Anxiety and Mood Vol 20, No 2 / pISSN 2586-0151 / eISSN 2586-0046 ’ ORIGINAL ARTICLE

https://doi.org/10.24986/anxmod.2024.20.2.006

Korean Guidelines for the Treatment of Generalized Anxiety Disorder 2024 Part Ill:

wobzlo) X|Z XA Il: XI2 20| BERs 49 U
ot 29 xI2 T2t

Strategies for Insufficient Treatment Response and Comorbidities

June-ho Seo', Chun Il Park?, Min-Kyoung Kim®, Eunsoo Moon*, Myung Hee Ahn®, Hyeon-Ah Lee®,
Yoon Young Chang’, Won Kim’, Kyoung-Uk Lee®, and Ho-Suk Suh®

'Department of Psychiatry, Yonsei University Wonju College of Medicine, Wonju,

’Department of Psychiatry, Yonsei University College of Medicine, Seoul,

°Department of Psychiatry, CHA llsan Medical Center, CHA University, llsan,

“‘Department of Psychiatry, Pusan National University School of Medicine, Busan,

“Division of Psychiatry, Health Screening and Promotion Center, Asan Medical Center, Seoul,

°Department of Psychiatry, College of Medicine, Soonchunhyang University Cheonan Hospital, Cheonan,

"Department of Psychiatry, Sanggye Paik Hospital, Inje University College of Medicine, Seoul,

®Department of Psychiatry, Ujeongbu St. Mary’s Hospital, The Catholic University of Korea, College of Medicine, Uileongbu,
°Suh Hosuk Yonsei Psychiatry Clinic for Healthy Mind, Seoul, Korea

ABSTRACT

Objective : This study aimed to establish expert consensus on treatment strategies for generalized anxiety
disorder (GAD) when treatment response is insufficient and when comorbid conditions are present as part of
developing the 2024 Korean guidelines for the treatment of GAD.

Methods : The executive committee developed a questionnaire based on existing international and Korean
treatment guidelines and academic literature. Sixty-five experts participated in a survey. Responses were an-
alyzed using chi-squared test and 95% confidence intervals to determine the level of consensus. Treatment
strategies were categorized into first-line, second-line, and third-line choices.

Results : For patients with an insufficient treatment response, combining pharmacotherapy and psycho-
therapy was the most preferred first-line strategy. Experts recommended switching to or augmenting with a
different class of antidepressants, adding benzodiazepines or azapirones, and augmenting with atypical anti-
psychotics as first-line pharmacotherapy adjustments. Suitable psychotherapies included cognitive behavioral
therapy (CBT), mindfulness-based cognitive therapy (MBCT), acceptance and commitment therapy (ACT),
and applied relaxation. For patients with comorbid conditions such as depression, other anxiety disorders, or
alcohol and substance use disorders, a combination of pharmacotherapy and psychotherapy was also the most
preferred first-line treatment. In these cases, the use of antidepressants alone or in combination with benzodi-
azepines, azapirones, or atypical antipsychotics was recommended.

Conclusion : This expert consensus reflects current clinical practices and experiences in Korea, providing
valuable insights for clinicians treating GAD patients who have insufficient treatment responses or comorbidi-
ties. Findings of this study emphasize the importance of a multimodal treatment approach, including both
pharmacotherapy and psychotherapy. They also offer specific recommendations for adjusting treatment strate-
gies in these complex cases. (Anxiety and Mood 2024;20(2):72-81)
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Table 1. Next treatment strategies for insufficient freatment response

3 EEHAE 95% Al=|1k ©@% @,®%
Z7) ARZ FHEAR T Al HS-
OFEA R 2 +AIA 7 F7F 8.30 0.85 8.09-8.51 48.3 48.3
OFEA R FA+AIA R F7F 7.65 1.09 7.38-7.91 21.7 65.0
FEA R 2 +7| et AETHAE* 7} 7.06 1.32 6.73-7.38 9.3 66.7
FEA R FA+7EE BETH A F* 37} 6.85 1.50 6.47-7.22 7.7 63.5
FEA|E W 2 (FEA BT 3-4]) 6.80 1.78 6.36-7.24 1.9 55.9
Z7] A w2 AR 2T AJYet HS-
BAA R FA+HFEA R F7F 8.44 0.70 8.27-8.61 54.2 44.1
AR R 2GR ' F7F 8.24 1.02 7.98—8.49 50.9 33.9
AR 7 2+ 718 AESH A 7 527} 6.40 1.57 6.01-6.79 5.8 21.2
AR FA+ 7] AESHA R 7 =7t 6.38 1.48 6.01-6.75 1.9 50.9
A7 WY 23 5.36 2.15 4.82-5.89 3.6 27.3

*7|ek AESHA 2| 2 AEANAZI AT (GTMS), vlo] 21| =8 (Biofeedback), 745712 F 47 A&(IDCS). ©%: percentage of score @ (‘very
appropriate’) selected, @, ®%: percentage of score @, ® (‘quite appropriate’) selected
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7|6} oF & 7k A2 oF9] 23 Y] HeEke 2 arjE|gl
t} o37)0)| A 7]e} eFE- propranolol, valproic acid, lithium,
lamotrigine, vigabatrin, trazodone 52 2Ju|gFCH(Table 2).
oFEA|m 24 Aol et 27] AY Fe-AE o &
QA2 WAISH= 2, SSRI, SNRI, NaSSA (mirtazapine)
Z AHESHA] R AE Y] AR WAS= Ho] 12} AH
© 2 goE|Qiet. o, 271 A F-2A|7F SNRIQI 7--oll=
Ch2 SNRI o9FE2 wA5H= Ak 12} Aglo g vejEgict
Serotonin modulator (vortioxetine) 2F&= WA|SH= Z1-2 AF
&) 22F YA = 51 23 Aelo & skl ElQ)tH(Supplemen—
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27 Aol wet 27 A9 3Re-EAol o F-EAE =
7¥8H= 732 SSRI, SNRI, NaSSA (mirtazapine) < AF&-3}A4|
G2 AlGO] F-2AE sk Ao 1A} A9 A=to g2 3
9)=]itH(Supplementary Table 2 in the online-only Data
Supplement). 27| A&} g-9-EAof| -9-2A| o]e|9] oFES
Z7)5F= 7%, Azapirones (Buspirone, Tandospirone), |7
3 A A OFE BenzodiazepineZ| &7} 12} Ael o

MES S
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2 FOJEIen, Propranclol AF¢] 23} ATel, Uil o}
9] 22} Mef o= ghojE]lck(Supplementary Table 3 in the
online-only Data Supplement).
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AP EA] = (CBT), HHI=ZY2 7|8k QIA 2] =(MBCT), 4~
BAEAR(ACT), &-8olehl o2 A3 H]lrk
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Table 2. Next-step pharmacotherapy strategies when initial freatment was antidepressant monotherapy or *antidepressant+benzo-

diazepine”
B F=HA 95% Al=|7k O% @,0%

Z7) FEA R} F-EA THE AR
o2 A G A2 A 8.08 0.95 7.85-8.32 42.4 542
o2 A -2 27 7.71 1.29 7.39-8.03 28.8 55.9
Benzodiazepine &&EUA| =7+ 7.05 1.81 6.60-7.50 17.0 59.3
Azapirone Al FEQHA* 7t 7.05 1.51 6.68—7.43 17.9 50.0
H| A4S Al orE St 6.98 1.57 6.59-7.37 15.0 51.7
T2 AGF O AR 1A 6.07 1.79 5.62—6.51 5.1 441
T AG o2 F-2AE 7t 5.69 2.13 5.16—6.22 5.2 37.9
718 g 37 5.66 2.05 5.15-6.17 5.4 37.5
GABAR-AH 37 A A (Pregabalin) 57k 5.47 2.16 4.94-6.01 9.8 25.5

%27] FEA 77} 3924 +Benzodiazepine Al FHESHA]”
o2 AgF SRR wA| 8.02 1.04 7.76-8.28 40.7 49.2
o2 A g F-eAE 7t 7.81 1.1 7.54-8.09 32.2 50.8
vy FAlg ks 271 6.97 1.76 6.53-7.40 18.3 50.0
Azapirone| EA* =7} 6.80 1.90 6.33-7.27 21.4 41.1
Benzodiazepinel FEHA] 71 6.12 1.97 5.63—6.61 8.5 44.1
T ALY 2 F-2A R 1A 5.98 1.95 5.50—6.47 0.0 49.2
e A G2 FeeAE 27t 5.85 2.05 5.34-6.36 1.7 458
7\€} RS 27} 5.56 1.97 5.08-6.05 5.5 29.1
GABAAHA 34 AA (pregabalin) 7+ 5.43 2.08 4.92-5.95 7.8 21.6

*Azapirone” FE<¢H: Buspirone, Tandospirone; 718+ 2= propranolol, valproic acid, lithium, lamotrigine, vigabatrin, trazodone %
oA A SSRI, SNRI, NasSA, NDRI, Melatonergic antidepressant, Serotonin modulator, Glutamate modulator, TCA. ©%: per-

centage of score ©® (‘very appropriate’) selected, @, ®%: percentage of score @, ® (‘quite appropriate’) selected
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Table 3. Overall freatment strategies for generalized anxiety disorder with comorbidities

offell et A=maaf ZA7F Wol Ao, °kg7\]fl' 0
e }XLOH slx}ol| A Z=7}2)0]

E?&%O‘*

AR A7} BHolET”
1&9} ge A=
U}, AAlx| = EL

— w—
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W F=EA 95% Al=|1t 0% @.0%
HERPolof] -27Foli 7} FHhE A
FEA R+ R 8.57 0.68 8.40-8.74 67.2 32.8
OFEA| B+ A AR B 47 B ST A 7 * 7.33 1.39 6.99-7.68 16.7 66.7
FEAEA R 7.7 1.60 6.78-7.57 19.0 53.5
FEX| R +7]E AESHA X 7* 6.93 1.56 6.54-7.31 14.8 59.3
AR GER R 5.09 2.19 4.54—5.63 5.2 19.0
718} A B A 2 T & 4.56 2.23 4.01-5.12 5.5 18.2
HEQE ool Bf Qo)) FutE 75
OFEA| BAAAA R 8.59 0.70 8.41-8.76 69.0 29.3
OFEA| R+ A B4 7B ST A 7 * 7.42 1.50 7.05-7.79 18.2 60.0
OFETEAR 7.16 1.58 6.77-7.55 12.3 66.7
FEX| R +7]Et A ESHA X 7* 6.84 1.57 6.45—-7.23 10.9 58.2
AR B GEA R 5.50 2.07 4.99-6.01 5.4 26.8
71EF AESH A B FEA R 482 1.85 4.36—5.28 0.0 14.6
HEQHYofof| 4FE 5 BTt 5
FEA R+ R 8.64 0.61 8.49-8.79 70.7 29.3
FEA| B+ 47 B ST A 7 * 7.52 1.44 7.16—7.87 21.4 62.5
OFETEAR 6.95 1.61 6.55-7.35 12.3 63.2
OFEA| ®+7| B AYETHA R 6.87 1.61 6.47-7.27 7.3 65.5
AAX R F=A 7 498 2.13 4.45-5.51 1.8 24.6
7|e ESH R 2 dEA =7 4.58 2.09 4.06—5.10 0.0 23.6

“7|8} AESFA 2| B AL AZES(TMS), vho] 2.1 =l (Biofeedback), A%

appropriate’) selected, @, ®%: percentage of score @, ® (‘quite appropriate’) selected
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Table 4. Pharmacotherapy strategies for generalized anxiety disorder with comorbidities

w3 St F=HA} 95% 41213k % @.0%
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3224+ Azapirone A* F-EeH 7.35 1.48 6.98-7.71 20.0 58.2
oA+ A H FAAI e 7.31 1.31 6.98-7.64 17.2 60.3
G- A+71EL =T 5.93 1.72 5.50—6.35 3.6 455
&-2-24+Pregabalin 5.9 1.56 5.51-6.29 0.0 40.0
Azapironel* FEUA =X 7 4.02 1.9 3.55—4.49 0.0 5.5
Pregabalin ©H52] & 3.93 1.84 3.48—4.39 0.0 2.2
Benzodiazepine |l FEMA THEA| = 3.63 1.9 3.16—4.10 0.0 1.8
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F-EA+ A AR 7.31 1.39 6.97-7.66 17.2 60.3
F-2A GEA R 7.19 1.49 6.82-7.56 140 63.2
G- A +7|Ef o= 5.91 1.79 5.47-6.35 3.6 40.0
-9-&A+Pregabalin 5.84 1.81 5.39-6.28 4.1 34.7
AzapironeAl* FEQHA THEA R 4.75 1.77 4.31-5.18 0.0 12.7
BenzodiazepineAl @& &2 & 4.25 1.93 3.77-4.72 0.0 12.3
Pregabalin ©53| & 4.00 1.98 3.51-4.49 0.0 8.5
HEQ ool Adi-g 5 BN FREE A9

39-2-A4+Benzodiazepine Al 3¢k 7.52 1.40 7.17-7.87 29.3 50.0
G- A+1 A G A R 7.50 1.1 7.22-7.78 20.7 62.1
3224+ Azapirone Al* FEeH 7.45 1.24 7.15-7.76 27.3 54.5
FeoA EARE 6.91 1.91 6.44—7.39 17.5 52.6
G- A+71EL =T 6.27 1.99 5.78-6.76 5.5 56.4
F-2A4+Pregabalin 5.75 1.86 5,29-6.21 42 37.5
Azapironel* FEUA =X 7 4.87 1.90 4.40-5.34 1.8 21.8
Pregabalin @54 & 4.09 2.05 3.58—4.60 0.0 10.9
BenzodiazepineAl &E3MHA 952 & 3.96 1.82 3.51-4.42 0.0 7.0

*Azapirone?| < Buspirone, Tandospirone; '71El ¢F&: propranolol, valproic acid, lithium, lamotrigine, vigabatrin, trazodone %
©%: percentage of score @ (‘very appropriate’) selected, @, ®%: percentage of score @, ® (‘quite appropriate’) selected
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The online-only Data Supplement is available with this article at
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