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Abstract

Objectives :
The purpose of this research is to examine the efficacy of Gamisoyosan on anxiety of generalized anxiety disorder
according to dosage form.

Methods :

In this randomized, double blinded, placebo—controlled study, we planned to give Gamisoyosan simple extract mixture
or Gamisoyosan compound extract or controlled medication for major symptoms of generalized anxiety disorder. As
preparatory research, Hamilton rating Scale for Anxiety(HAM-A) was measured as the lst evaluative instrument,
and Korean State-Trait Anxiety Inventory(STAI-K), Penn State Worry Questionnaire(PSWQ) Korean Beck's
Depression  Inventory  (BDI-K), Symptom  Checklist-90-Revised(SCL-90R), WHO  Quality of Life
Abbreviated( WHOQOL-BREF) and Heart Rate Variability(HRV) were also measured as the 2nd evaluative
instrument at the before treatment.

Results :

Demographic characteristics showed that there are Clinical characteristics-vital signs are within the normal range.
The characteristics of disease—chief complaint, pattern Identification and etiological factor of the highest frequency
number were worry, heart deficiency with timidity(OiERFE), family matters. The average period of disease in
subjects is 6.31years. The results of Chest PA, EKG and clinicopathologic examination are within the reference range.
The Scores of HAM-A, STAI-K, PSWQ were measured above the cutoff point. There are significant positive
correlations among HAM-A, STAI-K, BDI-K and among HAM-A, STAI-K, PSWQ. There are no significant
correlations between PSWQ and BDI-K.

Conclusions :

We considered that selection of subjects in this research is appropriately accomplished And this methodology is
expected to be applied to the subsequent research. And also, we hope to make up for this study through various study
and discussion.
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Fig. |. Summary of clinical trial design.
HAM-A : Hamilton rating scale for anxiety
STAI @ State-Trait Anxiety Inventory
PSWQ : Penn State Worry questionnaire
BDI @ Beck Depression Inventory
SCL-90R : Symptom Checklist 90-revised
WHOQOL-BREF : WHO Quality of Life Scale
HRV : Heart Rate Variability
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Table Il. Clinical Characteristics of Subjects

Subjects
Total number 807

Gender Male(%) 22(27 .50

Female(%) 58(72.50)
Mean Agely) 38.69+11.649
Height(cm) 162.60+8.03
Weight(kg) 60.74+11.51
Blood Pressure Systolic 121.80+15.07
(mmHg) Diastolic 75.63+10.67
Pulse(rate/min) 75.3+10.94
Temperature(C) 36.30+0.30
Respiration(rate/min) 20.68+4.06

@ 1 Number
b : Number(%)
9 : Meanstandard deviation

34 SoMFFAD 3K R21A M3=(20104 092)

=
(24.58%) 0.2 7}
50%8(20.83%), I =, A5 vl
Z¥7t 28%4(11.67%), % b 257 (1042%), T+
wxdel, 71eb 22%(9.17%), +5107% 6‘34(250%)
otk ARe AMA FAFoR 99 A4

T 358 (43.71%) 1 X tH(Table II).
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Table Ill. Chief Complaint in Subjects with General
Anxiety Disorder

Total Complaints  1st Complaint

Worry 59(24.58)%) 35(43.75)
Nervous 50(20.83) 18(22.5)
Fatigue 28(11.67) 2(2.50)
Often Sensitive 28(11.67) 1(1.25)
Distraction

(can't Concentrate) 251042 5629
Sleep disturbance 22(9.17) 7(8.75)
Other 22(9.17) 11(13.79)
Tension of muscle 6(2.50) 1(1.25)

a1 Number(%)

1:! o T

7 weky, 1 E‘r°~ fuw:.‘v} 2013#(%)
O 177, B2IEKIE 678 (%), (OFAE, O
B 27 47(%), PRI 39 (%), (OImiFsp, K
Srety 242 179(%) 0] th(Table V).



Table IV, Pattern Identification in Subjects with General Anxiety Disorder

heart deficiency with  heart ai deficiency

heart blood deficiency

yin deficiency with heart yang inactivity

timidity (-0 BE R 1) (LFRE) (D IMEE) effulgent fire (BamE ABE) (LB R
Subjects 24(30.00)¢ 20(25.00) 17(21.25) 6(7.50) 4(5.00)
dual deficiency of phlegm turbidity ' water gi intimidating the
the heart and spleen obstructing heazt?ﬁqﬂjggaas heart
(LR (B . (kF&EL)
Subjects 4(5.00) 3(3.75) 1(1.25) 1(1.25)
a1 Number(%)
3 7Y A EHeIx} olek. dxdee] it Ak glsol 717(88.75%),
FH717+ 631+7.37(d)0130th wHIAtR = &% 49(6.00%), =95 3H(3.75%), =HI A}
TFEEAN Qi A9 3H(2875%) % P W EAlAol ol A4 19(1.25%) 0% HER T
okal, AEARE Sl A9t 179(21.25%), © o] A5 oFE gleol 757(93.75%), %
5 E2E 497 12%9(15.00%), 71EHF 98 oF-g 4'9(5.00%), eFEE 17%(1.25%) ol
(11.25%), VARAS FARAZL 3 9= 4 o Adele) Ame fe 984 BRA &
7} 88(10.00%), 7HIEAISE AAEAE $ 7} 915 8079(100.00%) 2.2 ERRLTE
e A7 7H8.75%), wAEA, Atk wEl Ak A He] Gl @k BT 237
Q1 A7} 247k 278(2.50%) 0]l tK(Table V). (28.75%) 0% 71 & gAl#Ha] A gho] 874(10.00%),
FE1%)E WSS 7| Aol 6%(7.50%),
Table V. Period of Disease & Etiological Factor =24 Agko] 49(5.00%), L Sto] 278(2.50%),
In Sublects AFIA AT, P A% W AA7)A Aol
Period of Diseaselyr)
Subjects 6317377 7F 178(1.25%) <=¢]S{tH(Table VI)
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A B C D =
Suiecls 2028757 2250 170125 2250 5 57 A &
A+B A+C N 7|t STES Gl 6678(8250%), (F2A 778(8.75%),
Subjects 8(10.00) 7875 12(1500) 9(11.25) - - 500 o
3 : Meantstandard deviation 15l 19] o1 6‘33(7 %), 1 T 19] 1%(1'25 %)
- Numberl ) T wol9an, HAYL Qs 719(88.75%), 1.2
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D : accidents N : unknown /7 3798 (3.75%), 17/ 4 398(3.75%), 17 °17d/
& 278(2.50%), 71EF 1%(1.25%)°] =03 th(Table
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Table VI. History of Present lliness in Subjects

History of Present lliness Subjects
None 71(88.75)2
) Intermittently 7(8.75)
Duration of treatment 5 month 10129
5 month 1(1.25)
None 79(98.75)
Medical examination HRV, 10125
psychological testing :
None 71(88.75)
Depression 4(5.00)
Diagnosis Anxeity disorder 3(3.79)
Autonomic Imbalance 1(1.25)
Insomnia 1(1.25)
None 75(93.75)
Treatment Taking Western drugs 4(5.00)
Taking herb medicine 1(1.25)
Effectiveness None 80(100.00)
Past history Subjects
Mental illness 8(28.75)
Other 6(7.50)
musculo-skeletal system disorder 4(5.00)
Hypertension 2(2.50)
Digestive Disorder 1(1.25)
Thyroid Disorder 1(1.25)
Genital Disorder 1(1.25)

a : Number(%)

Table VIl History of Alcohol intake & Smoking in
Subjects with General Anxiety Disorder

Subjects
None 66(82.50)2
Alcohol Intermittently 78.75)
intake more than 1 per week 6(7.50)
1 per week 1(1.25)
None 71(88.75)
1/2 pack per day 3(3.75)
Smoking 1 pack per day 3375
more than 1 pack per day 2(2.50)
other 1(1.25)
a1 Number(%)
3 _u.|3-II|-9_| _7:<_7| 7|:‘,|A|-
1) 8FtEY 3 AXE dAt
THEcEY AAF AR, A 7478(9250%),
7)€} 47(5.00%), S HA 28250%) 52
ol

A= HAF A3, Aol 66%8(825%), BIS
012 ST-TyPA37} 7%(8.75%), 71EF 594 (6.25%),
sAHo] 27(250%) 2] =o] A Tk(Table V).

Table Vil. Chest PA & EKG in Subjects with
General Anxiety Disorder

Chest PA Normal Others Old pul. tbc
Subjects  gp ey 4(5.00) 202,50
Unspecific ST-T sinus
EKG Nomal wave change Others bradycardia
Subjects  66(82.5) 7(8.75) 5(6.25) 2(2.50)

a : Number(%)

(1) Dot A4 9 Aorgeta A}

goystd Aalw, Fraey, dutEas], A
7, T Wan NATEEE, AU
WIEE 5L, QAN ANz, F B, o
9, ALT, AST, y-GIP, ALP, BUN, creatinine,
T-bilirubin, Glucose, Cholesterol, Triglyceride<
HARsRSTE = AAF @0l FarA] Welel 3l

A tH(Table IX).

Table IX. Hematological test & Blood chemistry in
Subjects with General Anxiety Disorder

Blood chemistry

Hematological test

Subjects Subjects
Hemoglobin 1360+1.68  Total_Protein 7.6+0.40
Hematocrit 3951449 ALT 20.56+13.8
RBC 441.02+62.1 y-GTP 21.1£16.0
WBC 61.48+16.5 BUN 13.21£4.0
Platelet 233549 T_bilirubin 0.73+0.3
ESR 11.06+9.8 Cholesterol ~ 200.94+34.9
MCV 89.4915.6 Albumin 462+0.3
MCH 3054124 AST 2321+10.0
MCHC 34.10+1.2 ALP 70.14+19.1
RDW 13.09+14 Creatinine 0.88+0.2
PDW 17.23+1.0 Glucose 91.74+18.7
MPV 7.77+6.7 Triglyceride ~ 114.24+89.1
PCT 0.17£0.0
Segmented_cell 59.80+9.1
Monocyte 3.46+1.1
Lymphocyte 36.71+8.8

@ : Mean#standard deviation



TSH:= 1.74+0.89 (IU), FreeT, = 1.27+0.16 (IU)
T A Welel &sielth HCG: AlY
oA S4d0] 4873 (60.0%), MNEEHA ok A%
7} 327 (40.0%) 1 A THTable XI).

Table X. Routine Urinalysis & Urine Microscopy in Subjects with General Anxiety Disorder

Routine Urinalysis

Urine Microscopy

Subjects Subjects(/HPF)
Amber 21(26.25)2 0-1 53(66.25)
Color Straw 29(36.25) 1-2 6(7.50)
Yellow 30(37.50) 2-3 4(5.00)
- 67(83.75) RBC 3-5 5(6.25)
Leukocyte + 3(3.75) 5-10 7(8.75)
2+ 9(11.25) 10-20 3(3.75)
3+ 1(1.25) Many 2(2.50)
Nitrite - 80(100.00) 0-3 63(78.75)
Albumin - 80(100.00) WBC 3-10 8(10.00)
Glucose - 80(100.00) 10-20 6(7.50)
Urobilinogen - 80(100.00) Many 3(3.75)
- 73(91.25) 0-5 52(65.00)
+ 0(0.00) Epithelial 5-30 24(30.00)
Ketone 2+ 0(0.00) Many 4(5.00)
3+ 1(1.25) Normal 68(85.00)
TR 6(7.50) etc A.phosphate 2(2.50)
Biirubin - 79(98.75) Bacteria 10(12.50)
+ 1(1.25)
- 61(76.25)
+ 5(6.25)
2+ 5(6.25)
Blood 3 2(2.50)
4+ 2(250)
TR 5(6.25)
a1 Number(%)
Table XI. Thyroid Hormone Test & HCG in 4. M It =4

Subjects with General Anxiety Disorder

Thyroid Hormone Test

TSH(U) FreeT4(U)
Subjects 1.74+0.899 1.27+0.16
HCG
Negative Not done
Subjects 48(60.0) 32(40.0)

@ : Mean#standard deviation

1) SHUEECHHZ(HAM-A), SH=E  STA

(STAIK), HAH| 0| EHEEEXIPSWQ)
SR

AE Eok A 61.3048.79()EA Bk A
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T 62.338.08(F) 2 LEFRLTH
AXHOIE ARGEEA A5 61.2949.72(F)

% UERTHTable X).

Table XlI. Hamilton rating Scale for Anxiety, STAI
-K & Score of PSWQ Subjects

Subjects
HAM-A 27.05+6.54%
STAl-state 61.30+£8.79
STA STAI-trait 62.33+8.08
PSWQ 61.29+9.72

a : Meanzstandard deviation

N

) =1t BDIBDI-K) &8 ¥ S5

FHE 21.65:8.99(4) = LHEFRtT

74 57(6.25%), 7HHE -2 1598(18.75%), &
S5 & 30W(37.55%), A -2 30(37.5%)
2 e THTable XII).

Table XII. Score & Severity of BDI-K in Subjects
with General Anxiety Disorder

Subjects

BDI-K score 21.65+8.99%°
Normal 5(6.25)0
Severity of Mild 15(18.75)
BDI-K Moderate 30(37.50)
Severe 30(37.50)

@ : Mean*standard deviation
o Number(%)

5) ZI0|FATITHHAKSCL-0R) &=
AASHSOM) = 58.9+12.60, ZFEHO-0)> 6295
+10.61, thAWIZHI(1-S)2 63.64+13.75, 9-2(DEP)
2 60.98+11.16, ESHANX)Z 64.79+11.51, A7t
(HOS)2- 59.54+13.06, & 3+=<HPHOB)- 60.95+
1552, AHS(PAR)S  59.44+14.06, JA15(PSY)->
59.36+12.86, A AN =A(GS) = 63.11+1242, %
ESANEAS(PSD) = 66.33+13.71, EES/TH

A|(PST)= 56.36+6.84% L}EFTHTable XIV).

38 SoMFFAD S3IA 213 M3=(20104 092)

Table XVI. HRV of Subjects with General Anxiety

Disorder
Subjects
Mean HR 84.71£52.50
SDNN 275.87+851.43
RMSSD 122.76+326.96
HRV index 12.38+40.85
PNN50 62.90+36.37
TP 5.86%3.15
VLF 5.15+3.33
LF 3.97+3.06
HF 3.85+2.83

@ : Mean+standard deviation

6) MAEZZ|IT? 4o & ZHHES A Z(WHOQOL
-BREF) &%

42 62.03+11.20% L}EF}TH(Table XV).

Table XV. WHOQOL-BREF Score of Subjects with
General Anxiety Disorder

Subjects
62.03+11.20¢

WHOQOL-BREF-total
@ : Mean#standard deviation

HRV B& &5oX 2 Haes o 2ol u
E}5tTH(Table XVI).

Table XVI. HRV of Subjects with General Anxiety

Disorder
Subjects
Mean HR 84.71+52.509
SDNN 275.87+851.43
RMSSD 122.76+326.96
HRV index 12.38+40.85
PNN50 62.90+36.37
TP 5.86+3.15
VLF 5.15+3.33
LF 3.97+3.06
HF 3.85+2.83

d : Mean#standard deviation



6. 7&E71ZE HAM-A,  STA-K  PSWQ,

BDIK, WHOQOL-BREF, SCL-90R
o A7y D

717k} HAM-A, STAl-state, STAl-trait,
BDI-K, PSWQ, WHOQOL-BREF-total 5 5~31+2] 2]
3} ALJ,].J,}yq] Holx| ¢kart},

HAM-A+ STAl-state, STAl-trait, BDI-K, PSWQ

o} g A AP AE Bl
STAl-statei= STAl-trait ¥}+= 7sF 82 A8 37|
£ H90]3, HAM-A, BDIK, PSWQ}= -85t oF

A Y PAE Bt

STAl-traits= STAI-state¥} 743t 982 A& A
101, HAM-A, BDI-K, PSWQ}+= 5-23} ok
A PAZ wolrk

BDI-K+= HAM-A, ST Al-state, STAI-trait=} 53
3k oFA METAZ Holt)

PSWQ HAM-A, STAl-state, STAl-trait$} 3
3} o) ok;ﬁ ok Jer:]] y‘o]r/].

o)

R i

-

PSR

WHOQOL-BREF-total %<& HAM-A, STAI
-state, STAl-trait, BDI-K, PSWQ} 5313t &4 X
7S B.QITKTable XVII).

HAM-A: SCL-90R 5= g3} 318k oF4 A
A= Bolt)

STAl-statex= SCL-90R &
A TAE Bl

STAI-trait= SCL-90R F.& &3} F318k oF4]
AR HAE Bl

BDI-Ki= SCL-90R®] &% 5 9-2(DEP)Z 4]
AEATGIN) T A APHAE HolH, v
e A5 FEs A Ay i E .

PSWQ+= SCL-90R®] & 5 5 32&<SHPHOB),
ﬁ@é(PAR) AAZPSY), EETAAE

Ao et ohE BE ) FEle oA A
= E‘?J:}.

WHOQOL-BREF-total 4+ SCL-90R %= &

E3} 318 24 A AA| S BQlti(Table XVII).

Table WI. The correlation among the Period of Disease, HAM-A, STAl-state, STAl-trait, BDI-K, PSWQ and
WHOQOL-BREF-total Score of Subjects with General Anxiety Disorder

T2t HAM-A STAl-state  STAl-trait BDI-K PSWQ WHOQOL-BREF-total
Tz 1.00
HAM-A -031 1.00
STAl-state -071 453+ 1.00
STAI-trait -019 440+ 757+ 1.00
BDI-K (74] 336+ 524+ 500+ 1.00
PSWQ -.103 377 4415 602+ 211 1.00
WHOQOL-BREF—total -170 - 384+ - 620+ - 631+ - 663 - 295+ 1.00
+ 1 p<0.01

Table WIl. The correlation among HAM-A, STAl-state, STAl-trait, BDI-K, PSWQ and WHOQOL-BREF-total
Score, SCL-90R of Subjects with General Anxiety Disorder

SOM  0O-C I-S DEP ANX HOS PHOB PAR PSY GSI PSDI PST

HAM-A 559+ 400« 343« 371+ 467+ 396+ 415 381+ 406+ 503+ 422« 399
STAl-state 51« BAt 478 629+ 605+ 522+ 421+ 472« 461+ 627« 599+ 456+
STAI-trait 429~ 627+ 620~ 673+ 573 573 436~ 492« 482+ 651 544 460~

BDI-K 598 615 619« 808~ 658« 566~ 578~ 566+ 687+ 766+ 609« 657+

PSWQ A3 447+ 381« 383+ 521+ 342 290 280 .180 445« 572+ 164
WHO QOL-BREF-total -490+ -514«~ -578« -678~ -519« -481x -453«~ 457+ -480% -625 486+ —.609+

: p<0.01
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