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AT 44

Al 38%ell lolA, Al 600 WA 900 mg/d el At &S .

AT 45

A 38l QoA FEEo] FHA (HHoR FoH= WY
273 46

A 458 lolAl, FEEC] md Holx 13] FoH= W
A7 47

Al 4580l QlolAM, FEEo] Holk 459 FSH v Folx= Wy
273 48

A 38l oA, FEE Fo7t U FEIE HaAT]= B

AT 49
Al 383kol] QlolA, FEE] Folyt £l By EE ojd T fES NHATE .
A8 50

Al 38l gleiAl, 47l slel LsEeel o8] ZgEE W

utgo] A

7l & & of

2 92 20149 99 15¥e =494 V= 53 &9 d™ WI 62/050,5635 8 ¢AASE FHsH, AV &
3] E¢2 AAYEo] Fx2EA Edo xEFHT).

I B

o] w4

AR A EE 7S MAAZA = e AFol digt Zs 277 e B2 AAA guto = BFshal
o5 A|Fd e Aol H: AEFHow AFAs] gt o A F IdFEE =9 AT FU 719 &
om, ol 53| ofrlo} H wTolA sttt MAIFo R X A7} AR #ule ulEF 49 53 59nE 4y
o] o]&r}. TR AE(Frost) @ Az]Wk(Sullivan)S 20164 20199 7FA] Ab7] A HefjA o] Az AFEo] 12%
J ol& Aoz dslUTH

A2 ARE 9% Fo diozE dA x2IEIA-PS), CoQlo, LHW7-3(F4F FA/2F 2Y(algae
0il)), AlElZ™(citicoline), 2YF = A4S ¥gdict, 71 & A AF AEE T, X2TE LA™
FDA %91 22 @2 (FDA approved qualified claim)& 2zt F43F AEolgk. A7) #gE AHsry] $13 34
st SAE FS7FEel wEl, ] AR #uel oA F A= ¢ RS el o, 2010del, ¥ 7]
A=A A7y D Agel thd DHA % EPA A7 &% FAl(health claim)E F-39 EFSARRE FA4 % HAss o
Aot AEEFHE AAAME HaS dwsta, 719e MAATIE ARoEA FHET

FHe A Zare w=d9 <x] Aol #wo] duh(Blackwell T, Yaffe K, Laffan A, Ancoli-Israel S,
Redline S, Ensrud KE, et al. Associations of objectively and subjectively measured sleep quality with
subsequent cognitive decline in older community—dwelling men: the MrOS sleep study. Sleep 2014;37:655-
663). T3, F7lE A8l ~Egs 9 AFo] £ HFHoA EA3tEo] 9th(Lavie L. Oxidative stress in
obstructive sleep apnea and intermittent hypoxia—-revisited——the bad ugly and good: implications to
the heart and brain. Sleep Med Rev 2015;20:27-45). #ZtEd, & 2L ulggcto] o] THo] HS H

FE= AgE A7 AHC Cerny A, Schmid K. Tolerability and efficacy of valerian/lemon balm in
healthy volunteers (a double-blind, placebo-controlled, multicentre study). Fitoterapia 1999;70:221-
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228. Taavoni S, Nazem Ekbatani N, Haghani H. Valerian/lemon balm use for sleep disorders during
menopause. Complement Ther Clin Pract 2013;19:193-196).

2EPRUAHRD S Fursteld wREE Fa AR 3 shelw, @ush SHd s FL slelBdold

(Fletcher et al. Heat stress reduces the accumulation of rosmarinic acid and the total antioxidant

capacity in spearmint (Mentha spicata L). Journal of the Science of Food and Agriculture 85: 2429-

2436, 2005). WA WA A SFFEA RAE AW % 3,4-Uso| SSAHYERS o 2ol ol

TEe 7tERYY], EX38 ol AY, B 279 dleA g Ale]d stRAdstow FA T, RAE o] AE

stA 2, dE 5o, 9T, F-SdweliE, 3, &, HIV-1 oA, b}, B PnpolH s SA4S
3L

00“

o 5 =4

Yetdith, ol5 542 RAE oFeh Bl sPdE AbgdelA mig Al dEom wEY. RAE oA s Hl-2H RO
A a5 GFEEAN FAHo R ALEEo] $t}(Ritschel et al. Percutaneous absorption of rosmarinic

acid in the rat. Methods and Findings in Experimental and Clinical Pharmacology 11: 345-352, 1989). 2]

E el kA 2 BEARAM PR3 2 s, RAE mY-AnEE okdd AHEoR 7t HEY

(Alkam et al. A natural scavenger of peroxynitrites, rosmarinic acid, protects against impairment of

memory induced by AB25-35. Behavioural Brain Research 180: 139-145, 2007).
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RAS) MIEold mE H49) ZAZ M welM WA, Mo ANE G445 BYE wsh vhpro] RS Fol
5, FEYLH|=DAE FARATIHA HolA FHEAlolE T AFEAI(SD) R FFEEHAI(CAT) o] 84
77 Ao YEFSTH(Shou et al. Rosmarinic acid attenuates D-galactose induced behavior impairment
in mice and its mechanism. 2010, p. 1723-1726). °|& Hlo|g = FAitstA|Z A 2] RAS] H]| 5ol HE EAS
Az}, 54 delA e 54 A AFed disl Hel daFs vAE RAY 592 o HolEelA Y5 H
A gkokTy.

AA WelA, 3709 A7t o]l RAS] FoE HIFSIGITE. olE dtw SolF A AW AHE vEhded
AREE FAU 4 B ke 2Es Bdlo RAE ATAoER e PR Fokgith(Alkam et al. A natural
scavenger of peroxynitrites, rosmarinic acid, protects against impairment of memory induced by AB25-
35. Behavioural Brain Research 180: 139-145, 2007; Park et al. Subchronic administration of rosmarinic
acid, a natural prolyl oligopeptidase inhibitor, enhances cognitive performances. Fitoterapia 81:644-
648, 2010; Zhou et al. Rosmarinic acid attenuates D-galactose induced behavior impairment in mice and
its mechanism. Intl Conf BMEI 4:1723-1726, 2010). RAZ} o5 EdoA o]H& veEPIA|EE o]&L2 AHAA Q]
ws} 94 WskE Foherl 919 AFR welo] ohgith, E@, s AdE sl A48 WAUZe] Hol49l
Al HEo]ARIA & F ATt dEom e gutel FEES AMES Fd RA EEE HUkste IUNE QI

A7 A gk

g4 0 vlele AEd L ARAe e Fa PR B ¢ A AEdeld e Az, ¥ L A4 )
o arE Zn ot Fo W 24e adt o4 R4E 2t Sk U vleld B Aold. AWAA, o
S ousle) AR, Fa, A, R ARES] G5, A, @ sjele] B Aotk AR S L slele %A ]
® 97k Aol A FRAol i Agol 44 F slon, Al tang £ WA B8 AT
A EREAG. ol ARNAN FHlt A%, oF Ho), AWA Bl 4" 8aE 24 ¥ gE L
Jojel e Aolth, A UTE sk ANEA QAAE wE, A APE F2 Nl g dels) da
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2] 7)ol @) 719 o] AgH A
gk JiQlelgt EXgtE, %7] AJA7E
Salthouse 1991; Salthouse 1994),
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Wy Ekdthar Barskith(Wesnes 2003). 2+ 71949 o]

ro

A 70-80A12 iAol A oF 220 &3t

719 e AR w9 AN BAT = glom, wate] DA AnE AFHLh =9l thFA(504)e
A, #2 F(Gallo et al.) A7k-1Hia 719 o7} oF 20%9] WlE= LA Ao Btk (Gallo 17,
Morales KH, Bogner HR, Raue PG, Zee J, Bruce ML, Reynolds CF. Long term effect of depression care
management on mortality in older adults: follow-up of cluster randomized clinical trial in primary
care. BMJ 2013;346:12570). SPFA%E, 654 o] A=l 2,934 9] xS EH= 17709 Avk 7]
WA Aol A, olF Aol 2357k SEAll 719 gelg Asb-mastgont, o (23%) F 184ve] o|Eel 7]
o A tha] oJAke} sttt (Waldorff FB, Rishoi S, Waldemar G. If you don't ask (about memory),
they probably won't tell. J Fam Pract 2008; 57(1):41-4.). 91X A3}= AWtz oz w3lo] 2z Az
ol 5o}, o= ghe] A& FoehAl "olm=#h(Grossi D, Postiglione A, Schettini B, Trojano L,
Barbarulo AM, Guigliano V, Ambron E, Aiello A. Autobiographical recall training in elderly adults with
subjective memory complaint: a pilot study. Percept Mot Skills 2007;104(2):621-8). 5409t o] w= =2l
of Amj gleo] Q1A AellE ztar, ol& VNSl T wi=f 12%clA wid Awj7t DA Ao w FFErh(Plassman BL,
Langa KM, Fisher GG, Heeringa SG, Weir DR, Ofstedal MB, Burke JR, Hurd MD, Potter GG, Rodgers WL,
Steffens DC, Mcardle JJ, Willis RJ, Wallace RB. Prevalence of cognitive impairment without dementia in
the United States. Ann Intern Med 2008;148(6):427-34). X vloll tjs] t}g=2] X187} o]& 7}ssh, oleld
AAS A% el =3kt #Ed A Vs STHNTIAY, FAXTIAY, AstE FAaATIE WS AN
o= 7273

deE A=

o] mstel pEd QX A gt 2 G Ve, Aol AF, WAL 71l Ats 2EHA 9 S
S7F, ABAE Age] wsl, @ W SE ExEshe B2 8QERE s BT 4 dvh(Harman 2006;
Uranga, Bruce-Keller et al. 2010; Gorelick, Scuteri et al. 2011; Levine and Stadtman 2001; Morris
2012). w212 9 DNA/RNA 4bshe] 24 FES F7HE @4 4bAh F AL 2 A s B E B
T Az A= wel F713htk(Levine and Stadtman 2001). o] X3}l= w3 FHA AAAE Age] W
ste} o] vk, FAF R, ofNEFH(ACh) R =¥ FEAY Had FFEe =3tE Y 2 HY 19
H oA A TN (S, gxstolm )N Z LA FEO] vt (Bartus, Dean et al. 1982; Terry and
Buccafusco 2003). 9% AzAGL wal w3lo] wel Z7leleE AR BuYI INF-a, AEHFZ(L)-1, L
IL-69 S71e & X8ste AAAME 715Felet #A-de] JrhH(Tha, Okuma et al. 2000; Michaud, Balardy
et al. 2013). F7}=2, FH Fo] 2 e A ZaE w=9dAe X Aatel Bl Urh(Yaffe et al.
2014; Blackwell et al. 2011; Blackwell et al. 2014; Jelicic et al. 2002; Song et al. 2014).

AA Azt B ¥ w=3he giFEe] EREEelA TSt dwrdoR Wy F&, 53] 1o F s Big
. Wk EEolA w3sfel] wel wAEE Q1A A, A9 Q1A Ve T3S TF WEHEel, FHFT
Foll(sleep-wake cycle disruption), &<, &5 I ¥, ¥ 02 4 Z23d 7|03 4 gle 35 2 7]
o A& EFSHAR o2 A A e e =,

= =]
H3lE 53 o2 dhtd(Landsberg et al. 2012). A4 o Sl
A Aste w=8ACMA I 7Y, ¥ F9EH, 2 Ay FHY AFAA FdrIvE d” RuHIAY
(Studzinksi et al. 2006; Milgram et al. 1994; Milgram et al. 1994; Tapp et al. 2003). ©]#|3%F o]f=,

b EEe] A AetE WASH] g 7] 2 2 YA A2 del 2E AAE Ao

taro] e A 78h7] f8 eI AsAVE AEAY A o e AREEH gt oS Hitel] 4
E-7bF A 8A, 42 Eo], Az WEvl(Wesnes KA, Ward T, Mcginty A, Petrini 0. The memory enhancing
effects of a (Ginkgo biloba/Panax ginseng combination in healthy middle-aged volunteers.
Psychopharmacology (Berl) 2000;152(4):353-61; Snitz BE, O'meara ES, Carlson MC, Arnold AM, Ives DG,
Rapp SR, Saxton J, Lopez OL, Dunn LO, Sink KM, Dekosky ST. Ginkgo biloba for preventing cognitive
decline in older adults: a randomized trial. JAMA 2009;302(24):2663-70), <1AH(Wesnes 2008; Reay JL,
Kennedy DO, Scholey AB. Single doses of Panax ginseng (G115) reduce blood glucose levels and improve
cognitive performance during sustained mental activity. J Psychopharmacol 2005;19(4):357-65; Kennedy
DO, Haskell CF, Robertson B, Reay J, Brewster-Maund C, Luedemann J, Maggini S, Ruf M, Zangara A,
Scholey AB. Improved cognitive performance and mental fatigue following a multi-vitamin and mineral
supplement with added guarana (Paullinia cupana). Appetite 2008;50(2-3):506-13), 2 I}&}}(Kennedy
2004; Haskell 2007)7} 7173k A dztell A 14] 7]s ol Aol o592 Aol tigh ol Aol A4
b FHo] 13709 FE9 8 dix AlFe HER-RAe BEx okEo] ZERA Rl HlE] A vk A3 o] HE AF
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st AulE zZk= iAol Q1A ZlsS AT el ofehA s maAl RS hAg T (May
BH, Lit M, Xue CC, Yang AW, Zhang AL, Owens MD, Head R, Cobiac L, Li CG, Hugel H, Story DF. Herbal
medicine for dementia: a systematic review. Phytother Res 2009;23(4):447-59). W3t ojg] Algo] 35
Ao o= #&EYH(Kennedy DO, Scholey AB, Tildesley NT, Perry EK, Wesnes KA. Modulation of mood and
cognitive performance following acute administration of Melissa officinalis (lemon balm). Pharmacol
Biochem Behav 2002;72(4):953-64), =] (Moss M, Cook J, Wesnes K, Duckett P. Aromas of rosemary and
lavender essential oils differentially affect cognition and mood in healthy adults. [Int J Neurosci
2003;113(1):15-38), Allo]X|(Tildesley NT, Kennedy DO, Perry EK, Ballard CG, Savelev S, Wesnes KA,
Scholey AB. Salvia lavandulaefolia (Spanish sage) enhances memory in healthy young volunteers.
Pharmacol Biochem Behav 2003;75(3):669-74; Tildesley NT, Kennedy DO, Perry EK, Ballard CG, Wesnes KA,
Scholey AB. Positive modulation of mood and cognitive performance following administration of acute
doses of Salvia lavandulaefolia essential o0il to healthy young volunteers. Physiol Behav
2005;83(5):699-709; Scholey AB, Tildesley NT, Ballard CG, Wesnes KA, Tasker A, Perry EK, Kennedy DO.
An extract of Salvia (sage) with anticholinesterase properties improves memory and attention in
healthy older volunteers. Psychopharmacology (Berl) 2008;198(1):127-39), % = Z=wu}g](Pengelly A, Snow
J, Mills SY, Scholey A, Wesnes K, Butler LR. Short-term study on the effects of rosemary on cognitive
function in an elderly population. J Med Food 2012;15(1):10-7)2 X33t EE 3 (Lamiaceae family) (9}
sh) we] A=l AnprE AAgk AYdAA 1A Ves FIAL G USS dAlgEth EEH U] AEe A
# el sk, dE 5o, W=, g SAtel=, Ay, fdRE, 3 Eeusd olE AE FEEY B
19 B AyEH FAHS AYRt(Mimica-Dukic N, Bozin B, Sokovic M, Mihajlovic B, Matavulj M.
Antimicrobial and antioxidant activities of three Mentha species essential oils. Planta Med
2003;69(5):413-9; Hussain AI, Anwar F, Nigam PS, Ashraf M, Gilani AH. Seasonal variation in content,
chemical composition and antimicrobial and cytotoxic activities of essential oils from four Mentha
species. J Sci Food Agric 2010;90(11):1827-36). &1}, QA 7% that dutele] gats 53] dAss
FA93 gz AR 279 ATE AgEw, o) ubsl-Aadd F o] A4 ARl A 7S A
A7l RS dAsl, ol#dt ZFAE AEHo|th(Baker JR, Bezance JB, Zellaby E, Aggleton JP. Chewing
gum can produce context-dependent effects upon memory. Appetite 2004;43(2):207-10; Tucha O, Mecklinger
L, Maier K, Hammerl M, Lange KW. Chewing gum differentially affects aspects of attention in healthy
subjects. Appetite 2004;42(3):327-9; Miles C, Johnson AJ. Chewing gum and context-dependent memory
effects: a reexamination. Appetite 2007;48(2):154-8; Johnson AJ, Miles C. Chewing gum and context-
dependent memory: the independent roles of chewing gum and mint flavour. Br J Psychol 2008;99(Pt
2):293-306) .

AA, tetes &8 2 IAFOAA HrbeEA de ARREY, vlmelA HA x| a/AEA, Bh, e d1d
FEEEA dubdo=m Qbdsitta JAAEH=(GRAS) & A4S ZEETH(FDA 2012a. Substances Generally
recognized as safe: Essential oils, oleoresins (solvent-free), and natural extractives (including
distillates). I12CRFI82.20; FDA 2012b. Substances generally recognized as safe: Spices and other
natural seasonsings and flavorings. I2CRFIS2.10). 1#v}, Z8FA = Zunjgax] EAA R Ad|EE A
Ht} 58 %08 AH|EE A4S 7tolAo] ulale] b B &1L ool HrhE #H o] girt.

gy &

o] A8

Aol A A7 AlES B wAk Aol oldE yEhlla, A sle AdE Zbevh. wEd, T
BE olFe 4% TFS 2 A A8 F2B gd 277 EAFT. Blel JAw vy 2zube)
S giste BEDY AE 2380 Rojdl B3 Aoln, v, &, FAA/AFY, AF, A, FA L B
A AEe] AN TS ANH AX Aol FAHA FFS vAT
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I, g A9 2 " ZPas 238k 39 AE AR AFsdt. ks FEE
(16 2 32 mge] EH/kge] AT & EF) 2 FA(RE §3HE MAAHT. =3, 220}
= 16 2 32 mg/kg ATA i JAAE NAAZT. 16 2 32 mge] &4 =4 /kge] AT b
°F 15%°] &4 E4ES T3k 600-1200 mgo] ¥ubst F+EE W 91-180 mgo] ==wupdAbe] <17 57
Mz PEd, Ay FuetRRE Q] FEE0] SAPS mR-olA o] ulel @At g 2 7)Y
Afel d& o2& AH}E 2t AS vEA.

FEE(15.4%w/w]e) Z=rAHE ShRske dulet FEE)d diE] FauEdT. F3E AFE D= (Anes)
dreElol o Edwo]l AA, AAA ol FE A4, ¥ 14-d B 90-d A 9# ¥ 54 A5 TS
A= PN

=~
4 A" A dtel FEE0] g HEEor o =AMl Al os) SAAl 5000 pg/EHOE o]
| .

QAL YEATh. EH, PuT FHHL 5000 ug/nl olskel §F FEolA
2 1

14¢ =2te] 600 mg 2=vtelit/kg Als/L olet &9 A 2 AR 221 = (Sprague Dawley) HERZ 9]
Fubet FEE] wjde AT Folrt & &JAHAY. Al AE-f fral a3t AFHA @Fdvh. AE 24
Blo o] AlE o] 3k "iod kA2 2F(NOARL) "2 3896.1 mg/kg AE/dY] Fdtel FEEQ Aow uiE iy
th. 1948 mg E=rtAkg AS/Y olat &% R W A 2xoia F7 HERS g FEEY AT
FolE o] &3t 90 FAAAL AF7F & SAHATE. AE =7 SlelA e Al o] uidt "Fd gk
(NOAEL)" ¥ o]&d &% 300 mg ==vwtdil/kg A5/U(1948.2 mg/kg AZF/de] &ubst FEE AP
Ao WAt 1008 oHH AGFE o] &3ste], o] 19.48 mg Fultel FEE/kg AF/U] QI 57 &%

=70 kgo] Q7o st 1364 mg Furs} B £33 A2 P,

Al 2

FALE olT-A EEIE diE ATelA, et FEE] adE A¥-w- 719 Foh(AMMD 7 U dA
oo o] 1A R, H, T, B Q1S Al sl Brhskalvh. o] Alge] HAE AMIZE 9= e
A g ool A Q1A VIl SHel tigh F w600 mg = 900 mg)ol Hwml Futst FEES H4 H whg

] 71%
23S A7rekr] A%k Aot
2Elt 900, 600, EE 0 mg/do] FurEl FEES 90U Feh MRS FIPHN = 905 67% 44 A =
59.4 + 0.6 y)& FA9] SN = 30/72%F). A FE, FHH AA, 7R, % el o HFE s
B7HE 0, 45, 9 90l ¢msklnh. 814 Hrtety] ¢4 =

CETE

-74), 714 HEO0Y), 2 2¥e] AFE HEUsSY ¥ 909)S Egelsitt. Al e XEA T s
F2) sgEdar: 600 mg Fubsl FEE, 900 mg ¥l FEE, B ZPAR, o)5S 90Y A= N F
o]_il &} =]

Stk °olE9] &
A0 h). A= T3 B8 5 0.5, 2, 4,
Lader VASE &+&3}30
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Chicago, IL)oll EAFAC. AAHoz, 198Fe] A7} AEs o] 90 e Fx-4 tidA7F ITT ks 4
sl X Eo| FHSE A, AMIE AY FA 2 oG8 3 XNEA F shel F2 dEE AT o(EE
AH), 600 mg/Y, T 900 mg/Y el FEHE(N=90; n=30/1%). FA93tHE 908 haA =, 3H9 o

HAE AF QT PES fas RYHEY] F4). A8 fasd 2E 399 ggAE T2 5%, o8
%, S, A4 FU0 sl P4 o=E, L £AYL TPHE PAEOR IWTAG. RE PSS AF
AWE AFeid tolhE W b Aem FE £29e Afdmi '@l gl Aow
27 gk

A e 71 EAS F 1o AAEY. FHue Hi AHe 59.4 + 0.6 yRu Ho AEFASBUDE 26.9
+ 0.4 kg/m ot R tpaAlE w-sl2muAl Wel(90%) 2 A4 (67%) It 71 WAt 9 HE A

U

TMAC-Q), "Y-AA el AIFOMSE), ¥ ©o] diY A’ (Verbal Paired Associates)(VPA) T 2 [T oist

Hi 7| A= 247 29.2 £ 0.349, 28,5 £ 0.24, 23.7 £ 0.74, 9 7.0 £ 0. 27(40104]:} s, 90Y
< 717 u}

it

EL
S
i
g
(WA

BZ 71 5o AF AF a9 F4E AR, 600 mg/d FErst FEE, 2 900 mg/Y 2
o sl Z+zF 98.1 + 0.9%, 99.1 + 0.8%, 2 100.1 + 0.4%t}. 90¥ 7]17F B¢k X8 z}oﬂ F&e Aol
= g

¥ 1. JAF Fo @A (intent-to treat) JEoA thAAY 7|&4 EA

BAL EeAE o0 %sa  gus 2 o
n (%)
MY 0.458
LA 30 (33) 9(30) 227 13 (43)
o1 60 (67) 21(70) 22(73) 17(57)
e 0.613
SEST S VA 5(6) 1(3) 1(3) 3 (10)
HI-5l AT A /2HELH 85 (%4) 29 (97) 29 (97) 27 (90)
m= 0.343
-5l AT ol 81 (90) 27 (90) 25 (83) 29097
Sol/ot=2| 3t 029 §(9) 3(10) 4(13) 1(3)
OfAlOFCI/EHE Y M=ol 1(1) 0(0) 1(3) 0 (0)
= 32 (SEM)

o1 (M) 59.4(0.6) 582(LD) 59.1(1.0) 60.8 (1.0 0.248
AMEZA 5 (kgm) 269(0.4) 25.9(0.7) 27.1 (0.7 27.9 (0.7P 0.137
MAC-Q &= 20.2(0.3) 29.1(0.6) 29.2 (0.6) 29.1(0.5) 0.670
MMSE A 5 285(0.2) 285(0.3) 28.6(0.3) 28.3(0.3) 0.475
VPAL 84 23707 23.2(14) 24.2(1.3) 23.8(0.9) 0.889
VPAIL & £ 7002  7.0(0.3) 6.6 (0.4) 7.2(0.3) 0.519

ool: mac-0, 19 Bt ¢4
LEA HRE A PEE OF
130F @Fel BAl vl fel
0.048) .

S M3 MMSE, OIU-BN Mef AE; SEM, B39 BE @I} vPA, Chol Y @4,
HRE A8 =8 glo] 24 220 Aoz 2H YUSAC (n=30/2F I X N-90).
o A2 oA, MEZE As(E2dAE O 900me/g HYSt FE22)= FAdol AL (o=

o1x] 74 d#AZPE9] A7 Bracket(CDR System™)CSZRE ] AFHIE HAE viHIE B39 F4 %
@9 kel WA FAA. Y Fol F BAAE W, OR DA SIS AriEel T AT ¢ 3218
A4 QAT ARE o AP AA A5 PR HArE 459 2 90 B F
A=}
Rl

2 ®9E death 099 34 BAAAE fo8 w37 FaaA ek,

AL 0, 4564, 2 90¥e AR AuHEe 28y, gidAlE 4569 2 90dd HA EE dol vy FolE

de3tgorn=z ) 459 4 9049 dlelH & TR (acute-on-chronic) .= 7&-7—% T UG, A8 wEg AlZte o

o AA Bde FAd Aol A 45Ul Frejdel m=EEItH(P = 0.0296). 4 ]l 900 2 600 mg/ L] gt

3t FEE Iw B ETA EZEAIEC HlE] 77 BEF 24 St é*&% YeEbATHP = 0.0015 2 P =

0.0065). x4 = 7oA A axs =3 90do FA 58 F Jud FEES AHET E BT O

*011*1 G TP = 0.0296). % HWE 600 mg/ L] Fudt FE2E LFoNA EEAIR vl BF 6417
ESE=s

T Fol 3, ANbAQl Q1A Fd A m ' 90 B St FEER HEE UdA
Aol e FAHJTHP = 0.0435; = 1), 7]FH o2 RE] 9 W

FollAl 600 mg/¥el WHtel FEE(P=0.0212, Cohen's d &
0.0469, d = 0.473) & RS0 nl&) zZ+zk AX"E ZA 7]
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2 600 mg/d R FeRAM FAA) 22k 5% % Teol m)sh 900 mg/d TEANA 22690, EE, 90
& F2ER BEY OPAE L A V1N AW AR B AAGCTAAT FEol gl
=)

v

oll.

7

It cft

O Al =

P = 0.0373; & 2). 7|¥XezRH olgs AHLS 904 ®ZEF 7|7+ F<F 600 mg/A(3%, P
d = 0.563) T ZTA|HE(6%, P = 0.0456, d = 0.483)= AH]|3F iAol Hl&] 900 mg/L(17%)S A
vl gk iAo A dASHA o Zt.

B2 2 7100] Wl X, wol 34, L 1Y 4B ke QTS w3 TS FF /1009 A
FAG ik, oleld AAEel gl AE zhol FoAF Aol FHeA Witk wF, 099 wEF F
FEH QA(GD), Fogel e, FoRe A%y, 719 S, wE AH o4 719 A% E olo] 7]els)
AEE A e F4 QoM 1F ol BALOR FAR Aol T
. - _ _ _ 1
E 2. el FEEE 09 2F A 2 Fo, V1R gule v A¥onyEe ¥ Fu4 P,
SchAlE 600 mg Yol === 900 mg 2ol === P-gt?
& 2R 0y ool 0 w0 ng 90
Hd So (SEM)
2AE-20t 3.53(053) 348(0.51) 4.13(0.5%) 439(095) 6100059 5.04 (0.62) 0.3411
2-44 180 (0.42) 2.10(0.58)  1.30(0.48) 211 (0.68) 3.83(1.14) 232(0.79) 0.0862
b B 0.73(0.35) 086(0.28) 0.33(0.27) 1.25(0.54)  2.07 (0.58) 1.54 (10.48) 0.1935
28k 1747(1.26) 1807(1.30) 1680(142) 16.11(L66) 1590(127) 19.82(L17p 0.0399
n=2-274 340(0.84) 379(093)  2.30(0.51) 3750079 4.30(0.68) 386 (0.79) 0.2111
zs-&¢g 563 (06T 5.10(0.73) 4.40(043) 4.32(0.53) 5.37(0.43) 5.00 (0.67) 0.8448
HA I Fol 287(1.93) 338(258) 1E7(L50)  6.07(2.85) 10.60(349) 5.04(2.28)° 0.0374

ofof: SeM. BRol BE oX
DIE HEe TR (POMS™Sundad Form) S2(E5-ZS)S JISH(0Y) U YUst TEE T SR F 02 0 ABEAAC. A4
£AY F SO ofE LASAS OGS 200 EIHSES Uyt A3 gS(0), AA(), HYs(2), W3). ITZ()

“olat 20l MH (intent-to-treat) MZ0lA HA B HY HIDOI CiF P-gLS T S39 JEHSZTEY X0l It BA @l =¥
o8 vz s 2oz MYHAC (-28-30/28)

Wt 2EE O SN, P=0.0646; J00na/Y FUS FES =
‘900ma/2 UGt FHE O BalAlP, P-0.0832; 900me/2 UG FEE Of 600na/Y YD =

7] A2 RE o] A7 71E FEH(PONS) 9] FHASFE S ZEud Ao AlgoRFE Jutet FEEO %
90U BF & &7|-25 AAeA 9 A% A5 s AP = 0.0399, E 2). &7]-F%F A= S5
A, A48y, @r)dd, 2 uges xdets =70e vkdshs 871K P8t Oid $He et X8 o
w9 HMWEEE 900 mg/de] Futel FEER BFE dIANA 90d S S FTAIE-AEE gl H
&l A FAS Fad FHAP = 0.0646, d = 0.502); 900 mg/Q vs. 600 mg/¥ &F FFo] dulal FEEo]

Folgl oiagAle] A9 dAIHP = 0.0149, d = 0.729) E¥7} FEEAT

3}
=

2% &= S PONSS] B 6570 AEoIA 2, TMDel tigk HnhA

o
‘g
i)
=2
2
o
o
[«0
o
38
x
o
1
S
(]
w
3
=

]

7]-85 At dist A¥e}l Ad@BEA, 900 mg/Pe Futst FEER RIE didAldA 90d BEF 7 B
ZHAE(P = 0.0832, d = 0.443)E A&B|3 Aol vls] MDA WA FA7F Al A, 900 mg/Y vs.
600 mg/Y & FFo s FEES 40T gAY A9 AP = 0.0123, d = 0.621) o] THEES

N
t}. A= 2L MMSEZE post-hoc F&AF Edlo] XA F7} ZAE dubel =559 90d7F BFo] AWkl X
= BAXNHESES BAFYIL(P = 0.0002); %38, TMDE 900 mg/Ye] Slsl FEEo] Fojg 18olA
0.0009) % ZEAR 15 (P = 0.0176) = E5Fo| s /HAEJCE. PONS AE

=

[e]
o7 Hrid Y| QS| that Fo)3k A= 919, Bond-Lader VASE ©]-&3F 7|& B8 ZjA|Ho| H|
d dutel $EE WS F4 i W BIE 9e wdsA

g ay(P = 0.0170)= 90¥ HZF Fo HE
Futsl FEES A&¥E Aol SFARE A8]E el Bl
AdE ZFE7] 5898 (PSS BAFYUHP = 0.0046, d = 0.805). AA A8 e w3 s

e HEEACTHP = 0.0415). ZF IF HAE 900 mg/ Lol ¥uHEt FEES 4H|T

3 FEES 2HE oA vlE] Alojd Fof WFS AHANRASS ALTFHP =
B3 & g9 A 525 FoA 7] d s SEA Rl vl fodk Zolrt #EE A ekt
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78)
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