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e RE A S 18REAN / Bk R IGTT SR A TSRS

[0001] 5

[0002]  HEHEIN S, A HIE W A TR I7 BB M B MRS ) B A A1) . S8 Bk
=, ARG RS AT P AEEE (Linalool) BUKZE (Icilin) H&ED—FHH LY, B
W KR IX RH AR TT 1%

[0003] ot 8 A5 Pk [ SRR AE 7 T 0 48 70 B 45 M R D BRI - AT PR 2%, B 4% S B & ou 3t
T2 o AEVF 22 P05 5 A RA] IR 2R s BRIPR A 4 AR 098 A 5 S0 SR B8 vh , P 20 780 P ok R A2 R 7 0
HENFEEFEER.

[0004] PP PR M KRG R 2 . KPR 2 2B RN, BEA A —
Bl E NBZ MR ER . — MEE KR RS AERFMEIR 1, 29507 b A 08 1 R I, fif
LITIEA LK IRE . X T0 D) HE I I8 22 1) 7 F I R I — 2 e B DA FnRE T 4
2, WAE A R R b 2 I N RE . R, (5 AR sh Bem] DL B ez v &
FIBRE AR T 8 B A O in] R B8 T IR A 52 o U HE A2 78 A A0 PR i 1 R SR B, 52
1RER AT BETCAATBI A S AN . RS T DAE— B R LIRIT, (Hg & A
50 e PR ATV R & B R 3 30 .

[0005] PRI FER) FEE A 2 — @M E (excitotoxicity) , Hog—Fp Eit
Tt 28 FH iZaek b 20 4 i 3o ek w42 36 SO 4] G 4 Sl TR ) R A 4 TR A, A e
— LB I IR], 491 G0 A A SLIBOK T3 0 2 RiAR Dy BE AT R M VR B R E A R . A
BRI A F BIAP A LRIIRTT o X LB UG 2 201 5 NMDA SZAK IR 455, A T Rk 4
Ca” BRIF IR UL R G 2T PE R 85 o SR, 23 RS FUR 10 13 F A7 A8 BOK B, RONIRTT T
PR T AR IEFHAEH « 7ERARPPLE RS (ONS) FRiGrh A /E NIETIRE T K&
B ZBRIE TR, AR R IV 2 # ik = DA A A nT 252 s E

[0006] S FU s FNYETT 42 AR PERRNG  Hr i) 2 32 58 AT B P 22 748 PR B i A7 7 375 I R R 42 1
[o007]  AfiA

[0008] AR EHI R B N4 NI AT i FIURHAS BIHE R I, SR B &R JLA S AL S Y se 4T
T R A A A AZ R AP TR Bl . X EEAL G ) A R B AN DS AR, e AT R R RS2 A8 LA
M8 (transient receptor potential M8, TRPMS) MHIEMAZNF]. EIRVKZ ML S ML
T AR KRN KIL T 5 TRPMS B 1liE A Al sh 77 vk ZAH R ITEH -

[0009] DAL, 48— — M PR SEHE T b, AR iE SR (L 1 TR T P48 M B AS 1 J7 2
Bl 7 1A 48 ¢ B AT PR 22 A8 VRIS (1) A e 8 5 YR 977 A 80 1) 1 v B O AR L UK
RMHAGHMEMRIHEY .

[0010]  7E—ANSLJE 7 &, Bk #2720 Pk i ade 1 BT /R 2K B0 LB R AR PR 8
T~ B AR VR RS L IH 000 S VL2 40 PRI 2R A AL, 7 S 0 B3 s oo 20 S AL o

[0011]  FE—MAHIRISLIE T R, Frid 4 A9k B 25770 8= S A g = s 78 7
[0012]  FE—MAHICHI LTt T 22, FTid 26 s se ST FH 2220 1 48

[0013]  FES— ALy &, $ft 1 A T AR PR G () 758 . Ik s s 75

3



N 105228602 A w Bg B 2/6 7

T MA I HT A 567 A AR R B A B 5 R KR LA S L S A 5.
[0014]  AE— SR AISEHIE T S o, Prikdh e A8 PEFRAG 3% H B 2R SR  FLe iR A2 T
AL PRI 28 A% PRI e A < AR 079  JUL 28 4 PR I 2R Bl A 5 S 23R 0 Do s B L 21

I
= o

[0015]  E—MAHICHISEHE T, Frd MA & 2R A

[0016]  FE—AMAHICHISEHE T 29, Frid M2 Z 4N (elderly human) .

[0017]  fE—AMHSRIISLIE Ty R rh, Frid &Pl e i 20 1 45, Irk A & 9mT DA
(EYNI R

[0018]  7E 55— ANsLitJr v, 3240k 7 TR 7 BB M AR M AR A A . b A&
WAL & VR IT A SR I B T B L SRR UK R S A Atk &4

[0019]  fE—MAHRHISLIE T K, BrikH &M 27

[0020]  7E—AMMHICHISERE T b, Frid A awr=f. Frdayr-mn e sk e
B AR ED B i LA A T 5

[0021]  fE—AHRRHISLHE T 9, Brk H A4 v kb 7 )

[0022] ARG I — AN U LA S0 BR80T / BSR4 B BTG T AR AR
PEREDG .

[0023]  AHIIER 55— ML AR IEATIARAE AR N 2R 1 1E5 1E F B915 &0~ TR B
BIT P ARPERRAS o

[0024]  AHIER S — S R RE TS 5 M H 2 4 Hb I AE 7= P AL & 1 TR B0A

Jr AR RS o
[0025] A R ) 2 — A0 e A B 0L g T e £ e 50 L ) SR i B BROOR T B 7 i 4
ARV BRAT o

[0026] AN HIE () 5 — AN AR TH S B8 1) TP 2 T B0H 19 SR T B B ] IR BRI M 2 1t o
BRI AT BE MR T BUR YT P & AR PEREAS o

[0027]  ARHIIE I 55— MU BB AE B BE R IR RIRAZAE AL S TP BUR T M 4
AR PG .

[0028]  AHIIE I 55— M s 7R A v 22 (W BIE FH BBEA AIE A IR 0 TR 3R
T PR AR PERRAG o

[0029] A AMEERAERIAR 2 A A SCRTIA, 3 H AT DU T 4 T 40 8 34 0 i P v AR 45 B2 1 5
J/

[0030] P Il fai 2 1 B

[0031] K& 1 Bon T Re FAEA G A AR SLie 5 P L WAL= 450

[0032] & 2 WoR TAEAAEAE () AT AE 75 R B L UK 2= B A B 1 00 T A 124
HEEEeMETt MR A ) A e K.

[0033]  [&] 3 o [ AEREAS bmin C%HIA] (¥l 10min) A& 40 LSRN F) gabazine [
WM A A F IR R At CNRBYI A ) g i mshic &

[0034] K4 BoR TAMUS AR EEMEt ORI A4 mahic
B, HE R TR R (burst) 475,

[0035] W& 5 Eon [ AEREA Smin e AR (FEMR 10min) FEE 407N H 1) gabazine KR
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RN (RIS A2 T AN FEK E I gabazine Z B 10 2 Bh ol /e 2 5% T AR K] gabazine
HHIA S A S 250 uM ERTEE ) AMINAS - B E A et BRI A ) 14
o1 e S

[0036]  FE4HFHIL

[0037]  BRAEZ A ULH, & WA TR RIX BT A H 4 e BL A A e B E
(Ko 48 K pH B, BUE R T FR e & AE 25°CHIE (1) pHoe BRAE B R SCiE A H /e %
N> 15 LA i BA R BT B (RO BRI 2 3R 15 7 BT FH B S 08 5K — B 2 “— AN F“9z” “ Firik 7 &,
TR R A SCHTH B “4)” RLERAE 2 5 507 B IV 0. thah, R SCHIRT A 3L
(LY ] 350 9L R A Ay B, 58 12 Y TR A R B A B R B o . AR SR A I i 2L A ) mT AR D AR
UARBMAFFHRAT R E R Bk, “EE7 AR LR L R A R e AR
[0038]  ASCHTHIN “HMh& AR VERRRG ” & DABRAT VE AN R S0 T BB B S R A0 388 4% 12 B
RIEIIE . X ELFRAGH 5 A RGN ZAZF P ARES M E S BHHC . PR G
(17 2 R ] P S 491 40, 5 ] 7R % I R0 R EL e i 2 A8 Mo 28 P T A% P T 0 1 4 AR
WL 4E P EMIZ a8k (ALS 8% Lou Gehrig 97 ) « = 20 55 5% A0 Lo 7597 o

[0039]  “FHFS” ELFE PR AR AR PR b5 (1) KU R/ BO™ B . ARAE “VRYT 7, “ b3 F“ 2%
fil” B RGPS PEE B (b PEAR B (TR BT ) [R5 B e T B S A/ Bk SL R R ) AR
RPE RIT BB S AL B, L RR VA T JR R | DR 12 I (1) 2 2 E BRURAG (FPRE AR AN /
BRI 3 i (RN T T8 I s A SR YT A B e g ARG IR B AL T 22 B e T s 1) A 35 A
I LS N B PR B E SRE I R . IZARTE A IR IR ARG T B e 4K
B RERIT7 R bR B FR4ERF / BUR R B E AT B8 5 T R AEAME RS LU A
W EERE. RiE “VRIT 7 AR IR” R “ i I8 B E ARG IN5R ey 58— Fhak £ P 32 Z 1 TR,
VSR MR . AE “YRYT 7V CRbER Y R R I B TR AR P IR B A (1 R £ 44 i B
FH TR BB 108 SO E (R R S Fa il o ¥R97 ] DR RS — BRI AE - FHRI

[0040]  ASCHT R “YRI7 A RUE” AT Rl kI I8 TT 2o B 22 i [ &, BUE
MEREHb & DR IR | Fa e i R B s MR VE 35 R B R 2 m A & .

[0041]  “Zh#” BFE AEAR T, AR AEAR T 0 539 KL FKF=)
BIANA AR RSB a4 2E R RS L N . I RAE I “shi 7. il lahdn” s
OB, WX e AGEIE T R R HEE AR B 0T SR HBCR T3 . A SCHT
HRIARAE “ 7 BIR R AR 2 BURUIRE S2 1097 AR SCRT ® SURYATT RIZ - L2
LS EICH AN . R ARG “NME” R0 < B 387 LAl T (B A i IE
ABRT . Bk, ARE MK F1“ B R fe B AR T a7 MR S E Bkt T H
PSS H AT E B T LB N -

[0042]  “FEZRY” SR AR R E A/ BOR E N B 5 B A I 50 % PGy W
R O & HoR IR FE PR TUH AR R = -2 = L& i R &k i Hok IR
[ 5 PSP T A BRI I 2 2 = SE AR I G R sh ) B4 HOR YR 5% 28 U 4
(RT3 2 VY, WZ B “ a7, “h 24 N7 BIR A 656 % B KIS 2408
BN

[0043]  ASCHTHET “RW0r= it ” 1 il A” NIl N8 ST S AR AT 5 4 1)
FR A3 A FE R S IR, A6 a0 — AR ER P R 1 I AKAL S A IR U S BR AL TR B AR ) L %
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PFAECH T pH W5 B4 5 28 A7) 6 R LA ) R R ek A ) o S 15 0 R
) (osmotic agent) 2457 BRIHESZ AR B J 0] A 1) W B WRSR AL ZUE BGRIAT /B
ez IR ARG i e Al LRV EOE A BN

[0044] 1 b STFTIAR , AR W R N A A s FIOREAS 21 3 A B0, ok B3 2 BH TLRR S T
AV EEANHRT B BUM A A% H PR 5Bl o 3R Ak 5 40 A T ey T R D5 A I, H A2 i N
52 %5 HLA7 M8 (TRPMS) I IE BN . BIRVKER 451 5 MR B o, Ha AR R R R K
75 TRPMS B 118 & B8 BN ROk R AH RIAVE R 98T, DK 3R AE NS4 b 2507 A2 i
I o X G RIRN AT DA T U7 SRFEARRR XS PE 1) B R )1 Az i B E JF H.
AT SE 364 0 7 3 Bz o v ik R B A HLAE B 75 (R HL U K & 5 A 2) mh i B RO T B
B, Hod AT 55 8 B2 UM A MU A A= 4% Na+ T8 (048 B AR PR A OC . X eGP AL &
BSUAR T FELARE 2 e B BN T B R =, e Sh Ve i fr (AP) HiRME R HEAT PEAT
F RN AR AP B 5E AT

[0045]  AAEEZIE IR, KNI, SIS R PER RIS TUNAHEL, Pk £ &k
TEPEAL S ) B B L 5 AR B A VK Z AT AEATL A ok 0 P 22 0] A = 1) AT I O A
MIPKZREL (AT AP B AR HT B B, AT FEAS T ¥G PEIF s 1 8 S BRI X W& PR AR T 18 %)
Mo PR ER AR RTRETE AT 2) TR EE AR EE AR R AL S O iR E . 5
SRS I A A R 45 S NVDA SZAK 48 Z RS HU RIS [R], iy B J5 A B AIOK 2 PR AR M 20
U5 T I ELER A T SO R R Ak R B B, DL T3 B — 2P AKX s b s 1 AT se e

[0046]  [AIL, A H1 3 BT iR (L AL B M0 B 516 T7 A RE I A B 5 R B BUK R R i 2 /b
—Rfe AE— AT S TR 5 7R A A B e B O AR UK B 2 D e
HIA SR T BT P2 AR PERRAG o B 40, A0 25 Wi I L J5 R B Bk 3= rh 2= /b — M AL 5 )
A AR it FH T HL A P 2 AR VR RRAG () DLV T TR i AR PEIRAG o Ik 1 b 22 A PR A
A LASE AT 7R R HE BRI  HL 3 s AR MR 2 0 28 P I 9 A <o A0 UL 28 48 A 2 Al
A ISR R U B A A

[0047] A0 7 T I 5 R EE BOK 28 22 20— PP AL A4 ] BLE 2550 1 B
ik FE e B AR 7R R AT L a0 ) 2R L EE T (pastille) BOBIERIER. Fridth7
AT LAk — 20 5 A ORAP P SR KA (A ps Jis 2 19 5T PR M ) G 701 R ) L B0
A/ AR EE /SRR R UL S P AR RE LA RS PR 38 A Rl T DT o
R0 i =R s P [N = 2% NN v 1 N S & e 7/ w1 I 5 I 212 I Q725 | AN v Bl
(flowing agent) BRIEFERH] I E A (weighting agent) BIEF] (jellifying agent)
MISBERZ ) (gel forming agent) o FRFh7usfIIE AT LASA 5 HL2GW0Hs INFAI A2 77 TR
FIMIFRRER, A AHAR T K AR ERIER W L (vegetable gums) (AT R TR £h
(ligninsulfonate) V& A8y« R €M BT P AVT R R et 2RI e 5 — B e R 591 17 T8 791
g 7 FLAGTR . G2 T 77 A ) I ) A 7 R

[0048] W] LUK AR 78I E 9 AT SN O BAR B FF NN B3 9 38 AT 32 107 i o IR 3
B FR I AERR Sl PESE ) A 250 . | i A S M B A A6 . BBy EmAs
Yy ARBR Bl PE S A W5 BR WY e TG A REFL R T W B R I il B T R O 7
i TG R R L ANFL 57 JLEC T 22 LEC T - 0 RR 70 700 A8 18] i o

[0049]  FE—ANSEht Jy S, A AT B 5 AR K R T 2D — R A S E A T
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PRIE RN o VT 2 P8 A8 VR R RS BN 6 1)) B R A Tl A A 8 R gk i A . DAL, I PR 3R
HHANAE B O & 2 AF HAR A&t 21 DRI, DR 78 Pk b 20 28 1 PR e A s
BURNE Z BT & Wit T AN o BRI, A3 R )02, $ 9697 #4278 e s LA PR il B 2D
FRES TEAN B AR P 1 — D i e o BRARTHE, MR AR R LB AT S8 A A N BE I I, ixX AR
PRI RAE 22 RIE R A R 50 2 A () 75 46 FH T 4 2B IR B 2D

[0050]  7E—AMLIEFERI LG T S, 1 S AT B T R EUK R P R — R H A Y
A T AE NS, AR B . 5 N SRAL, FE S e e AR R S s AN E R #8088 1)
B RSB PP AR VE . DR, KT B N B BRI AR S BE S A 8 1
3 R A b 2 7 P B T A S A e ME RS (1) o A R, ] DKL ey B R B B K R P
Z /b —Fh A = NSRS .

[0051] e 7 28 S A& F — B () L P e 17 8 B MG A 3 A B 5 i R Bk R P &2 /b —
PRI G T 7. Bilan, v DL 8. sl antg B B R H Frid A &8 2 /0 145,
ek /b 2 4F AL BRI E]) . PR MEFRAG AL SR (WA B, HomT DUACGE D H
it Rt R A, H2n] LR B E E R METE T S, X b 2 8 PR RS 1R
N AR 5 1 T BT AN [R) AT AR AR 38 FFA77% 5,10 15 B 20 4FBE R Ao (R, Pridk
HEW ] 4% T B Br ok SH PR B0 M BT b RS R AE R 46

[0052]  A]LIKE AT EE 5 REEEA / BUK R & H LA 0. 0015mg/kg 14 H — 400mg/kg 14 &, {IL
0. Img/kg A H — 300mg/kg 14 H . AL 1. Omg/kg 1A H — 200mg/ kg 14 & | & fLi%k 10. Omg/
kg 8 — 100mg/ kg AR E ¥ HAIE M TAMAE. 51001, 7] DORE# far B 5 A EE AN / BIOKZR %
[ L 0. 0015mg/kg B — 0. 01mg/kg /A H.0. 01mg/kg A H — 0. Img/kg /A H 0. Img/kg 1A
#H— 1. Omg/kg /A . 1. Omg/kg A HE — 10. Omg/kg /AT . 10. Omg/kg 1A H — 100. Omg/kg 14 5
100. Omg/kg 1A — 200. Omg/kg 145 . 200. Omg/kg 14 5 — 300. Omg/kg 14 H . 5L 300. Omg/kg
1A E — 400. Omg/kg M ¥ H 7 &= H T MM

SCHE 151

[0053] "IN T 1 3 PR 1) ek S A5 BRI T FF R AR S A P S AT B 5 AR UK 2R T B TR
T2 A0 P [ 1 X — R R R 2 0

[0054] A /N BRI U0 BF A0 7 9 47 B o5 AR BE R UK R IAE . B A2 4K (amygdaloid
complex) 7T B2 AN A A AZ v ) R BRI P o A5 A2 A A M0 AR 32 B8 M AZ2 2252 5k 1 Sz S f
&5 PSS B, N TG B, 05 B E0E BRI G A S E b %, BT
PR TE BN HEAT SR 58 43 A, AT DA H A F ISR ke 1 28 e 4 542 A 1 2 ke 5z, 5 L T DA
E BIE LA

[0055] P& 2 SR T ANAFAE S5 R AT B BRI UL (KR BE SRR A7 AE 75 R
VAR BE BOK R I D0 N e 3 75 R E SRR AL (29 -30mV) a0 2. 5s MK
Mo LT EIN, 75 TRPMS FCARAEAE R, 75 51 & 2 ALK T, A4 PR Is 8 4 2 77 Dbox) B B T
MR A, AT EE B T R TR

[0056] P& 3 IR TAEREA Smin BICHAME (L0min BEME ) 3040 M4 R FH ) GABA A FH
7 gabazine WIRIERILT . WFTARMIIREE, BT K= M RALAT R, M4t | K £ I
GIVERAI R . B 4 i T IR R 2 — 40T, IF B SR8 BNk Hh B WL 82 21 %
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B EER AL, 5 3 AL, B 5 R T A RS AF T EIICsR, BT, AE RS Smin A8 %Y
) (10min ¥& 5 ) 3G 40 452 H (1) gabazine FIWKEE, AR EAEE 5, fE2 5 T A
WL gabazine Z AT 10 708 UL K AE B e T ANFIKRZIN gabaz ine 1840 AR AT ML £ 1
250 uMo W iR, R T0 R SE A ANTAE B R VESE R BE A7 AL 1K) B R PERE R OR K kb
(LL#E 5 5K 3) .

[0057]  IXLLSRIGZE SRAUESE, WA B 7 R e MUK 23800 1 fisk A a0 4 LA A AR, O FLEAT
SN AEH BT e e s AR LA BT S B R R, I ELE T W T AR S RRBOKCT R B R
.

[0058] N 4R (Y] A2, Xof AR S () B Al DR (14 S ft 7 S (1 25 Ao g A2 AR AR TR o AR 40 1
AN G111 35 4 A2 S 110 2 LIS o AT RAAEAS i 8 A ] Rk RS [ I EL AN sl > FLFUIIAE s 19
TROL T BEATIX AR AR Y [A] I3 S e A A A 7R 45 i B A AU 25K o o
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Gabazine

20

Aw

11

40 —

1ouM

2uM 4uM s UM M

1uM



CN 105228602 A Wi B B B 4/5 71

I
82.0

81.0

20 —
0

AW

K 4

12



CN 105228602 A Wi B B B 5/5 1L

E
=4
pd

=
=
3

=
=
@]

E
=
=

=
=
O

t0h)
=
=
T =
7=
O =
%;
A E
=
e o
&
I | I | i
{eo} Lone} {oo] oo} D
& S 5 &
A
Kl 5

13



