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Ooooao
Rt BB *}HE#E (Control)
AT —F N=378 N=3, 780
i (52) 42.03 £ 14.82 43.07 = 9.85
M, N (%) 247 (65.34 %) 1236 (32.70 %)
SR
ANEERY, N (%) 295 (78.04 %)
TFrT74TFv— 147 (49.83%)
i A8 MR 54 (18.30%)
CAE LA+ &R 94 (31.86%)

EEFERL, N (%)

83 (21.96 %)

BE 0k 92 (maculopapular rash)

36 (43.37%)

DRESS 20 (24. 10%)
x?4~7yx%93yyyﬁﬁ 13 (15. 6%
HR BRI AR i S AESE 10 (12.05%)
& EFEZ 4 (4.82%)
BT — & N=185 N=2, 312
i (57) 50.38 + 16.58 46.96 *+ 10.72
2, N (%) 102 (55.14 %) 921 (39.84 %)
SRS
EIRERRY N (%) 105 (56. 76 %)
TT747%F 00— 55 (52. 38%)
I A8 M 4 (3.81%)
CAE LA MEMEEE 46 (43.81%)

EEFETRL, N (%)

80 (43.24 %)

BES0R 2 (macul opapular rash)

41 (51. 25%)

DRESS 24 (30. 00%)
z%4w7yz#v3yyyﬁﬁ 8 (10.00%)
rhEE MR B A SE 5 (6.25%)

Ele $7 1 (1.25%)

2t IRV E 1 (1.25%)
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NSAIDs (&7 AE U ) 125 7
TENTI )Tz 12 3
77y ARY 75 8
Z DAt AEA 19 27
ORISR A 11 5
L 6 2
H2HE M7 A 32 1
Tazsy )= 1 6
Frr W A 0 13
Z DA 14 11
B BRI RCE  (N=105) BIERI ) (N=80)
NSAIDs (7 AE YY) 48 3
T Tz 2 1
77y ARY 17 21
Z DAt HLAEA 18 23
ORISR A 12 1
b IEA 1 1
H23E 7 A 5 1
TurY )= 0 10
BuiF Wi AR 0 10
Z DAt 2 9
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Ooooao
Generalized Generalized
5 e logisti logisti
c RYRAT 4y 7 ER re;g"e:sizn reZieZsiZn
Control ADR
h SNP Nt (Control vs ) (Control vs (Control vs AIC
r Immediate) Delayed)
OR P-value p- B
[95% CI] value | [95% CI] | value
1. 77
rs3537 | 32597
6 13932 208 [1. 44, 7.9910°® — — = = 2361.1
2.18]
o | TS1391 | 31021 B B _o.g0 | 0-018 12'384[_ 2.901 |2723.7
. . 30, "
41104 244 9 9. 77] 0 3
SNP information with discovery data
Minor allele frequency
Korea Enst
C Al Asian Mi
t/ Con Del " popul Rs | Geno | > | Ge
h| SNP | Nt Immed | | refer ; HWE ing
Re | 1 | tro| . aye ation q | type ne
r iate ence Rate
f 111 d s from
ot gnomA
. D
0 HL
rs353 | 3259 | T/ 0.2 0.4 0.9 geno A-
6 0. 37 0. 27 0.29 = 0
72932 | 7208 C 2 8 0 1 type DR
Bl
rsl139 0. MU
3102 | G/ | . 0.0 0.0 0.3 impu
5 _ )
6 | 14110 1244 A 0 9 0. 08 5 0. 008 087 99 tod 0 G
4 72 2
9
Ooo0o0oooao
godooooo0oooboo0ooooooboooooDb0ob0oooDoooDooooooboonano
Oo0o0o0ooooooooooo0o0ooooooooooboooobo0oooooooooonodao
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Ooooao
MAF
) MAF_ P-
rsID pp | ALE/ | MARw | MAF_ | 0 | MAFL | MAR | oo | Gene | valu
Ref L. con delayed _CODA east
te ) e
Modell
(contro
1 vs
DHR)
rs35372 | 32597 0.28 | 0.27 0.39 | 0.26 HLA- 7.99
932 208 L 7 8 o &7 8 92 L R DRB1 E-08
rs79736 | 14835 G/A 0.05 ] 0.05 | 0.08 | 0.09 5 0.040 | 0.327 | LOC1025 | 6.44
818 7581 521 184 644 756 58 2 46294 E-06
rs31298 | 32438 0.3110.31|0.23]0.26 0.701 | 0. 154 6. 67
71 se5 | VS| 1 | 8 | 56 | 83 | 7 I Rl
rs95572 | 99761 .1 0.0510.05(0.10 | 0.06 0. 069 | 0.645 1.03
91 210 A/G 738 383 17 098 19 9 CLYBL E-05
rsl11724 | 11259 0.38 | 0.37 | 0.46 | 0. 44 0.450 | 0.342 1.13
428 8451 A1 4 67 1 51 6 6 Ll E-05
14145 0.15 o009 o] o654 1. 56
2237 ot 47 0.16 661 59 4 E-05
rsl11123 | 12045 6/C 0.2110.21|0.27 | 0.26 _ 0.239 | 0.384 _ 1.75
552 4245 58 03 12 83 4 6 E-05
rs62124 | 20386 1/c 0.06 | 0.06 | 0.10 | 0.10 B 0.089 | 0.168 B 1.78
613 466 798 417 68 37 56 6 E-05
rs77389 | 10240 /T 0.2510.25|0.31 1] 0.35 _ 0.297 | 0.696 PSD 1. 80
536 8368 84 23 02 37 7 5 E-05
1rs20688 | 94620 0.08 | 0.08 | 0.12 | 0.14 1.92
7084 980 o 703 313 2 02 0.387 E-05
Model2
(contro
1 vs
immedia
te)
rs95572 | 99761 0.05 ] 0.05|0.10 | 0.06 0.072 | 0.552 1. 05
91 210 B/G 738 383 17 098 26 2 CLEAL. E-06
rs37202 | 10707 /T 0.18 1 0.18 | 0.25 | 0.13 _ 0.764 | 0.571 _ 1. 08
5 7214 5 06 59 41 2 2 E-06
rs80681 | 12603 A/G 0.07 | 0.06 | 0.11 | 0.03 _ 0.035 | 0.090 _ 2.65
14 772 196 921 86 049 35 14 E-06
rs14339 | 27293 A/G 0.11 { 0.10 | 0.16 | 0. 11 B 0.124 | 0.222 B 8. 22
5859 404 1 69 27 59 9 E-06
rsb7833 | 12177 AG 0.45 | 0.44 | 0.45 | 0.47 _ 0.423 | 0.027 | LOC1053 | 1.03
801 7405 62 87 25 56 9 29 73590 E-05
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rs13983 | 14787 0.06 1 0.06 | 0.11 | 0.04 | 0.07 | 0.059 | 0.904 _ 1.05
|
0888 2742 A 931 603 69 878 106 62 6 CATHARZ E-05
1rs93844 | 15608 /A 0.13 1 0.12 | 0.19 | 0.12 _ 0. 161 0. 387 LOC1019 | 1.18
23 9071 22 77 15 8 5 ’ 28923 E-05
rs60970 | 37952 /A 0.38 1 0.38|0.46 | 0.36 B B 0. 485 B 1.48
64 348 62 03 78 59 7 E-05
rs21755 | 14039 0.44 | 0.44 | 0.47 | 0.45 0.533 | 0. 202 1.53
62 8639 G/A 88 27 46 12 5 6 LN E-05
1rs39241 | 76737 0.48 | 0.47 | 0.43 | 0.46 0. 400 1.74
64 927 /% 59 98 22 95 8 31010 E-05
Model2
(contro
1 vs
delayed
)
<1.0
rs11206 | 54941 A/C 0.05 ] 0.05 | 0.04 0 _ 0.030 | 0.035 _ OF
477 621 : 123 251 915 77 31 10
5 s <1.0
rs62225 | 47740 AT 0.06 | 0.06 | 0.07 0 N 0.112 | 0.539 | LOC2849 OF—
078 975 027 059 288 3 6 30 10
1.0
rs73202 | 89819 /T 0.05 ] 0.05 | 0.06 0 B 0.042 | 0.875 _ OF-
933 306 ’ 304 357 102 31 7 16
. X ] <10
rs72622 | 60780 AG 0.06 | 0.06 | 0.08 0 B 0.166 | 0.227 | LOC1053 OF—
187 51 811 828 475 2 3 76942 10
rs13914 | 31021 0.08 | 0.08 | 0.08 | 0.04 0.008 | 0.328 2.90
1104 244 G/A 715 831 305 878 366 7 W22 E-08
rs99940 | 65570 0.05]0.05|0.04 | 0.14 0.045 | 0. 766 2.65
92 396 ARG 268 145 237 63 57 8 HEHAS E-07
rsl7628 | 30994 0.06 | 0.06 | 0.04 | 0.11 0. 876 ; 9. 31
52884 936 G4 931 988 915 59 8 a2 E-07
rs2335656 | 29161 0.21 1 0.21|0.21 | 0.37 0.236 | 0.209 . 1.51
45 11 T#e 83 53 36 2 N 5 6 PR E-06
rs96888 | 38465 0.08 | 0.08 | 0.07 | 0.18 0.090 | 0.255 1.54
95 523 | M | 505 | 446 | 797 | 20 6 7 | B9 g e
rs14413 | 98725 0.05]10.050.04 | 0.13 0. 100 | 0.002 1. 74
0219 782 /T 219 078 746 41 - 4 304 SLCI5A1 E-06
Model3
(Immedi
ate vs
delayed
)
rs78831 | 65371 /1 0.10 | 0.08 0. 20 _ 0.122 1 _ 2.08
487 40 84 136 73 E-06
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rs45644 | 38851 A/G 0.05 | 0.03 0.12 _ 0.073 | 0.729 B 6. 66
9 003 304 39 8 9 7 E-06
rs13250 | 35650 G/A 0.24 ] 0.21 0. 39 _ 0.244 | 0. 558 B 7.00
548 882 35 02 63 2 3 E-06
rs77068 | 23204 /A 0.12 | 0.10 0.20 3 0.153 | 0.076 _ 1.78
773 196 62 34 73 8 11 E-05
rs30250 | 43783 0.21 | 0.20 0.34 ] 0.20 | 0.153 | 0.054 2.44
35 622 T/C 08 17 76 32 2 72 WBGFx E-05
rs20881 | 33691 0.42 | 0.38 0.42 0.423 | 0.932 2. 46
42 285 el 9 81 68 - 8 8 hiLha E-05
rs12761 | 30945 A/G 0.44 | 0.42 0.43 B 0.423 | 0. 358 2.52
75 691 61 54 29 77 1 E-05
rs14415 | 50740 0.05 | 0.03 0.10 0.055 | 0. 228 2.59
7017 465 G/ 617 051 37 - 91 9 Liabab E-05
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O0o0oao
Logistic Generz'ill?e o Generalized
. d logistic Logistic .
regression . . logistic
(Control vs regression | regression R
. . (Control (Immediate '
ADR (immediate vs vs Delayed) (Control vs
+delayed)) i — delayed)
Immediate)
Chr SNP Nt
P- P- P- P-
B valu B val B val B valu
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/KR2022/012149

A, CLASSIFICATION OF SUBJECT MATTER
C12Q 1/6883(2018.01 )i; C12Q 1/6827(2018 01)i

According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

Minimwmn documentation searched (classification system followed by classification symbols)

C12Q 1/6883(2018.01); C12N 15/11(2006.01); C12Q 1/68(2006.01)

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

Korean utility models and applications for utility models: IPC as above
Tapanese utility models and applications for ntility models: [PC as above

Electronic data base consulted during the interational search (name of data base and, where practicable, search terms used)
eKOMPASS (KIPO internal} & keywords: % 9 7] 0} & A (single nucleotide polymorphism, SNP), ¢FE 27l d--&-(drug
hypersensitivity), 7] T14t-5-(delayed reaction), = A| 94-5-(immediate reaction), rs35372932, rs79736818, rs3129871, 1s9557201,

rsl 1724428, 1511123552, rs62124613, rs 77389536, rs20688 7084, rs9557291, 1372023, rs8058114, rs 143395859, 1557833801,

15139830888, 59384423, rs6097064, 152175562, 53924164, rs1 1206477, re62225078, 573202933, 172622187, rs139141 104,
189994092, 51762852884, 152335545, rs9688895, rs144130219, rs78831487, rs456449, 1313250548, 1577068773, rs3025035,
rs2088142, rs1276173, rs144157017, 1859594955, 1s28717999

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

KR 10-2012-0001917 A (AJOU UNIVERSITY INDUSTRY-ACADEMIC COOPERATION
FOUNDATION) 03 January 2012 (2012-01-05}

A See entire document. 1-17

KR 10-2015-0017149 A {INJE UNIVERSITY INDUSTRY-ACADEMIC COOPERATION
FOUNDATION) 16 February 2015 (2015-02-16)

A See entire document. 1-17

KR 10-2015-0042882 A (KOREA FOOD & DRUG ADMINISTRATION} 22 April 2015 (2015-04-22)
A See entire document. 1-17

Further documents are listed in the continuation of Box C. See patent family annex.

¥  Special categories of cited documents: «1> later document published after the internaticnal filing date or pricrity

“A"  document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand the
to be of particular relevance principle or theory underlying the invention

<D~ document cited by the applicant in the international application “¥" decument of particular relevance; the claimed invention cannot be

considered novel or cannot be considered to involve an inventive step

“E” tqja]jggge,rdagtaghcatlon or patent but published on or after the internaticnal when the document is tken slone
“L*  document which may throw doubts on priority claimés) or which is *Y” document of particular relevance; the claimed invention cannot be
cited to establish the publication date of another citation or cther considered to involve an inventive step when the document is
special reason {as specified) combined with one or mere other such decuments, such combination
“Q" document referring to an oral disclosure, use, exhibidon or other being obvious to a person skilled in the art
means “&" document member of the same patent family
P document published pricr to the international filing date but later than
the priority date claimed
Date of the actnal completion of the international search Date of mailing of the international search report
18 November 2022 18 November 2022
Name and mailing address of the ISA/KR Authorized officer

Korean Intellectnal Property Office
Government Complex-Daejeon Building 4, 189 Cheongsa-
ro, Seo-gn, Dagjeon 35208
Facsimile No. +82-42-481-8578 Telephone No.
Form PCT/ISA210 (second sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT Tnternational application No.

PCT/KR2022/012149

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

KR 10-2019-0041138 A {INJE UNIVERSITY INDUSTRY-ACADEMIC COOPERATION
FOUNDATION) 22 April 2019 (2019-04-22})

See entire document.

AMO, G. et al. Identification of novel biomarkers for drug hypersensitivity after sequencing of the
promoter area in 16 genes of the vitamin D pathway and the high-affinity IgE receptor. Frontiers in
Genetics. 25 JTune 2019, vel. 10, no. 582, pp. 1-13.

See entire document.

KIM, S. -H. et al. The human leucocyte antigen-DRB1*1302-DQB1*0609-DEB 1 #0201 haplotype may be
a strong genetic marker for aspirin-induced urticaria. Clinical & Experimental Allergy. 2005, vol. 35, pp.
339-344.

See entire document,

PX

PARK, §8.-Y. et al. Genome-wide association smdy identified 2 novel genetic variation in HLA-
DEB] associated with drug hypersensitivity. Annals of Allergy, Asthma & Immunology. (electronic
publication)03 December 2021, vol. 128, ne. 3, pp. 335-337.

See page 333, table 1.
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/KR2022/012149
Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the firsi sheet)

1. With repard to any nncleotide and/or amino acid sequence disclosed in the intemational application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed.
h. D furnished subsequent to the international filing date for the purposes of international search (Rule 13fer.1{a)),

D accompanied by a statement to the effect that the sequence listing does not go heyond the disclosure in the international
application as filed.

2. D With regard to any nucleotide andfor amino acid sequence disclosed in the international application, this report has been
established to the extent that a meaningful search could be carried out without a WIPO Standard ST.26 compliant sequence
listing.

3. Additional comments:
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Information on patent family members PCT/KR2022/012149
citizt?:;:;:w;nr:;tm &?ﬁiﬁfﬁ?ﬁ?ﬁ?ﬁ; FPatent family member(s) (I:;::ﬁf;ﬁf;:;:)
KR 10-2012-0001917 A 05 Janwary 2012 None
KR 10-2015-0017149 A 16 February 2015 None
KR 10-20135-0042382 A 22 April 2015 KR 10-1540647 Bl 05 Angust 2015
KR 10-201%-0041138 A 22 April 2019 KR 10-2050637 Bl 29 November 2019
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