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1. Current Status of Depression Treatment




Depression in the Primary Care Setting
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N Engl J Med. 2019 Feb 7:380(6):559—-68. ACP Clinical Guideline. Ann Intern Med 2023;176:239-52.
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Prevalence of Depression before and after COVID-19
in OECD countries as of 2020

40%

309 27.6% 27.6%

305

22.8% 23.3%
21%

Prevaknce rate

20% 19.9%
17.3% 17.3%

110.4%

0%

@ Pre-COVID @ 2020



Increasing Rates of Depression Worldwide after Covid-19

Before the
pandemic That number
has now
8.5% of Us X 3.3 increased to
adults reported
depressive
symptoms’

Before the pandemic

6.1-6.8% of

Korean adults X 2.8-3.1
reported
depressive
symptoms?

That number
has now
increased to

1. Ettman CK, et al. JAMA Netw Open. 2020;3(9):e2019686; 2. Lee H, et al. Epidemiol Health 2022;44:e2022018



sS4

O X
T =2 o

*II

—

S H|

n 22T X FO| (ool o) = IF TIRH| 0| (St of 2)
1,000,032 5,378
915,294 4,806
832,329
?M 3.818 paLll
] | I
20184 20194 20204 20214 20224 2018 20199 20209 20219 20224
= 20229 HY-H8Y 255 &+ =% (S9): 3)
250,000
200,000 i
‘ 164942 46842 149,365
150,000 132526 116,355
100,000 67,771
50,000 ﬂ —‘ ‘ H H
Bl ml m ]
. [ —
9M 0|5} 10CH 30CH 40tH 50CH 60cH 7OLCH 80M O]4¢

Y e —e— HE

o
T

2018 - 20224
2S5 TR 328% 1
(8.2%/Y)



(T o %
1% B3 2% A7t T4 H|
—&
R B4 s
T 483,078 (100.0) 456,053 (100.0) -
0= 21% | dNATe/e 291,546] (60.4) | 316,503( (60.4) | + 9.0%0
TN 62,568 (13.0) 42,861 (9.4) 4 3.6%p
NAZY 52,113/ (10.8) 40,050/ (8.8) 4 2.0%p
wletey 28,853 | (6.0) 25,329| (5.6) 4 0.4%p
o] =] ¢ 34 9,098|(1.9) 7,071](1.8) & 0.3%p
TR 9,892 | (2.0) 6,834/ (1.5) 4 0.5%p
78 o =t 6,159/ (1.3) 5,484|(1.2) 4 0.1%p
Ay 8,304 | (1.7) 3,795/ (0.8) 4 0.9%p
o 14,545/ (3.0) 7,936/ (1.7) 4 1.3%p

e 27 ol SEA50 HAE AF FUHSH (ETVAYUE, BFEH AT E S8E
HeE HA2S JEY
EFpS| 2xe THuly

1. B
-
T2 9

T3 =



2. Pharmacological Treatment of Depression




otnd S0 =X =X|E KMAP-DD 2021(4th)

Korean Medication Algorithm Project for Depressive Disorder

"1 A 2T FIreeE 2K} A e

AD mono AD + AD
AD + AAP

Mild- moderate episode

AD + AD
AD + MS
AAP mono

AD mono
YAD + AAP

H

(psychotic ft. S lx)

Severe

. AAP mono
episode

AD + MS

(psychotic ft. &dto) ===~~~ AD + AD
AD mono

AN RS NS S EEE B e Ew e Mew s e e -

AD=Anti-Depressant, AAP=Atypical Anti-Psychotics, MS=Mood Stabilizer
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4 U S8 45} Escitalopram® Milnacipran
Sertraline Agomelatine
Desvenlaflaxine Bupropion
Fluoxetine Tianeptine
\Venlafaxine
Vortioxeline
Duloxetine
Mirtazapine
Paroxetine

HAHE opAlg| ZHIE|X| | Escitalopram® Milnacipran

2 55 dE Desvenlafaxinel Esketamine

Venlafaxine Bupropion
Sertraline Agomelatine
Mirtazapine TCAs
Fluoxetine Tianeptine
Duloxetine
Paroxetine

Vortioxetine I
—

*TOC=Treatment of choice



Comparative Acceptability & Efficacy of Antidepressants
in Head-to-Head Studies, 2018

i Citalopram
Sertraline— : ® Vortioxetine
Mirtazapine
Paroxetine | |®Escitalopram

x 06 Fluoxetine ® |
*) - l [®Bupropion
g Traz‘odone L Venlafaxinee] o Amitriptyline
_Q .
3 o Clomipramine
O
< 10

1.3 T T ]

0.7 1.0 1.5 2.0
Efficacy (OR)

Lancet 2018; 391: 1357-66



HEIE M0 2Hs 222X et 25

Level of

Antidepressant Evidence Comparator Medications

Escitalopram Level | Citalopram, duloxetine, fluoxetine,
fluvoxamine, paroxetine

Mirtazapine Level | Duloxetine, fluoxetine, fluvoxamine,
paroxetine, sertraline, venlafaxine

Sertraline Level | Duloxetine, fluoxetine, fluvoxamine,
paroxetine

Venlafaxine Level | Duloxetine, fluoxetine, fluvoxamine,
paroxetine

Agomelatine Level 2 Fluoxetine, sertraline

Citalopram Level 2 Paroxetine




Patients treated with Escitalopram had a numerically higher

remissiont rate vs. other antidepressants’

Estimated probability of remission

Juoissiwal o Aiqeqoid

<12.

MADRS score

<7 or as

t and defined as HAM-D score

ndary endpoin

eported as primary or seco

Adapted from: Ramsberg J et al. 2012. tRemission was r

sion Rating Scale.

sion Rating Scale; MADRS, Montgomery-Asberg Depres

HAM-D, Hamilton Depres
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70.2%(361,1209 )71 2T E ~UE=n,

= 1 F SSRIAES Escitalopram (M| 2AEEZE) HE0| 421% 2 71 Sal,

- 7|E}2| Trazodone(E2tEE

(E 10: BIChatmte &e

) 20.5% =9

=H Y HE»

[ = Y
AR A BT
BA 361,120 | (100.0)
e I Eﬂﬁ.ﬂ-ﬂﬁ (65.2)
2SRl Escitalopram 152,080 | (42.1)
(HEEH JEZEY FIquEtma 4Ei E-EE fl2 EI," --------
ME+ HAA) - SEI’1I'EI|II'IE 34 QDQ fEl F}
............ S YIS
E i 41,558 | (11.5)
Amitriptyline 24 479 | { 16.8)
e 0 be———— ST -
(ot we=H) |l Norriptyline ) 12__':'54%[‘33} _____________
Imipramine 5,871 EHE} _____________
"""""" a1g | =esfa
EE 30,803 | (8.5)
SNRls Desvenlafaxine 13,561 § (3.8)
MEEY 0oy =s Duloxetine B.?-‘-‘rl:li (2.4)
MES 2AHHA) Venlafaxine 8,484 | (2.3)
"""""" 219 | 1ss0lwe
A7 160,280 | (44.4)
Trazodone 74,187 | (20.5)
71 Ef Tianaptine 46,464 | (12.9)
Bupropion 18,871 | (5.2)
1 9 42,305 | (11.7)




- HEX #2827
s A

M et 222 Ml (amitriptyline, nortriptyline, imipramine),

= 1X MEf S22 H|

SSRI (Selective serotonin reuptake inhibitors: citalopram, escitalopram,
fluoxetine, fluvoxamine, paroxetine, sertraline)

SNRI (Serotonin-norepinephrine reuptake inhibitors: desvenlafaxine,
venlafaxine, duloxetine)

NaSSA (Noradrenergic and specific serotonergic antidepressants: mirtazapine)

SMS (Serotonin modulator & stimulator: vortioxetine)



= 2Kt ME} FL2=H|
= NDRI (Norepinephrine-dopamine reuptake inhibitors: bupropion)
= Melatonergic AD with melatonin agonist & serotonin antagonist (agomelatine)
= SSRE (Selective serotonin reuptake enhancer: tianeptine)
= RIMA (Reversible Inhibitor of MAO-A: moclobemide)
= SARI (Serotonin antagonist & reuptake inhibitor: trazodone)

= NaRI (Noradrenergic reuptake inhibitor: reboxetine)



Patient Factors Medication Factors
o | Clinical features and e [Comparative efficacy
dimensions e [Comparative tolerability
o Comorbid conditions (potential side effects)
o Response and side effects e Potential interactions
during previous use of with other medications
antidepressants e Simplicity of use

e Patient preference e Cost and availability



3. SSRI & SMS
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Escitalopram:

AL8: Sertraline, Escitalopram, Fluoxetine



Dose (mQg)
SSRI Adverse effects
Starting Standard

Citalopram 20 20-40 anorexia,
Escitalopram 10 10-20 nausea,
Fluoxetine 20 20-40 insomnia,
Fluvoxamine 50 100-250 sexual dysfunction:
Paroxetine 20 20-40 retarded ejaculation,
Sertraline 50 50-150 retarded orgasm




Escitalopram(Lexapro)




Escitalopram
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Escitalopram
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SMS (Serotonin modulator & stimulator)

SMS

Dose (mg)

Starting Standard

Adverse effects

Vortioxetine

10
5(>65A)

5-20

Nausea 7}& 2¢t £%& (1/10)
Somnolence/sexual dysfunction 2| 213

Appetite & Weight t 2 H¢




Vortioxetine(Brintellix)
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Vortioxetine 5.3
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4. SNRI, Mirtazapine, Bupropione, Agomelatine
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Dose (mg)
SNRI :
Adverse effects
Starting Standard
DESTEIEIERTIE >0 50-100 anxiety, insomnia,
Duloxetine 30-60 60 sexual dysfunction,

hypertension,
Venlafaxine 75 150-225 tachycardia,

hausea, sweating

Milnacipran 25 50-100
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O Melatonergic AD with melatonin agonist & serotonin antagonist

o Agomelatine: Of 11 El

b (25-50mg, hs)

AAE3,6,12,245F)

71



40

Syndrome

Acute Continuation Maintenance
Treatment Phases (6-12weeks) (4-9months) (>1yrs)
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td sdst 2228 £EHE =4

weight gain | R,

Unable to have erection

Difficulty reaching orgasm

Tired during the day/no energy

Lost interest in sex _
Feel agitated/jittery —
insomnia. |
Headaches
Dry mouth
Mausea/diarrhea
Weight Iu:.-s.
- T 71T T T
0 5 10 15 20 25 30 35

oG of Patients
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Comparative tolerability profiles in CANMAT guidelines (2016)

.\00
X oe'b R

& & & & & & & F S & @ J & N

R R N R SO R R R N R TR R R AR RN S LA
Citalopram
Escitalopram I
SSRI FIuoxetirTe
Fluvoxamine -
Paroxetine
Sertraline
Desvenlafaxine |
Duloxetine
SNRI Levomilnacipran
Milnacipran

Venlafaxine -

Agomelatine

Bupropion
Other Mirtazapir.1e |
Moclobemide

Vilazodone
Vortioxetine I

0-9% 10-29% [B=30%

*Based on unadjusted rates from product monographs
Kennedy et al. Can J Psychiatry. 2016 Sep;61(9):540-60.; Vortioxetine. EU Summary of Product Characteristics 2018.;
Cipralex. EU Summary of Product Characteristics 2012



Bupropion Vorlioxetine
iz, Tgug Bupropion  Floveine Tianepling
HE57! Bupropion Fluoxeting Vortioxeting
SRR Mirtazaping Paroveling TCAS
257 M QA/HE) Mirtazapine Tianepting Bupropion
oy SAR Escialopram Agomelaline Vortioxeting




5. Treatment-Resistant Depression




Clinical course of MDD

Remission
Remission Relapse Recovery Recurrence recovery
Normal \ __________ l _________
function : ® Relapse / x ® Relapse/
SIS W Y . e — ——— [ECUITENCE ... G ..eCUTeNCe .
Syndrome
First
episode
Second
8 monthS episode
: >2 months ‘| to switch r T_hlr((jj
— | " , episode
5-week de|ay if first therapy fails® Subchronicity
between onset of first X
Treatment steps in symptoms and treatment? Chronicity

the STAR*D trial of
3671 patients with MDD

Number remaining in
depression beginning with
100 hypothetical patients

Number achieving
remission at each step

STAR*D, Sequenced Treatment Alternatives to Relieve Depression
1. Gaynes BN et al. Cleve Clin J Med 2008;75:57-66; 2. Hasin DS et al. JAMA Psychiatry 2018: 75: 336-346; 3. Patient Flow, US, IMS LifeLink November 2012 to October 2016.
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3. H|ZL2EH| =7} Augmentation
B Benzodiazepines, Celecoxib

® HRT, TRT, Buspirone

4. ChE AE2 &2=H & Combination
= W ST 2 SAerstel 30| girt
cHY: &

481 A=Y= HE2| /58 1, HIEt



'I‘Eoo'"kl xlﬂ

0SS AHEA| =HEYOS 225t= 3%
Ql: SSRI, SNRI, NDRI 63%
= "7} PSQI (Pittsburgh Sleep Quality Index)
m CH*H.
o Mirtazapine 15mg: V2-VuTE A%
o Trazodone 50mg

E_

.'I"

o Amitriptyline 10-25mg
o Agomelatine 25mg
o Benzodiazepine: alprazolam, clonazepam(RBD) 0.5mg

RBD: REM sleep behavior disorder
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o0 SSRI/SNRI/TCA = delayed ejaculation or anorgasmia
o CHA'™

s 8F 0|7 / CtE 2= HHLY| / CHE 2Fo| FHIt
0 ¢S F2H 1-3Y = FEO0HE. F8A| CfA| LIEHH

= Fluoxetine2 22X| 1-3F% £0&

[nm

OHf

0 Bupropion, mirtazapine, vortioxetine, moclobemide,

tianeptine 2 sexual side effect 2 + AL}

o Erectile dysfunction?| Z$ PDE5SIZ} 23HH.
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H| 1X} MEH: SSRI, SNRI, Mirtazapine, Vortioxetine

=8| 2S5 (%) CHHY: wH|(S), Hl2F=H =7HA), BE(C), SZF(0)
| =H&2|: 33 12], 8Ll 38| o]

Remission £ 6-1270 & X|=X| &5, Aj{ot= 4
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