S Standard of good practice
case reports

I\ Evidence from expert committee reports or
opinions and/or clinical experience of
respected authorities

6. &% (2005) la Evidence obtained from meta-analysis of A Requires at least one

randomized confrolled trials randomized controlled trial

as part of a body of
literature of overall good
quality and consistency
addressing the specific
recommendation
(Evidence levels Ia, Ib)

b Evidence obtained from at least one B Requires the availability of
randomized confrolled trial well-conducted clinical

lla Evidence obtained from at least one well- studies but no randomized
designed controlled study without clinical frials on the topic
randomization of recommendation

(Evidence levels lia, lib, 1)

o Evidence obtained from at least one other C Requires evidence obtained
type of well-designed quasi-experimental from expert committee
study reports or opinion and/or

Il Evidence obtained from well-designed clinical experience of
non-experimental descriptive studies, such respected authorities.
as comparative studies, correlation studies Indicates an absence of
and case control studies directly applicable clinical

studies of good quality
(Evidence level IV)

I\ Evidence obtained from expert committee GPP Recommended best practice
reports or opinions and/or clinical experience based on clinical experience
of respected authorities of Guideline Development

Group
7. ACP (2008) Quality of Strength of Recommendation
evidence Benefits clearly outweigh risks and burden or risks and Benefits finely balanced with
burden clearly outweigh benefits risks and burden

High Strong Weak

Moderate Strong Weak

Low Strong Weak

Insufficient |-Recommendation

evidence to
determine net
benefits or risks
8. &5 (2009) Level | Systematic review of all relevant RCTs gl
Levelll One or more properly designed randomized

controlled trial
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Table 2. Continued

A A A FiNLEC
8. & (2009) Level lll Well-designed prospective trial (non-randomized S
controlled trial) ; Comparative studies with concurrent
controls and allocation not randomized ; case-controlled
or interrupted time series with a control group
Level IV Case series, either post-test or pretest/post-test
Level V Expert opinion
9. TIMA (2008) Gra=y U=
10. WBP (2007) Level A Good research-based evidence : at least three S
moderately large, positive, randomized confrolled
(double-blind) studies (RCT). At least one of these three
studies must moreover be a well-conducted,
placebo-conftrolled study
Level B Fair research-based evidence : at least two moderately
large randomized, double-blind studies or from one
moderately large randomized, double-blind study and
at least on prospective, moderately large size of
open-label, naturalistic study
Level C Minimal research-based evidence : one randomized,
double-blind study with a comparator tfreatment and
one prospective, open-label study/case series showed
efficacy, or at least two prospective, open-label study/
case series showed efficacy
Level D Expert opinion-based evidence : at least one prospective,
open-label study/case series
No level of No level of evidence. Expert opinion for general
evidence freatment procedures and principles
1. 3= =5 Levell Aot 17 o] 4] FA] th2t At Ei= vlERR Aol 3t A §lS
AeA3 Levelll tizto] AR 2 aghe A A ol o3t A
(2008) Levelll Hl AL AT S AT ol &% 2 A
Level IV 27t 193]7h A AEg 27
12. 3= &35 Scottish Intercollegiate Guidelines Network (SIGN) grading system A
AAlE B
(2008) C
GPP
Stakeholder Involvement, Rigour of Development, Clarity = 3t=% 3o WA|S}FATHEE 2).
of Presentation, Applicability, Editorial Independence 5 6
M ol diste] 2ge] Areielo] Hrlek el e ADARR BDAE AY Y HBXAO| By

10059145 gFAFso], 6073 ©]4Fel domain®] 7H4=¢]l 34 2]
7}?1] 4074 o]u— 604 u]u}ol domajn—J 7H_,_oﬂ 27(4_4 7}
A1, 404 PRtRl domain®] 7ol 189] 75215 F-095
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o= 12709 AR o] AR Ae 2Eivkal B7HE
CHE D). o]F & 7Y 252 2 A=AR 174«1 EP%H
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ol MaAHS TS 2 %‘E@ﬂﬂ% 2

A & R 24 A r A Y 2AeE E %13—?%’% =

0

RwA R A 152 oheah 22 Haeke] 552 Aljt
sk ; 1. gtk (strongly recommend), 2. 2288k 4= )
Chweakly recommend), 3. A7} S538}A] Yt (weakly not
recommend), 4. WI3}A] §F=TH(strongly not recommend).

B3} (strongly recommend)= A A £33 11zo|u
F29 2 det F2 w2 TASEE 4= 52
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FAHME T159] Identification of Common Mental Dis-
orders and Management of Depression in Primary Car(]
3} =AM e 22, 92 National Institute for Health and
Clinical Excellence®] Depression : the treatment and man-
agement of depression in adults(®]3} NICE #]2),"¥ a]=+ &
A19J8}+3] 9] Practice Guideline for the treatment of Patients
with major depressive disorder(0]5} APA A %),"> &= &
AloFE5}5] 9] Evidence—based guidelines for treating depre-
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=79 412]8+35] 9] World Federation of Societies of Biolo-
gical Psychiatry Guidelines for Biological Treatment of Un-
ipolar Depressive Disorders in Primary Care(¢]3} WBP A
Z),'” Canadian Network for Mood and Anxiety Treatments
Clinical Guideline(®]3} CANMAT A 2),'¥ Texas Medica-
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(915 8 712 ARAR TASE]
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TA4% 115 NICE A 71425 : Moderate).
KQ9-2. Monoamine oxidase inhibitors(0|3t MAOIs)0|
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KQ9-3. Selective serotonin reuptake inhibitors
(0|5t SSRIs)0l| HHSotX| 242 Al 8377t X|=0]
E20| El=71?

22 A 252 Yl
SSRIs UAARoA] WHgaHA] b
3712 2 st

Al, SSRIs®] |3
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dasigon, 1 JARE GA FES] Ert
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inhibitors(0|3t SNRIs)Of| BIS6IX| 22 Al EHS7t7t
X200 =20] ==7t?

A8 A1 28 et

—

S A] SNRIsQ] 882

(&= " 7]& JEAR ] EAE]

BAP,'? 9-&= oA LAE] R XYL venlafaxine?)
S Aol A& A=l vls a7 Sdrhal H sl
ek, NICE Ao A= duloxetme-J %ol = 60 mg ©|
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BAP,"” NICE A|3'"We] ZA+ES J—E% sto] & X523
7WHF T12 o) A]= SNRIsQ] ZFo] Harsfjor & Ao & ok
SHATHBAP A1 A4 1 115 NICE AJ 2A¢E

Moderate).
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