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mE P 543149 M 152.3 £48.0 nM
LFAEFY-14 21309 M 106.7 +39.3 nM
PANP (9-20) 124416 uM 166.0 + 35.7 nM
ANy 240+£36uM 39+0.7uM
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TLELYY 29.1£1.2 pg/ml 4.5+ 0.9 pg/ml
FOMAFE 10.0 £ 1.1 pg/ml 6.6 + 0.7 ug/ml
n47ayuk 152.0 £ 7.1 pg/ml 9.1+0.7 ug/ml
VAN UUSIN 44.8 £ 1.4 pg/ml 286+ 2.4 pg/ml
O7AzYh 22.2+ 3.3 uglml 261.3 £ 14.4 pg/ml
vFaInFy vy 126.5 £ 5.1 pg/ml 6.8 + 0.5 pg/ml
ERVTOFGUY 14.1+ 2.1 pg/ml 9.9+ 0.6 ug/ml
[ v=E s 0 807.6 + 47.1 pg/ml 227 £ 0.4 pg/ml
AIRFY Y 225.0+ 254 pg/ml 30.1+1.5 pg/ml
goood

EREE

e —
B —

%] 8A

MCPT1

Mrgprb2




JP 2017-524382 A 2017.8.31

oooobooao

(53)

goooano

x T § T ¥ O &L & 4 &L

sv36333Hen3030636300v33303330®

T M T M I 8 & & § T 8 4 W ¥4 I ¥ I 9 T 4

baobbayejobbiooerniojjeoeioqgbioeojjoobiyeeboeoesboozeobbbyoogn

BEUE o

M T A I ¥ N T2 5 W 9 pAo 1T 5 I I I s T T I

bbabaobabeaeoobaereloebbbilebbbiabbioooallenievoleoo1110b3131231E
TRL

W ¥v 080 N ¥ IL. A D A § IL ada I X X S 9 N T A

Bbreoobreonrebbeoornybybyizbeorjoereboleoejoejobeebbieebyobylb

L I N I ¥ M ¥ S &L 8 T N M I T 4 d 9 S H

eoeojeorebHorrErROOlDObEDDORDbERyD3RPRDRRDOPRqOD333eDebhjbebye

BETLieT [ Z
EEDROF 22 a0
EBEDHIN : |

s [ ]|

LYB% 0000858 | 000°'665'8Y| 000°095°8t| 000°595°8|

%]
ve a6 =

guooooaad

ZqsdBayy

15UTBOH

7 Lo &4

o
.H.UUUH«ﬂUUﬂ‘U\\\ﬂ\\\U\\\U\\U\\U\\\B\\\WUUUUH_UU.H_H.

7 \
\./ . ’ N
Vi
\r

i \

_

_

[ : ! \
\, H Vi

77 %

(L G YA S
RAEERE 5 v AREEREEERIR

Vo

llllll J
——— /

lllll /

/

/

DLYLOODLOOYYDLOLLYOYLOLOLOYOLLOODLYVYOOVYOYDD -~~~ DOLYODDILOOLL HE#EWHE
frrrrrrrrrerrrrrirrrrrrrrrrerrrrrrrrrerrnl FErrrrreerni

UH@.HUUUH.OU%U.HU.HBANU@H_UBU.H_UJNU.H.BUUUB%UANUAMUUB@HUUU.HA&UUUU.HUU.H..W EEZ]
()

5 2 g6

HBERETHUH

g8 [#

gooodad



(54) JP 2017-524382 A 2017.8.31

oooooao oooooao
% 10B
#
K
8 - K 35 4 R
<) 30 4 —L—
® '
o 6 4]
> o 25 4
£ E
H 220
DI P
2 £15 -
# k2
4 10
® 4
g 2
K 5
& 0 T 0 T
2 HAN  RAZR HER  RRER
N - ® © ¥ o ©°
« < o o o
Zummao 1sep
o
B
E 5
®
w
e 2
#H
& i
H
S T T T
< ” o~ -~ o
< o o o <)
= Zwi) BeBysan
ogoooooad ogoooooad
= 11A 11B
IVEEYY
3 -
Lode i)
A RRER
5 2
P b
% <
.
FC
0 T T T
0 40 80 120
ﬂ‘

11C 100 - IvkReYY

80 4

60 4

40 +

IBEHREG & 0%

20

igesid RRER



(55) JP 2017-524382 A 2017.8.31

Ooo0ooOoao OooooooOooan
. 13A-1
il £ % 220 RRER
&
On :,;S PAMP 9-20
N 4 1
hN
L X 3
< 4
j\g 2
Wy " 1
S 0 T T T 0 . T T
m 0 40 80 120 0 40 80 120
AN
ol
@ T T T T T T T T T T
€ ® @~ © 1 ¥ O N T O UFREFY
W0Z9QO (o215 B L Eh a 0 T
Q _
< 3
2 2
E # !
0 T T T
0 40 80 120
%
R e p
6 A
< Q 5 -
N i 4 4
- } 5]
N 2]
*ﬂ 1
0 T T T 0 T T T
0 40 80 120 0 40 80 120
R () B ()
oooooood oooood
13A-2 ;
1
FaER EREE : _§
WY
- )
N 5 - 3 % g
N ™ ES
R4 4 & 2
43 34 B~ F <+
N W
R 2 2 4 KD
s
o 1 L. ©
0 0 T T T ®m N - o
0 40 80 120 CHEX-NSHE  AICY-NSHE
Y
Q
N
D
<
N
8
po
0 T v - 0 T T T
0 40 80 120 0 40 80 120
AZARFIAMGY
)
N 3
~
R [ M—— m
ol (a2}
0 T T T 0 T T T A
0 40 80 120 0 40 80 120 @

BER (7) e () ALy



goooogag

1
1]
! o
t
Y
4
3
Lo
'i«
i
% ile
K
24
T T T o
<t MO N T O
:.‘
o
L N
o
i
A (=]
S L. ©
W
2
o
v o
Q g A
© &
T T O
"X (2] o~ -~ o
LNV KE LN SKE
Oo00o0oOooao
D
g
bt L &
g o
o
n
N
82
&
2
W~
U B
b K
S K=
T T T T 1 T o
t O N T O <t O N Y O
YLV SHE ALYV KE

X 13E

ALREOCOLS

B ()

B ()

(56) JP 2017-524382 A 2017.8.31
Ooo0oooOooao
2 2
5 ~
IJF:
PN
[ &
&
- Q
m(/\
S 85
b K2
T T T T 1 T T T o
N O N Y QO <t M N T O
Lrel—Vv/HE IeY =V HE
2
- TGAGE L
ooooodoodd
14A-1
£+ LAD2 #852
TIJ 100 100 100
’ﬁﬁ 80 80 80
W 60 60 60
o 40 40 40
<7 20 20 20
= 0 0 0
0 0010102505 1 01 51072 0 1 10 25 50 100
~ 4000 1000 5000
§3000 800 4000
= 600 3000
2000 400 2000
Z 1000 200 1000
o0 0 0
0 0.010.250.5 1 0 110 25 0110 25
48/80 (ngiml) IAM5Y (ngfml)  1hF8v+ (pg/ml)
o 1001 100
&~ 80 80
Mﬁ 60 - 60
;ila\g 40 40
*< 20 20
A 0

0 10 25 50100200

1500
1000
500

TNF (pg/ml)

0.
0 10 50 75
739U L (pglml)

0 10 25 50 75100

2000
1600
1200
800
400
0
0 10 50 75
y70on%4y (nglml)



JP 2017-524382 A 2017.8.31

67

oooobooao

gooooooanb

-
o
9 3 A a
= Ji o N}
A N “H T
I N3 = =
\ N3 < i
1\ I - 4
L L
¥
L
A HAK
VYNYHIS ZXddDan O
VNS ik Il
Q &
=] 2
o o
o o0 o o © o <o <o (=]
o o o O [=1 [=3 [=1
o O o O 0 o 0w
e 8 2 &8
w0 el
o~ o~
= = =
g e S
o -
a —
<
] o o
4 r T T T T T
Y oooooo oo o oo
o O 00 Q0 o O o O
[N e N e N o N O W
W s O N — N o~
wy
o o
S O
[a\] S
1 40 m
< S =]
(=3
<t .
- o
X 2 8 38 °© gggg°
- S S o S ® S B
«© <t o™ N «— -«
(lwy/Bd) Zaod (lwyBu) <zgv3

G
m
AU
>
-
s
Ny
T
5 3
& &
S NG
: -0
- S
=
oL 1
I
- St M.
oz
-sz T
4
- 0¢ -
3
FSe =
o -or E
- St
- 09
arl =
E
D
=
=
2
& 2
A ©
<
2 [rs3
£ S =
2 - -
N o o o o ccooo o
& P=S == S S O0O S
=z S 2 S oo S
= © ¥ A B F O
r
2 2
B =3
w0 @D
. o o
£ - -
= e ————e—r—1
pug cocooo o o o o oo
b4 SO0 D S QO O
« H OHoOm S B S B
< B IR & = F
<
(1wyBd) Zgod (lwyBu) <z6v3

y7nonEy vy (pg/ml)

757U L (pglml)

guooooaad

gooodad

AU AL Jwbuw 62 o EREMTETLL —&X£YNE BGFEYG
%86 a8 w/bw 06 g EgAH A£AACAT YOO
%C a8 |w/Bw 9 € SUBTE | ALNMLEN
- 28 WAl Jw/Bul | 0 BUBOEE AEGAG
FUHYIDG2Y . .
e as Jw/Bwi 6Z'0 € SUBE | A££34T
e
V-d19IZ LA G
US| uy HHOYEEEY SEBEWT R LAR W% Yeq
EEY £OVRETL N Fhch
%05 OS 'WIAl [uyBw gL-g o+ B\ 0 B royrpil | BUEEILLVING
RS ois) 1w/bw g0 43 EEEY A£ANTEL (3L
BHRGHEN%S s Jw/Bw 6Z'0 43 LHEE S£LMNL AR Yreh [
%07 < 8 B 0z o TUBHES ~rescqmy | WHBEGL
%001-26 8 uyBui g} B+ HEBUHYE MR8 ﬁwwu\hwh\ﬁ .
#E NG| aH ERPYEEES BE T RIS Pt Yeq
EEYS LOVRILLLOH
dS1 E
%S ¥T ¥ 08 Jw/Bur | b TELEWHE AH NIAHE
%G 1 % ol Jw/Bw §'1-52°0 €+ FWHEMSOLALN 62D
s HIHO
%L1 08 lw/Bw 6°0-€°0 zZ+ Y ORG6G A£G
%2 XH —eL W lw/Bw 0z1-09 o+ fider i d£k10E
B I YKERQ BB (£
%8E ¥ & A0S Jw/Buw |-50'0 o+ Y ALEN Gk
8
LEGY 2N
%oty X8 —L® Iw/Bw 0t-02 L+ BHTIETLIF YOt
%S'T) ¥E 0S Jw/bw 0 L+ YEEy YO
%V6 ¥u 08 Jw/Bw ¢-52°0 L+ BEEy j a2 =
JYTES7L
YEE HYUD
%9 —E L H Bui 6z'LL-8") L+ e ol ERRAE (e Y<
RV
LM,.\,%M\,H% MATES RN | Buw o5 L+ BRATIE TS 43
QOB WEE| gLy W Bwgol-9¢ -+ el [Sla=
%S 08 (wMEBEE) Wbhwg L+ BTN A6oLrn
JYTEL
HEE HYUD
EER an HEPULEES BEWT LW 733 Yes
—(TLLEE £OVFIREY
VGl




ogoooan

16

pit- B BRERIRE

FIAZAE 25y 20 mg/m|
IRIFUY -

FERTOA FETVRTZAL FESUIL 10 mg/m
AL SIN 2mgiml
OoRZYL 5 mg/ml

ATAA REPLATIZA

(58)

JP 2017-524382 A 2017.8.31



(59)

gooooooanb

INTERNATIONAL SEARCH REPORT

JP 2017-524382 A 2017.8.31

International application No.
PCTUS2015/043116

A CLASSIFICATION OF SUBJECT MATTER

GOIN 35/00(2006.01)i

C12N 15/63(2006.01)i, C12N 15/85(2006.01)i, COTK 14/705(2006.01)i, A61K 31/7088(2006.01)i, AGIP 37/08(2006.01)i,

According to [nternational Patent Classification (IPC) or 1o both national classification and IPC

B, FIELDS SEARCHED

AGIK 31/7088; A61P 37/08; GOIN 35/00

Minimnm documentation searched (classification system followed by classification symbols)
CI12N 15/63; C12N 5/06; C12N 5710, GOIN 21/64; GOIN 33/566;, A61K 31/46; C12Q 1/68; A61K 38/16; C12N 15/85; COTK 14/705,

Korean utility models and applications for utility models
Japanese niility models and applications for utility models

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

teaction, cell

Electronic daia base consulted during the imemational search (name of data base and, where practicable, search terms used)
eKOMPASS(KIPO internal) & Keywords: mas-related G-protein coupled receptor member X2, MrgprB2, mutation, pseudo-allergic-type

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2012-0219968 Al (MANCEBO, HELENA S. et al.) 30 Ausust 2012 1-2,5,10
See abstract; paragraphs [0043] and [0088]; claims 1-2 and 13,
Y 3-4,7,9
A 6,8,19-23
Y US 2005-0164288 A1 (ANDERSON, DAVID J. et =zl.) 28 July 2005 3-4,7,9
See abstract; paragraphs [0052]1-[0053] and [0392]) claim 1.
A TATEMOTC, KAZUHIKD et al., ‘Immmnoglobulin E-independent activation of mast 1-10,19-23
cell is mediated by Mrg receptors’ , Biochemical and Biophysical Research
Communications, 3 November 2006, Vol. 349, No. 4, pp. 1322-1328.
See the whole document .
A W0 01-11022 A1 (SMITHELINE BEECHAM CORPORATION et al.) 15 February 2001 1-10,19-23
See abstract: claims 1-2 and 6-9.
A KAMOHARA, MASAZIMI et al,, ‘ldentification of MrgX? as a human G-protein- 1-10,19-23
coupled receptor for proadrenomedullin N-terminal peptides’ , Biochemical
and Biophysical Research Communications, 20 May 2005, Vol. 330, No. 4,
op. 1146-1152.
See the whole document.

Further documents arc listed in the continuation of Box C.

See patent family annex.

* Special categonies of cited d It

"A"  document defining the general state of the art which is not considered
0 be of particular relevance

"E" carlier application or patent but published on or after the imemational
filing date

"L"  decument which may throw doubis on priority claim(s) or which is

cited to establish the publication date of another citation or other

special reason (as specified)

document referring to an oral disclosurs, use, exhibition or ather

means

P document published priot to the international filing date but later
than the priority date claimed

on

"T" later document published after the infernational filing date or priority
date and not in conflict with the application but cited to understand
the principle or theoty underlying the invention

document of particular relevance; the claimed invemtion cannot be
considered novel or canmot be considered to involve an inventive
step when the document is taken alone

document of partioular elevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with cne or more other such documents,such cembination
being abvicus to a person skilled in the art

document member of the same patent family

g

nyzm

ngn

Date of the actual completion of the international search
25 September 2015 (25.09.2015)

Date of mailing of the international search report.
25 September 2015 (25.09.2015)

Name and mailing address of the [SA/KR

International Application Division

Korean Intellectual Propenty Office

3 189 Cheongsa-to, Seo-gu, Dagjeon Metropolitan City, 35208,
Ropublic of Koren

Facsimile No, +82-42-472-7140

Authorized officer

HEO, Joo Hyung

Telephone No. +82-42-481-8150

Form PCT/ISA/210 (second sheet) (January 2015y




(60) JP 2017-524382 A 2017.8.31

INTERNATIONAL SEARCH REPORT Imemational application No.
PCT/US2015/043116

Box Ne.II Observations where certain claims were found ungearchable (Continuation of item 2 of first sheet}

This international search report has notbeen established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos,; 11-18
becanse they relate to subject matter not required to be searched by this Authority, namely:

Claims 11-18 pettain to a method for treatment of the human body by therapy, and thus relate to a subject matter which this
International Searching Awthority is not required, under PCT Article 17(2)(a) i } and PCT Rule 39.1(iv), to search.

2. Claims Nos.:
because they Telate to paris of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be cartied out, specifically:

3. [] cisims Nos:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No, III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intermational Searching Authority found mmltiple inventions in this imemational application, as follows:

1. I:l As all required addtional search fees were timely paid by the applicant, this inlernational search report covers all searchable
claims.

2, I:l As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite pavment
of any additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search repont covers

3.
only those claims for which fees were paid, specifically claims Nos.:

4. I:l No required additional search fees were timely paid by the applicant.  Consequently, this international search repott is
1estricted to the invention first memtioned in the claims;, it is covered by claims Nos.:

|:| The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee.
The additional szarch fees were accompanied by the applicant's protest but the applicable protest

fee was not paid within the time limit specified in the invitation.
|:| No protest accompanied the payment of additional search fees.

Remark on Protest

Form PCT/TSA/210 (continyation of first sheet (2)) (Jamuary 2015)



(61) JP 2017-524382 A 2017.8.31

INTERNATIONAL SEARCH REPORT Imemational application No.
PCT/US2015/043116
C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.,
A WO 2010-065085 A2 (THE JOHNS HOPKINS UNIVERSITY) 10 June 2010 1-10,19-23
See abstract; claims 1-2, 4 and 11-13.
X MCHEIL, BENJAMIN D, et al., ‘ldentification of a mast-cell-specific 1-10,19-23

receptor crucial for pseudo—allergie drug reactions’ , Nature, Epub,

17 December 2014, Vol. 519, No. 7542, pp. 237-241, additional extended data
(1-13 sheets).

See the whole document ,

Form PCT/ISA/210 (contimation of second sheet) (Janmary 2015y



(62) JP 2017-524382 A 2017.8.31

INTERNATIONAL SEARCH REPORT Intemational application No.
Information on patent family members PCT/US2015/043116
Patent document Publication Patent family Publication
cited in search report date member(s} date
US 2012-0219968 Al 30/08/2012 WO 2007-051063 A2 03/05/2007
¥O 2007-051063 A3 07/05/2000
WO 2007-055823 A2 18/056/2007
WO 2007-060823 A3 12/06/2008
US 2005-0164288 Al 28/07/2005 AU 2001-59508 Al 12/11/2001
AU 2003-237841 Al 19/01/2004
CA 2407219 A1 08/11/2001
CA 24856538 Al 08/01/2004
EP 1280904 A2 05/02/2003
EP 1280804 Bl 1471272005
EP 1515951 A2 23/03/2005
JP 2003-533188 A 11/11/2003
JP 2006-504641 A 09/02/2006
US 2003-0092035 Al 15/05/2003
US 2005-0037468 Al 17/02/2005
US 2007-0196873 Al 23/08/2007
US 7510845 B2 31/03/2000
US 7691504 Bl 06/04/2010
US 8916355 B2 23/12/2014
WO 01-83b05 A2 08/11/2001
WO 01-83555 A3 02/05/2002
W0 2004-003133 Al 08/01/2004
W0 2004-003133 A3 17/06/2004
WO 01-11022 Al 16/02/2001 None
WO 2010-065085 A2 10/06/2010 US 2012-0073001 Al 22/03/2012
US 2014-303231 Al 09/10/2014
WO 2010-065085 A3 14/10/2010

Form PCT/ISA/210 (patent family annex) (January 2015)



(63) JP 2017-524382 A 2017.8.31

gooooooaoo

(G1)Int.Cl. oo gooooboooood
oooo  48/00 (2006.01) oooo  48/00 oooo goooo
oooo o 15/09 (2006.01) oooo  15/00 oooo goooo

@gnHoooooog  AP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,RW,SD, SL,ST,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,,BY ,KG,KZ,RU, T
J,™™),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI ,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,R
0,RS,SE,SI,SK,SM,TR) ,0A(BF,BJ,CF,CG,CI,CM,GA,GN, GQ, GW, KM, ML ,MR ,NE, SN, TD, TG) , AE,AG, AL ,AM,AO0,AT,AU,AZ,
BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM, DO, DZ,EC, EE,EG,ES,FI,GB,GD,GE,GH,GM,GT,H
N,HR,HU, ID, IL, IN, IR, IS, JP,KE,KG,KN,KP,KR,KZ, LA, LC,LK,LR,LS,LU,LY ,MA,MD,ME, MG, MK, MN, MW ,MX ,MY ,MZ ,NA,NG
,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW, SA,SC,SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ,
UA,UG,US

(7000 000000000
00000000000000000000000000000000000000000000
00000000

(72000 0000000000000
00000000000000000000000000000000000000000000
0o0O00000oO0O0O0O0ooooo

O000(00) 48063 QAL8 QA19 QQ02 QQ42 QQ52 QRO8 QR32 QR35 QS34 QX02

0000 OO 4B065 AAJOX CA44 CA46

0000 OO 4C084 AAL3 AAL7 MA52 MASS MA66 NAOG NA14 ZB131

0000 OO 4C086 AAOL AAO2 EAL6 MAOL MAO4 MAS2 MASS MAG6 NAOG NAL4

0000 OO0 7813



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	search-report
	overflow

