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ABSTRACT

Objective : The Korean Association of Anxiety Disorders developed Korean guidelines for the treatment
of generalized anxiety disorder (GAD) 2024. In this paper, we discussed the consensus among psychiatrists
specializing in anxiety disorders, regarding initial and maintenance treatment strategies for pharmacological
treatment of GAD in Korea.

Methods : The executive committee developed questionnaires on treatment strategies for patients with
GAD, based on previous treatment guidelines and academic articles published internationally and in Korea.
Sixty-two experts responded to the questionnaires. The consensus of expert opinions was classified into three
categories (first-line, second-line, and third-line choices) using the chi-square test and 95% confidence intervals.

Results : Combination of antidepressants and anxiolytics was recommended as treatments of choice (ToC),
and antidepressant single pharmacotherapy as first-line strategies for initial treatment of GAD. Several SSRI,
SNRI, and mirtazapine were preferred from among many antidepressants, and, among anti-anxiety drugs,
clonazepam, alprazolam, buspirone, and lorazepam were first preferred. In the case of maintenance treatment
of GAD, antidepressant single pharmacotherapy was selected as ToC and first-line strategies. In addition, it
was reported that the preference for atypical antipsychotics was high not only in the initial but also in the
maintenance treatment stage as antidepressants and atypical antipsychotics combination treatment maintained
the top second-line strategies. Patients were typically examined every four weeks during treatment, to review
effectiveness and side effects of the drug. Pharmacotherapy was generally continued for one year or more.

Conclusion : This study is based on the clinical experience of Korean experts regarding pharmacological
treatment strategies for patients with GAD, and and it is expected to be helpful in presenting the basis and
plan for GAD treatment in clinical practice. (Anxiety and Mood 2024;20(2):54-64)
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Figure 1. Examples of assessment.

Figure 2. Explanation regarding the level of assessment.

Table 1. Initial freatment strategies for the pharmacological freatment of GAD

3 EEHA} 95% 41247k O% @,0%
- A= 7.79 1.99 7.29-8.29 20.3 453
A R & 5.53 1.93 5.04-6.01 1.5 12.5
H A A HE GEAR 4.54 1.93 4.06—5.03 0.0 6.2
7| eteFE A 2 3.78 1.78 3.33-4.22 0.0 3.1
G- A+ EA 9.09 1.31 8.76—9.42 50.0 43.7
FA AP AP ok 6.84 2.20 6.29-7.39 4.6 42.1
A+ 7 6.37 2.17 5.83-6.91 3.1 29.6
FSA+FEA I F R A o 6.57 2.25 6.01-7.14 4.6 328
F-SA+FEA 7B orE 6.29 2.30 5.72-6.87 3.1 35.9
G- A+FEHA +H S F R A G R+ e 5.31 2.40 4.71-5.91 1.5 18.7
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6.25%) 5 =& S5t Bl Al orE A
9] 7L aripiprazole™} quetapine®] 1A} AEHo 2 $Ho]w|g]
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Table 2. Selection of antidepressant for the initial pharmacological freatment of GAD

3 o FEEHAE 95% Al=|71k @% @.8%

SSRI

Escitalopram 9.03 1.46 8.66—9.39 43.7 45.3

Fluoxetine 7.28 2.02 6.77-7.78 12.5 35.9

Paroxetine 8.04 1.97 7.55-8.54 17.1 56.2

Serfraline 8.43 1.71 8.00-8.86 32.8 48.4
SNRI

Duloxetine 7.32 2.28 6.75-7.89 14.0 42.7

Milnacipran 6.17 2.74 5.78-6.47 6.2 31.2

Venlafaxine 7.85 1.83 7.40—-8.31 15.6 50.0

Desvenlafaxine 7.73 2.47 7.11-8.35 25.0 43.7
NaSSA

Mirtazapine 7.23 1.84 6.77-7.69 6.2 46.8
NDRI

Bupropion 5.57 2.13 5.04-6.11 1.5 15.6
Melatonergic antidepressant

Agomelatine 5.92 2.46 5.30—6.53 4.6 23.4
Serotonin modulator

Vortioxetine 6.45 2.18 5.90—-6.99 3.1 28.1
Glutamate modulator

Tianeptine 5.35 2.29 4.78-5.93 1.5 14.2
TCA

Amitriptyline imipramine, Nortriptyline 5 5.51 2.12 4.98-6.04 1.5 14.0
Table 3. Selection of anxiolytics for the initial pharmacological treatment of GAD

3 FEZHA} 95% Al =1k O% ®,8%

Benzodiazepines

Alprazolam 8.26 1.69 7.84—8.68 23.4 53.1

Bromazepam 5.48 2.82 4.77-6.19 3.1 25.0

Clonazepam 8.29 1.57 7.90-8.68 18.7 60.9

Diazepam 6.84 1.92 6.36—7.32 3.1 42.1

Lorazepam 7.51 1.91 7.03-7.99 9.3 50.0
Azapirones

Buspirone 7.87 2.03 7.36—8.38 18.7 48.4
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Table 4. Selection of atypical antipsychotics for the initial pharmacological freatment of GAD

7 AL 95% A= 71T @% @.®%
Atypical antipsychotics
Aripiprazole 7.18 2.18 6.64—7.73 9.3 3%9.0
Amisulpride 4.06 1.99 3.56—4.55 0.0 3.1
Clozapine 2.39 1.55 2.00-2.78 0.0 0.0
Olanzapine 5.15 2.65 4.49-5.81 1.5 23.4
Quetapine 7.09 2.09 6.57-7.61 7.8 43.7
Risperidone 4.75 2.30 4.17-5.32 0.0 14.0
Ziprasidone 3.75 2.09 3.22-4.27 0.0 3.1
Table 5. Selection of other medications for the initial pharmacological treatment of GAD
w3 FEEHAL 95% Al=|4t7k ©% ®,®%
Mood stabilizer
Lithium 3.82 2.12 3.29-4.35 0.0 3.1
Divalproex 4.26 2.26 3.70—4.83 0.0 7.8
Gabapentenoids, anticonvulsant
Gabapentin 4.32 2.45 3.71-4.94 3.1 6.2
Pregabalin 4.57 2.77 3.88-5.27 4.6 10.9
Topiramate 3.79 2.03 3.28-4.30 0.0 1.5
B-blockers
Propranolol 7.14 2.12 6.61-7.67 9.3 43.7
Table 6. Maintenance treatment strategies for the pharmacological treatment of GAD
3 o EZHA} 95% A1Z|F2k ©% @,®%
FEEA SEAR 8.14 1.50 7.76-8.52 54.8 35.4
FEA AR 4.59 1.97 4.09-5.09 1.6 17.9
H @A o e & 3.98 2.24 3.41-4.55 0.0 12.9
Z|EfolE* T R 3.53 2.33 2.94-4.12 1.6 9.6
F-A+FEIA 7.20 1.51 6.82—7.59 17.7 58.0
AR YA o 6.35 1.90 5.87-6.83 8.0 46.7
FEA+ 7B oRE 5.50 2.25 4.92-6.07 1.6 40.3
FSA+FEA I PR o 5.46 1.98 4.96-5.97 0.0 33.8
FEEA+FEAN 7| o= 5.35 2.18 4.79-5.91 1.6 33.8
FEA+FEA AT IR =+ E ek 4.40 2.16 3.85-4.95 0.0 17.7
S X| =X X2k A 2 &Z 2 gFJ=E|9ict: fluoxetine, paroxetine, desvenlafaxine,
HEOooo] oOFEX R (Ao 2= ‘5le o4 tH=2]  duloxetine, mirtazapine 4] 22} vortioxetine, agomela—
29} SFQ A +SFEOHA FEX| RV} 12} ABOo & FroJE]  tine, milnacipran, bupropion, tianeptine, TCAAE &2
Aem, 11 FollA A SEAETE A A2 Ao Al 5H9] 23F AEESITHTable 7). EHA ™ Al 12} A
Ak AR A RE AR Al 24 Y o ® ojE oM §1%1.2m, buspirone} alprazolam,
AL, ARk, A+ ﬁé%& ]+HIX45§§> clonazepam, lorazepame®] 3}9] 22}, ©]9} bromazepam, di-
GALR, G LA+ R/ |EN R, GBI B azepam 37} Ao 2 FHol=I9IcH Table 8). 91HF A
A&, Ge2AEAHI A o= +7IEP°k = 2 WorE AY Al 13 AEl o= ftolE ofE2 gljlem, ar-
2L 319 221 Aelo 2 gkolE|9tH(Table 6). ipiprazole, quetapine®] 22} ATE1 0 & Sk ItH(Table 9). 7|

AR RO A F--2A] AEl Al escitalopram, sertraline,

venlafaxine®] 12} ARHE|IA1, 1 50| 4] escitalopram®] Z|-¢-

58

ElorE AlE A, 13} Aeo 2 gtojel oFE-e giglom, pro-
pranolole] 22+ 418,02 ol=gik. ©]9] pregabalin, gaba-

Anxiety and Mood | Volume 20, No 2 | October, 2024



pentin, divalproex, lithium, topiramate= 32} Agj o & 3}o] CkEX|m 22F 2l Hi2E7|
Itk (Table 10). o9
80% olde] SHEE 7P wWekem, thZC 2 venlafaxine,

Table 7. Selection of antidepressant for the maintenance pharmacological freatment of GAD

73 FEEHA 95% Al=|11F ©% @,®%

SSRI

Escitalopram 8.19 1.42 7.83-8.55 54.8 35.4

Fluoxetine 6.37 2.30 5.79-6.95 19.3 35.4

Paroxetine 6.96 2.22 6.40—7.53 24.1 51.6

Serfraline 7.58 1.57 7.18-7.98 32.2 46.7
SNRI

Duloxetine 6.37 2.30 5.78-8.95 16.1 41.9

Milnacipran 5.25 2.89 4.42-5.99 9.6 32.2

Venlafaxine 7.09 1.80 6.63—-7.55 20.9 53.2

Desvenlafaxine 6.54 2.69 5.86—7.23 25.8 40.3
NaSSA

Mirtazapine 6.12 2.02 5.61-6.64 8.0 38.7
NDRI

Bupropion 4.56 2.28 3.98-5.14 1.6 16.1
Melatonergic antidepressant

Agomelatine 4.87 2.53 4.22-5.51 4.8 20.9
Serotonin modulator

Vortioxetine 5.51 2.36 4.91-6.11 4.8 29.0
Glutamate modulator

Tianeptine 4.17 2.41 3.56—4.79 1.6 12.9
TCA

Amitriptyline imipramine, Nortriptyline 5 4.48 2.30 3.89-5.06 1.6 17.7

Table 8. Selection of anxiolytics for the maintenance pharmacological freatment of GAD

&+ EEHA} 95% Al=47k ©% @.8%

Benzodiazepines

Alprazolam 4.70 3.31 3.86—5.55 12.9 27.4

Bromazepam 2.93 2.82 2.21-3.65 1.6 11.2

Clonazepam 5.53 2.78 4.82-6.23 4.8 45.1

Diazepam 4.00 2.67 3.32-4.67 1.6 16.1

Lorazepam 4.61 2.94 3.86—5.36 4.8 17.4
Azapirones

Buspirone 6.61 2.48 5.98-7.24 12.9 56.4

Table 9. Selection of atypical antipsychotics for the maintenance pharmacological freatment of GAD

73 FEFZHA} 95% Al =51k O% ©.0%
Atypical antipsychotics
Aripiprazole 5.93 2.67 5.25-6.61 14.5 38.7
Amisulpride 2.82 2.19 2.26—3.37 0.0 4.8
Clozapine 1.41 1.55 1.02-1.81 0.0 0.0
Olanzapine 3.72 2.74 3.02-4.42 3.2 19.3
Quetapine 5.72 2.34 5.13-6.32 6.4 37.0
Risperidone 3.03 2.46 2.40-3.65 0.0 8.0
Ziprasidone 2.46 2.07 1.94-2.99 0.0 0.0
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Table 10. Selection of other medications for the maintenance pharmacological freatment of GAD

73 2ZHAt 95% Al=|47k ©% @.8%
Mood stabilizer
Lithium 2.66 2.11 2.12-3.19 0.0 0.0
Divalproex 2.96 2.22 2.40-3.53 0.0 3.2
Gabapentenoids, anticonvulsant
Gabapentin 3.08 2.54 2.43-3.72 1.6 12.9
Pregabalin 3.40 2.89 2.66—4.13 1.6 19.3
Topiramate 2.40 2.13 1.86—2.94 0.0 3.2
B-blockers
Propranolol 5.82 2.18 5.26—6.37 4.8 46.7
Table 11. Antidepressant dosage
SHHE(%) 27) NA-EHmg) FA-&Hmg) Z|df AH8-8-%(mg)
SE3=(n) A&} (W) [mean+SD] 24— (HY]) [mean+SD] - (HY]) [mean+SD]
Escitalopram 87.0 (60) 2.5-20 (5) [5.7£3.5] 5-20(10) [11.3+3.4] 15—40 (20) [21.0+4.6]
Fluoxetine 69.6 (48) 10—60 (10) [12.9£7.9] 10—60 (20) [24.5+9.8] 20—80 (40) [48.9+18.1]
Paroxetine 82.6 (57) 5-50(10) [12.7£6.0] 10—40 (20) [22.6£6.4] 20-80 (40) [43.3+12.3]
Sertraline 84.1 (58) 12.5-200 (25) [41.3£27.4] 25-200 (100) [93.5+40.4] 100—-300 (200) [177.5£43.1]
Duloxetine 65.2 (45) 30-120 (30) [35.3+17.2] 30—-120 (60) [60.6+19.7] 60—-120 (120) [93.3£27.3]
Milnacipran 37.7 (26) 12.5-200 (25) [37.9+35.6] 25-200 (50) [75.9+43.2] 50—200 (100) [123.0+58.7]
Venlafaxine 72.5 (50) 37.5-225 (37.5) [56.2+43.0] 37.5-225 (150) [120.0+46.0] 75-375 (225) [203.2+53.6]
Desvenlafaxine 58.0 (40) 25-200 (50) [51.8+27.3] 25-200 (100) [91.2+37.7] 50—225 (200) [153.1+£51.3]
Mirtazapine 72.5 (50) 3.75-45(7.5) [8.9+6.9] 3.75—45(15) [19.7+9.0] 15—60 (30) [36.0£10.0]
Bupropion 56.5 (39) 50—-300 (150) [151.2£42.1] 100—300 (300) [244.8£75.0] 150—450 (300) [296.1£54.2]
Agomelatine 39.1(27) 12.5-50 (25) [25.2£8.1] 25-50 (50) [39.4+12.3] 25-100 (50) [50.5+13.1]
Vortioxetine 63.8 (44) 2.5-20 (5) [6.0£3.5] 5-20(10) [11.7+4.1] 15-20 (20) [19.8+0.7]
Tianeptine 31.9 (22) 12.5-50 (12.5) [20.4+11.2] 25-100 (37.5) [36.9+17.8] 25-100 (37.5) [43.1+19.5]
TCA (amitriptyline) ~ 21.7 (15) 5-50 (5) [15.3+13.2] 5-100 (10) [31.0+26.7] 5-200 (75) [66.0+54.5]
TCA (Imipramine) 0.0 (1) 12.5 75 150

Table 12. Anxiolytics dosage

SHHE(%) Z7) A &-E=Hmg) FA-&=Hmg) | AH-8F(mg)

S IA = (n) 2| 4-Fd|(2]7]) [mean+SD] - (28] [mean=SD] Z4—-Z (7)) [mean+SD]
Alprazolam 81.2 (56) 0.125-1(0.25) [0.3+0.2] 0.25-2 (0.5) [0.6+0.3] 0.25-4.5(1.5) [1.3+0.8]
Bromazepam 17.4(12) 1-3(1) [1.8+0.8] 1.5-6 (3) [3.5+1.3] 2-12 (3) [5.6+3.0]
Clonazepam 76.8 (53) 0.125-1.5 (0.25) [0.4+0.2] 0.25-2 (0.5) [0.7+0.3] 0.5-4 (1) [1.3+0.6]
Diazepam 62.3 (43) 1-10(2) [2.7+1.7] 2-30 (5) [6.1+5.9] 2-60 (10) [12.4+9.7]
Lorazepam 73.8 (51) 0.125-2(0.5) [0.6+0.4] 0.25-4 (1) [1.1£0.¢] 1-8(3) [2.4+1.2]
Buspirone 73.9 (51) 5-30 (15) [10.9+5.2] 10—45 (30) [24.8+10.4] 15-60 (30) [39.2+13.3]
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Table 13. Atypical antipsychotics dosage
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A el A= SSRI AlE 242} milnacipran
F SNRI A€ &-LA, 18|11 mirtazapine©] 12}
2 3] E]9lal, vortioxetine> AF9] 23} Alelo g o]

Bl o
Stk 74 2009 KMAP-GAD®] H3l, fluoxetine”7}A] 12}

A ARE el 2

o rLIlo N o
-

SEHE(%)

27| A28=H(mg)

Z o AR8-8F(mg)

FA-8=F(mg)

SEAEN)  FHa-FHd (FR]) [mean+SD]

2| 4—Fd| (2]49]) [mean+SD] Z|A&—Fd| () [mean+SD]

Aripiprazole 79.7 (55)
Amisulpride 18.8 (13)
Clozapine 5.8 (4)

Olanzapine 55.1(38)
Quetapine 71.0 (49)
Risperidone 39.1(27)
Ziprasidone 7.2 (5)

0.25-5 (1) [1.4+0.8]
25-100 (50) [50.0+25.0]
25 (25) [25.0+00.0]
0.625-5(2.5) [2.2+1.0]
6.25-50 (12.5) [16.4+8.2]
0.25-1(0.5) [0.5+0.2]
20—40 (40) [32.0+10.9]

0.5-30 (2) [4.4+4.5]

50—200 (100) [107.6+49.3]
25-100 (25) [62.5+43.3]

1.25-10 (5) [4.4+2.1]

)

)

)

0.75-30 (5) [9.5%7.1]
50—400 (200) [209.6+121.4]
50-100 (50) [75.0+28.87]
2-20 (5) [8.6+5.1]
25-800 (100) [209.6+196.2]
0.5-8 (2) [2.5+1.6]
40—-160 (40) [92.0+48.1]

12.5-300 (25) [66.3+65.3]
0.5-2(2) [1.3£0.¢]
40-80 (40) [56.0+21.9]

Table 14. Other medication dosage

SEHE(%)

27| A2H-=H(mg)

Z o) AH-8F(mg)

FA-8Fmg)

SEAEN)  Ha-FHY (FH) [mean+SD]

-2 (2]4]) [mean+SD] - (F9]) [mean+SD]

Lithium 24.6 (17) 150—300 (150) [211.7+76.0]
Divalproex 26.1(18) 125—600 (250) [269.4+114.9]
Gabapentin 17.4(12) 100—400 (300) [229.1+109.6]
Pregabalin 23.2(16) 25-150 (150) [100.6 +43.0]
Topiramate 11.6 (8) 25-100 (25) [43.7 +25.8]
Propranolol 76.8 (53) 5-40(10) [17.3+8.4]

300-900 (300) [414.7+180.0]  300—1200 (600) [705.8+253.0]
250-900 (500) [538.8+189.0] 500—1500 (1000) [950.0+335.1]
300-900 (300) [483.3+194].6  300—900 (900) [758.3+223.4]
60—300 (150) [147.5+60.8] 60—600 (150) [245.9+150.8]
50—100 (100) [81.2+25.8] 100—-200 (100) [150.0+53.4]
)

10-80 (40) [34.4£14.9] 20-200 (60) [75.6+36.9]

Table 15. Factors for evaluating response of pharmacological freatment
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o 159 71

o o Wk
ALE)A, A dE E T2 283 75 FoolA dAH R dxjel mgoluy &4 8.00 1.14 7.70-8.29 41.9 50.0
FH717bo] 6704 o4 6.38 2.29 5.80-6.96 22.5 322
Table 16. Factors to determine the termination of pharmacological freatment

2 o EEAEA} 95% A= 4-7k ©% @,®%

4o A= 8.33 0.80 8.13—8.54 51.61 45.16
71k 5.93 2.54 5.29-6.58 12.90 38.71
7159 3= 8.17 0.93 7.94-8.41 48.39 46.78
3] oFE AR FA 8t 6.67 1.56 6.27-7.07 9.48 48.39
FARAR 71 FF S 6.24 1.89 5.76—6.72 11.29 40.32
OFE AF Al Al HoRsls S 7.77 1.09 7.49-8.05 30.65 59.68
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Figure 3. Treatment response assessment and maintenance treatment period.
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