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Body Health

AV
®

Lre——
B
te———

e

= Cardiovascular (heart)
* Bones & joints

= Digestive system

= Prostate

= Liver (detoxification)

» Beauty—from-within

a9 2. AlA A7 e F

Weight Mood /Mental
Management Health
Hhrad
* Satiety * Stress relief
e Hunger control * Relaxation
* Metabolism contr * Sleep enhancement
—Calorie burnin = Energy enhancement
-Fat burning * Mental focus
» Depression

= Basic Nutrient for brain

EA19 39 EdE=

Algol wel A7 EF EREE AHRSS o)
sector® WA, Mood/Mental

o2 AAstil 98

Health

o

(£4; Datamonitor Analysis, dietary supplement market trend & opportunities, April 29, 2009)
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O MAXRAZIF(WHO)7F 2 A om op7je= ool ik A3 Adfo] osid, A
AAFe = AAA7(Mental Health) 0.2 of7|¥ &= F
SAHHA ofo] vt EA= 7P 8% 37 F v ISR 3). =F 2030l =
dAd3 T EFol AWEHo g Z S

A& (3E 4)(WHO, 2008).

O UM e, AN FAZ QA3 A AFAA HES AT 1x 17409 dow F
Hh7b Qo (BAAE A, 2003), HA ANAZEAZ QI A3 AFAAH M)
20010l &= A7F 1x 49139 YelA 20059+ 2% 11569 Yoz A 2u) 7hrte

H(EAAE AT, 2009).

0 ANAG FAL Qs A cad: Aze Fo Agu B ol vﬁal&v}x

1 Lower respiratory infections a4.5 6.2
2 Diarrhoeal diseases 72.8 4.8
E Unipolar depressive disorders 65.5 4.3
4 Ischaemic heart disease 62.6 410
5 HIV/AIDS 58.5 3.8
& Cerebrovascular disease A46.6 31
.t Prematurity and low birth weight 443 29
8 Birth asphyxia and birth trauma 417 27
o Road traffic accidents 41.2 2.7
10 Meonatal infections and other* 404 2.7
11 Tuberculosis 34.2 2.2
12 Malaria 34.0 2
132 corPD 20.2 2.0
14 Refractive errors 277 1.8
15 Hearing loss, adult onset 274 1.8
1a Congenital anomalies 253 1.7
17 Alcohol use disorders 237 1.6
18 Violence 21.7 1.4
192 Diabetes mellitus 197 1.2
20 Self-inflicted injuries 19.6 13
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¥ 4. Changes in the leading causes of DALYs globally from 2004 to 2030(WHO, 2008)

2004 As % of As % of 2030
. . total  Rank Rank  total . .
Disease or injury DALYs DALYs Disease or injury
Lower respiratory infections 6.2 1 1 6.2 Unipolar depressive disorders
Diarrhoeal diseases 48 1 2 5.5 Ischaemic heart disease
Unipolar depressive disorders 43 3 3 49 Road traffic accidents
Ischaemic heart disease 41 4 4 43 Cerebrovascular disease
HIV/AIDS 38 5 5 38 COPD
Cerebrovascular disease 31 6 6 32 Lower respiratory infections
Prematurity and low birth weight 29 7 7 29 Hearing loss, adult onset
Birth asphyia and birth trauma 27 8 8 27 Refractive errors
Road traffic accidents 27 9 9 15 HIV/AIDS
Neonatal infections and other* 27 10 10 23 Diabetes mellitus
COPD 20 13 n 19 Neonatal infections and other
Refractive errors 18 14 12 19 Prematurity and low birth weight
Hearing loss, adult onset 18 15 15 19 Birth asphyxia and birth trauma
Diabetes mellitus 13 19 18 1.6 Diarrhoeal diseases

T3 HE e ZAAA Aee tis OECDS] ZAMA I w=w) ko] AAES
A+ 108t W = 31¥ ez OECD 3= T 195 7ISstae d=(2" 3, 4), o=
OECD 3]9¥=5°] 1995 o]f AdEC] HaFAE Heol= dH Hl&) fvets
1999 ell Hlekd 107.5% S7Heh A ekl Bs] il ol
I

10%H, 20, 30Tl A E Aol F8 AU F 19), 40, 50N AE 2918 A shel
Aol Fo AREAZ EH L AS(EAF, 011, RE A4 FAAFoR 4P
S oglot A% BAE AAAGT WP ol drke e BRAGR & 5 UL

- ~\
o poicy
g (H2) (10225
6 | w—mpame 31.0 "
u | —o-nuem
" %
10 20
8 r 15
6 [878687,4767383 n
4 t
> 5
0 0
B8 199 91 % % % 01 04 07 09(AE) )

a9 3. =9 AL E S WIH(FAH, 2011)
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arameters onditions B =i | BN z74 55
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* Column Sunfire C18(4.6x250, 5um)
51m)
* Mobile phase | [A] 0.1% phosphoric acid in
) [A] Water
(Gradient) water o
[B] Acetonitrile
[B] MeOH
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30 75 25 5 90 10
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55 50 50 35 20 50
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70 75 25
Detector 220nm 220nm
Flow rate 0.8mL/min 0.6mL/min
Injection
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Column . .
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temperature
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X 9. Contents of eleutheroside B and E in various parts of Acanthopanax koreanum

Parts Eleutheroside B Eleutheroside E | Eleutheroside B+E
g extract (%) g extract (%) g extract (%)
Stem(2year) 1.28 0.94 2.22
Stem(7year) 1.28 0.75 2.03
Root(7year) 0.14 0.15 0.29
Stem+Root 0.78 0.53 1.31
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¥ 10. Eleutheroside B and E contents of Acanthopanax koreanum extracts by

various filter pore size
Filter pore Eleutheroside B Eleutheroside E | Eleutheroside B+E
size g extract (%) g extract (%) g extract (%)
2um 0.54 0.46 1.01
5um 0.55 0.46 1.02
10um 0.54 0.46 1.01
25um 057 0.47 1.05
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¥ 11. Contents of eleutheroside B and E of Acanthopanax koreanum extracts by

perlite and housing filter

Filtration Eleutheroside B Eleutheroside E Eleutheroside B+E
g extract (%) g extract (%) g extract (%)
Perlite 0.74 0.57 1.32
Housing 0.72 0.56 1.29
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19 13. The effects of acute (A, C) or chronic (B, D) administration of
Acanthopanax koreanum in the elevated plus maze test (A, B) and forced swimming
test (C, D) in normal naive mice. *P < 0.05 versus control group. Dia, diazepam;
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a9 15. The effects of chronic administration of Acanthopanax koreanum in the

open field test in stress mice model.
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A. Control | Imipramine A. koreanum (100) A. koreanum (200)

9 16. The effects of chronic administration of Acanthopanax koreanum (14 days)
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on the DCX (B) and BrdU (C) immunopositive cells in the dentate gyrus region of

hippocampus in normal naive mice. *P < 0.05 versus control group. Imi, impramine.
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13 18. Effects of the sub-chronic administration of an ethanolic extract of A.
koreanum (EEAK) on the 5-bromo-2-deoxyuridine (BrdU) incorporation (A),
doublecortin (DCX) expression (B), or NPY expression (C) in sub-chronically
stressed mice. Representative photomicrographs and quantitative results of
BrdU-incorporating cells, doublecortin expression, or NPY expression in the

hippocampal dentate gyrus (DG) region are shown. Red ginseng (RG) was used as

a positive control. The data represent the means + S.EM. (n

= 4 per group). *P <
0.05, compared with the vehicle-treated controls group, #P < 0.05 compared with
the stress only group. Photomicrographs of magnified region are shown in the right
lower part of the box. The original magnification was 200x and the scale bar

represents 500 pym. The parentheses show the dose of EEAK (mg/kg). Con, control.
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I3 20. The effects of acute (A, C) or chronic (B, D) administration of Crataegus

pinnatifida in the elevated plus maze test (A, B) and forced swimming test (C, D)

in normal naive mice. *P < 0.05 versus control group. Dia, diazepam; Imi,

imipramine.
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2% A9, 2EdS KR A FOHolE AN 0] FoAsL fzEw vawstel
o o)

200

Weight of spleen (mg)
2
o

Con 0 25 50 100 200 (mglkg)
Stress
Crataegus pinnatifida

a9 23. The effects of chronic administration of Crataegus pinnatifida on the

weight of spleen (mg) in stress mice model.
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9 24. The effects of chronic administration of Crataegus pinnatifida (14 days) on
the BrdU immunopositive cells in the dentate gyrus region of hippocampus in
normal naive mice. *P < 0.05 versus control group. Imi, impramine.
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20000

wﬂﬂﬂﬂ

1[]0 (mg/kg)
Stress F: C pmnatlﬁda

DCX* cells (DG)
iR
o
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2
]

19 25. The effects of chronic administration of Crataegus pinnatifida (14 d) on the

DCX-positive cells in the DG region of hippocampus in stress mice model.

a9 %7

% 5000 mghkg ol F 14U EQ WA A, Agds wEEA ggon
ANFY, AT L FHAA AFFA Fold oF GFe AYHA 2e. F, w3
AFE] HANG  2USIA  HestNFEERe AT AAye i mE

5000mg kg 485t HHA AH Aoz Berg.

F 12. Summary of Mortality

. gmup " Noet Days affer dosing Motality
0sE H
kg 5 0 1 2 3 4 5 6 7 B 9 10 11 12 13 14 (deadiorad
Yo
o 5 0 0 0000 000 OO0 0 00 0 o
0 (05)
Male
G2 0%
Ciw S 000000000000 000 oo
Gl $ 00 000D 000000000 0 (gf';)
Female -
G2 i 0%
590 5 000 000000000000 o

¥ 13. Summary of Clinical Signs
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Group / Hours (Day 0) after dosing

Sex Do OO e
Gy 05 1 2 4 6
g,‘l 5 NOA 5 5 3 5 5
Male
= s NOA 5 5 5 5 5
3,000 = et
£ 5 NOA 5 5 5 5 5
Female
o ] s & 5 5 8
5.000 5 NOA 2 b
Group / No.of Days after dosing
Sex Dose Clinical sims
(mgky D 1 2 3 4 5 6 7 8 9 1011 1213
GGL 5 NOA 5 X F 5 F 5 5.:F 5 I OF OB S
G2 - . - r
5000 5 NOA D F 5§ HF K FE B F.E S
Male
Compound-coloredstoel 5 0 0 0 0 0 0 0 ©0 0 0 0 0 O
Diarthea 2 & 0 g 8 ¢ @ 0 0 6 D D ¢
OGL ] NOA 3 3 B > F 3 S 3 OF OE F OH OS5
& 5 NOA g B ¥ 55 B FE S HF S F 5 N
3.000 i R - == = R =
Female

Compound-coloredstocl 5 0 0 O 0 0 0 0 O 0 0 0 0 0O

Diarrhea 1 60 0 0 0 0 0 0 0O 0 0 0 O

NOA: No Observable Abnormmality

ANF A3,

ZA8ke] TAL00TS:, A& st wEAs 2

= Al E ol
HlE A 8ke] TA100w 2] 1,250 npg/plate ©]7dell A
Akl TA9S, TAI1535,

Lo
o

5|
pud

2 [
v} = 9}1_4

1= = .

TA1537 ¥ WP2uvrA(pKM101D) i+ Foll A= A EH o3t A{A = TEEA EdS.
AdEde] AL dALEAds vEAst 2 EA8e] 5000 pg/plateo] A 2% Ak
BEAWo|ZFZ2 YT ASde Il e, weEkd EAFe &2 ool o]
A3
T S9 mix 2AE e &% (ug/plate)
TA98, TA1535, TA1537,
-/+ 5000, 2500, 1250, 625, 313
WP2uvrA(pKM101)
- 1250, 625, 313, 156, 78.1, 39.1
TA100
+ 5000, 2500, 1250, 625, 313
O ALEA 3 FHFo #AAGel 2 #Fo EE A BAHNZEZUTE SAHNERTY
205 ZshA] &kal, S EAQ FUME #AEHA e AldEd o3t A A=
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dArg g sl mEAske] TAL009 9] 625 ng/plate odollA #HAE S, A3}
A8kl TA100v 5, At st mjEAet 2 EA1ske] TA98, TAI1535, TAI1537 2
WP2uvrApKMI0D ol A= AlgE&Zde] o8 AsAsE  #A&EHA &,
FAETAME 2 dFo] die EFWelZRYSIE SR vlalste] 28] o]

3 =] & =] o) & X N == 2 -
SAsHA S7FE o] AMEFE, B AldxddA APE2H] Aot FEEs
] [e] 37 =
FAREAN] fgol gl o By
o 50 2 50
Z 5 R ‘W‘
g~ ——TA%s &
2 = bot—o
s —=TAIS E 1 —e—TAI00
E. —%—TAL537 z: 0 —&— WP2 uvrd (pEM101)
0 L
0 2,500 5.000 a 2,500 5.000
Dose (ng/plate) Dose (ug/plate)

¥ 26. Dose-response Curve in the absence of Metabolic Activation (TA9S,
TA1535, TA1537, TA100, WP2uvrA(pKM101)

50

1
U
=]

o o
[ -8
5 b é 125 |
S —o—TA9S g
= = p—t————————— 000
E —mTA1535 2 —+—TAL100
B - =
5 —%—TA1537 2 —&— WP uvrd (pKM101)
0 0
0 2.500 5.000 0 2,500 5.000
Dose (ug/plate) Dose (ng/plate)

a3 27. Dose-response Curve in the Presence of Metabolic Activation (TA9S,
TA1535, TA1537, TA100, WP2uvrA(pKM101)

(3) TF WIFAEE o] &F YA I E

O EAFe HugFes HdAsty] g8 AEZTAdAANDS AAs Ay, GA A
AbEd st HlEA S B EAE, ASA R dArRAd s HEA Skl A Al E5A o
A" weba, BEAPY HugHEHS 50% AEZ29 A8 (Inhibition concentration
50%: ICsp) o= 3fal, o]st +H 22 3&%e] AlgEArS AAsty, SAdEzT 2

P =TS Agstel B,
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3% 14. Summary of Chromosome Aberration

i %0 | TrtRec Ho. of Mumber of cells with structurz] zbermations 5 .erof':d::» 1.“11"
Test substance ._‘ : 7 : call zap (7o) | numerical abemrations
(ngfml) | wwx | Tome (hr) znabyzed | cth | csb | cte | cse | fig total (%4) end pol | total (a)
100 0 0 0 0 4] /] 0
Water for mjection 0 - 618 2(1m 00 0.0
100 2 0 il 0 0
100 0 0 il 0 0 0
N5 - 618 0(0m 0000 0.0
100 0 0 0 0 1] /] 0
100 0 0 0 0 1] /] 0
410 - 618 000 0{0m 00.00
The extract of 100 0 0 0 0 Q /] 0
Eleutherococcus
gracilistylus 100 0 0 I 0 0 0 0
830 - 518 1(0.5) 00 0 {0.00
100 o 0 0 0 0 0
18407 - 518 toxe
100 2 o 14 0 0 1 1
MMC 0.05 - 518 7= (18.5) 000 JI(®
100 11 2 11 o 0 /] 1
100 a 0 i} o 0 /] 0
Water for mjection 0 - 618 0om 000 ]
100 a o i} o 0 /] 0
180 + 5-18 not observed
100 ] 0 0 0 1] 0 0
360 + 518 00m 000 ]
The exract of 100 0 0 0 0 0 0 0
Eleutherococous
gracilisnlus 100 a 0 1 0 0 0 0
THF - 518 1{0.5) 00 04000
100 0 0 0 0 i] 0 0
100 L] o 0 0 1] /] 0
LT - 518 0001 Q0 04000
100 0 o 0 0 1] /] 0
100 4 o 10 0 1] /] 0
BlaJP 0 - 518 B[ (165 Q(0m 1{0.5
100 7 1 14 0 0 /] 1
100 a 1] 0 0 0 0
Water for mjection 0 - 280 0000y 0(0.0 00
100 a 1] 0 0 0
3.8 - a0 not observed
100 L] ] 0 0 0 ] 0
158 - a0 1{05) 000 0.0
The edmct of 100 0 o 1 0 i} 0 i
Eleutherecocous
gracilistylus 100 a ] 0 0 4] ¥ 0
315 - 240 0(0m 000 ]
100 L] ] 0 0 0 i} 0
100 ] 0 il 0 4] /] 0
30t - 240 0(0m 000 ]
est 100 o|lo|oa]ofo 0 0
100 2 0 15 0 4] /] 1
MBIC 0.05 - 240 HME (17 00 L{0.5)
100 5 1 12 0 4] /] 0

Abenation; gap: chromand and chromosome gap, cth: chroustid break. cte: chromatd exrhange, csb: chromosome break, cse: chromos ome exchange,
fig: fragmentation, end: endoreduplication, polpobyploidy

MMC: Meonyem C, Bla]P:- Benzo[alpviene

Trt-Rec time - Treztment-Fecovery tmes
Significant difference fomnegative control by fisher's exact test : * p=0.05

7 : Precpitation



¥ 15. Summary of Micronucleus test

Dose Admmetatton Hows post ; Counted ! 3 ;
Gimups oo g G Animal ID Pty PCE/PCE-NCE)  MNPCE/PCE
1101 162 1 331 0338 ) 2000
110 99 / 401 0198 0/ 2000
_ ’ 1103 136 | 364 0 0/ 2000
Hecapie:  Wala 0 PO, 2 1104 161 / 339 030 0 / 2000

control mpection 2
1105 143 / 357 0286 2 2000
Total = < x| 10000
Mean=5D. : 0283 = 0055 04 = 08
1201 182 / 318 0,364 0 2000
1202 142 / 358 0284 2 2000
1203 140 / 360 0280 1 2000
1.250 FO. 24 120 176 / 324 0352 1 ¢ 2000
1205 102 / 398 204 0/ 2000
Total 7 : 3 10000
Mean=5D. 2 0397 + 0064 08 = 0837
1301 129 | 371 0258 T /2000
1302 158 / M1 0318 o/ 2000
_— The extract of 1303 160 / 340 0320 1 /2000
7 Eleutherococcus 2500 PO. 24 1304 145 [ 355 0.290 2 2000
ke i S, 1305 167 1 333 0334 1/ 2000
Total : - 5 10000
Mean=5D. : 0304 + 0030 10 = 077
1401 108 352 0216 o 7 2000
1402 122 | 378 024 1 ¢ 2000
1403 112 / 388 024 0/ 2000
5,000 FO. M 1404 180 / 320 0,360 1 ¢ 2000
1405 122 / 378 0244 ) 2000
Total : - 2 10000
Mean=5D. : 0358 = 0059 04 = 0548
1501 158 | 32 036 16 7 2000
1502 100 / 400 0.200 0w/ 2000
1503 137 | 363 0774 & ¢ 2000
Posiwe  Mitozyem © 3 IE. 24 1504 100 / 400 0.200 81 /2000
comtns] MMC) 1505 110 / 390 0220 8 ¢ 2000
Total - - SI5F /10000
Mean=5D. - 0242 = 0051 1030 = 36249
PO, Per Qs

IP. : Intrapentoneal mpection

MMNPCE : Micronucleated poly chromatic erythrocyte

P(E : Polvchromatic ervthrocyte

NCE : Nommochromatie erythrocyte

SD.: Standard deviation

Siznificant ddference compared to the negatire control using the entena of Kastenbaum Bowmant © Tp-=0.05
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o A=+ Hll g e] (%) & (mg)

TY=E Aot/ ABAFE=E 60.00 600.0
AHAEZ QX2 16.46 164.6

SIS 20.00 200.0

Heg o] Akshat A& 1.80 18.0
HPMC 0.50 5.0

= A H A Ak ~H 2 0.04 0.4

Eaye] ] 1.20 12.0

o A 100.00 1000.0

A AFAS R HeuFER(CIAK) 2 GAAFEECIC) 274
P &0g FAstud 21zt gdrlw, 9dR, 3 AAHE APon

N

=]
=
1=}
e =S 7

A B QA = (STAI-state) A AF

A/A 9 7lEs AAs] AR S
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AH-E-4EQQ X (The State-Trait Anxiety Inventory: STAI)

olef EHES AtHEEC] S Hdd=d AFEHAA L d= AEPYTH
7t BAES Z oz 7 FFo oE2Hd JdE 49 FEToA Tl AF
ol MR =73l Q& AHE M & Uehdol F= E4stuE AA FAsA
AQ. o7l A &3 1EHS lFUT o= dEgd UF oF wiFEA wiA
Falol AwdAqY =4Sy Ea kil AZE = El bR @S dlFAA L.
(A8 2 A, QFa1dY. Q)Esoe=adnyg. @uids| 1t

2 Hl) - o1 % I=(State anxiety inventory) A T
1 U whgol AREsith 1 2 3 4
2 U= wkFol EEstt 1 2 3 4
3 e 11 E o] 9t 1 2 3 4
4 - = I PSR R 1 2 3 4
5 U= whgo] Helt 1 2 3 4
6 U e oM vE EEn 1 2 3 4
7 e dor Bdo] ds7te AAsta v 1 2 3 4
8 = whgo] E=o 1 2 3 4
9 U= EQbstth 1 2 3 4
10 | = #HebeHAl =7 1 2 3 4
11 = ARl FEe] ol 1 2 3 4
12 | Ye A=Y 1 2 3 4
13 U= vpgo] xvlxvl shth 1 2 3 4
14 |YUeE S8 10350 9 1 2 3 4
15 W rhe2 1% E9 ettt 1 2 3 4
16 | Us A 1 2 3 4
17 | v= AAst A 1 2 3 4
18 | Ue SRH o8 = =0 1 2 3 4
19 | Ye S48k 1 2 3 4
20 | UE 7)Ho] =t} 1 2 3 4
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A%

2 (PSWQ), HAM-A A}

(BAD, 44 <

250l mhet 44

[

T

T

50+ 7 A(STAI), Beck®] E¢F ZEX
tohar o A4

o

b

]

o
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= %]
A

=

Ab: BUN, Albumin, Total bilirubin, AST, ALT, r-GT, Triglyceride, Total cholesterol, HDL cholesterol, LDL cholesterol,
-

]

=4

Z Ak WBC, RBC, Hemoglobin, Hematocrit, Platelet
7

1

]
A

EERELS

&) A
Z2WM AL pH, Protein, Glucose, RBC, WBC, Specific gravity, HCG (7} ¢3¢l

Creatinine, Alkaline phosphatase, glucose
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ITT(intention to treat) ®A1% 3} PP(per protoco)®H & FE3IA ¢Fa HA A8E
EAT 242 AldudA T JdAANFAIAN R AR AFHYARZTE Ao
ARE FAd EIATZIAL 059 6579 AEE BT 3PS 2Agdste] AAR7E
ngoly FolHse 89e] zagddA ZEEAL 309 THste] AFEAEFS
&3t stal Aozl ARE BAE AR dEHWTER 4" HyeE A8 A5
Aol & paired t-testE ©]-&3dte] HWF AolS EAEAL, FoFES 0062 9

Assessed for Eligibility (n=38)+ ]

4»[ Screening out (n=8)« ]

Y

Enrollment Received supplement (n=30) + ]

L J

Test group (n=30)+ ]

}

Follow up at week 8 (n=30)« ]

Tl S 2 R e
O Al@ddAs & 169, o 158z F 308 AldudAe] d¥ds 234%H

AR O L

T3AAA 3 EA=d B 4034158 R 5. w3 A F YA EKG, X-ray, &9,

$F ©% B ATFWIR A9Y, GR8Y Fo| PEL ofd HS Lo BRI
AR ARzAA FRA, A2FEF, AHTEES, SFTES, Aurde o
o4 F sEds FAE HolE WAAE F WE §AS
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F 16 HtYFEE AAZ LA A 712 R
It 3T
Ad (Al) (meants.d.) 40.27+15.84
3 (n,%) w2t 15(50)

o 2t 15(50)
= Al(kg) (meants.d.) 67.01+12.57
7](cm) (meants.d.) 166.41+9.15
& eH(mmHg) (meants.d.) =718 ¢ (mmHg) 119.33+12.39

o] ¢+7] & ¢H(mmHg) 75.17+10.15
Wy (beat/min.)

70.47+8.67
(meants.d.)
A2 C) 36.53£.45
A9 (n,%) Hl &< 24(80.0)

HAEFA 4(13.3)

AA A 2(6.7)
7% (1n,%) v & 13(43.3)

2FSF( <A2FH/F) 15(50.0)

OHESF( >2F4/5) 2(6.7)

& F=(n,%) 5782 23(76.7)

R 7(23.3)

He 2 saE g (n,%) Sl 23(76.7)

R 7(23.3)

o] -4 H AL (n,%) no 29(96.7)

yes 1(3.3)
AAE (n,%) 4 25(83.3)

H (A2 om gla) 5(16.7)

AAF (n,%) T2 A 16(53.3)

B2 A 14(46.7)
+5 (n,%) AashA Z+ 0

912 A (304, 3% ¢]3}) 12(40.0)

T2 A (30, F33]°]7) 18(60.0)
7158 4%F (n,%) T4 H5& 1(3.3)

&t ¥ 29(96.7)

Data are meantstandard deviation or n(%)
FTEAEAE
O & ANFe ddt, 3/ JAANFTORE AP HAS EQbFFol m& ABAldA
A7t FEE(CJAK)S 74 E&3tA ste] Becke E<SF HiELA(BAD, GE-S54

EHHANSTAD, A%

AR v H et

TA(PSWQ), HAM-A 59 #HAE Fdste] &5

ﬂJ

A
=
go EEe HAsty hdA oRE HAsuA F Y



A3e] Aol paired t-testS A3t Fo4 AEL 3

O 653t Aoty FE25& Fol B2 AU dAtedN 24 Al HAAF Ao v53 25

o

- Beck?] EoF HEX(BAD HAIE A8 A 3867189344 A& & 32.60+11.06% 0.2
6.07£9.78%d ZrAastA L BAHoR fFol3 AxE Ul (p <0.002). AA AT
227921 73.3%7F Alg Mol vls]l BAI A47F A4S Alg AF 148%0lA /MA&S

LHER.

G -S4 =QtHAbe] STAI-State AAtel A= Al 54.93£8.13% <A Al 5
44771097 0. = 10.17+1248% A4k EAACR w3 AdE dEHp
<0.001). 23%<1 76.7%°] A AA7F Al s STAl-state 7} a4

A5 172 % MAE&ES B, STAI-State®] A@ dFo] W= o &5
74 (23.3%)14  AlF F 49(133%)=  HAESlE.
H(23.3%)1 4 Al F 1 HE3%E Hdastdon, W9 =3% 6% (20.0%)0A Al
T 39(100%) =2 Fad dAHoR Ald dFo AV fHasidioen o wWEk=
5

Aoz ou7F A& (McNemar test p=0.044).

g Ad

ddsl =e2 AE A7

kel

FH -5 =QtHAe] STAI-Trait Al M= AIE A 536319208 M Ald +
4463194471 2 &2 9.00+8.78% HAadtial SAA® Fofg A3E e (p <0.001).
26W ) 86.7%°14 STAI-Trait H=7F #Zag Ald A% 158% /Ades ES.
STAI-Trait®] A9 W5 Wal= o7k &0l AlF A 64(20.0%)04 AlE +
38 (10.0%) 0%, &4Es] =52 AP A 5816.7%)NAd AlF F 18 B3%) =, "¢
E5S AE A 4¥3A33%)A Ad F 18EB3%) = Hac A A5 dATE

o o] Wzl FAHCZE ou| 7t §ll&(Nemar test p=0.061).

o
B
ol
4%

AT AFZAPSWQ)  HAAM = AIE A 471371284 Al &
808357 2 = 6.33+7.38%] #HAsRaL FA frelgt 23E yEbd(p <0.001).

4 How
24v8]1 229} 733%°1M PSWQ H7b Zasksls. Ald A5 128%9 MdEs

HAM-A HAFIAE Ald A 1233149184 Ald F 50744298 &2 7.27+5.00%
g EAHor  fFo3 AES  yegd(p  <0.001). 299 96.7%<]

Al g Aol Al HAM-A A7F a8 AlE A5 56.9%14 7ides B
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p valuet
<0.001
<0.001
<0.002
<0.001
<0.001

(meanzs.d.)
10.17+12.48
9.00+8.78
6.07+9.78
6.33+7.38
7.27+5.00

A% 2B W59 A

(meanzs.d.)
44.77+10.97
44.63£9.44
32.60+£11.06
40.80£8.35
5.07+4.29

STAI-X-1
STAI-X-2

(means.d.)
54.93£8.13
53.63£9.20
38.67£8.93
47.13£7.12
12.33+4.91

State-Trait Anxiety Inventory :
State-Trait Anxiety Inventory :

: Beck Anxiety Inventory
PSWQ : Penn State Worry Questionnare
HAM-A : The Hamilton Anxiety Rating Scale

Data are meantstandard deviation

STAI-Trait :

STAI-State :
BAI

BAI score
PSWQ score
HAM-A score

STAI-State
SATI-Trait
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A O A, e AR Wyt 7 oA on] 9l ApolE UEU Al &S
£ 19. Ao t9FE2E HF A5 E8AF A9 AA
- Al A Ald = A}o]
i 71 luet
P (meants.d.) (meants.d.) (meants.d.) b vate
Systolic B.P. 119.80+11.90 120.13+10.96 -.33+8.73 0.836
Diastolic B.P. 73.50+9.66 75.63+£10.21 -2.13+9.51 0.229
Pulse 71.07+£8.42 69.67+£7.02 1.40+77.98 0.345
Temperature(C) 36.42+.37 36.33+.48 .08+.51 0.376
T p value by Paired t-test
A AA Ade FAT dA s AlFAE Fo AO07)H Fol F657)9 W
B7] 938t two-sample t-test & A AT Ay BEFoA zZF 3 BASHA
Z}ol & Ho|A| ¢k

E 20 g FEE

HA A% Ased Age 23

A& = AlE & %} o
B7HAE (me]a‘:lis‘.jd.) (me]a‘rjli;.rd.) (meili]s.d.) p value¥
ALP 59.73+12.62 58.03+12.17 1.70+6.00 0.131
Total Protein 7.68+.43 7.66%.41 .02+£.24 0.599
AST 25.07+8.96 95.23+8.26 - 17+3.95 0.819
ALT 21.13+15.46 91.27415.04 - 13+6.07 0.905
rGTP 30.17+28.12 99.27+23.80 90+7.15 0.496
BUN 12.27+3.81 12.67+3.42 -.40+2.93 0.461
Creatinine 76+.14 75+.14 02+.09 0.344
Glucose 94.1748.47 96.33+11.90 2174946 0.220
Uric acid 6.75£7.00 5.41+1.25 1.34+7.14 0.313
gﬁgﬁswml 19323+30.85  193.23+30.85 00+.00 1.000
Triglyceride 1043045821 1223747324  -18.07+47.81 0.047
LDL 1186042750  121.60+30.01 ~3.00419.40 0.404
HDL 56.30+12.15 54.60+13.43 1.70+7.55 0.227

T p value by Paired t-test
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21 Ao FEE AF A% Ed

£

SIEEDIEE

k<3| ¥ T 2
A7HE (m}\e]a;+§.id.) (rrfe]a;+:d.) (rnejli]s.d.) p value?
WBC 6.17+1.42 6.03+1.27 13+1.20 0.546
RBC 4.63+.56 4.67+.55 -.03+.32 0.573
Hemoglobin 14.04+1.46 14.10+1.42 -.07+.53 0.499
Hematocrit 41.36£3.94 41.85%£3.48 -49+1.71 0.126
Platelet 265.00£60.48 264.83+54.39 17+32.24 0.978
T p value by Paired t-test
O Ao taF&Ee BT a4 &35 A8 fstd dda, 34 AAA LA
TR Ay, 2dTAY HAad 7ok Ao yrren, vg kR AEde &
UA L FF olFHH & T AFE Fotol Ve AFoEY et g
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0.05=
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paired t-test&

=
=

Aol

=530+

Assessed for Eligibility (n

:3:“_!

Screening out (n

=300 «

L A

L

Enrollment Received supplement (n

=30}«

Test group (n

=27

Follow up at week 8 (n

* Visit window $IWFe 2 27 A9 2

AMAR IR = E

25X 58 7T1M71A]

WA#e] EKG, X-ray, 4,

A

307 o] ™,

&

oz 15 o=

2 42.60+£12.57A

w2k 157,

5

o1

=
T

o)

Kol
=

A, L A

2

i

T E AL

Al

ARER P
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E 22. AABAFEE JAFEAE A 7B HE

It 3T

Ad (Al) (meants.d.) 42.60+12.57
4 (n,%) w2t 15(50)

o 2t 15(50)
= Al(kg) (meants.d.) 62.49+10.00
7](cm) (meants.d.) 163.28+7.25
& eH(mmHg) (meants.d.) =718 ¢ (mmHg) 117.20+11.66

o] ¢+7] & ¢H(mmHg) 76.67+7.53
Wy (beat/min.) 75 9040.19
(meants.d.)

A2 C) 36.58+.31
A9 (n,%) Hl &< 22(73.3)

HAEFA 1(3.3)

AAEA 7(23.3)
=72 (n,%) H] &5 11(36.6)

2FSF( <A2FH/F) 17(56.7)

OHESF( >2F4/5) 2(6.7)

& F=(n,%) 5782 25(83.3)

R 5(16.7)
He 2 saE g (n,%) Sl 23(76.7)

R 5(16.7)

o] -4 H AL (n,%) no 29(96.7)

yes 1(3.3)
AAE (n,%) 4 27(90.0)

H (A2 om gla) 3(10.0)
AAF (n,%) T2 A 15(50.0)

B2 A 15(50.0)
+5 (n,%) AashA Z+ 13(43.3)

912 A (304, 3% ¢]3}) 17(56.7)

T2 A (304, 33| 0(0.0)
7158 4%F (n,%) T4 H5& 0(0.0)

&t ¥ 30(100.0)

Data are meantstandard deviation or n(%)
FTEAEAE
O & ANFe ddt, 3/ JAANFTORE AP HAS EQbFFol m& ABAldA

CEEES AT %ge eho] Beck® ®9 AEABAD, AH-54
SHAANSTAD, 44 24 AEA(PSWQ), HAM-A 5o AAE Fadse] 2z
Aol wAE Horty FEBe G%g Hlen HAA Y E Hsnx A



A3e] Aol paired t-testS A3t Fo4 AEL 3

O 6573t AFAFET=S Fol T2 Ao AelA 2 A HAAF dabes vs3 25

- Beck?] E<oF HAEA(BAD AAE A8 A 43.07+9.378HANA Ad F 31576848 o =2
11507644  ZAst9a SAARe=Z fost AdyE yeid(p <0.001). #AA
dAH27Y) F 25% Sl 92.6%7F AlE Mol wldl BAI AUt #gad. Ald AF

26.7%°N1 A W& HER.

o

FE-54 EohfAe] STAIL-State gAMA = Alg A 53.80+7.01-AA Ad +
45.80£7.50d 02 1273+11.70% FAsH i SAHSE Fod AAE YEHp
<0.001). AA dAH27E) F 23U 85.2%2 AFHWAAAIE AlF o] w]E
STAI-state A7} Zad. Ald AF 21.7% MA&S el STAI-State?] A1g
A5 Wl ot =30l 58 (16.7%)014 AFF 69(20.0%)% g Mg AET
2 AEAd 10(33.3%)A A1 F 080.0%)= & Zog arstgon, v
=55 1078 (33.3%)°1 A A8 + 19H(3.3%)2 7HAagh

i)

o

e -S54 EehfAe] STAL-Trait Al A= Az 538045717 A Ald F
44.60+745 22 92048924 FrAastdal BAHoR fFodt AdE dERH(p <0.001).
) % 25W<l 926 %olA STAI-Trait ¥57F 243 AFAF 171
% MAd&Es Kl STAI-Trait® Alddsel ®Wa= o =50 AE A
79(233%) A A" F 2W(6.7%) 02, 4TE] =5 Alf‘% 54 (16.7%) A A &3
14 (33%) =, l$ =32 Add 295(6.7%)14 A
AT AFAPSWQ)  AAAE AlE A 48.00+6.87HdA  AlF &
39.27+6.65H 2.2 87348537 #Aastd L TAIHCE o3 AAE YERY (p <0.001).
AA ddA (279) T 239
181%¢] Nd&s H4.

ro
o)
1
o
X
=2
>
v
=
O
et
-
N
Ll
ol
B~
ol
ol
32
dlo

AR AT

HAM-A AArA= AEA 10.73+443- 4 AlE S 450+3.39H 0= 6.23+4.317
Hastda FAMeR o3 das YeERd(p <0.001). A thidAH27E) S 24789
88.9%2] Al Al HAM-A A7k 243 Al A5 581%004 7Ides 14l
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A% 2B W5 A

N

dPAF== A

® 23.

3 F
(meants.d.) (meants.d.)

(meants.d.)

p valuet

45.80+7.50 12.73£11.70 <0.001

58.53+7.01

STAI-State

44.60+7.45 9.20+£8.92 <0.001

53.80+5.71

SATI-Trait

<0.001

11.50+7.64

31.57+6.84

43.07+9.37

BAI score

39.27+6.65 8.73+8.53 <0.001

48.00+6.87

PSWQ score

4.50+£3.39 6.23+4.31 <0.001

10.73+4.43

HAM-A score

Data are meantstandard deviation

STAI-X-1

State-Trait Anxiety Inventory :

STAI-State :

STAI-X-2

State-Trait Anxiety Inventory :

STAI-Trait :
BAI

: Beck Anxiety Inventory

PSWQ : Penn State Worry Questionnare

HAM-A : The Hamilton Anxiety Rating Scale
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O Aldufdatell A A8 g o] FRkge TS, (S Vhgol HHE, =79 T ET,
R ES, dFEHSE, T8, dEis BFA, vtees, &, 713, AL 589,
b, #A715A, &o] HEE3F SAHAE BRIy AFAFH g Adds s
1. o, R119, 120, 121 Al@diZdatell A 23 7t RS0 d2EedE2 949 dx
T ol o delA] wrgor FAEY FF T A ALHom ueste] W etarat
g

O 7lzAAAZe Wste AFAFE Fostyl Add FoAF & 657 F9 WIHEFS
two-sample t-test®] ¥ o= 71 sl 1EW Ao]E= student’s t-testE o] &35}
A 2 A, e AAAEY] WEIt 2 el A on] = AolE WERA S

® 25 FAAFEE A AF €9AF A5 HA
3 3 = 2
A7 (mja?1+§.jd.) (rrje]alrj1+:d.) (mejli]s.d.) p value?
Systolic B.P. 116.17+13.07 111.50+12.22 4.67+9.62 0.013
Diastolic B.P. 74.70+10.30 12.57+9.27 2.13+7.06 0.108
Pulse 75.50+10.32 76.27+9.86 -77%10.13 0.682
Temperature(C) 36.54+.32 36.47+.33 0747 0.425
T p value by Paired t-test

O AFAAA A3t FoAL oM AldAF Fol A0F)3 504 F(65)°] WstE 17|

flste] two-sample t-tests AAlstF o™ b w3 EAISHA ok xtolE HolA &S
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F 26 FHPAFEE AHF A5 A3eH W AR

= . Ald A A % 2ol

L (meants.d.) (mean+s.d.) (meanzs.d.) p value?
ALP 61.57£15.28 61.57£15.58 00£7.27 1.000
Total Protein 747+.42 7.52+.41 -.05%.40 0472
AST 25.27+8.27 24.40+7.85 87+10.27 0.647
ALT 23.07+£12.06 22.90+15.42 A7+17.75 0.959
rGTP 25.80+18.47 24.97+16.05 .83+10.42 0.665
BUN 11.93+2.88 12.63+3.44 -710+3.57 0.292
Creatinine 67+.12 .89+.28 -.22+.26 <0.001
Glucose 92.10£9.10 98.27+31.88 -6.17+29.31 0.259
Uric acid 4.28+1.43 4.27%1.42 .01£.49 0.911
gholgsteﬁol a1 yg3533123  18450+30.69 -97+26.76 0.845
Triglyceride 94.77+50.70 38.87+59.81 5.90+£32.94 0.335
LDL 108.27£24.94 109.40+£25.49 -1.13£22.50 0.785
HDL 59.87+13.83 60.00+15.13 -.13£7.91 0.927
T p value by Paired t-test

B 27. QBAFEE AFA AT 44 wste HA

_ . Ald A A % 2ol

B7HaE (mean+ts.d.) (mean+s.d.) (meants.d.) p valuet
WBC 6.43+1.28 6.20£1.15 .23+1.29 0.337
RBC 442+ .43 4.44+ 43 -.02+.26 0.718
Hemoglobin 13.30£1.50 13.44+1.46 -.14£.71 0.276
Hematocrit 40.00+4.31 40.42+3.86 -42+1.84 0.225
Platelet 266.27+55.40 269.87+£54.60 -.60£31.16 0.917

T p value by Paired t-test

A3 AFAS & 5 AQ, LA I FRL AMat]
JFWH 5L EH ATE Bato] /5 AFoE AUsud I
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£ 29. At FEEY BFH5F2456EE) 4

N e s . BEsot 2458
AE oY I SASEIBER OME SA 24 | Y

Dichlorvos,Methabenzthiazuron, Terbuthylazing, Iprobenfos, Simetryn, Metalaxyl, Terbutryn, Malathion,Parathion,Pendimethalin,
Triadimenol, Triflumizole. Hexaconazole, Myclobutanil,Cyproconazole . Edifenphos.Etoxazole. Furathiocarb.Pyraciofos.Molinate,
Chiorpropham,Cadusafos, Terbufos,Phosphamidone, Prometryn, Fenitrothion, Thiazopyr,Diphenamide,lsofenphos,
Methidathion,Fenamiphos, Prothiofos,|provalicarb, Buprofezin,Diniconazole, (E,Z)pyriminobac—methyl, Tebufenpyrad,
Azinphos—methyl,Bitertanol,Diphenylamine,Phorate,Diazinon, Chiorpyrifos—methyl, Pirimiphos—methyl,Fenthion,Fosthiazate,
Dimepiperate.Fenothiocarb.Fludioxonil,Flusilazole, Tebuconazole, Metconazole,Phosalone.Fenbuconazole Ethoprophos.,
Dimethoate, Tebupirimphos.Tolclofos—methyl,Esprocarb.Chlorpyrifos, Cypredinil.Phenthoate, Paclobutrazole, Napropamide,
Profenofos.Mepronil. Triazophos.EPN.Fenazaguin,Pyrazophos.Lufenuren. Triflumuron, Trifluralin, Dicioran, Disulfoton,
Etrimfos,Dimethenamide,Parathion—-methyl,Chlorfiuazurcn,Dicofol,Penconazole, Chlorfenvinphos, Folpet, Flutolanil,
Oxyfluorfen,Cyflufenamid,Chlorobenzilate, Carbophenothicn,Bromopropylate, Fenpropathrin,Anilofos, Cyhalothrin,
Permethrin,Halfenprox,Fenvalerate, Deltamethrin, Mevinphos,Simazine, Tefluthrin,Metobromuron, Metribuzin,
Heptachlor(Heptachlor-epoxide), Probenazole, Aldrin, Tetraconazole, Procymidone, Simeconazole, Captan,
Endosulfan{alpha.beta,sulfate).Imazalil,Oxadiazon, Thifluzamide, Chlorfenapyr. Zoxamide, Bifenthrin,Indanofan, Tetradifon,
Clofentezine,Prochloraz.Flucythrinate, Difenoconazole, Azoxystrobin, BHC (alpha, beta,.gammar.delta),
Quintozene(pentachloreaniling, Methyl pentachlorophenyl sulfide),Bromobutide, Dithiopyr, Dichlofluanid,Metolachlor,
Fthalide, Tolylfluanid, Fipronil,Butachlor, Isoprothiclane, Kresoxim—methyl.Fenoxanil .Ethion, Nuarimal, |prodione,
Piperophos,Fenamidaone, Mefenacet, Acrinathrin, Cyfluthrin,Pyridaryl,Indoxacarb, Etridiazole,Ethalfluralin, Flufenoxuron,
Chlorothalonil,Propanil,Vinclozolin,Alachlor, Thicbencaeb, Triadimefon, Pirimiphos—ethy|,Mecarbam,Chinomethionat,
Endrin(dieldrin),DDT(DDE, DDD).Ofurace, Diclofop—methyl, Pyridaphenthion.Methoxychlor.Bifenox.Fenarimol, Pyridaben.
Cypermethrin,Pyrimidifen, Tralomethrin, Clothianidin, Imidacloprid,. Thiacloprid, Thiophanate—methyl.Farchlofenuron,
Diuron.Ferimzone,Flumioxazine, Diethatencarb, Tiadinil, Mepanipyrim, Methoxyfenozide, Cyazofamide.Pencycuron, Metamifop,
Navaluron,Fluacrypyrim,Pentoxazone, Pyribenzoxim, Pyributicarb, Tricyclazole, Carbendazim, Acetamiprid, Cymoxanil,
Pyroguilon,Quinoclamine,FPirimicarb, Dimethomorph, Pyrimetanil,Dimethylvinphos, Diflubenzuron, Chromafenozide,
Tebufenozide,Pyraclostrobin, Teflubenzuren,imibenconazole,Cyhalofop—butyl,Pyriproxyfen. Fenpyroxiamte, Uniconazole,
Bendiocarb, Ethaboxam,Chlorantraniliprole, Bentiovalicaro—isopropyl.Mendiprofamide.Flupicolide ,Flubendiamide,
Hexaflumuron,Benzoximate, Trifloxystrobin, Amisulbram,Oxaziclometon, Hexythiazox, Spiromesifen, Spirodiclofen,
Silafluofen,Boscalid,Oxamyl,Methomyl, Aldicarb, Metolcarb, Propoxur, Ethiofencarb,Fenobucarb, Thiamethoxam, Thiodicart,
Carbofuran,Carbaryl,Isoprocarb.Methiocark, Fluguinconazole,Propiconazole, Dieldrin,Chliordane, Thiabendazole ,.Etofenprox
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Positioning 1. STP Strategy
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70% E1OH extract of Gphiopogon japonicus 70% EtOH extract of Ophiopogon japenicus 70 ELOH extract of Zizyphus juf Zizyphus jufuba 705 ELOH extract of Zizyphusjuj Zizyphusjujuba
pentobarbital (50mgikg) pentobarbital (60mg/kg) pentobarbital (60mgikg) pentobarbital (50mg/kg)
200 200 200 150
E £
P = = wx
T 150 E 1m0 B 15 o a £ .0
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n 100 200 (malka) con n 100 200 (malka) S con 100 200 a0 (mglkg) " Con 100 200 400 (mgikg)
m wEtOH extract of 70 EtOH extract of 70% E10H extract of Valeriana faurie/ 0% EiOH extract of Valeriana fauriel
Sasa japonica var. purpurascens Sasa japonicavar. purpurascens —_—
Peniobarbial [S0mg k) Pentobarbital (60mgkg) Pentobarbital (60 mg/kg) Pentobarbital (60 mg'kg)
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5 2 100 3 = 10
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S 50 S 40 S = E
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Con 25 50 100 (makg) 25 50 100_(mgikg) con 25 s o (mo'kg) con 25 50 100 (maika)
T0% EtOH extract of Prunella vulgaris 70% EtOH extract of Prunelia vulgaris T extract DI Artemisia princeps 70% extract of Areimisia princeps
pentobarbital {60mg/kg) pentobarbital (60 mg/kg) Pentobarhital (60mg/kg) Pentobarbital {§0mg/kg)
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150
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— H )
Z 150 £ % 7150 E
@ 3 100 == u, 2 100
E —_ £ E
£ 10 = = 100 =
3 g z 2
g £ 0 2 =
o 50 s o 5 S
e a
0 i/
con 100 00 (malkg) Con 100 200  (mglkg) con 25 50 aon_ (mglka) con _25 80 a0 (malkg)
70 ELOH extract of Mon Folium 70% ELOH extract of Mon Folium 70 ETOH extract of Artemisia prin Anemtstaprmceps T ELOH extract of Artemisia pinceps
Pentobarbital (60mgikg) Pentobarbital (50mg/kg) Pentobarbital (60 mgikg) Pentobarbital (60 mg/kg)

9. 28. The effects of Opiopogon japonicus (A, B), Zizyphus jujuba (C, D), Sasa
japonica var. purpurascens (E, F), Valeriana officinalis var. latifolia (G, H), Prunella
vulgaris var. lilacina (I, J), Artemisia princeps var. orientalis (K, L), Morus alba
(M, N), Artemisia princeps (O, P) on the sleep onset time and sleep duration time

in the phentobarbital (60 mg/kg)-induced sleep test in mice.
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29 30. HPLC chromarogram of Rosmarinic acid (A, RA) and Prunella vulgaris L

extract (B).

3 32. HPLC condition for Rosmarinic acid of Prunella vulgaris L extract

Parameters Conditions
Phenomenex Luna 5u C18(2) OH
Column
250x4.60x5 o Qsy-OH A _OH
_ Acetonitrile : water (22:78) I j/\ - |
Mobile phase ] ) . o= 8]
with 1% Acetic acid i
Detector 320nm s OH
Flow rate 1.0mL/min
injection volumn | 10uL Rosmarinic acid
Column Temp. 30C
I aZxFEE AZZA 343
O stz € FEXUE&E AAS7] fste #d Fusds g3 7 HAdATE
Mo g FEA FE FAFLE, FE2E OE Qo FEZx7o wE £§& 9

A 3% /d+<Q] rosmarinic acid &HS AR o, 1 A} 45~50% TA, 70T, 3AIZF
FZE3te Aol 7HE maAl Foe=m g% olE unigo =z A|lxVIFH 8-S aE sy
JEFArZzAe] HAHZ AFE Folo RFIE dRdtaA 1 o]E o] &3}
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¥ 33. Contents of rosmarinic acid in various extraction condition of Prunella

vulgaris L
Extraction condition R o .
) ini i
Extraction Extraction Yield (%) o osmarinic ac
(%/g dry weight)
temperature solvent
70T H>O 16.31 1.37
70T 10% EtOH 17.79 1.51
70C 30% EtOH 18.42 1.70
70C 50% EtOH 18.79 1.96
70T 70% EtOH 17.45 1.98
70T 10026 EtOH 7.13 1.96
30T 70% EtOH 7.98 1.14
40C 70% EtOH 8.00 1.09
50T 70% EtOH 12.29 1.64
60C 70% EtOH 15.68 1.82
70T 70% EtOH 17.45 1.98
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2% 31. The effects of danshensu on the sleep onset time and sleep duration time
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in the phentobarbital (50 or 60 mg/kg)-induced sleep test in mice.
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1 3 10 (malka) 3 10 (mglka) 5 10 15 20 25 30 (mn)
e Diazepam  Danshensu

= 4,000 - Ccon

o Danshensu 1 mg/kg

000 = Danshensu 3 mg/kg
2 -0 Danshensu 10 mg'kg
2,000 N

1,000

* +

40

J@ﬂﬂﬁﬂ

40
20

% Time spent in open arms
Latency to fall-down (s)

Distance moved (cmi § 5 min)

1o (maika)

% Number of enlries in open arms

i

Diazepam  Danshensu

Diazepam  Danshensu

% 32. The effects of danshensu on the anxiety-like behavior in the elevated-plus
maze test (A, B), motor coordination in the rota-rod test (C), or locomotor activity

in the open field test (D) in mice.
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TR S AZbel A tzatd vlaske] Apolzh gldE (L™ 330 A, B). 3, gl 70%
e FE=E(Ld 33. C) B 999% dets F=E(2d 33. D)2 TAHSE Fon|sHA
THAE AIZFE FAAZAS olgd A= ofFY 70% ol v &9 oEE FEEO
FHAE 23 A4ES AL AoR WHE. W, 99.9% AHE FEW 4 2
HAGoNA AUAA B2 48 AMHE a5 m R FF A 0%NEE F2=5
olg3tel AL AYFHAE
A B. cC D
200 150 200 160
B 150 E 150 * E
o ﬂ g 100 o 3 100
Emulﬂ E Eﬂﬂl ﬂ 5 ﬂ |l‘ |l‘ ﬂ
] H 3 H
z Z 50 2 2 50
S w0 E G 50 g
S 25 50 100 (mglka) con 25 50 100 (malkg) con 25 50 100 (mafkg) R 25 50 100 (malkg)
30f: extract of Artemisia princeps 30%s extract of Artemisia princeps Ty extract of ArTenmisia princeps ?[Fums
Pentobarbital (60mg/kg) Pentobarbital (b0mg/kg} Pentobarbital {§0mg/kg) Pentobarbital (60mg/kg)
E. F
200 150
= 3 100
E £
= 100 =
3 S o
S— 50 160 & mgke) oo 50 160 00 (mg'kg)
89.9% extract of Arremisia princeps Sg‘ngs

Pentobarbital (60 mg/kg) Pentobarbital (60 mg/ka)

19 33. The effects of 30% (A, B), 70% (C, D) or 99.9% (E, F) EtOH extract of
Artemisia princeps var. orientalis on the sleep onset time and sleep duration time in

the phentobarbital (60 mg/kg)-induced sleep test in mice.
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0mg+ 0§ 25 mg
0mg+ 0§ 12.5 mg
5mg+ O 25 mg
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B bt B
NG on

Onset time (s)
2
=

Duration time (min)

@
2

lDDDﬂ amﬂmﬂa

pentobarbital (60mg/kg) pentobarbita (60mglkg)

29 34. The effects of mixture of Prunella vulgaris var. lilacina and Artemisia
princeps var. orientalis on the sleep onset time and sleep duration time in the

phentobarbital (60 mg/kg)-induced sleep test in mice.
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A: 3111X 50 mg + CJ 24 25 mg
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I3 35. The effects of mixture of Prunella vulgaris var. lilacina and Artemisia
princeps on the sleep onset time and sleep duration time in the phentobarbital (50

or 60 mg/kg)-induced sleep test in mice.
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A ok WY ATE AW AN HES NFH 49, SR
gres s SARen fevishl FURE Akl Fa B FUAE AR
b wRHYS. oUW ANE wPom Fdu g WEE FEET 4
FHMA FE AR s

A: AF 200 mg + CJ 242 25 mg
B: A 200 mg+ CJ 2445 12.5 mg
C: 21100 mg + CJ 222 25 mg

A B. C. D.

200 150: P 200 80 . ¥

E“ﬂ - gmu §150 EGO

0 T T T T 0 T T T T T T T T
Con I B C Con A B c Con A B c Con A B c

Pentobarbital (60 mg/'kg)

a9 36. The effects

Pentobarbital (60 mg'kg) Penteobarbital (50 mg/kg) Pentobarbital (50 mg/kg)

of mixture of Morus alba and Artemisia princeps on the sleep

onset time and sleep duration time in the phentobarbital (50 or 60 mg/kg)-induced

sleep test in mice.

(2) HgdTE T stz 7|5 &<

O A¥szolA i1z FEE Ev stixz+dE FEES Fo F WK H HIAE
=435t EHNAE AAZAY 7t % in vivo mechanismE FR15A S, A A
ARdANRES A Fol Jdom, AEHAQA A5 Fste HEFFE 2AE A48zt 3
FT HAAT=S F7Ist] AFE AT 44
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£ 012 (100 mg/kg)
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a9 37. Representative EEG samples recorded after the 70% EtOH extract of

Prunella vulgaris var. lilacina or the mixture extract of Prunella vulgaris var.

lilacina and Artemisia princeps administration in rats.
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a9 38. The effects of the 70% EtOH extract of Prunella vulgaris var. lilacina or
the mixture extract of Prunella vulgaris var. lilacina and Artemisia princeps on the
delta power (A), theta power (B), alpha power (C), beta power (D), or gamma
power (E) of EEG in rats.

Sqrague-Dawley A << 6
Ueh= 548 Hrtsta e AAES G387 918k

mg/kg FolwolA AbgdEls HEEA v Fojdd =

_89_



3 36. Summary of Mortality

5 g::;p / N}}. of Days after dosing Mortality
mokg U 001 2 3 4 5 6 7 8 9 1011 1213 14 (dedietd
Gl . 0%
. : 5 00 00 0 0 0 00 00 0 0 0 0 05)
G2 . 0%
i 5 0 0 0 0 00D 00D OO0 0 0 0 0 03
Gl s 0%
. 5 5 00 0 0 0D O0O0DOO0O0 O 0 O 5
S 5 000 0 0 00 00D 000 @ 0 0 o
5,000 ) (0/5)
E 37. Summary of Clinical Signs
Growp /o ¢ Hours (Day 0 after dosing
Sext Dose 5 Clinical signs
gy Tl 05 1 2 4 6
gl 5 NOA 5 5 5§ 5 5
Male
G2 = c & = =
5000 5 NOA 5 5 5 5 5
g’l 5 NOA 5 5 5 5 3
Female
G2 -
5000 3 NOA o 3 > b 2
Group /| Days after dosmg
Sex Bage: SO e
(mgky s 1t 2 3 4 5 6 7 8 9 1011 1213 14
GGI 5 NOA 5 3 ¥ 5 % 5 5 3% 5 5§ 5 5 5 5
G2 - _ - - -
5000 5 NOA 0 =% § 5 F &% 5§ 5§ & § 5% % &
Male -
Compound-coloredstonl 5 0 0 0 0 0 0 O 0 O 0 0 0 O
Diarthea 2 0 0 0 8 06 0 0 0 0 0 0 0 0
0(}1 5 NOA S 5 B S F 8 55 5§ 5 % 5 0% 5§
G2 - - = - - = - s e = = =
000 5 NOA g % F S.% FE F & 58 % & 5 F 5
Female )
Compound-coloredstocl 5 0 0 0 0 ¢ 0 0 0 0 0 0 0 0O
Diarthea 1 ¢ 0 0 0 @ 0 0 0 0 0 ¢ 0 0

NOA: No Observable Abnormality
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O BAYY HugHFs AAsI] A8 5000 mgkes HuEFoR 3, oF FH| 4%
1,250, 313, 781 ' 195 pg/plateez SFEAGA TS HAF A3}, Ao 9%
B5Ae7E A st EAeke] TAIO0 w59 1,250 pg/plate ©1%, TAI1535 3
TAI537  #59 5000 ug/plateclsl  #2H. AR EAS] TA9S,
WP2uvrA(pKM101) 5 31 thAbad shEAeke] TA98, TAL00, TAL535 TAL1537 3
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WP2uvrA(pKM101)
A A, stz FEETAAE dAFEAsE fFiel #Agle]l 4 dFY EE
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29 38. Dose-response Curve in th Absence of Metabolic Activation (Main
Study:TA98, TA1535, TA1537)
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a9 39. Dose-response Curve in th Absence of Metabolic Activation (Main
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a9y 41.

a3 42.

Study:TA100)
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Study:TA100 and WP2uvr(pKM101))
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¥ 38. Summary of Main Study
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Test Dose | 58 Time i stmictum] abemmitions 2P | numencal sbermations u:s
aiemce | eniy) f(hr} |amalvzed)cth|csb|cte|cse| &= | o=l @) 9 end | pol | otal (%q) s
Watar for 100 gloloyo|d ] ']

o e 1 ) . 3 P
imjection - S8 e To (o alo] 0| 00 | f0D o
168 - &18 oot obsamved
S = 00 CT I B . ] 1] f
. 15 | - | s ettt 0000 | 000 f———] c0n
B
’ 100 210|110 g o 1 e
650 - &18 LT 2711 1
w |1lol3lole] an |0 F T b | 2
100 gl0| 70D a5t® 0 0
13007 | - 518 = G = 0 &5
w0 [4|o0|w|olo]| aas | TV [0 [0 @8
100 410|171 |0 37 o (1]
= 1 it o i

MMC o1 618 |ttt —— o5 | 008 [ 105 | 1000
Watar for 100 glold (1] ] 1
. 1] + 518 1{0= L5 = 1{05)
injection 100 Glo|ll]lo]|D @3 L 0 ] ©3)

81 + &18 oot observed
100 gloll1yo|d 0 2
sa | o+ | s 109 | e = 110
100 Glo|ajo|o i 1] 0 )
e 100 3 olofolo 0| 0
T [
LI25 + &18 oo | O 0 {0 -
w0 Jololololo] 2O% %09 1% 00
E 100 1|0 &jo]|d 12% o 0
22507 | + 518 LETCENN) 0 (0
w0 131030l e] 6o |*®P 5T ] °99
100 210|400 a= 1 L]
Bl=a]# 20 + &18 L 1{0.5) -
=] w 13lolelzlo] s | "™ 5T '™
Water®r | g | - oso |22 1010101000 o0 | con |ot—— o@e
IOpecion 100 glolajn]a ] 0
2 100 G|lo|lajo|0 0 L]
176 - 240 oo | oo 0 {0 -
0 1o o]alo]o] 2% |09 T o
33 | - | mo E 2 E g g 2 oo | 105 g 2 oo
i 0 |2]|o|afo|o R
TS - 2440 = —{ 2(L0 | GE - L -
w |elo|o]o]o = AR el
LA - 2440 LoMC
100 A LR B I 5% ] 1]
MBIC 0l - 240 — = O - 0 (0 -
100 § |0 |XBjo)1l 2B 0.0 ] 0 @0
Do 0 38, 6-18hr, 1,883 mz/'ml . TR vale - 6.5
Abemtion; gap. chromand sod chromosome gap, ctb: chrometid break cte: chromatd exrhanga,
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¥ 39. Summary of Additional Study
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BAge FEAAANNOE AT,

¥ 40. Summary of Chromosome Aberration test

Dose Hours after Anumal Counted PCE

Sap (meks) "o agministation |ID  PCE-NCE (PCERNCEH TROCHPCE

1101 134 366 0268 0 2000

1102 1M- 3% 0248 0 2000

. : 1103 131 - 369 0262 o ¢ 2000

Nﬁi‘;‘f E‘:;’ﬁ 0 PO o 104 146354 0292 1/ 2000

1105 151: 3490 0302 3 ¢ 2000

Total AT = 4 10000

MeansSD. --- 0274 =002 08 = 13

1201 128- 372 0256 0 2000

1202 14634 0292 1 2000

1203 109 - 391 0218 1 2000

1250 PO M 1204 145355 0290 1 2000

1205 16634 0332 2 2000

Total S - 5 0 10000

Memn=SD. --- 0278 = 0043 10 = 07

1301 160 340 0320 0/ 2000

1302 110 : 3%0 0220 1/ 2000

= 1303 78 - 412 0.156 o/ 2000

CIPV 150 PO B 134 12378 024 1/ 2000
Substance

1303 04 - 406 0188 0 ¢ 2000

Total =S - 2 10000

Mean=SD.  -:- 02% = 0062 04 = 03

1401 146 34 0292 o7 200

1402 163 : 337 032 0 2000

1403 162 - 338 0324 0 2000

5000 PO M 404 159- 341 0318 0 2000

405 153 M7 0306 1 2000

Total o - 1/ 10000

MeansSD. -:- 0313 = 0014 02 = 04

1501 93 - 407 0186 119 / 2000

1502 132 368 0264 133 /2000

N 1503 104 - 396 0208 110 /2000

P‘:ﬁ‘f MMC 2 IP P! 1504 144356 0.288 134 / 2000

S 1505 103:397 0206 176 / 2000

Total T x 6721 / 10000

MeansSD. --- 0230 = 0043 1344 = 253
PO Per Os

IP. : Intrapenifoneal

PCE : Polychronmtic erythrocyte

WCE : Nomwchromatic erythrocyte

MNPCE : Micronucleated polychronmtic erythrocyte

MMC : Mitonzyem C

SD. : Standard Deviation

Sigmificant difference fromnegative control by Kastenbaum & Bownsn : T p=0.01
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@)

3 41. Summary of Micronucleus test

Histoncal control valies of nicronucleated polychromatic erythrocytes (MNPCE)

B / B,
Housal® e MNPCE2000PCE Ranpe MNPCHIOOELE)
Group adnanis tration fmeke) n MeantS.D
(rs) Pt R MIN MAX
Negative control 4 0 112 0520 + 0.505 0o 178
Megatmve control 48 0 M 0450 = 0414 00 143
Positive control 4 2 112 1128 + 3042 369 1390

Histonical control values of ratio of polychromatic enythrocytes(PCE) to total erythrocytes

Hovalle i PCENCE+PCE FmeePOTIERCN)

Croup adrmnis tration toeke) n MeanS T
{hrs} = ) ’ MIN MAX
Megative control M4 b 12 0358 = 00 0248 0469
MNegative control 43 0 M 0338 = 0060 0189 0487
Positive control 4 2 112 0335 = 0044 0224 0446

Negatrve control : Inchidmg water for mjection. nommal salme mjection, olive ol com oll. DMS0. PBS,
0.5% methyl cellulose 1.300cP sobation. 0.3% CMC-Na solution, DAMSC:Co-solvent TRV (4:80:16),
o destrose mpectable sohition, Cosolvent water for mjection (2373}, 408 PEG400,
0.5% Citric acid, 3% lactose-monohydrate efc.
Positive control - Mitonmrem C (2 me'ke. TP, smele adnimistration)
The above histoneal control values were obtamed from the data pooled from Dec. (9, 2009 to May 15, 2013, 24hr)
The above histoncal control values wers obtamed from the data pooled from July 6. 2000 to Mar. 26, 2013, (4%hr)

The range was calculated by the control lnat fromMean £235D.

2 Age Az, AgEATY vdAd A (Polychromatic  erythrocyte, PCE) &
23 thed A A8 G- (Micronucleated polychromatic  erythrocyte, MNPCE)9] Z3 W=7}
Az vlaste]  fofet Aole AFHA U E, F AT o gl
FAAETY HE&EE SAUETH HwA {Fog Aol #EHA AR
FAdzTAAE ddddET T LA E T SN RS ATl Bl
oA F7He & AEFel dEd dEAAE Y HES AR B A Fol g
zbol= HEEA k. o) AURFH AFEH Fix FEES B OAFY
s A wh9-2 FFA RS AT S MAA @E HoE AdE
FAA ] FAF el SRSl YEl oy olEg AdE Staix FEEo| A
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AW=H ZLtF

|2LILIS, &7, White Mulberry

AHHT) A IMI(FMEOE), &4, 5%, 930, ELUSHE, 5

= HUFHEERT), 242U EREEFE) Sang ve, 2OLLT,
ors WY, BLT o

AT E A (), S E (), BLEF IHAL Mulberry twia,

Sang zhil&A|/ 2tk FHE A

ahelRk 2o

=3 Morue alba L.

[AreH L] (FERE Mo Cortex), 221 (&2 Mari Folium), 27

Moty (ZEAH, Mori Ramulus), SFal 7wt (FEA T, Mari Fructus), 2h&(F
w20
Hlle 27 & F
s o /S S HEOE S R EE
ugys | MEE
=
£t 2=
USRS S E FE SMEEE 20 ' £ SlELICE

O Natural Medicine Comprehensive Database ¢4 &5
12 g/day 33 AAWHOZ 553 AAHEAY APAF Az L 24 st

SHE HtE o 2 ‘Possibly safe’® &l

AL QA A £ A

2
SN LA JAIEAHE )T FFEE)S E Frke 5 A7 5 #elsta

(D) ANFEL AT 43 2 A4

O F ANYEH HHAEHFE in vivo H7FEFR00 mgkg/day)E wlEo = QA
MAZFe=12 g/kg/day) g ¥ AFALIbe AVFE st HiwE
dAstglon, ol AAgYom  Aitstr] S HZE S AP on
FAs(EAAEREL A, 71, olatshita &) A8& iidste] 750 mg AAEY 7To=

374 1 13 HAF 302 =3 A HFAsks Aem HAAH = Aiks 4R H
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T 2 AsHER P 3

4
(D-28) (DO) (D14+3) (D28+3)
ey W FASIU A T | o] A NkS EA) TEE
6 F % o
ZF @A B2 sH(aAE 15, FAFAVIE 4F)7F 2a Em A 30
b Fojoid AdxtE st B8 7| oF 67 ol oldEH, T QA
AEA A AATIE HAx BRAANFOLZTEH o 125 ol £8E Zow 4
et
&4  (Functionality)
- Baseline tH] Pittsburgh Sleep Quality Index (PSQI)2] 714 &
- Baseline ™ ¥] Insomnia Severity Index(ISI)2] 74 &
- Baseline ™ H] Epworth Sleepiness Scale(ESS)<] 7] &
P = - Baseline ™ H] Beck Depression Inventory(BDI)2] 71/ -&

xé’ o]§].61—xj| 7&/\]_ ;\(_] 2] - ﬁ- %{]
E3lo] o] ukeS Hrtala AF7I7E Uyl o] ARkS-S ettt
- YAHEAE ZEE -
e REREG
(B71Y: HEAAYD + 59) Visit 1 Visit 2 Asht2 Visit 3 f/Um
—3d 0! 25 45 SR
~ —1d 0F) (149) (28<)
5G4 59 0
A4 FAE D) 0
:2278:7‘2) 0 0 0 o
A A AL3) 0 ) o
A& E5a ZAH4) o o
By 4 sRkd s 0
2] AL THDSM-57 AH)S) 0
oIt H A 0 o 5 S
A AT HA 0 o 5
AAAA A6 0 0 o 5
YA AACEIZ] A4)7) 0 0 o 5
/‘\jsg/lﬂé% QF% O o) 0 0
oL 5 s o
AGA AR BIH) 0
7154 7 A1) 0 5 5
AAAEAFE AF AW 0
BoF 8% HUt 5
Lodehs Ak Addd, 4 58 A EY
2. BEAF A, Ao, Ml =y, sty wulil sE7 4o AR FAS AW} T LA HAD AlEsd =T
3. AAAA: AFL AR F ELH AZAS AL, AFLS NS WA cm G2 24y DA =43t
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4 ARG R BT 29 BT 40T Ao, AARIAS] FD, 55, A £F Gl sl ZAL,

5. STAlL-state A} STAl-state(“ B E<FHANS 4 A&}

6. MINI ZAAF: P25t BARA Qe 2H, g, ALTES, ABTEF, 5FFET, 20, A4 & 2EdaFel, ¥ =%
ol & HAlste] g2 xds A Al Es gk

7. AFAA AR Ao sy A H A 8AIRE o) FAE dElE uidslor dhvh o W 1 o] 25 ofujel] oA AHAg
AR AAA I e A HAE HER AYSA Folk ww, Wit 1914 Aol & HAL T F retE gEo] e A 9
FARoZ AV A= Aol T FEo g FAHoR HAE & 4

3 olstx 2 Al: WBC, RBC, Hemoglobin, Hematocrit, Platelet

A 5LstA 2 AL BUN, Albumin, Total bilirubin, AST, ALT, r-GT, Triglyceride, Total cholesterol, HDL cholesterol, LDL cholesterol,

Creatinine, Alkaline phosphatase, glucose

Z2~W AL pH, Protein, Glucose, RBC, WBC, Specific gravity, HCG (7} o<l 7§

8. Qalel Ak AGAH ake] Ao ADRNIR F Al A Aol @

o AFUAA AR W7k 23 AT BY F wE2 Aol AQdAA A4 BhE AN B
Bo

|
10. 7154 37F Ak A E-52 80 AHSTAD, Beckd] =< A (BAD, 44 T4 AEA(PSWQ), HAM-A AALE A A gt}
B _

-

of

1L ASHERL B8 A4 27 ¥ sk BAE Bokol QANEAEE HF B Fol ol dwee A

12 FU: AAAEANRS AF FoFE ¥ 5L FRgY F g4 494 A WA A48 A4 A%, A% ol gus
5 84 weel gel FAde] Basthn AAAE gl ek AN HHE Fae] A FRUE F AAE A4 A3 ool
e el Betel NASHES Pt

(3) A F5 L TAAAYH
O DSM-5¢] &% #of (insomnia disorder) R &7]<=(American Psychiatric Association,

2013)

A B5 T 3 ) ol el AdHol e g3 Ao g Ewkfel] o &
KR =
1. g9 g%
2. 7 FA9 AJEE (U F 22 447 AJHY ofH )
3. A 7] 244
B. =1 W= Qs A3 A, AQA, wsH A, dE5d Ve dAHew
Frolm &k
IE e FolE FEdtt
C. &H A7} 9 33 o] TS
D. ¥ EA7F 37149 o] A&HET
E. A4dg A9 7137} lgd % Estal H A4 7F SA g
F. 89 40 & U o2 AHsx et
G. EW 4o 54 g A4 vkg2 ofyr
H FEshe Fala4 gz dghe] B S-S dyd 4 gt
o, S0l 370 mwtol A 9)o] AdV|Es BT WS Afole dUEHSE
(brief insomnia disorder) 2. & w3t 4= it}

O Pittsburgh Sleep Quality Index (PSQIL, 3 =w 1 e &) Arb £ AHS Frtste=
3

Aee AREEe 7o gdoow oFojgen

b

O Insomnia Severity Index(ISI) AL EWZF TS5 Hrtets AALRA F 7/ £330
A o

glovl 284 wHel AAY. 159 o4 4% dHoR du gt BUFOR FAHY
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(4) 71574 H7H71€, B2 2 A TH(SAEATH)
O 7 SAHANNE
- Baseline (visit 2) oiH] FEAHMAF)E] A=W FHIAPSQD HAEAF +4
Mg AFAEFS Fol W g gste] Fol 45 § gz=81 $£de A (PSQD
AEA Y A& Fote] Aatsta, Fol A baseline (visit 2) iy A

g 7HE

= =
st AL E

- Baseline (visit2) tiH] F3AH(45)2] Insomnia Severity Index (ISI) FHAFA]S=<]
MAEAFGAES  FoALL  Hgdztelx  Fo 45  F  Insomnia  Severity
Index(ISDAAA| =& F3te] AAbstal, F o A baseline (visit 2) WlH] A% H] &9
ArE Tt gk

- Baseline (visit 2) ¥l FTEAFAF)Y Y= FUHESST HE(ESS)E AT
MdEr ANFAFS FALE AdAdA Fo 457 F H9Yg= Fn SH F
AANAFE F3to] Adsta, F o A baseline (visit 2) tiv] AT Hj&9] HAEE

Fakel B

- Baseline (visit 2) ™H] ZZAHMAF)9 Beck % S
Fojite e oA Fo] 4F & Beck $o HEAF FAE oo A4S, F o
1

7 baseline (visit 2) tH] A3 v &9 AEES Fs5to] Hrhgh

O 74 #H7his 24 21y

) el FEAHAEF) e = i APSQD) ZEAF] X
MAE: ANPGAES Fo] wre gdzd diste] T 457 & =W 1 U 2 (PSQD
A A5 Fate] Abeta, Fo # baseline (visit 2) tiv] A% v &9 Y&

paired t-testZ ©]&3

- Baseline (visit 2

- Baseline (visit 2) ™H] F5A/H(4F)2 Insomnia Severity Index(ISI) ZAMA]4=2]
AL APAES Fogwe gzt Fo 45 5 Insomnia Severity
Index(ISDHAA & Fale] Alrkelar, % of A baseline (visit 2) W] A3k H] &9

A EE paired t-testE o] &3lo] 43

- Baseline (visit 2) WH] FTEAHET)e ALY FHESST HE(ESS)EATATY
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Dichlorvos,Methabenzthiazuron, Terbuthylazine, lprobenfos, Simetryn.Metalaxyl, Terbutryn,Malathion,Parathion,Pendimethalin,
Triadimenol, Triflumizole, Hexaconazole, Myclobutanil, Cyproconazole, Edifenphos, Etoxazole,Furathiocarb, Pyraclofos, Molinate,
Chlorpropham,Cadusafes, Terbufos,Phosphamidone, Prometryn, Fenitrothion, Thiazopyr,Diphenamide, Isofenphos,
Methidathion,Fenamiphos,Prothiofos. Iprovalicarb.Buprofezin,Diniconazole, (E,Z)pyriminobac—methyl Tebufenpyrad,
Azinphos—methyl,Bitertanol,Diphenylamine,Phorate, Diazinon,Chlorpyrifos—methyl, Pirimiphos—-methyl, Fenthion,Fosthiazate,
Dimepiperate, Fenothiocarb, Fludioxonil ,Flusilazole, Tebuconazole, Metconazole, Phosalone, Fenbuconazole, Ethoprophas,
Dimethoate, Tebupirimphos,Tolclofos—methyl, Esprocarb, Chlorpyrifos,Cyprodinil, Phenthoate, Paclobutrazole, Napropamide,
Profenofos,Mepronil, Triazophos, EPN,Fenazaquin,Pyrazophos,Lufenuron, Triflumuron, Trifluralin, Dicloran, Disulfoton,
Etrimfos,Dimethenamide, Parathion—methyl,Chlorfluazuron, Dicofol, Penconazole, Chlorfenvinphos, Folpet, Flutolanil,
Oxyfluorfen,Cyflufenamid, Chlorobenzilate, Carbophenothion,Bromopropylate, Fenpropathrin,Anilofos, Cyhalothrin,
Permethrin,Halfenprox,Fenvalerate, Deltamethrin, Mevinphos,Simazine, Tefluthrin, Metobromuron,Metribuzin,
Heptachlor(Heptachlor—epoxide),Probenazole, Aldrin, Tetraconazole ,Procymidone, Simeconazole, Captan,
Endosulfan(alpha.beta,sulfate),Imazalil, Oxadiazon, Thifluzamide, Chlorfenapyr, Zoxamide, Bifenthrin,Indanofan, Tetradifon,
Clofentezine,Prochloraz, Flucythrinate, Difenoconazole, Azoxystrobin, BHC(alpha, bata.gammar,deita),
Quintozene(pentachloroaniline, Methyl pentachlorophenyl sulfide),Bromobutide. Dithiopyr. Dichlofluanid,Metolachlor,
Fthalide. Tolyifluanid,Fipronil.Butachlor, lsoprothiclane.Kresoxim—-methyl, Fenoxanil,Ethion,Nuarimol,lprodione,
Piperophos,Fenamidone,Mefenacet, Acrinathrin, Cyfluthrin, Pyridaryl,Indoxacarb, Etridiazole, Ethalfluralin, Flufenoxuron,
Chlorothalonil, Propanil,Vinciozolin,Alachlor, Thiobencaeb, Triadimefon, Pirimiphos—ethyl. Mecarbam, Chinomethionat,
Endrin(dieldrin),DDT(DDE, DDD),Ofurace, Diclofop—methyl, Pyridaphenthion, Methoxychlor, Bifenox, Fenarimol, Pyridaben,
Cypermethrin,Pyrimidifen, Tralomethrin, Clothianidin,Imidacloprid, Thiacloprid, Thiophanate—methyl, Forchlofenuron,
Diuron,Ferimzone, Flumioxazine,Diethofencarb, Tiadinil, Mepanipyrim.Methoxyfenozide,Cyazofamide, Pencycuron,Metamiiop,
Movaluron,Fluacrypyrim,Pentoxazone, Pyribenzoxim,Pyributicarb, Tricyclazole,Carbendazim, Acetamiprid, Cymoxanil,
Pyroquilon,Quinoclamine, Pirimicarb, Dimethomorph, Pyrimetanil, Dimethylvinphos, Diflubenzuron, Chromafenozide,
Tebufenozide,Pyraclostrobin, Teflubenzuron,imibenconazole, Cyhalofop—butyl,Pyriproxyfen,Fenpyroxiamte, Uniconazole,
Bendiocarb, Fthaboxam,Chlorantraniliprole, Bentiovalicarb—isopropyl, Mendiprofamide, Flupicolide, Flubendiamide,
Hexaflumuron,Benzoximate, Trifloxystrobin, Amisulbram,Oxaziclomefon,Hexythiazox . Spiromesifen,Spirodiclofen,
Silafluofen,Boscalid, Oxamyl.Methemyl, Aldicarb, Metolcarb, Propoxur.Ethiofencarb,Fenobucarb, Thiamethoxam, Thiodicarb,
Carbofuran,Carbaryl,lsoprocarb,Methiocarb,Fluquinconazole,Propiconazole, Dieldrin,Chlordane, Thiabendazole, Etofenprox
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Dichlorvos,Methabenzithiazuron, Terbuthylazine, lprobenfos, Simetryn, Metalaxyl, Terbutryn,Malathion,Parathion,Pendimethalin,
Triadimenol, Triflumizole,Hexaconazole, Myclobutanil, Cyproconazole,Edifenphos,Etoxazole,Furathiccarb, Pyraclofos,Molinate,
Chlorpropham,Cadusafos, Terbuios,Phosphamidone, Prometryn,Fenitrothion, Thiazopyr,Diphenamide, Isotenphos,
Methidathion,Fenamiphos.Prothiofos.|provalicarb,Buprofezin.Diniconazole.(E.Z)pyriminobac—methyl. Tebufenpyrad.
Azinphos—-methyl,Bitertanol,Diphenylamine,Phorate,Diazinon,Chlorpyritos—methyl, Pirimiphos—methyl,Fenthion.Fosthiazate,
Dimepiperate, Fenothiocarb, Fludioxonil,Flusilazele, Tebuconazole, Metconazole,Phosalene,Fenbuconazole . Ethoprophos,
Dimethoate.Tebupirimphos. Tolclofos—methyl, Esprocarb.Chlorpyrifos.Cyprodinil.Phenthoate . Paclobutrazole . Mapropamide.
Profenofos.Mepronil, Trizzophos,EPIN,Fenazaquin,Pyrazophos,Lufenuran. Triflumuron, Trifluralin.Dicloran, Disulfoton,
Etrimfos,Dimethenamide,Parathion—methyl,Chlorfluazuron,Dicefol,Penconazole, Chlorfenvinphos, Folpet,Flutolanil,
Oxyfluorfen,Cyflufenamid,Chlorobenzilate, Carbophencthion,Bromopropylate, Fenpropathrin,Anilofos, Cyhalothrin,
Permethrin,Halfenprox, Fenvalerate, Deltamethrin,Mevinphos,Simazine, Tefluthrin, Metobromuron, Metribuzin,
Heptachlor(Heptachlor—epoxide) ,Probenazole, Aldrin, Tetraconazole, Procymidone.Simeconazole, Gaptan,
Endosulfan(alpha,beta,sulfate).imazalil, Oxadiazon, Thifluzamide, Chlorfenapyr. Zoxamide. Bifenthrin.Indanofan, Tetradifon,
Clofentezing,Prochloraz, Flucythrinate, Difenoconazole, Azoxystrobin, BHC(alpha, beta, gammar,delta),
Quintozene(pentachloroaniline, Meathyl pantachlorophenyl sulfide).Bromobutide, Dithiopyr.Dichlofluanid.Metolachlor,
Fthalide Tolylfluanid.Fipronil.Butachlor.Isoprothiolane. Kresoxim—methyl.Fenoxanil,Ethion.Nuarimol.lprodione,
Piperophos,Fenamidone, Mefenacet, Acrinathrin, Cyfluthrin, Pyridaryl,Indoxacarb, Etridiazole, Ethalfluralin, Flutenoxuron,
Chlorothalonil,Propanil,Vinclozolin,Alachlor, Thicbencaeb, Triadimefon, Pirimiphos—ethyl,Mecarbam,Chinomethionat,
Endrin{dieldrin),DDT(DDE, DDD),Ofurace, Diclofop—methyl, Pyridaphenthion,Methoxychlor, Bifenox, Fenarimol, Pyridaben,
Cypermethrin,Pyrimidifen, Tralomethrin,Clothianidin.Imidacloprid. Thiacloprid. Thiophanate—methyl.Forchlofenuron,
Diuron,Ferimzone,Flumioxazing, Digthofencarb, Tiadinil, Mepanipyrim, Methoxyfenozide,Cyazofamide,Pencycuron, Metamiiop,
Nevaluron, Fluacrypyrim.Pentoxazone, Pyribenzoxim, Pyributicarb, Tricyclazole, Carbendazim, Acetamiprid. Cymaoxanil,
Pyroquilon.Quinoclamine,Pirimicarb, Dimethomarph, Pyrimetanil, Dimethylvinphos. Diflubenzuron.Chromafenozide,
Tebufenozide,Pyraclostrobin, Teflubenzuron,Imibenconazole,CyhaloTop—butyl, Pyriproxyien,Fenpyroxiamte,Uniconazole,
Bendiocarb,Ethaboxam,Chlorantraniliprole, Bentiovalicarb—isopropyl, Mendiprefamide, Flupicolide,Flubendiamide,
Hexaflumuron,Benzoximate, Trifloxysirobin, Amisulbram,Oxaziclomefon,Hexythiazox, Spiromesiten, Spirodiclofen,
Silafiucten,Bascalid, Oxamyl,Methomyl, Aldicarb,Metolcarb,Propaxur, Ethiofencarb,Fenobucarb, Thiamethaxam, Thicdicarb,
Carbofuran,Carbaryl.Isoprocarb,Methiocarb,Fluguinconazole,Propiconazole, Dieldrin, Chlordane, Thiabendazole,Etofenprox
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HPFAS &5 IS APl F&stux FAg

(A) (B)

O 254 H8A4S sy s FE2EEY 2 s5ALTY E L= HREES
st o ogFAe wE HHE LHAATE HristH A xZAt Al 284S
AES Ay =Y Brix 10% F5)o=2 Aiksto] A 833 Housing filter (1 ym)S
Abgste] 59 HAALS Atz 3

O AXEAEE) 2 FFE@EAD)FE=ES B4 HE AP ZAy ofge} e A
ElAdo] gty ow AYPH= Aoz FoHAS

¥ 46, EANA FE4A AAAFE A 98 9@y H2E =2
AEEFEE BUFEE
e & S E & R
(%) (mg) 2 (%) (mg) e
BEHNAFEE 53.334 [ 400.005 | 1200.015 53.334 | 400.005 | 1200.015
AHRAERQ 25.000 187.500 | 562.500 30.000 [ 225.000 675.000
TEAAEY 20.486 153.645 | 460.935 15.286 | 114.645 343.935
Eay sl 1.000 7.500 22.500 1.200 9.000 327.000
HPMC 0.170 1.275 3.825 0.170 1.275 3.825
= 2] A X kAL 0.010 0.075 0.225 0.010 0.075 0.225
A =1 A 100.000 | 750.000 | 2250.000 | 100.000 [ 750.000 [ 2250.000
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