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Ay Bk BIR, [ 6%

The invention relates to a used of composition for preparing drug for treating sleep disturbance. The
invention relates to a composition for preventing or treating sleep disturbance which includes (R)-N-[1-(3,5-
difluoro-4-methanesulfonylamino-phenyl)-ethyl]-3-(2-propyl-6-trifluoromethyl-pyridine-3-yl)-
acrylamide as an active ingredient. The composition of the invention can effectively and safely prevent or

treat the sleep disturbance caused by atopic dermatitis.
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[ 35 # 0A 4% ] USE OF COMPOSITION FOR PREPARING DRUG

FOR TREATING SLEEP DISTURBANCE

[ 50 ] A58 BH 2 73 BR S — F 40 Bl 7 2 s 6 ¢ Hee B e e Y 22 T Y
AR - AR AR — & (R)-N-[1-(3,5- % -4- H fi fifg g & -
TREE)- LB ]-3-(2- 9 A -6- =g BRI e - 3-8k )- T s iR e 1 Ry 3
}i o Y W R [ s T 5 B0a B8 AR B Y > ARSI BV SR e o] A 3 HL
f& 2 st FH 5 205 5 N B AL ME £7 8 3R 5 [ RS HY I AR 5 BE

[ 3232 ) The invention relates to a used of composition for preparing
drug for treating sleep disturbance. The invention relates to a
composition for preventing or treating sleep disturbance which
includes

(R)-N-[1-(3,5-difluoro-4-methanesulfonylamino-phenyl)-ethyl]-3-(2-
propyl-6-trifluoromethyl-pyridine-3-yl)-acrylamide as an active
ingredient. The composition of the invention can effectively and
safely prevent or treat the sleep disturbance caused by atopic

dermatitis.
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NEX 107484284 E4
CEUEETEEED

(A S5 D Aa 1 1 2H B V) A 2 g U it M IR e B ) 268 7 B 2R

[ 35 # 0A 4% ] USE OF COMPOSITION FOR PREPARING DRUG

FOR TREATING SLEEP DISTURBANCE

(% o <38k ]

[0001] KBAZ AN —EEH TRPVI i Hi Bl 6 45 5Py Y i AR
[ B5E 7H [ BB R DR -

[ 5 A4 i ]

[0002] MEARIEHEEE RBRNBERECANNERT ZAMEEE X
( Atopic Dermatitis » AD) AYEE - FEIRIEEERIZNE 47% % 60%
EENERRMEEERNEE  HEAESEZETARAANEEL
BETrRE MAERANEELE TREANEERE - O FHER
HABENMEYE - FENEEZ - BB RTHESHELEZE
EMEAEEENS SN R TEEELEZE (FEEFTR 001) - &
S oK B HEE 3t 18 BR B A0 1M K2 B 3R R A A e B e BE Y 97 R E2 AR A
HWERKHERD T ZENERNENERMER -

[0003] %5 1 FUHT4H &Rl & % R FHEIHE AR FR B - 287 - A 4&
T 4 RE 7T Rtk RE 3 E £ 2 M iEFESUR - R HE
AEERIR - (FRHMEHEZE  BREAE &AW - K&=Z8LE
REBESE  HHEGRERARGI R EE - FiHlE  F_H
MEHNREMZEREA BN EREEERE 2 E - GFENA

1 H 18 HEEHEHE)
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RS EEEFNVEEA > 2R ERR RERFLERE -
[0004] fRiEMEAR 0 B A REFHGRMELEDNNBRBRELEA
HEHERE - 2w hEREE AR R RS RATE
HHVHEIR[E R AR E A 5K -
(00051 [ Al 552 7 SRR

[JE & F SCRK]

Chang YS S5 A » B £ AL 1 578 R AT 5L B AT HE AR F 55 4% 1 &
N TR R B ZEAY(E A (Mechanism of sleep disturbance in
children with atopic dermatitis and the role of the circadian rhythm
and melatonin. ) » B [E 4 TR 2 55 (Int T Mol Sci.) > 2016;

17(4):462

[#FHNE]

[0006] [3FHE Ak AR YR ]

[0007] AZFHEES AW E AR A FERER - FHlZ2RE
{ir M K2 J 3% 5 [ RS Y Hek B P Bt 1Y 5 05 HE 1T A FR G > P R Y B
R EMERE O NERMERAREN  RRENEERZEEIENE
o) (2R EFEZ058 1 (Transient receptor potential
vanilloid subfamily, member 1) $5#i% ( antagonists) > TRPVI %
LR ) a] IR E A A ELAR E L E R N R A M BY T 3R T [ RE A R AR e g -
[0008] &% BHAY B AY AL 7 128 4t — 18 0] A 5 B 18 & 8 IR IE IR [
B~ FF AR R R AL M R B R 5L ny AR R Ay B2 B2 A i R 7 0 -
[0009] [fig R AT FEL]

[0010] &7 zEpk kit BHAY REHEMR —EERFEL T AEER 1

552 H 0 318 H(EEHEHE)
78382pif1_4 £ 4k
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ToRHIEE Y E B R 4 B HE AR [ B¢ TH B 3006 % B B2 22 4 Ak
Y

<AL 1>

@)
R ~L N FO
F.o. [ I H |A S
. }' N '[ m (_)

[0011] 55%F » AExOHRdt— A EF A LK E2E KR Y ER £
BLFE B A N YR AL B Y)Y 57 Y B BR A PR 2 A M K R 3R SRR HY
e FE 28 B5E By TR 206 98 7% -

[0012] 555h » A% B 42 fh — 7 1 DL 04 I AR PR 06 ~ i il 2 IR 22
fir M K2 8 3% 51 Y B AR [ BBE Y TR 206 J68 A B8 48 fL ey E At S5 22 4
Ry AR

[0013] [3&BHSR]

[0014] 4 %% B A i A [ 5 TH 5 2006 58 R 4 R o] A i HL RS E st
THPS 206 7 IR 2 A 1 B8 3R 5 | B fisk AR e g

QEEMGENTYED |
[0015]

1 B RREREHEA 1 BB 1 AYH ) Z AT K Z 1% HY
Hfe E P2 B 5F (s o (E Y P B ERVE R -

B 2a K[ 2b 2 HRETE RG] 1 8V E & TR R B (LAY ER
RATERGR - B 2a 2EEETHER TRPVL EHIEIR AMGS517
ft&? (Amgen 2 5]) FFHYRR R E(LGER - B 2b ERNEK KT
B8 1 b ek B (EERIE % -

553 H 0 318 HEEHHE)
78382pif1_4 |4
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3a K [E 3b B ETERG 1| (K O#% TREEEESEENEE
RATERGR - B 3a 2EO KT ER TRPVL EHIEIRY AMGS517
{t&? (Amgen 2 5]) Ry RR ) n BALGER > B 3b ERon&EO®RT

B8 1 bV R B (LERE X -
4a K [E 4b 5Z 5 A S8 I Ay F A M 57 R 3R TR I B0E 5 A 4H AL
Y|y B R 5% A BB AV B T B R B W A 2R ME 7 B SR EAR HY 2

:

am

oy

{EEVEBRG R > B 4a 25 LR H P RE e A 4B BP0 B 1% 72 B 201
TE AL MEEAR B AR FEHY B 2% > [ 4b & PLFL 78 B WP RE e A &H Rk

VIR TP B M€ 2 A M RE AR BY R EERY [ 2% -

Sa K [E S5b & 5y A S I HY F AL M R 8 3k TR I 208 557 A 4H AL
YRy RS A B BPERE HY REREH (Immune
globulin > Ig) EFIRRRRENELOVERGS R > B Sa ENULE

BRI R e FH sH IRy B R B AE 1gE e RILERVE R - [E Sb
ERDARERY CEAERYBERRHE IgE EREER
B % -

(& 5]

[0016] DAT - BT AN HEEARFN » Fardit RS0
st B

[0017] AR EHE K 5% 95 W 5F &5 FIl 6 [& o By (0 1 69 58 B0EA 58

EREHEZRMEBEFHNERIGIHTEE  ¥HER T URE

FESHESENEE ERETENTEE EEAZOMSN

FAlm AR AT AP BEEN SR -

[0018] ASFBH#R AL —FE A #E M % T4 R M IEMR R EE - RIEE
4 418 HEIHATE)
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WY R B R SRy IE AR [ it ~ ELAGI 5 R (N B ME f 8 R5ERY
HeE IR [ B 1 R85 T PR BOA R IE IR R BE Y 4H ) - S5ob » $R it —
EHEAFGARHANVEK Y HEREREEZENERBNE T HER
5 T B & F 0V KB %2 2 BA 0t FH B 206 B R R IR sy 50k -
[0019] EE rEHEBUMEEXSEFKEEREEROES
( Excoriation ) ~ 5 &5 ( Scaling ) ~ /¥ & ( Edema) K 43T ( Erythema )
HYAESR K IgE %% %30 B W8 N1 oF 3% e fd e > B0 28 2k AR [ 5
RIEE - BT 1 RC/D 40 b A e By B i P K2 8 SRR B IgE $ii e R 3
B o DU&R e & AE H 0002 I AR T B
[0020] 4 & B Ay ik AR P 068 TH ) 508 9 A B R DU (B &2
1 B b e WE BA R oy

(B2 1>

[0021] DA E#AEE R 1 FZREVEEYE R TRPVI K 1]
BBV RIA ~ PIORE ~ BRE - BIERERBRFFR
B PR 22 5 WO2008/013414 5% g Al ith 38 7 3 A 2 BHRY (B E2 50 1
Wibey ~ HEFHEHARBERZREBIUEN » R SCRATE R
WA NEULSEE A ERAZEE -

[0022] AT - (L2 | WEEYHWELEME R BIEEE
B EFFHRMAR - (FERH R B (1) mmaEi e ke i i
P B B A R BE TP B Y B DR ER (acid addition salt): B¢ (2) J?
WARFLER B EeVBEEE TR PR -

55 H > 318 HEHRHADE)
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[0023] AHEAEARKY) - WETE 0.1 EE%E 1.5 EE R ASR
A A HEE RS PR B8~ R I R 22 1 M R RS 3R 5 R A IR e TR B 5006
AR ARy (BT > RatE220 1 i E&Y ) - DL Rk
L2 1 RRIVLEYNa E R b & B N - o] 6Ok FH P R/
206 B B AL M K2 B R A i KR -
[0024] 3% B Ay AR R B TH T 208 B AU VI (E R T &2
RBEARMUMEERNESE  HEHBAEREBRNES
[0025] Efiis  AREWHERESREE T BEEHELERE
( Visual Analogue Scale » VAS) 3{H & 3 £ 10 (Y& -
[0026] VAS EEEHA K HIRERESERNE &R BERER
LI RR HAEEZERIEE - NEHERT 3 RAERE - o] Kl
IRIZEHEEEE EEE 02 10 ZEMEE > VAS 7 ER 0B E
I 2 i HEE R P B6F » 10 B R 35 40 78 & 05 A MR B9 A o 28 M AR PR i
[0027] 7<% OF A I AR P& 06 - 7 U2 R 22 fir 1k Rz B 3R 5 [ B I R
[ THPABOE AR TR O TRE KT BEERKK
A
[0028] K&EHAVAEKRYEMEENIERN ELE (KEET) M
22 TR (B Y B B PR R D S R -
[0029] K#EHMLER | WLEWIERZKE - Wit > IR H
PRI 22 {17 M K7 38 51 EE A e AR o B 2 B 0 1B S 10 06 8 AR R 4B A
% o
[0030] S5— 77 » PRS2 M K7 B 3R 5| L Ay e FEE [ o6 Y i PR 2
7 BRI R R IR BR (R £ S R A XD - 1 TRPVI HHi(E H
HEMUMELEREEEENVERBEEGRAE - FHZEERE K

56 H 18 HEHRHAD

78382pif1_4 |4
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& T HEENGEIRES KRG RIET

[0031] AZFBARVEHRCYIRIMEE IR 1 X 2 RIEME KB > %

B ERERERGHESCR - EBERFEER 2 BEE -~ 55

& 3HEDE - wER 3EE 8 MK > RIFHIEF (B EAVERRER
E PR -
[0032] 554b » R fZ AR EIEY | RI& T EREBENR
B RRE - RIFEE - ARYPRE - T BREREENAR |
ERECHEFREENREAMAGRERE —TATROBE (1
FIEBEE AL (1 finger-tip unit> FTU) - 0.5 g) HENEKREEH
WFENTHY 2 EEHR (~EKHEM (Body Surface Area * BSA)
By 2% ) By 1 AR - 5 &8 240 _F Py 208 52 A7 M 57 8 3R B & #YE iR
MRREBET A 1Y 5%% 30%H7 BSA /Ry EFHFELE -
WER/T K 25 mg £ 150 mg > A FREF BTN - PRE ~ EARE
FE -~ Flieimpn bl 1 RIETENGENEEMEREGRKETRT -
feiy - BSA (fRkEfE) ESHEMEBHAAERE -
[0033] A % B A i AR [ 85 TH 5 2006 5 R 4H A 15 91 72 AT BRIk
PR EANE - SER AT BRI AT - BB - MR - BERE -
WO R~ BEE K - DR A - MIE - JREOE - KE IR B
A~ Ol B TEFE - BIE (paste)  BR - BIFR CAARAEFE -
[0034] 55— J5m - MRBATHIEAYEIAY - PR EE M B2 1
RREME VR EEN - TEERESE AR T > R
— BAGO - o] AR B E mEis - FLARE - PRORAE - 7B EE A
FEEER - EoE - fLEAE - REE - BER K HFEER
4H & BT 4H B HY R BE T HY IR DA

7 H H18 HEHSRHAD

y\
>$

~/

78382pif1_4 |4
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[0035] fF 5 Lut#ife - TT RO &L  EYE%E - |- A
o By =ER  ERTAEY BB VR BEL
Sl ~ 54~ JbsE - AW |2y - a5k WEkss - &
Bahztn ~ K~ 288 - RWE - KRB LB - JB 20 ~ FFF - B H
AW W BE 13-Z 20 T B - W ARG RES - B2 8% -
REWER ~ 28 ECEWAEE - BRI LAELRKER I
WA BB ERRY B F R - MR ER - mas ki - WHEL - B
= ER - BIREMELE - B REMABE A IRERE
Be o~ IR O EEBERS ~ DR OT Y ~ HET R - PR
He Hiy B B e Bt b B B~ e AR M B S ~ ARG RER - BB A BE H
fe - BEAUEE — JMERelE - YW - FERUTAEYRLEELYH
HAEAIBEEES > B ARERIL -
(00361 k5 bt friRE - AHM - WEAERE HES  BIFR
TEFIE -
[0037] fE b X RG] > ARHEEWER - T _HEW S
fiZ > BIARERLE
[0038) fF B b it 5% 0% 14 25 » o7 51 82 5 48 205 - L B4 1 T - s s
M~ BMALIRENBEES - WANBERENRES - BERI%6-2
SWHILEY) - R T B/ HHEE > BILARE
BRIt -
[0039) (kR hitZE &R > H L KV L Bdy (EDTA) ~ o-F8 A
RERiBZ ~ AL ES ~ o588 - EERE - A AR - BLE -
fE&k = (biliverdin) % - HIARERLL -
[0040] fE7 B Hi S LKl » T T AR E F g - T K

B8 H - £ 18 H(FHRAAD)

E\-

=
Rl

G

78382pif1_4 |4
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HEHREZETRNES » B FRERL -
(00411 PRtz b - fE R PTSHEC 2 bl f S R 4R R I B9 il o
A pHEREIE] ~ BALHE - BIARK - SBEE - &om - FRE -
SRR B~ ORAFE] ~ o HERE] ~ KIEE - ISR LE - 2 BEBERAE
HWHE ~ EURE - WEARE - REH - BaE - S0n - EEFE -
PR R ~ FE - HESEAIGIR - WA - ChAER Sy - HERE - A
PRER R R IR B R - AR RS~ SRR ~ RS - AT (e
B~ A RE >~ RTEIS
[0042] K 3FHAHY K S0 4R R B EE B T B 40T /K Aol (O/W)
AR RS

(1) gE B b2 1 BV EEYIEREEY)

(2) BFEEE B a4 2 30 oY) B 4 L 8 e IR 28 2 S YR
4B B HY R B T By —HE DL B HY R oy fE R BB E A

(3) HEEEM LA FBEHIM - B2 -~ BEIRIEHRE-2 K
CH AT R PTAER AV IEEE R A — 1 DL BRI R o R

(4) BIEAKMER7KME T

(5) EfEEE M PEG-30 f{bERH - E# =Tl - &
W AR R~ A A e R BR R S BT 4 B Y R B T Y — Al LR YRR
T E Ry AR o7

(6) AIFEEEHMEALG-LWEEE-BERER - BRIE
AR BeBs 20 ~ (LFLPEEFAR AT IR ES 20 ~ MR LG -FENm L EY) -
A WG REE Pl B g 0 R B/ U S P SE B Y R B o Y — FE DL R Y B
e R S EEMER K

(7) BEEEm=ZE - HE &58 AXXBRLESH

59 E 418 HEIHRATE)

78382pif1_4 |4
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FTAE R IR B R Y — T DL E A R o 1E By 3G RE 1 -
[0043] fE R AZTRANVHKY FRVEEY) - F(E2 1 (L&Y
MNEeEBa BUHRYBRBEEN 0.l EEXE 15 EE% - EAEE
Bl > BERBRSYRIGHSERER Y& E 0 BERY
EEREEN I HEPESEE% FHABNEE0 BAEKYER
EENSEERE 20EE% - LIUKHENE E 0] HHKY ERBE
EH 45 EE%PE 0O EE% - LHHMHENEETR S EE%E 30
EE% Pl FHEUERNEETR | EE%E 10 EE% - L
R A & 0.0l EERE SEED
[0044] 4 b Pt 69 A S BHAVAE BRI 1A 40 T P i #5288 1 R 2 X
AR HERESE 97 REERTERUMEREREEELET
8 1 - G5BT 49 R RIBISHAEL - R AE PG 1 7Y 48 Z5lkrdd
FRIDHG T B EERVERERZWR (288 R 1) -
R TR T ER C ARHNE AR | (WEEYERA
SR o Y 8H B ) 2 #E 4 K7 f T B A R L AS TE | e R IR AR =
BE ~ R 52 N B AL M FZ B 3R 5 1L A ek AR fE B
[0045] AT - BT AP HEERFHMRENRENE R - 8
A B A LGRS SR B > FE R B R R AN 5% I Y S IS R 4l
BEGEENERSEEEREE  BEEFREEEARANERE
P By 5% B HH 55 S5 K] s E] -
[0046] EHEH 1: A HHNEREILER 1 LSV EEHERY
Ry S
[0047] #ZERMOTAE | Fronavdd B EHE A LER 1 1 EEY
HYFLFE W BBy S B SN AR - ERBI S > & it 65C T aC &k

510 B » 4 18 EEEHHAH®)

78382pif1_4 |4
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YN AL 1 HYAH R AT A BLR A FLAE > 2 & e A B BR B F Ry B
Y& £ ZF (PEG400 > Merck 245 ) BY{EEEA | (UL EWRVB R
BEt& > S A RERI BRI R TR > Z 'S8 E 35TCRE
e L7 T B B R R A I SH e -
[0048] EhEedl 1: S 1 NZEEE (FERELEEX 1HLE
Y1) 4B B
[0049] “F{EREER 1 AEEY - BRIt 25 HHIRE T %R 1
MHEIEVE B R E A 1 P n ey N EHE Ry 5 AR A 7L
i AL B 57 1§ S F 4H )

[0050) [z 1]

R s B | el 1
B = hEs 4.5 45

SHIAH firibg i s s 3.5 3.5
IR 4.5 45

S G M | LU RS 60 1.5 1.5

| B8/ H O mES 1.5 1.5

PEARET RN 0.25 0.25

By | B2 1 AEEY) 1 0

7KHH &K Tl = Tl =

o] PEG400 10 10

o sz ig;élﬁ?)EﬁZiﬁaiﬁi( Hypromellose ) 55 55

AN PR ~ A~ 2~ B | #BE e

(00511 PZGI1: SR
(0052 9% o 72 2 9 40 bl f 6 £ 36 9 5 2 0 1 4 3 TR 6
LS 1 (LG AT S -

B 11 H > 18 HEHHHED

78382pif1_4 £ 4k
FHA A0202
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[0053) [% 2]

107-08-02

%) EHE%
L2 1 LaY 1
PEG400 10
RPN A 4E 2R 2910 2

o-FE% s 1.0
i 1.0
B-1,3-%&5 5k 0.1
W LN 0.05
HH 5.0

R ZIEEEY 0.3
7. 5.0
=I5/ 0.3
PR ~ &k 0.1
&K Fler &

[0054] HIZIB] 2 : BB A
[0055] #R#ZE T 3 AVAHRRIM#E i@ E a7 A H AR HNE
L2 1 LGV ER -

[0056] [% 3]

%) EHE%
L2 1 LaY 1
PEG400 10
RPN B A 4E 2 2910 2.5
o-FE% s 1.0
Fr iR 1.0
B-1.3-F 5 10.0
g 10.0
FLFLEE RS 5.0
PEG60 = {LEHUH 2.0
LB B = L B 0.5
PN Pmnv 5.0
MR RE 10.0
A&l 5.0
FLUHAR S H 3.0
G/ = H B 5.0
HH 10.0
Nk 10.2
= gk 0.2
POFEH ~ &k 0.1
&K Fler £

78382pif1_4 £ 4k

107112694 FHGTE A0202
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(00571 FIZEG] 3 : M

107-08-02

[0058] #R#ZE T 4 A4 #E i@ E Ay 7 A H AR HNE

b2l 1 SV JeHE -

[0059]) [ 4]

%) EE%
E25 1 I EEY 1
PEG400 10
FRPN HERAER 2910 2
FLUHAR S H 3.0
FE/ 5 = H HE 5.0
ZILFLE 3.0
HH 10.0
7y e 10.2
= gk 0.2
PR ~ &k 0.1
&K Flok =

(00601 DA | - & & f IR € 69 & 5E 5 B & =X 3 A 25 B 1T T &R
B > (B A EANG R BRE FA IE » & 2R ] b AR A 25 BH P B Y 29l < B
AN EAE B T A 58 OF A B ol [ RS B B A 5% BF R 3E R A [ AY
SHHENERSEEIERED

[0061] EEEGH 1:FEHBERA 1 RELEH 1 AV R Y B B EIR
e 5% 75 R S0 SR HY EL R

[0062] ‘& I LAGE MG EE My BUA EHEFI 1 REEEH] 1 8y
4H Bl ) B B B B R B B B (L R BR R A B

[0063] ##iE 1 K 2 REFEAMERESRR 95 & (FHH 10
=48 5 EEifl 1> n=49) RULEREES K IERNERN 1 &
ELE B 1 BY4ERECY) 8 i - DL2 B B R A M K2 B 3R AV 19 BR DA HL
70 5% DL T BY IR S E i B #E R E & ( BSA > Body surface area) #Y 5%
DL H A SA4EE ST (Investigator's Global Assessment » IGA )

513 H 4 18 H(EEHSRHAE)
78382pif1_4 £ 4k

107112694 FH YR A0202 1073211156-0
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EF

SR 2EINKRERFPERLEZELHES
[0064] LI 1 KIE8EE & 25 meg/day & 150 mg/day By /F X ER &
2R o Bk ~ B3 FEERKE 8 HEK  FHEEEE
BV Z BIAYIERR R B AR - st B el EE (L& - A1 - hiEIREE
BERE AL o0 B2 R RE AL B AT i 4T 3 R AYFE IR 1T A e AR P o Ay 12 1
A B 0 7 2 10 73 AY4E R - 0 7y vk 2 (e AR (& 86F > 10 73 &0k
2 B T L % B Y e PR P o | o
[0065] | BRTRHEHH 1102 EER 1 W LEEY) &
i 1 (R ( Vehicle)) AY4H R 2 BT R 2 1% B i FIR 25 6% 5 (%
S ) F ¥ % (£ & ( Mean changes from baseline in
sleep-disturbance score ) fY[E 3 -
[0066] fRIZME 1> o] RIASFFEAVAERRY B KL% T 5 3 BEHEA
P A BRI B 1 B &H B R L2 R R 4E 4 5T b B I O e R T
 RUERAS G ERNSE 8 HEFREL 2 B U FAYER
[0067] fR#E FERmE 1 V&R > THIATNOTHEY @ K485
AR 1| 69L& YAV ECYIFE M 48 K 18 7 1 73 R0t 6 5 52
fir 14 Kz JE 3% B P 2 B LAY I R PR s -
[0068] EEERHI 2: £ A TRPV1 EHANERAERTHRESE
{EHYEEBR
[0069] fF K diBIfy TRPVI #HH A - LT (B2 A 2 KRR
AMGS17 (L&A ES B #1822 5] Amgen (£ I DUBE TRV ERIK &
B RS CR &I R T BT 5 % - fRIB Amgen AU - HERF
AR 4% F 3 mg/kg B - KE (rat) AYEEEMINL 1.3C > a[H& K
th 2 B H PR T BV A BUOR FE T KBRS N By 0.3 mg/kg DA - 1] 4
514 H - 18 HEHSRAS)
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WA EIERHEE > A A ETERAR R TETTRE

6 (dental pain) M& O T > WRIFANERE LA ZEE 40
C > RI[EHBEMFM S AL Chyperthermia) Bl {E FH % (Gavva
S A > 2008 - &Y (Pain) > 136, 202-210):

<A{B2 2>
0)

v cr,

oL

N._N
[0070] 40 R praf - 7&K K7 9% 7 BLBU Ay 2 BR B2 W) AMGS17 B A
#HEEX 1 &R TRPVI SBHUAIR - 17 R8 RN hi Ay el
B WRUMEEXSELNEEREENFELR  BEMSE > ER
PR Kz 8 e P 4845 5 | RE 7Y B i OB B R (5] - 1 5 i BB AT # 3 ( tape
stripping ) EE Y] (C57BL/6 E/)NE (mice)) HYE E Y B HY
BB 2% B 0.1% -~ 0.3% ~ L.O%BHIRERYIE - il 148 K7 Bk
ZHD ~ ZABEY O /NEF - 1 /NER ~ 2 /NEF -~ 4 NEE R 6 /N E RROR
b o HF - WE 22 Frow o &R AMGS17 B - {00 R Mt
PLFTA B TR 2 /N8 - BLRIRATETIREL - ifn 7] i
REIBEARR I (~1.59C ) a0 E 2b fEHEZE R 1891k
EYIHIEENE - 1.0%5% BE4R & 7Y 2 /N N R H BSR4 in ( ~ 0.84
C) HARFRHE M BEMRFM
[0071] 55— » &% THEB A SR - 04 0 i 8 2 5
TRPVI #EH5[EABREKRFENEE A (2BE 3a KE
3b). ERRIME » HEEEY (Balb/c/NE ) T 0.03 mg/kg ~ 0.1
5515 7 - £ 18 F(HTRIIE)
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meg/kg & 0.3 mg/kg ) AMGS517 ( B 3a)- & F 3 mg/kg~ 10 me/kg ~
30 mg/kg (UEER | WL EWMEERIRE (L 4 /NS (E 3b)- W
TEEEY) IR KR ERFEME IIARR - AMGS17 72 3E & Ay Al
£ R 0.03 mg/kg W /R B & 3 AR R -
[0072) @& - o7 HIFALME K2 B R % R B 0w B & 70 B8 R By i B
o 2% TR I EUME AR PR o > RIBE(R220 1 VB & Ay 48 i 1% &%
AH 7N T B 2 M R e B 3R 52 5 LA R -
[0073] TEERAI 3: BRI A AV 0 RG  E Y R A 1M 52 3 3K BV 7B B Th 3
ON-—§
[0074] & fif F3 DA 22 7> 52 fir M Rz 1 3R T 206 58 A 4H B 7 B9
RP RE S R BEAY B P I - R A B M K7 RN AL R
RNV ZE R IgE iV REESLAER
[0075] LAF| A EEMEEE (oxazolone » Ox) 3% &F & {7 M K7 & 3% Y I
BB BHE  BIBRHERZE K 1R BATERER—-X2
REREHEER AL 14 K - A E £ A7 M 52 8 RAEAR BV FE E Fe 1gE i
AW E - B> HEdWEBEAUMEEEXRERBES
( Excoriation )~ # & ( Scaling )~ ¥ /i ( Edema ) X 41 3F ( Erythema ) °
[0076] [E 4a 2 7> ¥ A1 0 vk ] 575 4% 52 10 M K2 8 R AY it 6 /N B i
MOEHEBEEHR T RUMEEE RERGHESER - BRI
g ERERZENEE (Ox+EtOH) HEMEE 1| & %HI1{L
BEX 1 EEY 1 LENEBE (Ox+{E2R 18L&V ) 4
B ATAIBMELBREREELER | ibaY - B KB RE
IRNIRRASENE A -
[0077] [& 4b 2 7 ¥ F1I i 0 v el 575 4% 52 {0 M K2 8 R AV it 6 /)N B i
16 - 4 18 EEHTRHE)
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HAREBGRADNERBUEYERERNAESERE - HiEMW
S ERHEEE (Ox) - FEFE(LEX 1| W baPe A BRI A YL
w1 BY4HEY) (Ox+ Veh) BEAEHE 1 EE 20V L2 1 L&Y
AT E G 1| aY2HEY) (Ox+ L2 1 W E&Y ) W&
R AN ATREE A LEX 1 WV EEWERZE A 1 69405k
VIHIIE D - EALM KB RIERABER LA -
[0078] [& 5a /2 7 %f FIl Y 02 nak [ 5% 38 522 0 M i 58 R A9 4 /)N B E
OB E R AV M0F 1gE HLi8HY R & ( Serum IgE ) HY I E 45 & -
ERmE  FRIERLENEE (Ox+EOH) HIERHEE 1 28
PHIAEE X 1 EEY 1 WAEREE (Ox+{L2X 1 W EEe?)
Hy&E R > AN AR EEEELERX 1 (VEEYNBEPE - mF
IgE HiASHY R & Km0 -
[0079] [& 5b /2 7™ %f FIl Y 02 nee i 5% 58 22 00 M i 58 R A9 4 & /)N B E
A FRER AV ME IgE HLi8 Y R & ( Serum IgE ) HY I E &5 & -
HEME FREEEHE (Ox) FEFELE2 1 1 baay 75 El
BRIV L& 1 AY4HEEY) (Ox+ Veh) BLELFE 1 HEE RHYEEZ 1 HY
LY AFBE A E G 1 K (Ox+ (L2 1 L&Y )
HYGE R > IR ATBEBRLERX | WEEaEREZERG 1 7Y
HECPIHIIBE RS - IMF IgE PRI RIE N & -
[0080)] % > THEBAUMEEXRENEEREEROES
( Excoriation )~ # 8 ( Scaling )~ ;% & ( Edema) 4T Bf ( Erythema)
HYEAR Fe IgE i dS 32 50 & 1 I 1 575 2% & 78 iE 1 22 20 IR [ 16t
8 1 E2EE20EEX 1 A La YAy AL BB A /D40 F A7 ey
AL B RIEAR fe 1gE R E > MINN XS HEIR R HER 5 5 |

17 H o 318 HEEHRAE)
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HRL
(0081] DAk - B %5 i FR 72 69 B i () B2 ] = 380 AN S B o 17 17 3R
W > (HASEIHG A PRE R I - & 28 ] i AL A 3% 0H BT J8 HY 352 1l <H 35K
A ELA R RS B AN 5% T Y 352 ity RS AR B T BT Y 3% B R 55 B R s (B HY

FR#EEANETHESEEELERER -

EEE LD
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—-—AMG-517 (0.03 mg/kg)
——AMG-517 (0.1 mg/kg)

40 -o-AMG-517 (0.3 mg/kg)
39 *k
*%
38
37
0 60 120 180 240 300
FEEERRIERE (min)
[ fiH3a]

41 —=— A

—— LEK11LEY3 mg/kg

—— (LE 159710 mg/kg
40 —o— {LE 1151730 mg/kg

0 60 120 180 240 300

PLEERRINERE (min)

[[=3b]

#3H » 4t SHEHE)
FH LR A0202

1073211156-0



1794222

EtOH L
8 -
@ 5
6 d
i
A
R
4
e
2 .
0 +
EtOH
2L LA
8 - B &5
6 {
=
A
R
m 4
e
2 s
0 ]
EtOH
107112694 FH LR A0202

fiifs OFE O RIE

H#

Ox+EtOH

QEZEY|

BE DEE © A

Ox

[[=l4b]

W 4H 0 3 SHEHETD

|reeeeee ey

Ox+Veh

Ox -+ {21
HEEY)

Ox + 122 =1
LGV

1073211156-0



1794222

EtOH
15000 -
##
E
g 10000 -
L
=
Hi
& 5000
0 [ ] r
EtOH Ox+EtOH Ox+1k22 1
HLEY)
[lE]5a]
LR
8000 -
##
= 6000 -
£
2 l
&
w4000 - .
=
Hi
=
2000 -
0 T T T
EtOH Ox Ox+Veh Ox +1rE=1
HLEY)
[lE5b]

B 5H » Ft SHEEHETD
107112694 FH YR A0202 1073211156-0



	Page 1 - First Page
	Page 2 - First Page
	Page 3 - Abstract
	Page 4 - Abstract
	Page 5 - Description
	Page 6 - Description
	Page 7 - Description
	Page 8 - Description
	Page 9 - Description
	Page 10 - Description
	Page 11 - Description
	Page 12 - Description
	Page 13 - Description
	Page 14 - Description
	Page 15 - Description
	Page 16 - Description
	Page 17 - Description
	Page 18 - Description
	Page 19 - Description
	Page 20 - Description
	Page 21 - Description
	Page 22 - Description
	Page 23 - Claims
	Page 24 - Drawings
	Page 25 - Drawings
	Page 26 - Drawings
	Page 27 - Drawings
	Page 28 - Drawings

