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20 +H 47% 51% 53% 55% 57%
4o +H 20% 15% 10% 9% 7.50%
H+H 22% 21% 20% 19% 17%
+H=EE 95 88 84 82 79

(of: 27| A AR [Z71EHe TEE
- REM (Rapid eye movement) <
- dlo] & A7+ o] #:A : Circardian rhythmol ¢]3t +=H E4
- FRAFF FHyo o3k FHAd fik FE9] Hk$ (stereotaxic apparatusE o] &3k
= FF-(dd)suprachiasmatic nucleus 2}3))
- A Clock gene& ©@<=3d] Hollwk = Aol oty 4374 (WEZ o2 )=

)
lo
A
e
>,
~

ZAFDE ol B S0 thitel FAHOE ATY Bat Y&

H=r SPHE Qo] Bae ok A T3 5714 813 A 7193} <5 (Learning
and memory), tAFZAE 2 A% (Metabolism and weight), ¢ (Safety), 7‘3/\1 2 4 (Mood), &

 (Disease)s} @7 “wbo] vhg WA AB=lo] glom, WAL M FAgNe] Ax
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HAollA AF7E AMH =F3el| oJst] HAZQ] FRAAREE Fopxw, sfEel] Badk Al
—’Fﬁ" Hl&o] Ak, ol#e AR ThFh dwe] Al thsted

Complications of

Insomnia
Psychological ————~__ ‘{'—, . Other:
- Lower performance Nk '_" Overweight or obesity

- Slowed reaction time
- Risk of depression

- Risk of anxiety disorder High blood

pressure

Risk of

Poor immune )
heart disease

system function

Risk of
diabetes

193 FHANTE AABAA A4 v AE FAE
[ZA: The Harvard Women’s Health Watch suggests six reasons to get enough sleep, 2008]
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[ZA] Rand europe, 2016]

®) = - o] FRAT A dF
Op =W A% A%

ATl H Alto] &3, )
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Somabien" g y S ‘Sugglsment Facts
s

Serving Size 1 Softgel
Servings Per Container 60

|Amount Per Serving
Calori

i';nsu‘_‘_\.r-- 1
I.,o'-":""«z. 1
L.‘?s-p Sleep

e |

|

\M'g@,@/ i
Deep Sleep |z

Somabien

D
P RAPID SLEEP
5 < PM&3

a® =
RAPID SLEEP

uls Agele] 20-40% BRZ) AT L. oF F W%E LAH FRHlE AT 3
oul, A AT F 130] BRZ Aol Ux, 654 ol F 50% o)l FHAGlE AUT
Mol itk . olF BHZ B 40% ol¥e] FHBEAE ol§sa gowl, o 25l
o)A Aol Wad FHAIE AP B,

[On =4
TEZE offo] 2005 W oo Al 1FS A i, HA

olN

ojdol9] 30~40%= SHS
ot 9lom, ARlel 7 oS SAET 20 ol el Fdol il A7) 44

g7t #71 Aed A= F45.

32, vl= Ao ABAE TR

o= A 37 AE7|H
2015 7,133.5 2,835
2016 7,475.9 2,933
2017 7,640.5 3.009
2018 7,865.0 3.009
2019 82.87.5 3,213
2020 8.686.6 3.334

(7=l BISWorld)
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oA a7t LA wet F FEo] ddsA AAEHA Agkar o]
=]

HAH AF2ol AAZE Au] Fibo] T

=2
2
=
Ll
b
N
ol
o
oo r|r
off
N
)
i3
o
ojf
Hd
=
LW

@ AAZ Qe Gules HFo Ly F5Ete] wER BEEAY, HIHE YRR,

@ AAFE Ao AHF B Az SeiEojok sk, AAIFE AuiRe] ol Hol 7
Hafgle]l SiEoloF &7] o AGF FHIF tAsE oz HY AiE= A
Az dufoll tigk 5 Akgle], B AF2Ad 7] d B o =F FRrI}
o s 7= FE AVtE 948 FHI} o8 s.

=W AAFE AL s He AZIZEA st BEst 9 aEe IWE
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H4 32200 e 138 FF
A L A L =0 - go:]_E_
W5 1Al % A % =(ml) EtOH go\_ J_
& i (g) A(g) (mD) (C) & F%)
1 1000 0 10000 0 80 2.70
2 800 200 10000 0 80 3.00
3 500 500 10000 0 80 2.90
4 200 800 10000 0 80 2.70
5 0 1000 10000 0 80 3.10
6 1000 0 5000 5000 80 2.80
7 800 200 5000 5000 80 3.10
8 500 500 5000 5000 80 3.30
9 200 800 5000 5000 80 3.30
10 0 1000 5000 5000 80 3.40
11 1000 0 3000 7000 80 3.20
12 800 200 3000 7000 80 3.20
13 500 500 3000 7000 80 3.60
14 200 800 3000 7000 80 3.70
15 0 1000 3000 7000 80 3.70
® dFAs A Az 21 A%
b dE A4E T3 FE vl
Zz74 F4 vugt A3 #1259 2
#5. Alzz0dE 4 vl
A B C D E F
ddf, dauf, 9 E3 g, o = g, o
50% EtOH | 70% EtOH | 50% EtOH | 60% EtOH | 50% EtOH | 50% EtOH
UrEY, | H2EY,
gx~Ed gdr~EdY g1rEY g~
o) gshits | ol4tgta
3.5~7 11 4~6 [ 1 10/ 1 355 /1 10/ 1 45/ 1
0.35% 0.30% 1.88% 0.21% 2.0% 0.19%
oA EE
o "o oo H o oo H
wo py | 24 2agy Ao A | 2 do 7
g B o B B o) B
o %
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@ NFEH DA e w2 3F =4 A

: MS/AES S
HZB AB/AEHILS z2 sy TEO
AAZE G, 204 176~250
!
=5 0% olgte s, st 05
l
== e
!
o, ZH an, 50
!
IEE=EEER %
1
| Az a=sy | Spray-Dry
l
NEEES L T 3.0 100

D ANAZe F8 AR flavonoids:= GABA 842 GABA F-9lo] Ao =zxn 4d

of 4Fe FE Aoz HuEo} g

@ AAZES EFgtR ol TR/ g TAXAF A 14F0] EJE. 4T AE F
benzodiazepine & Atololl & 289 7|FA o] v EetRolE i
vitexin, chrysine, rutine 1 EZ=Z HAA3

AAZAA HEH chrysine, vitexin, vicenin- I, swertisin, schaftoside, saponarin,

ZoH o= rutin, orientin, lucenin- II, isovitexin, isoschaftoside, isoorientin,

i (14%) 2-O-glucoside isovitevin, 2-O-glucoside isoorientin

@ 71548 A8 T AFHAESE 7M1 T8 5 Ao drE &S HF £4
2 MAstaA 9] 359 HAES 27 flavonoid C-Glycoside2] vitexin 2 flavonoid
O-Glycoside2] rutin, aglycoens®] chrysine®. 2 J&3}e], AE Qb Ao o3k &3 AL
A3}, flavonoid C-Glycoside= flavonoid O-Glycoside, aglycones Rt} &4} 4bof] <HA
3tH, C-Glycosidex= 112 1%t AgAowt B2z A2 A A= vitexin >
rutin > chrysine A2 o] AT AR HIE AAEY 75AE T E AA

A5 AFAHESE vitexing HASA A =.
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@ webA, B AFHA A Az AARE G, & FEE0) vitexin®] T o

v
a1 kS =A3F w3 vitexin B4 WS st B validationg A8 S,

™24, vitexine] +%

(th Ax=4d 48 g3 9 validation
O AEE=Z BEAA9Y validation

X
AAZE FE2E XxEF validation

=]
T

Item Condition
Injection 20 ul
Column (250 mm 46 mm. 5 . Shimadzu)
A solvent : 0.1% phosphoric acid
Mobile Phase B solvent : acetonitrile
A:B=87%: 13% (v/v)
Flow rate 1.0 mL/min
Detector(nm) 360nm
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- A9 Validation

#7. 5014
&
&= 4 9] 7S AW o512
A oIA|H (A9
= 0] BoE, 2ol WiE 5o A
= ©
Specificity) JHellA EHtVdEES AdEHo s o] o o]
Py’ gaeiAl 248 4+ e v

FE89o g2nETWRT 42.152) @ ~HEH

DADT A, s.g-ma Ref=cff (1006031 B0B0S 2010-06-05 1547, SSWITEXINDOODODOE D)
mAL he e R4 (- = 8.7 S Lo g
U
250
ao-
200 |@
-
150 4 | m
-
100 4
P L - = ﬁ: A ﬁ - L Ll .
]
o ' —
¥
T T T T T
10 20 30 40 50 m il
& Q o) o =1 3
Adgdo] g2 EJWRT 42.584) 2@ ~HEH
DADT A, Sig=360.4 Ref=off (1906031890603 2018-06-05 15—1?-55aVITEXINUDGD{]25,D)
mAU T W I
)
400 —
[.3
350 —
O
300 — — o
D
250 —
P
200 - ol
150 - 0

100 -

50 —

o __,.JL__,__,..,#M/\_‘,\_‘/ 'J\_,.‘/krbd-ﬁ_,,

¢
¢
R
K

-

42564

~ AN

T
10 20 30

T
40 S
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e
= ASHEES JE4E) T geiEd
A=A AN (B ZFAE
Y3 A B o4 WA
S A 5o Neg Aa
° T ZZe| w St S o o oty L o
(Precision) 717t o] = pole]
SHAE
CHEAD
“ AA ZF
T 500 mg 1,000 mg 1,500 mg
1 1.94 2.04 2.08
2 1.95 2.05 2.09
3 1.85 2.03 2.09
4 1.87 2.04 2.09
5 1.89 2.02 2.07
24 7Huglg) 1.90 2.04 2.08
RSD(%)
(A 24 gkel o1& RSD 2:23 0.52 0.46
RSD 7H%) 0.46 ~ 2.23
<AE3>
o ; EEE) ;
1 2.14 2.17
2 2.12 2.09
3 2.10 2.13
4 2.07 2.08
5 2.08 2.09
4 7k(mg/g) 2.10 2.11
[(AA =7 gkl gk RSD] '
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#10. A=A
&
g 9] 71 s E(EE AEAHE) T =2
AFEA FAAE (B FA )
2 25 A A AUzt AE=E 7k
(Quantitation Limii FZgo 2 ZAL F Ye oly L oly o o
0 AA & BAUEAe] Had
1 2 3
g ug) 73 H2(AW g I RE ) gHHug) 73 H2(Au)
0.00 0.0 0.00 0.0 0.00 0.0
4.73 101.0 4.96 99.8 9.33 231.5
9.46 213.1 9.91 242.5 13.99 355.5
47.3 1010.8 49.55 1175.6 139.91 3262.8
283.79 6505.6 297.3 7207.2 466.35 12065.7
472.98 10800.8 495.5 11954.9 746.16 19077.5
71€7] 22.89 717 24.17 717 25.70
yAH -16.82 yAH -6.62 y&A A -60.76
2 A x74
’ 1;78 1 24.25 vd 5;}1(0) 4 28.77
AEA 11.86
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11 G ZFEA
8
& A o] AR EE AXELD) | fElER
ek FAANY  AFAR)
A T8 A di=st Ag=s 71
(Quantitation | FFFHoZ FIL 4 Y& ol ol 2 o]
Limit) AA & BAUELe] o
1 2 3
gHHug) 73 HAA g SE R ) g ¥= H2Aw
0.00 0.0 0.00 0.0 0.00 0.0
4.73 101.0 4.96 99.8 9.33 2315
9.46 213.1 9.91 242.5 13.99 395.5
47.3 1010.8 49.55 1175.6 139.91 3262.8
283.79 6505.6 297.3 7207.2 466.35 12065.7
472.98 10800.8 495.5 11954.9 746.16 19077.5
71&71 22.89 71&7] 24.17 71 &7 25.70
yAH -16.82 yA#A -6.62 yAHA -60.76
o o] T=u
’ E(?) 24.25 ve ‘i;( 3 d 28.77
] 11.86
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&
gz el ABHREE AR ooy
BuAe | Fany | BEAE
UG AUE, YT 5L F2)
AL = s A 5 24U
s 2o Es w00 ety o oh.2 o
(Linearity) = i -
AAAe SARe Aol %
e 59
13} 23}
HES | e 5 g
5 5 ™ & 7 g™ A
(ug/mL) EERS (ug/mL) EERS
1 0.00 0.0 0.00 0.0
2 4955 | 11756 | 9910 | 22675
3 297.30 | 72072 | 297.30 | 71958 oo
20,000
4 19552 | 11949 | 49550 | 123162 |
5 792.80 | 190212 | 79280 | 191525 | & ™
, =
6 991.00 | 237148 | 991.00 | 236288 <000
71€7] 23.948 24,012 :
0 200 400 600 800 1,000
ydu 30.521 51.858
SE (pg/m)
r2 1 0.9995
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() A5 AFEH IFF I ¢ #4484
U FoA 7| B A A8 3 LOT thgk 3 ¥vHE 24 A3
A 80~120% WHelE HAoE BT

o
i)
o
o
et
rlo

2.1mg/ge =

Lot No. 1 2 3 .
HEE<4= o (Lot N910570D (Lot S8492701) = (Lot JB052701) B

1HHE 2.11 2.12 2.12

2Rk 2.13 2.10 2.11

Rl 211 213 2.10

Tt 2.12 2.12 211 211

- .
4] ~RA7 .
: © AE-AA A
| Az
AFY [eAreew e
A7 [z e ETE]
BT ANT 2R FEENR 9,13
ST T |;r\|<.=-:,1—33 ]
] E g |nzm-wzu-'w
s Se) ST AN 9 RS A e g,
Al EA R 2019-05-02
A B A DR
B0 29 R
[ AY - BAeE | AH A 2 [#u-aaw
/i fad |2 11 mipel2.12, 2,11 2.10) ‘ Ly

SREEE ST S N T T

20199 0549 o2d

?}51"?]*64135 T4 e

CRP RN EYS VA FA7E RS bup M ewadsive ks Wb (0o
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Al D2018042407 & ] ]
T 2] XOTO-EYQI-G134 A ‘@ .,§ ).].}é ‘a)r"
ATy | |
e IEEE] T | P IBEE
[ 7= |za2=nsz sue vusoamw 12
_ AEuE HOIOETOL | | S010-01—23
A RRE | Aee | | anecszacy
Askh -2l QTR M HBAL @ A b T
AR - AR gREY 0 2019-05-0F
A - RAR H R el
FarEA Wb AR
R EERE e EEE T
Dizzinon(mpeika) e P
DT lmelka? s A
Dicofolime/ka) S 1A
Dichlorvostmalikay Frrr p—
Malathion{mz/ka) E T
Mgl S il
[Mechidathiontmek) e AT
e 2155
Bifenthrin(mp/l? wHe 5
Cypermethrin(mg gl TN
Cyprodinil{mgs/l wEe ) )
Boscalidtmeke) aw
Methoxyfenczide(ma/g) 5}?—]&
Cyhalothrin(mg/kg) . &
Acetamipridimaka) ﬂ';!ﬁ
‘Azoxystrobinlmadc) wHE
Atrazine(me/ka) waa B
|ziniontmarce ) wuE i
Endosul (mg/kg) e
Imazalilimg/ke) [ & H-:: | s

1AM mAd= 2 ADHANE AFEf AAdE tete] ANEE
d 2AsE gR

Fludioxonilima/ka)

Dimethoatelmg/ke)

[3
3

emad

BFFHEFEATA

0549 07 H

Chlorantraniliprolem/lke}

*
FIETETE
r‘r

L]

o

‘EEE

FERELLT ] T FTRETET! FTETTY A - AR [ T Ag-aad |
1soprothiolanelmerka) wan Al Calorptensran{mers) [#ne sl
Iprodioretma/ia) TS awal | [Fipronitime/ie) il ar
- SP—— wne A Lufenurontmg/ie) A EETE
Carbotarantma/ke) *Hw o 4dn il i
Captanimgficg) e e iidiad e
Quintozenelma/ka} wax w7 o
Chlorathalonil(meg/kg) i wUR i
Chlarpyrifosimgdic)

‘Chlerfenapyrime’ke! w3
Triadimelonime/ag) &
Trinzophostmaie) rae -
Triflumizaleimadke) U
Triflumurontmiika T
ThiamethoxamCinsdka) EEES
Parathion-methyl (madk) e
P lobulr s
[Permethr e
FenitrothionGmgrkg) RS
Femvalcrntelm e .
Phenthoste{mg/lyg] adE
Fenprapathrintmgfog? =
Fennexamid{mgflg) Tda
Phosmet{mg/kg) BF
[ ) s
Prochloraz(mefke) g
.I‘ruleuofux(myky e
Flubendiamide(m #yE
Pyraclostrabint s * A WAL HAY Y - YA FHOE VLD @ HUYG
- ) A AS AW AR R AARE BAR 2 AT
Pyrimethanillme/ka) 00022 make WA AR A YIsh AN - A AN - HAEA oS FR Q2 G o2 4 Hed,
Firimiphos—methy Cm/l) 2a% SRS EECHAIR S S TS G AS0h

Z]

L.

CADME AT T E G0 S W] A A8 hupse kel e ke 4 0h8E (0
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@ dZEo|=(3

24 %)

o5 FAA AAFEe A,

360 nm

T m 1 ] 1]
k] ks
|
'\pﬂﬂl
A
'.,IU, |"
g \_ @
wm | am mo ' oo | Eiw no | Tam  Em

R=4FTmn frm=084% A= 266

R=400mn fem= 104 Aem=500

R-44bmnAm=00%  fen- TN

e e Fea i Fe
:EP *T HMM
[ L‘.I / A A f." \
| v LAY
™ - eampos,
P TR T mo' " Tae” T el oo’ T Tdo” T Taln oo " Tae" " Talo e’ " Tdo" T Talo

A=A AN=S%  Am=TEE A=ANAm=IRY AmsTIE ReSEIMAmsARY  Am=ZERl R=STEMAM=R%  AmsiSH) ReODinaAmsIEY  AmsOHEE
o T ARAT 7 . A
| \ &
| 24285 VA
ag) |54A L ATV
U‘L/‘ ‘I Vv \J ‘
1 l', \
LT \ #a \ 7]
ml [P | | ) ml T |m\ 1 T L] ml 1] |m\ i T Ll

R=5TInhAee=-02%  Awe=T

R=5000 Aw=50%  Asa: 109

R=5T000 A= A% Ave= TEIR

RI= 56000 A =T 5%

A= TR

R=STEOM Am=0%  Aw=60

Pkt [

|

| T

| 208 iTAY)

1A f'. v |

VA 8l | SETSE0 \«

o etV

ma | mm | a mo | wo | & o | e | Taw

R=50mAm=00%  Ae=7H

R=TMMAE=00% Aw-IF

A=W Am=00%  Am=206

R=T6MnnAm=-00% Aw=-250

R=Grm Am=0EY% Am=H3

R=EM0en Ame=04%  Am=TE

R=TROMA==00% Aw=TE

R=TTnA=-00% Aw-108

R=EmAm=0N% Am=08

INTERNAL Indole alkaloids content
CUSTOMER SAMPLE BATCH NUMBER
BATCH (expressed as harmane)
Passion flower E048/005/A15 CS2398 Not detected
(< 10 ppm)
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© 93 54 A

= \__
- - - o = [e]
ol Uk S, AT, ¢4 FHLAE FEHA %‘9}3
Speague-lawiy $= & ol g4 s AR Sgyutc) chi] 4 o] walsja
REREE
#H F B 3 AR
5 Ag ol M AEEe] #asA] gt
- AGFEA Eolt YwFabel BEsA Wk
Sprague-Dawley # =& o] &%
AAR F&2
@3 AtSo 5dAH
(Mu9tE o GTIS-00121)
Ry, BE AEESA Solel Sobs e Birsa waty
2018 d 08 ¥
the way to tmstl EL 74 A A B 817 A B 12l
{ Kaorea Conformity Laboratories
gt ol @ F FH F &
(b FHAZAF WA A L NDI ZAS §3F AlF3F A

« AA dA7154F AR 2 L1799 29 (¢F 131x 9, 20159 7)) #HEE F
e A 7.3% FAsk] 16779 2 (oF 187x9, 20201l olE ALow AW
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SREEAAE B S

=1

THETH| 473.8 473.0

492.6 575.7 605.1 619.6

(Source: S22 L|E, 2016)

o AlA Aol A 7HA

2 §FRE AFAsE 2o ulmoR ofF 4049 G (F 452 ¢
A& 34.3%) TrRolH, T °F 1639 27
)

o 28] (¢F 18, A/ 13.8%), €¥ <F 109
o 9 (o 1229, soz
o

9.2%) o= (20158 9 =7} 71 HEE Hola 3]

HIEHR, FR
& 192
298y 10.0
BYOHE wRRE 7.7

PERE, U20S 0.5
=Re . so
OPRE t 29

0 10

1925, A A7 E B A 5Ee2015E 34271

[E31:1.CFDA & oA A T4 dolEAlE, 2. KOTRA sjejulzyz=xd Foo]A]]

50.7

20 30 40 50 80 (%)

o 219 2y FRY AZS FAgsta gom, MA AZdAY Faee 1.78%
kA skal Sl (2015 71) (&4 IMS 2016 FA)
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&= AEA <A (Herbal Blend) R ZA|olH, 53] Kava Kava #g|¢} Valerian ¥

Gold F2d ABAolng Rapgo] Ao Qi 100% A S HzA9.

5-Hydroxytrytophane (5-HTP)
g obu gt Gl A A FokA AAE AdFslioF st otrih) T EHE
%

Bolete Aow F2 Ho] TR AHANE AAPTELL ArEde] 98 9

27w, 22F, B¢, &3, JFd ol 2T 5 o 53] AAHe] At
=

Al %

Cl

FTHNALA AERAEL, WL EREF A oA AAES AHAWETEH), A S
(PEVE%), DA AEELE), SASHEFER AL Eem, ARdFA], Y HhEERE> ol A

= AR Ao 2 B,
g9l NAET A8 AWde] FzolT),



*ooka: 1<K GCERAD, A oF(AEgER): A

sl /el 22Qlth UMQ} AE 2ol
2. F A1 EERE>: T AASIE 4 Uy &4 9A slu

7l el

&Y &% UE 1-8Es @94 H83uh(Z= ¢ 3.75g, 3.75~11.25¢)

(Pharmacopee Francaise)ell ‘Passiflora incarnata L.’

s oFd
o, ARSI = 23 duE 7|AFH o

= o] g TR AF AG

A= _ LS| AFHA 2a
| NER AR EAUE co gy |RAEE

: 0]
St Franct) - 12 14500 mg, dried Certified

Passion s Herb F| 13& . . = oAl
flower arm (1500mg’ Organic Passion Flower o)z 2| wm=
= A
R

- el ekd kA F HUHeI Y
3 9J°FA(European Medicines Agency, EMA)¢] Committee for Herbal Medicinal Pr
oducts (HMPC, A eFA|=H 7}l 3ol ‘Passiflora incarnata L) 2.2 SAE o] JoH,

AR e 23 dul AAH Yot

20



- "= 21 F 9 ok =(FDA)
* w2 EF o] ok (FDA)S] GRAS(Generally Recognized As Safe)ell ‘Passion flower, Pas

siflora incarnata L’

o2 5A oA

22 (Food Additive Status List) ol A

* "= FDA iAol Eo] TAH AFH7I=AGH
NAZES QA3 Fo] A Fo AT FERE FHHAJTH
#16. NAIE F= &2 o8 "= AF &
A F dd AHA
Al =1 Al Z A XA qHE&=
/\]-751 ﬂﬁo ﬂ ]’ éj%%t ]LH%" _?‘94/&]__@_ 1:]‘!4%
Passion fl @715
assion flower oo o0
= 1T x4,
. 19 1-27) ot A
Passion Now % (Passiflora incarnata f=2 A 2EdH 2
Flower | Foods | L. = AA 2ks}
(0mg. , A o Ake}
flower and Aerial o
o u
parts) R
ALY
. 19 Passion flower WOT%OJ_ 17
Passion . . = AdH A _
s Solaray | 27& whole aerial extract | 73}
; Flower o ALe} e
= (T00M®) | (passifiora incarnata 1.) olglo]= A
H =4
AL 5
. &0l oA
- , 19 Passion flower LA
PaSSIOréXtrPl Nature's 275/‘ extract 500m G AU e
R I & | one 4| o
ct (g (3.5-4% isovitexin) o o] =
AF =4
3 Q)
Pﬂass1on Puritans 4;?; Passion flower EN=E PN
ower . HeE - -
extract Pride 19 extract 250mg s}
Tadn | oo 1E] 9 EN=E PN
Passion ”?ea 1g Passion flower 100% - 9 25
Flower Tea XA 23}
A ALE 2=
Passion | Herbal o= CT]L; Al Dq
ol T fE o 1__—%
flower | Extract li Passion flower o Az A =
(Passiflor | Company | 174 . g | AR
. £ of North | (360m extract 350mg oAb} A .
a Incarna : ool <5t
a) America 2 27
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A = [elNe)] 2 =) A
A EER TS £ A s
A2l AR Fo| AL
Passion flower extract 50 Axors
o T =
Passiflora | Natures 21, ]i:r Omg, Lemon Balm 500m | 124] o]s} 4| O%Uq
250mg Aid (SOHO ) g, Avena sativa A=A - o
500mg °
(= |
. ’ 11 R
=" | Nerve Rel | Nature’s e : ol
*mf-‘% axer Health 178= | Passion flower extract - - o
- (400mg) -
Passion flower
Passif] 1 extract 172k sl
E assiflora ’ . .
o 250mg Nagﬁfse S| 1% | (Passiflora incarnata L.) - 2 U
£ (250mg) flavonoids isovitexin &=
3.5~4%
1 . . 1 7%-<ts}
—— | Passiflora | Edlectic | 1 Freeze-dried passion flo | ojdol&= A |, .
i . =] = - = T d
£ 200mg | nstitute 00me) wer 200mg A=A e
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ower Swan Passion Flower T;T;i ; e
19 1g Extract AL
liquid son . , oA} | ks
(Passiflora mcarnata 1.) ojg o= A
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‘2tA37A = (NHP, NATURAL HEALTH PRODUCT) ¢

EI7. AR FE 22 o8 Aun AF IR

A& - dd AHA .
s ZA T A AT
170 A& | A=A 23 ] -& = o] A1) 038
lemon balm extract 300mg
L—I;he.zamr;e 2t00 r:g : Q) abEL}
loy |valerian Root extrac ezol o 2w
Ortho o2 150mg o xH M| ew
OCP Taorm | mg |00 108 NEPER e
(T7HA] & L-5-Hydroxytryptophan (Gri
o oz 4s F . . 2
5 ©
s 8 ffonia Seed) 100 mg slelols 4 A
passionflower extract A 24
(3.5% vitexin) 32 mg b
melatonin 3 mg
P NP
292 22wy (29 29 2]k F 7], Swissmedic): 200213 Al AL o kg F
Z BEdo] BEux AANY &3 2 Swissmedic journalell HZ AAH ZF 20223 7}
A S77F AAEo] dujE Il AT
18 AAE F= 9 ol =92 AF dF
A N .
AF A o 4z x3 Q9 3
(A F4)
ALPINAMED Passiflora
PASSELYT incarnata EE, A%
(Beruhigungstropfe Extract T, 15000m]i//%ay
mL/da
n (60% AL 5F% y
=comport drop ethanol)
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I oekE 9 ARAY AF A 71F (MHRA; Medicines and Healthcare product
s Regulatory Agency): AlAIZ A4F F& Eoo] dAE 2JFF (THR; Herbal medi
cines granted a traditional registration).2 <15 % At}

¥19. AAILE F= T4 ol I AE A
- 3] ALY o . N
A FAR o= 4= a3 A AHHF
AEH)
Passion Flower herb
s | e
Bl Schwablg ]ljldarma v (dry aerial part) ZE# 2 g3}
Extract (50% ethanol) | THR 23056/0008 | 425mg/day
(Relax Herb Coate ) .
(Passiflora incarnata 2008/02/27
d tablets)
L.)
H ol sl oW A
Laboratoires Arkop . E;%E}Cﬁ h
harma_France Passion quwer herb Aol = 300mg/day
(Phytocalm) (dry aerial part) THR 12297/0014
Y 2010/07/20
Potters Ltd Passion Flower herb TFHY =&
= (Potter's Nodoff T (aerial part THR 00250/0221 | 72mg/day
ablets) 80% methanol) 2012/03/27
Natracalm Omega P:jhaﬂna . Passion Flower herb SEw 2 fhsh
: THR 02855/0036 | 500mg/day
(Omega Passiflora (aerial part) 9013/03/28
Tablets Natracalm)

@ FDA NDI £4

@b FDA NDI &?

« HmE 2o RFAE AT Mo AasAY HUE WA= o, At AoldE (New
Dietary Ingredient; NDI:1994d 10€ 15 ol ®5 oA 2o]BRFTAZ Fud
o] gle YR)E HolEBFAY dREE ARE A-pode Al HAE AAoF g

NDIE 2lolE Aol 52 AEE Ao, AlH 759 ol FDAd FAstoiof 31
FDAE A4 % 909z, AS AR AAl9h Aled ARE 7IME HIFsH, 4 5 90

A BE ARE tTol s ok

AFY mA e AFH, AT, 5%, A5, AxdAS] HAH F4H5 #7850
oF &}m, =3 Supplement Facts E‘ri #7138 % Supplement Facts #idel&= “per
serving” @A RE FA3FaL Daily value (DV)oll thdk BE & FAFoF & “per
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« FDA ¥4 g 2E+= gloy v= 2Fz (US Pharmacopeial convention, USP)ell Al <] ek
g Supplemenet®] A%, F4, €&, 8% ol O3t FERE AFEE o]|=2HE Y

ARE &0 & F A+

(AD AAAE & A AF N
olTHM AAAF Had Yy HeF zhzt A
O FAd5 wige AA
b e 19 13 1= = wigst /i (F%%& 60mg/capsule/day)

o FHR Ae &Y, BAAF T dFE E 7 Ae dEE A
o At AAEEH H DFE=9 +HIE flsto D AL
¢« ZXYEE &% ¥FE VXA ge HFAE A
. A =8
EH‘__]_ % ju=] Bl k1 OO
1 NAZE F5 ¢ 12 60
2 o (] 3 15
3 o 85 425
A 100 500
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W ek 19 13 1Hf<= g
o ZofF FUI UIFHE FIYRE A
e UFH7F L¥EIY o2 FASE A% 2 d8rF EFash
_ A==
oy e 3] (9
=4 459 e (%) i)
1 o+ 100 500
A 100 500

@ QA% oA g e
SEBREEEED
of AEA AdWE

Em

* T 6=

of Me 9 Ao wA 9ok Feto] FHAE Tt
o] me 9joF Feko] o] AL

o

o HAF o AEE 54 ARG Fte] A goka ek pHEA g
—
18% H8Y % ===

T”. AdUE A% NG A
1 oEE: M ) | AEYF (mg)
1 Aegtgl (4) 165 Bloom 67.51 141.7740
2 =dAd (4 31.7332 66.6397
3 o|xt3}EjElE (P4 A7) 0.4710 0.9891
4 oEnidd 0.2060 0.4326
5 AEMA A 45 0.0299 0.0628
6 A8 A AN 15 0.0299 0.0628
7 g GA 55 0.0200 0.0420
A 100 210
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mEg el glo At e Fu AL dFANAFE dF FEEFA
TENE AAst Bt F= FAoks
e S € F AR I FEEFY AJNESSE FEEY, L-EYE
= A MskA=
1 454 Hi el (%) Al (mg)
1 AAZE 5 &2 5 2,500
2 HFFEsFAET 5 2,500
3 TEIFEEFAEL 2 1,000
4 AJEZEZYEFSET 2 1,000
5 L-EfEH 1 500
6 A 70.62 35,310
7 NERY2EAANY 3 1,500
8 Tt 0.3 150
9 TAMAHEF 0.05 25
10 TR 2EANY 3 1,500
11 AesAFEE 0.03 15
12 AARFE=EY 5 2,500
13 ks 3 1,500
A 100 50,000
- AAF A" "R
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A 2=
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A 2=

[mv]

200

s 12704

S ML ANFAFAFLA 18 109), FA =S 107.46%= 4 A
< 6/l NIAFANZLA - 199 19), FAIZFY 105.39%= 4 A
< *

i AFAFANFLA 193 449),

.l.L4

A kel 104.79%2 4 A%
ANFARAFLA 199 69) AT 102.03%= 4 A

242 1

10 20 30 40 50
Time

2-27. A=A 0 At AAE 22AF HPLC A EvtE

FOE Ax T BY 7F, 4G, &Y A B 5 A XA &M
o) o
AR =

+ 2°C

60
[min.]

zo ] A s /)
1 M JL&A// I"-/\__/—s_/\_,/l'\._/%;_/ ]I\k_
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A7)
NREE | AR
A ZA N 671 <« 97N 12714
U = =
4| mae 9y Ay - - - -
A 3] A A
A
©.35mg 108.76% | 107.46% | 105.39% | 10479% | 102.03%
Vitesin | ey | ©413mg | 0408mg | Odmg | (03%8mg | (0.388mg
VIO /1,000mg) | /1,000mg) | /1,000mg) | /1,000mg) | /1,000mg)
80~120%
7 4 A% | A% | A% | A% | AW
A= Ao ZRE de AFE ALY mE FAWUSE WSS E 2dsteE 83
g0l HFHANRAD A3, 80% HBAE Aaolol KT 60719 AHF,
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adSEde-71e7] 5 ke Al

4, 70000 &
4, 63000 L
" 28T
4 BE000 | "y
467000 | _ .
4 6000 TTa— 25)
4B5000 | n
y = -00051x + 45308
84000 - Fe = 09665
463000
|
4, 62000 - s -
0 2 3 B G 10 12
ko]
NeE| F=F% Lo YAH 7171 2149 g A &5 244(K) | 80%3H3HA]
24
2%k
(T © o) ) (m) y=mt + b 71€7] Adigk | d-8014)
0 108.76 | 4.68914
3 107.46 | 4.67712
6 105.39 | 4.65767 4.6908 | -0.0051 |y= -0.0051 t + 4.6908 0.0051 60.581
9 104.79 | 4.65196
12 | 102.03 | 4.62527
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n2otPlL YA S A Ulp) wAO EOfH(a)
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b AAFE A9 st 8% HIFE A% A
O &AAE9] kA FRE % in vitro/in vivo A
oD AAZE AAe] kdeE AFES 935te] Bone marrow cell, calvarial cell, C.elegans& ©]
g3t AZ e AF(C. elegans)®] AEEN oW FS PR =A #F
Q@ AAZE A JAAAE SAARRE o] &S F Ae Holy =4
D AZ=4 7hsA AF B, 2) AEHH FoALTF @ FA7ES 93 A8 dold

2 A8 (BioDaq system =9 % o] &9 F Q)

@ AAZ A9 HAF FogFl B FE W L BEIH WL VI, 7
WESS fEsE Xﬂ?ﬂla oA GERtE J1E olaasEe td Ad zded A
g

c AT =2 A8~ DBA/2 mice (Sleep disorder inheritant model)
- A¥FErdo] ME-ICR mice, C57BL/6J, SD rate] o] &

ol o3 FHAg-7HHSl, ¢2E F

c AZndF5E-GA4HE 529 (Ovariectomy model),

134 Z2 9 (Orchiectomy model)
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in vitro (cell line or primary culture)E %3t 7)1 A A A

AL 2 SHEAS 93 MTT test, MTS testE E3lo] Az mE 3
F= ¥ invitro @AM AAE LAY wEE A HS
THEY T8 ABHE=H fFst= GABA &4 leveld] SAH S Tt AAE
fo] FH7lsgdel e 71dE e F+ U+
£3] GABA neuron®] 5%, GABA '‘UHd9 37+, GABA receptore] &4 2 a9 F
}, GABA §4<& ZZst= enzyme GAD1S &4 9 3o 3 T 34 A&7}

N
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NAZE 279 F8 a%o 2 £ Y= 8 AEEMH, in vitro/in vivoe] F5717
FE gRlstr] 98t AAMEST, AAE A9 FAE 3 FEY HEAS 53519
GABA, GABA receptor 1213l GAD enzyme«] Wl of B |
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@ AALE 249 Folo] 7 FHFFIS A
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AEE FZ1 e )3k validationS $]3}e] cortical neuron primary culture/in vivo 2@

= B3k AAIFE LA Fofel o3 AEE FAAY dAE W A=A ols

) 78 2 23

O AAE 249 4 &<l

C57BL/62] Bone marrow cell | ICR mice2| bone marrow cell

111111

]
o
i
=]

©
o
©

5]

Opt|ca\ density
Absorbance (560nm)
JE 3

Control 24

1 01 0.0¢ 0.01 0.00 0.001
PF concentration (mg/ml) PF consentration [mg/mi]

71736, C57BL/6SH ICR vh§-20 S5AZE EeSta MIT assay® At 5= A ;9,
H4o1RE Bk 53] ICR vhe-29] IFAE] 49 s E (G0mg/kg, 10mgkg) 2l =
o] =7 (contro) 3} ¥l =3k =] 48 B,

MNAR FE=2 AEFHES MIT assayE Tt Wz oz FAea, e Ls=d 4
R A L)stal MEEAdo] WHARA k. oA ICR w92, C57BL/69] Bone marrow cell
BMO) F 7FA 7 w29 AlZE AMESt AAstRon, 23 JA AEEHE PHEA|
% Sk

FHH o2 AAZL 2A7F 7FA AL = ROS levele] W3} 2 cell viabilityS C6 glioma cell 1
ines F3to Fr7HH o R F2l

ANAZE &2AE C6 glioma cell lineol| 6413, 24A12F HXE 3kl 24z ROS 2 cell viability S
4.

C6 glioma cell & 60mm plateo] 2x104 cell& seeding 3lal, 12417t WiFstaL AAIZE FE2E
S BAE FEUE 6417 2447 A E$ ¥, intracellular ROS production levelS &4, A4
=59 gikst a5 2
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Fi®° % %, F e e o o
e P16 rour(ugm a P16 hoar (wpi
A B e C 1.5
- 5
o] &
1 —— Control S o =104
4 — Venicie ] =
=1 B 34 =
1 —_— 00 LML 2 =
i _— w <
] et 8 2 £ os]
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1 — =
1 ootugmL  F X
-
4 = L
® e -’ o 0.0 —
< g ¢ o, C < & © o, o
:’ o L = o * gy
= — H = >
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937 ANALE FEE9 cell viability2} intracellular ROS Al wx&= &%

(6AI1ZE, 24413F A A))

NAZE FE2ES AAAEF2A C6 glioma cello] ] x]5te] & ROS2} Cell viabilityE =743+

o w-¢- Ta3 AAZ LA A7) WZel AAE A9 R
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@ Celegans Rd & T3 AAZE FEES FH2EG2 9 ASE A= 9 24

C.elegansE ©]-&-3F environmental stressorsell thgk A &+A, lifespan 71 H5 &39S
THE £33 GABA = AAAEY A3 E 9 MEZAEEN FFES vIXE UHE, C. elega
nse E5t4 environmental stressors * 2]} oxidative stressel 2]gF A= 9 life span =2

54 A7F AAE FE2ES] 7lse oldistet =% 2 Ad
A

B

P=0.0485
P<0.0001 P0.5330
T 1 P=0.4039 I
? ‘ -
& &
& .}f P<0.0001
C.elegans ‘ ;
1
¥ B & &
I - $ o &
i 3 Hsp16 2:GFP
= Coelegans B P<0.0001
&
a _ T
§ § T
o
=1
z
boe Q‘.;P
Hap18.2::GFP

71938. C.elegansE ©]-&-3F environmental stressor % life span &7 4

Lifespan extending effoct of PY extract in C clegans.

Cone, (mg/1) Meao Bbesoaolday ) Masiiosiam Miespant day ) » vaboc % lcrease’
™ control 0 176 n
Faperiment ¥ W 198 n [CE(F.S 124
100 2.2 M a.mn 8
00 na n amn 198
g comrol 0 mna »
Faperiment ¥ 50 19.7 m ol 7.2
100 5 1 O (MY 55
w00 24.2 “m 002 136

"’ Mean lifespan is the day when 50% of worms were survived.

¥ Maximum lifespan is the greatest age reached by the Last surviving worm

" p value was calculated using the long rank test by comparing the survival of control and PF treated groups.

% effects were caloulated by (A C/C* 100, where A is the mean lifespan of C. slegans trested with each concentration of PF and C is the mean lifespan of control.

1939, C.elegansE ©]&-3F environmental stressor 2 life span &7} #4

Sk

97



C. eleganse] =& XS 93l 2mM H202E A 2l5to] oxidative stressE 7}stal Al Al £
50, 100 28T 500mg/Le] =2 Aests B4 AlA.

hsp-16.22] ®3# S 53| C.elegans®] environmental stressorol] thdk A FAd S =4,

C.elegansel ™3t & A3 Ax}+= Journal of Chemical Neuroanatomy (2019) 98: 27~40¢] A A}
==

Veh

Pl 250

Pl 500

1940, NAZE 24 (250mg/kg, 500mg/kg) S 3k & c-fos A& o] &3+
ANAZE A gste] AFRU%S AS=E = FHE BF

(MB: Mamillary body, RMM: Retromammillary nu, medial)

@ AAZE &A Folo 93 ¥ 9 target region F+3

Sl A HAmE whe} o] AAIFo] YA AF3te ¥ dAg Fohe o] B
g8 9} 71AL oldahzr] MEA FukEojof & AT

AAZE Foute 589 HE £l

o] et 29171 0mItA o BE
B E
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ol

8
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kl

I 559 3o 718 L(olfacotry bulb)el A
tol c-fos FAE ol &ate] AFe 9 9

_IE
Olt

2] F(rh-2)2] HA o o)3H (Bregma 1.98~ Bregam - 4.72mm)ol| i3t HZX2E =2
T ubdste] WY %2 3)sd A1 (immunohistochemistry) S o] &3a] c-fos ¥A S F

o

4.
Qo] Rol= WYz sstgdA o 2|5t c-fos positive celle] #+#H 322 Mammillary

bodyelal dl= H-9o]H Bregma - 2.46 ~ Bregma - 2.80°) &l 33}
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B AxARA LdAHE Mammillary bodys AlAshiEel] s gsles
5 (Neurobiol Dis; 109(PtA): 54-63)o] &J&t® o] g

Uile ™, Vannd}t Aggleton (2004; Nat Rev Neurosci 5:

Bulo] olUg} EE9 7|ddHe 7HdE v WA

r N

D

94l APEEE Y HE2T HY E4FHE e 293 2] olfactory bulbell A

cerebrum7p=] A4 sl w4

K . THE MAMMILLARY BODIES: TWO
Long-term e_ﬁecLS of sleep deprivation on neuronal activity in four @ ‘‘‘‘‘‘‘‘‘ MEM ()RY SYSTEMS IN ()NE?

_— " -
Karim Fifel, Johanna H. Meijer, Tom Deboer Seralynne D. Vann and John P. Aggleton

Oepurimentof Neuraphyiiog, Leden University Medinl Ceter, 0. s 9006, 900 R Leiden, The Meherknds

Although the mammillary bodies have been implicated in amnesia perhaps for longer than
any other single brain region, their role has remained elusive. It is now emarging that the
difficulties in understanding the importance of the mammillary bodies for memory might stem
from the tradition of treating the mammillary bodies as a single structure with a single
function. This review will dissact the mammillary bodies and show how their componant
nuclai might have muitiple functions that, nevertheless, are coordinated to give the
impression of a unitary function.

ARTICLE INFO ABSTRACT

r—
b

AAA, (%) Mammillary body$} 7)< & 39

WA BAYS $Y AFRT
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4 2o Fud Jggste BAE o ARH deid AW Holu, HT GxstolwEe £
WEo BT 7] WEN o2 BARL O Fasl nHAL e

go] Bgol oste] SRS A
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(Nature, 559: 518-520 (2018)).
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LTS ALZHEIMER'S ISEASE

| Pecrewie meac: |

A quest to stave
off the inevitable

The idea that certain lifestyle choices could help to prevent
Alzheimer’s disease is gaining bmader acceptance.

BY ENILY SOHK

three years afier the NTH published its scep-
tical stance, 109 scientists from 36 countries
issued 3 letter' 16 the G8 Dementia Summit in

Izheimer's disease has long been
A idered an inevitebl Lond
of ageing that is bys
. Inc:

y azed
people to ward off dementia by svoiding

ressiogly. b
o Buought v b inflsenced by bl
llﬁ Isdunnmdul mgln =ni'hape':‘

sdce, wih

:munll;d But cven as evidencs to support
thasidea has aceumulated over the past dec-
ade.th & sowto

by 2025, In3 2017 sy’ that
mulJoﬂ latest cvidence on nine factors
linked 10 dementia, including education in

adopt heides
bwiaus s recently

stzmal hat 350 of he dememis
buarden eould b

as lﬂlﬂ 'l:en L':g US National [nstitutes
of Health (NIH) brought together 2 panel of
5 mmemchen t consderthesae of ecach

trollsble factors — makeng suck factors more.
ndluential thars the geme varisnt most com-
moaly linked o sparadic Alzbeimer s diesse.

con-
ference in Enlnah Maryland. Teatalicing

o

=

Australia in Perth. In the years since 2010, be
M:q}_wnunm&wa{hiﬁqﬂd‘ﬂrmﬂn

part il
P dgpunmﬂaudn:m

e Diet, in particulas, is now thought to bean
that behs ] ch ch i of b llen by up to 20% in high-  smportant modifiable factor. In a 201 3 study”,
bysical simalation and such as the United States, from Spain randomly
healthy eating could r slnu\hz riskofbrain  United Kingdom and Canada®*. The enore than 500 people. aged between 55.and 80
alqgnsan\_lnﬂwhndv(m’]hhnﬂ, b ibed by & at high rusk of developas L
Towed moee than 2 le in New York  th ot haking

diseases, to sither a Jow.fat diet plan or 3
i diet Follow.

pecpl

perfomaed

o adbered diet — full

of whole g, it sad vegeabls ik
andclneml 40% lower risk

the ded

be prevalence
nid:mcmu waorldwide has increased. ﬂm
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Losing sleep

Alzheimer’s disease disrupts sleep. And disrupted
sleep itself might encourage Alzheimer’'s by allowing
buildup of amyloid-beta, or A-beta, which is thought
to lead to the death of neurons. This cycle of sleep
deprivation can also affect levels of the hormone
melatonin, which helps the body to sleep, and can
interfere with metabolism, a disruption that is also a
risk factor for Alzheimer’s.
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A-beta from the brain
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Source: Y. Saeed and S.M. Abbott/Current Neurology
and Neuroscience Reports 2017
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169, ATTAA 55 2 29

Flow Diagram

[ Enrollment ] Assessed for eligibility (n=120)

v

Excluded (n=10)

Enrolled (n=110)

Withdrawal of consent (n=3)

Randomized (n=107)

r [ Allocation ] v
Allocated to Passionflower (n=55) Allocated to Placebo (n=52)
+ Received allocated intervention (n=54) + Received allocated intervention (n=52)
+ Did not receive allocated intervention (n=1) + Did not receive allocated intervention (n=0)
y [ Follow-Up ] v
Lost to follow-up (n=2) Lost to follow-up (n=5)
\J v
Excluded from analysis (n=8) Excluded from analysis (n=8)
#Met exclusion criteria (n=8) ¢Baseline polysomnography data unavailable (n=1)
- Major depression (n=7) .Ms:jc):::l:sm Cf_iteﬂ& (r;'f)
— Severe sleep apnea (n=1) - epression {n=
- Severe sleep apnea (n=2)
v [ Analvz — } v
Analyzed (n=45) I I Analyzed (n=39)
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A1: Baseline

o 15418 3}

;:-l_

s

A, e, oA A

A EXNS = 213 2yt

Ao A

3}tz Aol

%
o=

I

2o

9l

P-value

r
N

i
o

i

270V
579V
.924?

39
39
41.59
11.99
39
15.15
1.64
16(41.03%)
23(58.97%)

45
45
40.51
10.19
45
15.37
2.50
18(40.00%)

27(60.00%)

Total N
A=A
mean
mean
F(N/%)
o (N/%)

1 Mann-Whitney test
2) chi-square tes

a4 87t

~

@O

R

el

o

o] AYF Fe ABTANA 080%), w2 284.1%=E e

g vhehbA sttt

g
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() FEAH F7t

O B4 Z3d AT

B AAHEAIE 84 PP BMARE FEASE YT v HluE FHES U
&t independent t-testE BAS WHESA X3tW Mann-whitney testE& A3t} pirg
A AR AL, W HlalE paired t-teste] p dk2 A AISFATH

@ 12 a8 H7t

o) FHOGLAAY F FHAIZE (Total Sleep Time, TST) H38}&F

TATHAAAL A TST| Wste & 229 2tk A@7o A5 He 23.0580] F718tA L
M, & B - 01680 ZaAnh ols F 3 Fd Aolrt AATHP=.049). AlF
T iz 472 U NSRS FFEAZE dstEed gisiA Al Fel ATt fojstA St
g Ze® e (p=.005).

% 22. TST(Total Sleep Time) %3}k

T3

ANE T = P-value?
Total N 45 39
TST s}z
Baseline
mean 395.28 412.01
SD 58.84 56.4
Endpoint
mean 418.33 411.85
SD 45.12 63.04
difference(mean/SD) 23.05(54.26) -0.16(53.12) .049*
P-value? .005%* .807

D w3}k #7F ¥ Independent t-test

2) M3leF U Wl paired t-test

difference: Baseline-Endpoint, P-value: * p < .05, ** p < .01, *** p < .001
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3 23. TST9| R AAL A& W

TE Al o) &+ P-value?
Total N 45 39

Sleep Efficiency %3}

Baseline

mean 82.88 85.82

SD 12.73 11.76

Endpoint

mean 87.16 85.82

SD 9.37 13.12
difference(mean/SD) 4.28(11.27) 0.01(11.04) .074
P-value? .008%* 759

Sleep Latency % 3}aF

Baseline

mean 17.30 13.57

SD 26.26 16.03

Endpoint

mean 12.20 17.26

SD 20.62 35.13
difference(mean/SD) -5.1(27.62) 3.69(26.43) 141
P-value? .053 .389

WASO min W&} &

Baseline

mean 64.93 54.50

SD 48.95 53.35
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Endpoint

mean 49.43 50.42

SD 36.60 48.51
difference(mean/SD) -15.50(44.91) -4.08(45.23) .25
P-value? .025* 577

Total Arousal No

H 3}

Baseline

mean 105.8 112.0

SD 44.99 56.42

Endpoint

mean 156.49 108.74

SD 289.76 49.23
difference(mean/SD) 50.69(282.03) -3.26(38.37) .240
P-value? .337 781

D w3k #7F vl Mann-Whitney test
2) WgsF U vl paired t-test

difference: Baseline-Endpoint, P-value: * p < .05, ** p < .01, *** p < .001

138



@ ¥ WEE A7t W

TE AT )z P-valueV
Total N 45 39

ISI W&}

Baseline

mean 13.24 14.31

SD 3.65 4.26

Endpoint

mean 9.93 9.87

SD 1.61 1.52
Difference(mean/SD) -3.31(3.6) -4.44(3.74) .166
P-value? 001 %** 001 %**

PSQI W3}

Baseline N

mean 8.27 8.56

SD 1.60 1.39

Endpoint

mean 6.91 7.05

SD 1.61 1.521
difference(mean/SD) -1.36(1.96) -1.51(1.14) .26
P-value? .0017#** .0017#**

D W3tz #7F ¥lw: Mann-Whitney test
2) W& U vl paired t-test

difference: Baseline-Endpoint, P-value: * p < .05, ** p < .01, *** p < .001
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@ A Bd AR A HE}

of%

I‘E

A BE AbRnA wske ® 259 2o, wE WAdA 23§07 Holr} gle
Ao vehgth AYEs daz 2z wskdel tisldl PHOM-002)% BAIp=009 3 G
ARS(p=.024)ol| Al 25 A FTol AT 2o 3tA SHAl A E ASE YEgtor,
Yawd ol Aole gl Zow vehgt

ﬁl
il
=
40{‘
A&

25. B4 B ArtRTA Wz

e AT oz P-valueV
Total N 45 39

CESD w3}k

Baseline

mean 9.82 9.18

SD 5.80 5.68

Endpoint

mean 7.56 7.82

SD 6.99 6.52
difference(mean/SD) -2.27(5.25) -1.36(5.52) 273
P-value? .002%* .076

BAI W3} &

Baseline

mean 7.02 8.05

SD 5.13 5.85

Endpoint

mean 5.36 7.03

SD 5.10 5.21
difference(mean/SD) -1.67(4.12) -1.03(4.9D .395
P-value? .009** 2

GARS ® 3}

Baseline

mean 19.82 22.41

SD 11.16 8.18

Endpoint
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mean 17.78 21.33

SD 11.21 9.71
difference(mean/SD) -2.04(8.3) -1.08(8.33) .587
P-value? .024* .369

D W3tz #37F ¥lw: Mann-Whitney test
2) ¥stsF U] Wl al: paired t-test

difference: Baseline-Endpoint, P-value: * p < .05, ** p < .01, *** p < .001

(7)) kA B}

oot
(i,
=

D w4l ¥ g
ARAS 7 Fe BEHD PANY WEE Ho B F PN 18] o4 2§

& A F 10378l el kA" BrE dAsAH. (SST)

NPT 5493 2T 4999 SSTE o2 BE o dwgo] W3 A ® 263 2
om, A@ZolA 08(0%), 2T 29@A1NE Yepdth 25 45 S4% Jelda ¢
Afatgth o dge Zhzt EYukes £Eo2 yehgon], oluks wdgd i F
Tk Fol Apol= vEhA skt

T AT o) = P-value
Total N 54 49

o] g\k-g A

(N/%) 0(0%) 2(4.1.%) 1340
F(N/%) 54(100%) 47(95.9%)

T =

74 =(N/%) 0(0%) 2(100%)

5 =(N/%) 0(0%) 0(0%)

=5 (N/%) 0(0%) 0(0%)

ZER s
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HHAAF(FTS ) 0(0%) 2(100%)
AFH(F+F A 0(0%) 0(0%)
&Yz 0(0%) 000%)
TH =4 0(0%) 0(0%)
AP 0(0%) 0(0%)
1) chi-square test
B AAASAGE AW FUD ol e YERA gk
Q@ 8945
gy A5 WHalge ® 273 2o, mE WA #IF §93k A7) gl AeE y
Bttt Alde 3 tiEza 2bzbe] wEERdl disld 1A Al @ (p=353 &
=006)°] =¥ Fo3F Ao=Z YElTh o8t A9 2T (=000 AT F5 A
O 2 JERTH
£ 27 #94% Wk
T A& T = P-value?
Total N 54 49
Wl v ) o
Baseline
mean 78.61 79.69
SD 10.99 12.36
) 754
Endpoint
mean 78.48 78.92
SD 10.57 11.17
difference(mean/SD) -0.13(11.01) -0.78(9.72)
P-value? 931 .579
=719 4mmHG)
H s}
Baseline
mean 121.00 124.14 .604
SD 16.77 12.31
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Endpoint

mean 117.50 119.45
SD 14.99 12.73
difference(mean/SD) -3.50(11.87) -4.69(11.38)
P-value? .035* .006**
o] £7]1 & 4(mmHG)
sl
Baseline
mean 70.09 74.27
SD 12.37 11.12
Endpoint .090
mean 69.63 70.59
SD 11.29 9.74
difference(mean/SD) -0.46(9.96) -3.67(8.96)
P-value? 734 .006**
D WH3tsF #37F ¥ independent t-test
2) W3 U Hlnl: paired t-test
difference: Baseline-Endpoint
P-value: * p < .05, ** p < .01, *** p < .001
@ ANAA=
g AFo] WHalgFe & oH, RE H d el Zolvt gle AeE U
Ebyte}
® 28. AAAS W=
Ald T = P-value?
Total N 54 49
A17H(cm)
H s}
Baseline .b82
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mean 166.30 167.01

SD 8.75 9.72
Endpoint

mean 166.12 166.64

SD 8.72 9.69
difference(mean/SD) -0.18(1.63) -0.37(1.96)
P-value? 431 190

A z(kg)

H 5} 2

Baseline

mean 65.47 67.05

SD 11.52 12.29
Endpoint

mean 65.46 66.57

SD 11.65 12.76
difference(mean/SD) -0.1(1.28) -0.48(3.02) .298
P-value? .958 271
BMI(kg/m2)

H 5}

Baseline

mean 23.99 23.75

SD 2.71 2.65
Endpoint .342
mean 23.64 23.80

SD 2.67 2.85
difference(mean/SD) 0.72(4.83) 0.04(1.16)
P-value? .601 794

1D W3 aF 3+ ¥lal: independent t-test
2) ¥stsgF U vlal: paired t-test

difference: Baseline-Endpoint, P-value: * p < .05, ** p < .01, *** p < .001
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Akl W i 299 Ao HbollM Algatol H+ 019 7} vixxol H+ - 0.0
3 Zastdon, o w3 Fog Zol7b A THp=.041). Total Proteinoll A= Al@Tol A &
 -0.09 T4, tiERTolA B -0.27 FAsH o, ol 3 Aol rt A ATHP=.006). Al
o i34l RBC countell Al Al (p=.034), Hboll Al Al a(p=.01
9), Hetoll A Al&d(p=.020), Uric acidolA] Al&dF(p=.033)oA 23 Aoz Yeplyt, =3
Total Proteinell A A% w(p=.013)3} o) 27(p=.000), Albumin& A% (p=.000), thZT(p=.000)
NA BT Fold AoR YEETh

o
Al
_\;_l,
s}
BN
al
N
T
S
‘i
o
ol

TE A& T+ o) =7 P-value?
Total N 54 49
g o5t
[Whold Blood]
WBC count
EEL
Baseline
mean 6.49 6.23
SD 1.79 1.92
975
Endpoint
mean 6.42 6.14
SD 1.99 1.64
difference(mean/SD) -0.07(1.56) -0.08(1.86)
P-value? 737 758
RBC count
.090
H 5} ek
Baseline
mean 4.63 4.63
SD 0.43 0.50
Endpoint
mean 4.69 4.63
SD 0.43 0.52
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difference(mean/SD)
P-value?

Hb(Hemoglobin)

W 5}k

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

Hct

v 5} &

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

Platelet Count

H 5} ek

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

0.06(0.19)
.034*

14.02
1.36

14.21
1.43
0.19(0.57)
.019*

41.46
3.41

42.14
4.06
0.68(2.07)
.020*

252.81
66.75

258.48
65.94
5.67(46.51)
375

146

0.00(0.15)
917

14.29
1.44

14.26

1.50
-0.03(0.49)
.683

41.80
3.68

41.80
3.90
0.00(1.51)
985

250.18
47.15

243.39
45.08
-6.80(24.05)
.054

041*

065

.096



ESR

H 5} &

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

FATH[Serum]
hs-CRPH &} &F
Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

A w3} sHSerum]
Total ProteinH &} &
Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)
P-value?

Albumin

H s} EF
Baseline

10.48
10.39

10.37

9.29
-0.11(5.73)
.887

0.08
0.12

0.07
0.06
-0.01(0.10)
322

7.30
0.35

7.21

0.36
-0.09(0.26)
.013*

147

9.67

8.23
061

10.43
11.17
0.76(9.11)
.565

0.17

0.41
995

0.20
0.45
0.03(0.62)
.697

7.28
0.31
.006**
7.02
0.34
-0.27(0.37)
.000%**

.086



mean

SD
Endpoint
mean

SD

difference(mean/SD)
P-value?

Glucose*A 3} &
Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)
P-value?

BUN® 5} &

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)
P-value?

Creatine ¥ &} g
Baseline

mean

SD

Endpoint

mean

SD

difference(mean/SD)
P-value?

4.62
0.26

4.53
0.26

-0.09(0.16)
.000%***

101.06
18.85

99.94

18.46
-1.11(17.95)
.651

13.17
4.11

12.55
3.58

-0.62(3.90)
.248

0.97
0.15

0.97
0.14

0.00(0.10)
784

148

4.63
0.26

4.47
0.28

-0.16(0.24)
.000%**

107.51
24.47
393
103.02
14.67
-4.49(21.93)
.158

13.48
3.97
959
12.82
2.91
-0.66(3.36)
177

1.01
0.18
.169
0.98
0.19
-0.02(0.09)
.094



ASTW 3} 55

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

ALTH 3} =¥

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

Uric acidwi 3}2F
Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

Triglyceride ¥ 3} %
Baseline

mean

SD

Endpoint

mean

19.28
5.91

20.07
6.09
0.80(2.92)
.050

18.11
11.48

19.76
12.57
1.65(6.08)
051

5.18
1.42

5.37
1.51

0.19(0.65)
.033*

129.00
86.29

128.24

149

22.22

9.78
293

22.12

9.08
-0.10(5.25)
.892

23.29

18.53
.366

23.69
18.11
0.41(7.73)
713

5.19

1.37
129

5.16
1.49
-0.02(0.79)
842

162.18
100.65 590

153.45



SD 87.94 120.65
difference(mean/SD) -0.76(73.03) -8.73(76.51)
P-value? 939 428
Total Cholesterol®H 3} 2
Baseline
mean 198.69 196.14
SD 37.17 32.07
_ 430
Endpoint
mean 195.72 190.06
SD 31.14 35.58
difference(mean/SD) -2.96(17.96) -6.08(21.91)
P-value? 231 .058
1) W3 3t ¥l independent t-test
2) W U Wl paired t-test
difference: Baseline-Endpoint, P-value: * p < .05, ** p < .01, *** p < .001
® AWHAAL
AWM AALY] WSS % Zt}. Leukocyteoll A Baseline &34 A +#3F 23+ x}o]z}
AN S (p=.049), Endpoint &4 Al & I+ 73 o7l gle ALZ YEFSTHp=.408)

NPT s Z2be] dstael sl pHellA tizao] B -049 €=, « W
zpol7F frol g Ao 2 YERGTHD=.015). £2WAA FaX = #F 3174 Zo.

T5 AT )z P-value
Total N 54 49

S.G

H s}

Baseline

mean 1.02 1.02 797V
SD 0.01 0.01
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Endpoint

mean

SD
difference(mean/SD)

P-value?

pH¥ 3} &

Baseline

mean

SD

Endpoint

mean

SD
difference(mean/SD)

P-value?

Protein
Baseline
Negative(N/%)
Trace(N/%)
Positive(N/%)
Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)
Glucose
Baseline
Negative(N/%)
Trace(N/%)
Positive(N/%)
Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)
Bilirubin
Baseline
Negative(N/%)

1.02
0.01
0.00(0.0D
621

6.09
1.01

5.81
0.79
-0.29(1.08)
.055

52(96.3%)
2(3.7%)
0(0%)

46(85.2%)
7(13%)
1(1.9%)

52(96.3%)
1(1.9%)
1(1.9%)

52(96.3%)

2(3.7%)
0(0%)

46(85.2%)

151

1.02
0.01
0.00(0.0D)
453

6.32
0.88

5.83

1.11
-0.49(1.36)
.015*

43(87.8%)
5(10.2%)
1(2.0%)

45(91.8%)
3(6.1%)
1(2%)

46(93.9%)
3(6.1%)
0(0%)

47(95.9%)

1(2%)
12%)

47(95.9%)

407V

2347

5042

.345?

.510?

.066?



Trace(N/%)
Positive(N/%)
Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)
Urobilinogen
Baseline
Negative(N/%)
Trace(N/%)
Positive(N/%)
Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)
Ketone
Baseline
Negative(N/%)
Trace(N/%)
Positive(N/%)
Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)
Blood
Baseline
Negative(N/%)
Trace(N/%)
Positive(N/%)
Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)
Leukocyte
Baseline
Negative(N/%)
Trace(N/%)

0(0%)
8(14.8%)

47(87%)
1(1.9%)
6(11.1%)

0(0%)
52(96.3%)
2(3.7%)

1(1.9%)
53(98.1%)
0(0%)

50(92.6%)
A(7.4%)
0(0%)

50(92.6%)
A(7.4%)
0(0%)

40(74.1%)
5(9.3%)
9(16.7%)

38(70.4%)
A(7.4%)
12(22.2%)

42(88.8%)
0(0%)

152

0(0%)
2(4.1%)

44(89.8%)
12%)
4(8.2%)

1(2%)
47(95.9%)
12%)

1(2.0%)
48(98%)
0(0%)

42(85.7%)
6(12.2%)
12%)

43(87.8%)
3(6.1%)
3(6.1%)

44(89.8%)
3(6.1%)
2(4.1%)

43(87.8%)
2(4.1%)
4(8.2%)

45(91.8%)
0(0%)

.880?

5107

.945?

.395?

.180?

.086?

.093?

.049*2



Positive(N/%)
Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)
Nitrite
Baseline
Negative(N/%)
Trace(N/%)

Positive(N/%)

Endpoint
Negative(N/%)
Trace(N/%)
Positive(N/%)

12(22.2%)

38(70.4%)
0(0%)
16(29.6%)

54(100%)
0(0%)

0(0%)

53(98.1%)
0(0%)
1(1.9%)

4(8.2%)

38(77.6%)
0(0%)
11(22.4%)

.408?

49(100%) 100% negative©]
0(0%) ==

2? & AA = A

g,

0(0%)

49(100%)
0(0%)
0(0%)

.3382

1) independent t-test
2) chi-square test difference: Baseline-Endpoint

P-value: * p < .05, ** p < .01, *** p < .001

o
K

[Whole Blood]

WBC Count 10"3/uLL
RBC Count 10°6/uL.
Hb(Hemoglobin) g/dL

Hct %
Platelet Count 10°3/uL.
ESR mm/hr

hs-CRP mg/dL

153

4~10
4~5.5
12~16
36~48
150~450
0~27

0~0.5



[serum]

Total Protein g/dL 6.6~8.0
Albumin g/dL 3.3~5.2
Glucose mg/dL 60~108
BUN mg/dL 8~20
Creatine mg/dL 0.6~1.3
AST IU/L 5~40
ALT IU/L 0~40
Uric acid mg/dL 3~8
Triglyceride mg/dL 0~200
Total Cholesterol mg/dL 0~200
(&7 AH

S.G. 1.005~1.030
pH PH 4.6~8.0
Protein Negative
Glucose Negative
Billirubin Negative
Urobillinogen Trace
Keton Negative
Leukocyte Negative
Nitrite Negative

@ Bt AL

B} AALe] Wsleke 3 329} ZTh melatonin, cortisol £X= TU X B2 H 3o

Zkol= it Cortisol(7]17d 30 )9 A9 AT T AtololA fofd X5xs W
st Zpol7k e AIRE (p=0.036) 2+t oWl A &H S Zfol7b FolekA] kil BE X7}
A2 LIt (Table 23) sid = dFA oz FomstA] bl H7HE AT Leukocyte
oA Baseline &4 A 3t o3 xfol7t A} Hp=.049), Endpoint 4 Al o+ I+ 23
Zo)7F RE ALE YERGTHp=.408). A A Fux= & 333 2
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T5 A& T ) = P-value?
Total N 54 49

melatonin ¥ 3} 2F

N 44 42

4= 10 7

Baseline

mean 1.99 2.75

SD 2.00 3.96

Endpoint 19
mean 2.93 2.16

SD 3.49 2.43

difference(mean/SD) 0.70(3.03) -0.49(3.34)

P-value? 231 .345

cortisol(A}7] ) 5} &

N 53 48

a4z 1 1

Baseline

mean 1.07 1.32

SD 0.90 1.68

Endpoint 1
mean 0.92 1.27

SD 0.71 0.93

difference(mean/SD) -0.17(0.96) -0.03(1.46)

P-value? 212 .885

cortisol(7] 3 %) 3} &

N 53 47

a5 1 2

Baseline

mean 5.37 6.48

SD 4.00 4.75

Endpoint 315
mean 6.17 6.54
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SD 4.22 4.44
difference(mean/SD) 0.83(3.96) 0.06(4.24)
P-value? 131 .929

cortisol(7]7430# %) H 5} &F

N 51 48
A5 3 1
Baseline
mean 11.07 13.43
SD 8.39 7.73
.036*
Endpoint
mean 13.37 12.07
SD 10.33 6.19
difference(mean/SD) 2.12(8.30) -1.45(8.44)
P-value? .074 .238
1) W3 3t ¥l independent t-test
2) M3 T ¥laL: paired t-test
difference: Baseline-Endpoint, P-value: * p < .05, ** p < .01, *** p < .001
3£ 33, EFAHAF A
variables 2] ZraA]
Melatonin pg/mL >10.0
Cortisol(#}71 %) 0.17 - 2.98
Cortisol(7] 4 2 %) nmol/L 3.12 - 22.17
Cortisol(7]7 30& %) 5.52 - 29.7
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