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TIM3%E 7 47 ) D JHERE (hg38)

TIM3-1 chr5:157106867-157106887

TIM3-2 chr5:157106862-157106882

TIM3-3 chr5:157106803-157106823

TIM3-4 chr5:157106850-157106870

TIM3-5 chr5:157104726-157104746

TIM3-6 chr5:157106668-157106688

TIM3-7 chr5:157104681-157104701

TIM3-8 chr5:157104681-157104701

TIM3-9 chr5:157104680-157104700

TIM3-10 chr5:157106676-157106696

TIM3-11 chr5:157087271-157087291

TIM3-12 chr5:157095432-157095452

TIM3-13 chr5:157095361-157095381

TIM3-14 chr5:157095360-157095380

TIM3-15 chr5:157108945-157108965

TIM3-18 chr5:157106751-157106771

TIM3-19 chr5:157095419-157095439

TIM3-22 chr5:157104679-157104699

TIM3-23 chr5:157106824-157106844

TIM3-26 chr5:157087117-157087137

TIM3-29 chr5:157095379-157095399

TIM3-32 chr5:157106864-157106884

TIM3-42 chr5:157095405-157095425

TIM3-44 chr5:157095404-157095424

TIM3-56 chr5:157106888-157106908

TIM3-58 chr5:157087126-157087146

TIM3-59 chr5:157087253-157087273

TIM3-62 chr5:157106889-157106909

TIM3-63 chr5:157106935-157106955

TIM3-66 chr5:157106641-157106661

TIM3-69 chr5:157087084-157087104

TIM3-75 chr5:157104663-157104683

TIM3-82 chr5:157106875-157106895

TIM3-86 chr5:157087184-157087204

TIM3-87 chr5:157106936-157106956

TIM3-88 chr5:157104696-157104716
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(6)

ooooodd

TRBCE 7 7 ) LR (hg38)

TRBC-1 chr7:142791996-142792016
TRBC-2 chr7:142792047-142792067
TRBC-3 chr7:142792008-142792028
TRBC-4 chr7:142791931-142791951
TRBC-5 chr7:142791930-142791950
TRBC-6 chr7:142791748-142791768
TRBC-7 chr7:142791720-142791740
TRBC-8 chr7:142792041-142792061
TRBC-9 chr7:142802114-142802134
TRBC-10 chr7:142792009-142792029
TRBC-11 chr7:142792697-142792717
TRBC-12 chr7:142791963-142791983
TRBC-13 chr7:142791976-142791996
TRBC-14 chr7:142791974-142791994
TRBC-15 chr7:142791970-142791990
TRBC-16 chr7:142791948-142791968
TRBC-17 chr7:142791913-142791933
TRBC-18 chr7:142791961-142791981
TRBC-19 chr7:142792068-142792088
TRBC-20 chr7:142791975-142791995
TRBC-21 chr7:142791773-142791793
TRBC-22 chr7:142791919-142791939
TRBC-23 chr7:142791834-142791854
TRBC-24 chr7:142791878-142791898
TRBC-25 chr7:142802141-142802161
TRBC-26 chr7:142791844-142791864
TRBC-27 chr7:142801154-142801174
TRBC-28 chr7:142791961-142791981
TRBC-29 chr7:142792001-142792021
TRBC-30 chr7:142791979-142791999
TRBC-31 chr7:142792041-142792061
TRBC-32 chr7:142792003-142792023
TRBC-33 chr7:142791984-142792004
TRBC-34 chr7:142792002-142792022
TRBC-35 chr7:142791966-142791986
TRBC-36 chr7:142792007-142792027
TRBC-37 chr7:142791993-142792013
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7

ooooodd

TRBCE 5 77 ) LJEAE(hg38)

TRBC-38 chr7:142791902-142791922
TRBC-39 chr7:142791724-142791744
TRBC-40 chr7:142791973-142791993
TRBC-41 chr7:142791920-142791940
TRBC-42 chr7:142791994-142792014
TRBC-43 chr7:142791887-142791907
TRBC-44 chr7:142791907-142791927
TRBC-45 chr7:142791952-142791972
TRBC-46 chr7:142791721-142791741
TRBC-47 chr7:142792718-142792738
TRBC-48 chr7:142791729-142791749
TRBC-49 chr7:142791911-142791931
TRBC-50 chr7:142791867-142791887
TRBC-51 chr7:142791899-142791919
TRBC-52 chr7:142791727-142791747
TRBC-53 chr7:142791949-142791969
TRBC-54 chr7:142791933-142791953
TRBC-55 chr7:142791932-142791952
TRBC-56 chr7:142792057-142792077
TRBC-57 chr7:142791940-142791960
TRBC-58 chr7:142791747-142791767
TRBC-59 chr7:142791881-142791901
TRBC-60 chr7:142791779-142791799
TRBC-61 chr7:142792054-142792074
TRBC-62 chr7:142792069-142792089
TRBC-63 chr7:142792712-142792732
TRBC-64 chr7:142791729-142791749
TRBC-65 chr7:142791821-142791841
TRBC-66 chr7:142792052-142792072
TRBC-67 chr7:142791916-142791936
TRBC-68 chr7:142791899-142791919
TRBC-69 chr7:142791772-142791792
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oo0ooooad
TRBCE 5 5 ) I JERE(hg38)
TRBC-70 chr7:142792714-142792734
TRBC-71 chr7:142792042-142792062
TRBC-72 chr7:142791962-142791982
TRBC-73 chr7:142791988-142792008
TRBC-74 chr7:142791982-142792002
TRBC-75 chr7:142792049-142792069 10
TRBC-76 chr7:142791839-142791859
TRBC-77 chr7:142791893-142791913
TRBC-78 chr7:142791945-142791965
TRBC-79 chr7:142791964-142791984
TRBC-80 chr7:142791757-142791777
TRBC-81 chr7:142792048-142792068
TRBC-82 chr7:142791774-142791794
TRBC-83 chr7:142792048-142792068
TRBC-84 chr7:142791830-142791850 20
TRBC-85 chr7:142791909-142791929
TRBC-86 chr7:142791912-142791932
TRBC-87 chr7:142791766-142791786
TRBC-88 chr7:142791880-142791900
TRBC-89 chr7:142791919-142791939
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goooaoano

C)

TRACE 7 7 ) L JERE(hg38)

TRAC-90 chr14:22547524-22547544
TRAC-91 chr14:22550581-22550601
TRAC-92 chr14:22550608-22550628
TRAC-93 chr14:22550611-22550631
TRAC-94 chr14:22550622-22550642
TRAC-95 chr14:22547529-22547549
TRAC-96 chr14:22547512-22547532
TRAC-97 chr14:22547525-22547545
TRAC-98 chr14:22547536-22547556
TRAC-99 chr14:22547575-22547595
TRAC-100 chr14:22547640-22547660
TRAC-101 chr14:22547647-22547667
TRAC-102 chr14:22547777-22547797
TRAC-103 chr14:22549638-22549658
TRAC-104 chr14:22549646-22549666
TRAC-105 chr14:22550600-22550620
TRAC-106 chr14:22550605-22550625
TRAC-107 chr14:22550625-22550645
TRAC-108 chr14:22539116-22539136
TRAC-109 chr14:22539120-22539140
TRAC-110 chr14:22547518-22547538
TRAC-111 chr14:22539082-22539102
TRAC-112 chr14:22539061-22539081
TRAC-113 chr14:22539097-22539117
TRAC-114 chr14:22547697-22547717
TRAC-115 chr14:22550571-22550591
TRAC-116 chr14:22550631-22550651
TRAC-117 chr14:22550658-22550678
TRAC-118 chr14:22547712-22547732
TRAC-119 chr14:22550636-22550656
TRAC-120 chr14:22550636-22550656
TRAC-121 chr14:22550582-22550602
TRAC-122 chr14:22550606-22550626
TRAC-123 chr14:22550609-22550629
TRAC-124 chr14:22547691-22547711
TRAC-125 chr14:22547576-22547596
TRAC-126 chr14:22549648-22549668
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goooaoano

(10)

TRACE 5 7 7 IR (hg38)

TRAC-127 chr14:22549660-22549680
TRAC-128 chr14:22547716-22547736
TRAC-129 chr14:22547514-22547534
TRAC-130 chr14:22550662-22550682
TRAC-131 chr14:22550593-22550613
TRAC-132 chr14:22550612-22550632
TRAC-133 chr14:22547521-22547541
TRAC-134 chr14:22547540-22547560
TRAC-135 chr14:22539121-22539141
TRAC-136 chr14:22547632-22547652
TRAC-137 chr14:22547674-22547694
TRAC-138 chr14:22549643-22549663
TRAC-139 chr14:22547655-22547675
TRAC-140 chr14:22547667-22547687
TRAC-141 chr14:22539085-22539105
TRAC-142 chr14:22549634-22549654
TRAC-143 chr14:22539064-22539084
TRAC-144 chr14:22547639-22547659
TRAC-145 chr14:22547731-22547751
TRAC-146 chr14:22547734-22547754
TRAC-147 chr14:22547591-22547611
TRAC-148 chr14:22547657-22547677
TRAC-149 chr14:22547519-22547539
TRAC-150 chr14:22549674-22549694
TRAC-151 chr14:22547678-22547698
TRAC-152 chr14:22539087-22539107
TRAC-153 chr14:22547595-22547615
TRAC-154 chr14:22547633-22547653
TRAC-155 chr14:22547732-22547752
TRAC-156 chr14:22547656-22547676
TRAC-157 chr14:22539086-22539106
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(11)

ooooodd

TRACE 7 77 LJERZ(hg38)

TRAC-158 chr14:22547491-22547511
TRAC-159 chr14:22547618-22547638
TRAC-160 chr14:22549644-22549664
TRAC-161 chr14:22547522-22547542
TRAC-162 chr14:22539089-22539109
TRAC-163 chr14:22539062-22539082
TRAC-164 chr14:22547597-22547617
TRAC-165 chr14:22547677-22547697
TRAC-166 chr14:22549645-22549665
TRAC-167 chr14:22550610-22550630
TRAC-168 chr14:22547511-22547531
TRAC-169 chr14:22550607-22550627
TRAC-170 chr14:22550657-22550677
TRAC-171 chr14:22550604-22550624
TRAC-172 chr14:22539132-22539152
TRAC-173 chr14:22550632-22550652
TRAC-174 chr14:22547571-22547591
TRAC-175 chr14:22547711-22547731
TRAC-176 chr14:22547666-22547686
TRAC-177 chr14:22547567-22547587
TRAC-178 chr14:22547624-22547644
TRAC-185 chr14:22547501-22547521
TRAC-213 chr14:22547519-22547539
TRAC-214 chr14:22547556-22547576
TRAC-215 chr14:22547486-22547506
TRAC-216 chr14:22547487-22547507
TRAC-217 chr14:22547493-22547513
TRAC-218 chr14:22547502-22547522

OooooooooogogQgogoo-g
OooooooooogQgogoo-g
OooooooooogogQgogoo-g
OooooooooogoQgogooQg
OoooooooooOgoogoa-g
OOoooooooooOoogoa-g

OoOoooOoogoo
OoOooogoogo

O O
O O

O
O

OoOoooogo

O
O
O
O
O
O
O

|

O
O
O
O
O
O
O

OOooooao

O Oooooao

O Oooooo

OOoo0oooo

O0Ooo0oooo

OOoo0oooo

O0Ooo0oooao
O0Ooo0oooao
O 0Ooo0ooOoo0oao
O0Oo0oo0oo0oao
O 0OoO0ooOooao
O 0Oo0oooaog
O Ooo0oooo
O OooOoooao
O Ooogogoog
I [ |
O 0Ooogoogoo-g
I [ |
I [ |
I [ |
I [ |
Iy |
I [ |
Y Y
O O0Oogogodg
O O0Oogogodg
[
O Ooogogoo-g
O 0Ooogogoo-g
I [ |
O 0Ooo0googoo-g

O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O

JP 2024-506016 A 2024.2.8

O
O

10

20

30

40

50



12)

oooooao
B2M& 5 7 ) DL E (hg38)
B2M-1 chr15:44711469-44711494
B2M-2 chr15:44711472-44711497
B2M-3 chr15:44711483-4471 1508
B2M-4 chr15:44711486-44711511
B2M-5 chr15:44711487-44711512
B2M-6 chr15:44711512-44711537
B2M-7 chr15:44711513-44711538
B2M-8 chr15:44711534-44711559
B2M-9 chr15:44711568-44711593
B2M-10 chr15:44711573-44711598
B2M-11 chr15:44711576-44711601
B2M-12 chr15:44711466-44711491
B2M-13 chr15:44711522-44711547
B2M-14 chr15:44711544-44711569
B2M-15 chr15:44711559-44711584
B2M-16 chr15:44711565-44711590
B2M-17 chr15:44711599-44711624
B2M-18 chr15:44711611-44711636
B2M-19 chr15:44715412-44715437
B2M-20 chr15:44715440-44715465
B2M-21 chr15:44715473-44715498
B2M-22 chr15:44715474-44715499
B2M-23 chr15:44715515-44715540
B2M-24 chr15:44715535-44715560
B2M-25 chr15:44715562-44715587
B2M-26 chr15:44715567-44715592
B2M-27 chr15:44715672-44715697
B2M-28 chr15:44715673-44715698
B2M-29 chr15:44715674-44715699
B2M-30 chr15:44715410-44715435
B2M-31 chr15:44715411-44715436
B2M-32 chr15:44715419-44715444
B2M-33 chr15:44715430-44715455
B2M-34 chr15:44715457-44715482
B2M-35 chr15:44715483-44715508
B2M-36 chr15:44715511-44715536
B2M-37 chr15:44715515-44715540
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(13)

ooooodd

B2M#E 5+ 7 7 BLiE(hg38)

B2M-38 chr15:44715629-44715654
B2M-39 chr15:44715630-44715655
B2M-40 chr15:44715631-44715656
B2M-41 chr15:44718632-44715657
B2M-42 chr15:44715653-44715678
B2M-43 chr15:44715657-44715682
B2M-44 chr15:44715666-44715691
B2M-45 chr15:44715685-44715710
B2M-46 chr15:44715686-44715711
B2M-47 chr15:44716326-44716351
B2M-48 chr15:44716329-44716354
B2M-49 chr15:44716313-44716338
B2M-50 chr15:44717599-44717624
B2M-51 chr15:44717604-44717629
B2M-52 chr15:44717681-44717706
B2M-53 chr15:44717682-44717707
B2M-54 chr15:44717702-44717727
B2M-55 chr15:44717764-44717789
B2M-56 chr15:44717776-44717801
B2M-57 chr15:44717786-44717811
B2M-58 chr15:44717789-44717814
B2M-59 chr15:44717790-44717815
B2M-60 chr15:44717794-44717819
B2M-61 chr15:44717805-44717830
B2M-62 chr15:44717808-44717833
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B2M-64 chr15:44717810-44717835
B2M-65 chr15:44717846-44717871
B2M-66 chr15:44717945-44717970
B2M-67 chr15:44717946-44717971
B2M-68 chr15:44717947-44717972
B2M-69 chr15:44717948-44717973
B2M-70 chr15:44717973-44717998

JP 2024-506016 A 2024.2.8

10

20

30

40

50



(14)

ooooodd

B2M%E 7 7 7 D& (hg38)
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B2M-82 chr15:44717947-44717972
B2M-83 chr15:44718119-44718144
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2B4F = 47 7 I JEEASE (hg38)

2B4-1 chr1:160841611-160841631

2B4-2 chr1:160841865-160841885

2B4-3 chr1:160862624-160862644

2B4-4 chr1:160862671-160862691

2B4-5 chr1:160841622-160841642

2B4-6 chr1:160841819-160841839

2B4-7 chr1:160841823-160841843

2B4-8 chr1:160841717-160841737

2B4-9 chr1:160841859-160841879

2B4-10 chr1:160841806-160841826

2B4-11 chr1:160841834-160841854

2B4-12 chr1:160841780-160841800

2B4-13 chr1:160841713-160841733

2B4-14 chr1:160841631-160841651

2B4-15 chr1:160841704-160841724

2B4-16 chr1:160841584-160841604

2B4-17 chr1:160841679-160841699

2B4-18 chr1:160841874-160841894

2B4-19 chr1:160841750-160841770

2B4-20 chr1:160841577-160841597

2B4-21 chr1:160841459-160841479

2B4-22 chr1:160841466-160841486

2B4-23 chr1:160841461-160841481

2B4-24 chr1:160841460-160841480

2B4-25 chr1:160841360-160841380

2B4-26 chr1:160841304-160841324

2B4-27 chr1:160841195-160841215

2B4-28 chr1:160841305-160841325
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LAG3-3 chr12:6772894-6772914

LAG3-4 chr12:6774816-6774836

LAG3-5 chr12:6774742-6774762

LAG3-6 chr12:6775380-6775400

LAG3-7 chr12:6774727-6774747

LAG3-8 chr12:6774732-6774752

LAG3-9 chr12:6777435-6777455

LAG3-10 chr12:6774771-6774791

LAG3-11 chr12:6772909-6772929

LAG3-12 chr12:6774735-6774755

LAG3-13 chr12:6773783-6773803

LAG3-14 chr12:6775292-6775312

LAG3-15 chr12:6777433-6777453

LAG3-16 chr12:6778268-6778288

LAG3-17 chr12:6775444-6775464

LAG3-24 chr12:6777783-6777803

LAG3-26 chr12:6777784-6777804

LAG3-41 chr12:6778252-6778272

LAG3-59 chr12:6777325-6777345

LAG3-83 chr12:6777329-6777349
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PD1-8 chr2:241858755-241858775

PDI-11 chr2:241852919-241852939

PDI1-12 chr2:241852915-241852935
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#1 : TIM3UA NEEHI K DY AR

(48)

JP 2024-506016 A 2024.2.8

B A N
GIESSSS Bl | TIM3@nE = | A REFI 77 D JERE(hg38)
CR008839 |1 TIM3-1 GACGGGCACGA | chr5:157106867-
GGUUCCCUG 157106887
CR008910 |2 TIM3-2 AACCUCGUGCC | chr5:157106862-
CGUCUGCUG 157106882
CR008898 |3 TIM3-3 GGUGCUCAGGA | chr5:157106803-
CUGAUGAAA 157106823
CR008906 | 4 TIM3-4 GCUCCUUUGCC | chr5:157106850-
CCAGCAGAC 157106870
CR008894 |5 TIM3-5 AGUCGGUGCAG | chr5:157104726-
GGGUGACCU 157104746
CR008877 |6 TIM3-6 UUAUGCCUGGG | chr5:157106668-
AUUUGGAUC 157106688
CR008883 | 7 TIM3-7 UUCCAAGGAUG | chr5:157104681-
CUUACCACC 157104701
CR008862 | 8 TIM3-8 GGUGGUAAGCA | chr5:157104681-
UCCUUGGAA 157104701
CR008861 |9 TIM3-9 UCCAAGGAUGC | chr5:157104680-
UUACCACCA 157104700
CR008840 | 10 TIM3-10 UGCUGCCGGAU | ¢chr5:157106676-
CCAAAUCCC 157106696
CR008915 | 11 TIM3-11 GGAGGUUGGCC | chr5:157087271-
AAAGAGAUG 157087291
CR008856 | 12 TIM3-12 CCACAUUGGCC | chr5:157095432-
AAUGAGUUA 157095452
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e A& | TIM3FANE S | VA Fidsl 7 ) LJEEFE (hg38)
CR008829 | 13 TIM3-13 AUAGGCAUCU | chr5:157095361-
ACAUCGGAGC | 157095381
CR008830 | 14 TIM3-14 UAGGCAUCUA | chr5:157095360-
CAUCGGAGCA | 157095380
CRO08913 | 15 TIM3-15 AGCAGCAGGA | chr5:157108945-
CACAGUCAAA | 157108965
CRO08831 | 16 TIM3-16 CCGUAACUCA | chr5:157095429-
UUGGCCAAUG | 157095449
CR008832 | 17 TIM3-17 UCUAGAGUCC | chr5:157095420-
CGUAACUCAU | 157095440
CRO08833 | 18 TIM3-18 CUAAAUGGGG | chr5:157106751-
AUUUCCGCAA | 157106771
CR008834 | 19 TIM3-19 UGAGUUACGG | chr5:157095419-
GACUCUAGAU | 157095439
CRO08835 [ 20 TIM3-20 UCCAGAGUCC | chr5:157095393-
CGUAAGUCAU | 157095413
CRO08836 | 21 TIM3-21 AGACGGGCAC | chr5:157106866-
GAGGUUCCCU | 157106886
CR008837 |22 TIM3-22 CCAAGGAUGC | chr5:157104679-
UUACCACCAG | 157104699
CR008838 | 23 TIM3-23 UGUGUUUGAA | chr5:157106824-
UGUGGCAACG | 157106844
CRO08841 | 24 TIM3-24 CAUCCAGAUA | chr5:157106765-
CUGGCUAAAU | 157106785
CR008842 | 25 TIM3-25 GCCAAUGACU | chr5:157095397-
UACGGGACUC | 157095417
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CR008843 | 26 TIM3-26 CGACAACCCA | chr5:157087117-
AAGGUUGUGA | 157087137

CR008844 | 27 TIM3-27 GUUGUUUCUG | ¢hr5:157104746-
ACAUUAGCCA | 157104766

CR008845 |28 TIM3-28 CUGCCCCAUG | chr5:157104646-
CAUAGUUACC | 157104666

CR008846 |29 TIM3-29 UCUGGAGCAA | chr5:157095379-
CCAUCAGAAU | 157095399

CR008847 |30 TIM3-30 GAACCUCGUG | chr5:157106863-
CCCGUCUGCU | 157106883

CR008848 | 31 TIM3-31 GCGACAACCC | chr5:157087116-
AAAGGUUGUG | 157087136

CR008849 | 32 TIM3-32 GGAACCUCGU | chr5:157106864-
GCCCGUCUGC | 157106884

CR008850 |33 TIM3-33 CUGGUUUGAU | chr5:157106626-
GACCAACUUC | 157106646

CR008851 | 34 TIM3-34 CAGACGGGCA | chr5:157106865-157106885
CGAGGUUCCC

CR008852 |35 TIM3-35 GCAGCAACCC | chr5:157087127-157087147
UCACAACCUU

CR008853 | 36 TIM3-36 AAUGUGGCAA | chr5:157106816-157106836
CGUGGUGCUC

CRO08854 | 37 TIM3-37 AUUGCAAAGC | chr5:157087108-157087128
GACAACCCAA

CR008855 | 38 TIM3-38 UUCUACACCC | chr5:157106886-157106906
CAGCCGCCCC
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CRO08857 | 39 TIM3-39 AUCCCCAUUU | chr5:157106759-157106779
AGCCAGUAUC

CRO08858 | 40 TIM3-40 CUUACUGUUA | chr5:157098852-157098872
GAUUUAUAUC

CRO08859 | 41 TIM3-41 GAUGUAGAUG | chr5:157095366-157095386
CCUAUUCUGA

CR008860 | 42 TIM3-42 CUAGAUUGGC | chr5:157095405-157095425
CAAUGACUUA

CRO08863 | 43 TIM3-43 CACAUUGGCC | chr5:157095431-157095451
AAUGAGUUAC

CRO08864 | 44 TIM3-44 UAGAUUGGCC | chr5:157095404-157095424
AAUGACUUAC

CRO08865 | 45 TIM3-45 ACGUUGCCAC | chr5:157106823-157106843
AUUCAAACAC

CRO08866 | 46 TIM3-46 AUGCUUACCA | chr5:157104673-157104693
CCAGGGGACA

CRO08867 | 47 TIM3-47 GUGGAAUACA | chr5:157106931-
GAGCGGAGGU | 157106951

CRO08868 | 48 TIM3-48 UCUACACCCC | chr5:157106885-
AGCCGCCCCA | 157106905

CRO08869 | 49 TIM3-49 CUGUUAGAUU | chr5:157098856-
UAUAUCAGGG | 157098876

CRO08870 | 50 TIM3-50 CCCCUGGUGG | chr5:157104676-
UAAGCAUCCU | 157104696

CRO08871 | 51 TIM3-51 AUCGGAGCAG | chr5:157095349-
GGAUCUGUGC | 157095369
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CR008872 | 52 TIM3-52 UGGUGCUCAG | chr5:157106804-157106824
GACUGAUGAA

CR008873 | 53 TIM3-53 UCCAUAGCAA | chr5:157095446-157095466
AUAUCCACAU

CR008874 | 54 TIM3-54 CAUGCAAAUG | ¢hr5:157106607-157106627
UCCACUCACC

CR008875 | 55 TIM3-55 CAACCUCCCU | chr5:157087259-157087279
CCCUCAGGAU

CR008876 | 56 TIM3-56 GGCGGCUGGG | chr5:157106888-157106908
GUGUAGAAGC

CR008878 | 57 TIM3-57 AUCAGAAUAG | chr5:157095367-157095387
GCAUCUACAU

CR008879 | 58 TIM3-58 CAGCAACCCU | chr5:157087126-157087146
CACAACCUUU

CR008880 | 59 TIM3-59 UUGCCAAUCC | chr5:157087253-157087273
UGAGGGAGGG

CR008881 | 60 TIM3-60 AUUAUUGCUA | chr5:157087149-157087169
UGUCAGCAGC

CR008882 | 61 TIM3-61 ACGAGGUUCC | chr5:157106874-157106894
CUGGGGCGGC

CR008884 | 62 TIM3-62 GCGGCUGGGG | chr5:157106889-157106909
UGUAGAAGCA

CR008885 | 63 TIM3-63 AGAAGUGGAA | chr5:157106935-157106955
UACAGAGCGG

CR008886 | 64 TIM3-64 UCGGAGCAGG | chr5:157095348-157095368
GAUCUGUGCU
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CRO08887 | 65 TIM3-65 ACAGUGGGAU | chr5:157106690-157106710
CUACUGCUGC

CR003888 | 66 TIM3-66 UGAAAAAUUU | chr5:157106641-157106661
AACCUGAAGU

CRO008889 | 67 TIM3-67 UGCCCCAGCA | chr5:157106857-157106877
GACGGGCACG

CRO008890 | 68 TIM3-68 CUAUGCAGGG | chr5:157106950-157106970
UCCUCAGAAG

CRO008891 | 69 TIM3-69 AAAUAAGGUG | chr5:157087084-157087104
GUUGGAUCUA

CR008892 | 70 TIM3-70 CAUUUGCCAA | chr5:157087250-157087270
UCCUGAGGGA

CR008893 | 71 TIM3-71 UCAGGGACAC | chr5:157106734-157106754
AUCUCCUUUG

CRO08895 | 72 TIM3-72 UUGGCAAAUG | chr5:157087240-157087260
CAGUAGCAGA

CR008896 | 73 TIM3-73 UUUUCAUCAU | chr5:157106655-157106675
UCAUUAUGCC

CRO008897 | 74 TIM3-74 AUCCAGAUAC | chr5:157106764-157106784
UGGCUAAAUG

CRO008899 |75 TIM3-75 ACCUGGGCCA | chr5:157104663-157104683
UGUCCCCUGG

CR008900 | 76 TIM3-76 GCAUUUGCCA | chr5:157087249-157087269
AUCCUGAGGG

CRO008901 | 77 TIM3-77 CAGCAGCAGG | chr5:157108944-157108964
ACACAGUCAA
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CR008902 | 78 TIM3-78 GUUACCUGGG | chr5:157104660-
ccauGguccec | 157104680
CR008903 | 79 TIM3-79 GCCACAUUCA | chr5:157106828-
AACACAGGAC | 157106848
CR008904 | 80 TIM3-80 ACAUCCAGAU | chr5:157106766-
ACUGGCUAAA | 157106786
CR008905 | 81 TIM3-81 GCCUGUCCUG | chr5:157106832-
UGUUUGAAUG | 157106852
CR008907 | 82 TIM3-82 CGAGGUUCCC | chr5:157106875-
UGGGGCGGCU | 157106895
CR008908 | 83 TIM3-83 UACUGCAUUU | chr5:157087245-
GCCAAUCCUG | 157087265
CR008909 | 84 TIM3-84 GAGGUUCCCU | chr5:157106876-
GGGGCGGCUG | 157106896
CR008911 | 85 TIM3-85 CAUUCAUUAU | chr5:157106662-
GCCUGGGAUU | 157106682
CR008912 | 86 TIM3-86 AGAGAACGUA | chr5:157087184-
UAUGAAGUGG | 157087204
CR008914 | 87 TIM3-87 CGCUCUGUAU | chr5:157106936-
UCCACUUCUG | 157106956
CR008916 | 88 TIM3-88 ACUUCACUGC | chr5:157104696-
AGCCUUUCCA | 157104716
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JP 2024-506016 A 2024.2.8

HA Rtk | B 5l 7 AR

5 %5 | sgRNARLY (hg38)

G015078 | 89 UGUGUUUGAAUGUGGCAACGGUUUUAGAGCU | chr5:15710682
AGAAAUAGCAAGUUAAAAUAAGGCUAGUCCG 4-157106844
UUAUCAACUUGAAAAAGUGGCACCGAGUCGGU
GCUUUU

G015079 |90 CGACAACCCAAAGGUUGUGAGUUUUAGAGCUA | chr5:15708711
GAAAUAGCAAGUUAAAAUAAGGCUAGUCCGU | 7-157087137
UAUCAACUUGAAAAAGUGGCACCGAGUCGGUG
CUUUU

G015080 | 91 GGAACCUCGUGCCCGUCUGCGUUUUAGAGCUA | chr5:15710686
GAAAUAGCAAGUUAAAAUAAGGCUAGUCCGU | 4-157106884
UAUCAACUUGAAAAAGUGGCACCGAGUCGGUG
CuUuuu

G015081 |92 GGCGGCUGGGGUGUAGAAGCGUUUUAGAGCU | chr5:15710688
AGAAAUAGCAAGUUAAAAUAAGGCUAGUCCG 8-157106908
UUAUCAACUUGAAAAAGUGGCACCGAGUCGGU
GCUUUU

G015082 |93 UUGCCAAUCCUGAGGGAGGGGUUUUAGAGCUA | chr5:15708725
GAAAUAGCAAGUUAAAAUAAGGCUAGUCCGU | 3-157087273
UAUCAACUUGAAAAAGUGGCACCGAGUCGGUG
CUUuUu

G015083 | 94 AGAAGUGGAAUACAGAGCGGGUUUUAGAGCU | chr5:15710693
AGAAAUAGCAAGUUAAAAUAAGGCUAGUCCG | 5-157106955
UUAUCAACUUGAAAAAGUGGCACCGAGUCGGU
GCUUUU

G015084 | 95 UGAAAAAUUUAACCUGAAGUGUUUUAGAGCU | chr5:15710664
AGAAAUAGCAAGUUAAAAUAAGGCUAGUCCG | 1-157106661
UUAUCAACUUGAAAAAGUGGCACCGAGUCGGU
GCUUUU

G015085 | 96 AGUCGGUGCAGGGGUGACCUGUUUUAGAGCUA | chr5:15710472
GAAAUAGCAAGUUAAAAUAAGGCUAGUCCGU | 6-157104746
UAUCAACUUGAAAAAGUGGCACCGAGUCGGUG
Ccuuuuy

G015086 | 97 ACCUGGGCCAUGUCCCCUGGGUUUUAGAGCUA | chr5:15710466
GAAAUAGCAAGUUAAAAUAAGGCUAGUCCGU | 3-157104683
UAUCAACUUGAAAAAGUGGCACCGAGUCGGUG
CUuuu
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s
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sgRNAALFI

7 7 LR (hg38)

G015087

98

CGCUCUGUAUUCCACUUCUGGUUUU

AGAGCUAGAAAUAGCAAGUUAAAAU
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

chr5:157106936-
157106956

G015088

99

AUAGGCAUCUACAUCGGAGCGUUUU
AGAGCUAGAAAUAGCAAGUUAAAAU
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

chr5:157095361-
157095381

G015089

100

CCACAUUGGCCAAUGAGUUAGUUUU
AGAGCUAGAAAUAGCAAGUUAAAAU
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

chr5:157095432-
157095452

G015090

101

UAGGCAUCUACAUCGGAGCAGUUUU
AGAGCUAGAAAUAGCAAGUUAAAAU
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

chr5:157095360-
157095380

G015091

102

AGCAGCAGGACACAGUCAAAGUUUU
AGAGCUAGAAAUAGCAAGUUAAAAU
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

chr5:157108945-
157108965

G015092

103

GCUCCUUUGCCCCAGCAGACGUUUUA
GAGCUAGAAAUAGCAAGUUAAAAUA
AGGCUAGUCCGUUAUCAACUUGAAA
AAGUGGCACCGAGUCGGUGCUUUU

chr5:157106850-
157106870

G015093

104

GGUGGUAAGCAUCCUUGGAAGUUUU
AGAGCUAGAAAUAGCAAGUUAAAAU
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

chr5:157104681-
157104701

G015094

105

UUCCAAGGAUGCUUACCACCGUUUU

AGAGCUAGAAAUAGCAAGUUAAAAU
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

chr5:157104681-
157104701

G016811

106

AACCUCGUGCCCGUCUGCUGGUUUUA
GAGCUAGAAAUAGCAAGUUAAAAUA
AGGCUAGUCCGUUAUCAACUUGAAA
AAGUGGCACCGAGUCGGUGCUUUU

chr5:157106862-
157106882
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(57)
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ooooodd

A Rk

GllESEy B2 | sgRNAKLSI 77 I JFERE (hg38)

G016812 | 107 GACGGGCACGAGGUUCCCUGGUUUU | chr5:157106867-
AGAGCUAGAAAUAGCAAGUUAAAAU | 157106887
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

G016813 | 108 GGUGCUCAGGACUGAUGAAAGUUUU | chr5:157106803-
AGAGCUAGAAAUAGCAAGUUAAAAU | 157106823
AAGGCUAGUCCGUUAUCAACUUGAA
AAAGUGGCACCGAGUCGGUGCUUUU

G018436 | 109 mA*mG*mC*AGCAGGACACAGUCAAA | chr5:157108945-

. TIM3- GUUUUAGAMGMCmUmMAMGmMAmMAmMA 157108965

15 DAEHfi mUmAmGmCAAGUUAAAAUAAGGCUA

sgRNA GUCCGUUAUCAMAMCmUmUmGmAmMA
MAMAMAMGMUmMGMGmCmAMCmCmG
mMAMGMUmCmGmGmUmGmCmU*mU*m
U*mU

G018437 | 110 mG*mC*mU*CCUUUGCCCCAGCAGAC | chr5:157106850-

. TIM3- GUUUUAGAMGmMCmUmMAmMGmAmAmA | 157106870

4 O & fi mUmAMGmCAAGUUAAAAUAAGGCUA

seRNA GUCCGUUAUCAMAMCmUmUmGmAmMA
MAMAMAMGMUmMGMGmCmAMCmCmG
mAMGMUmCmGmGmUmGmCmU*mU*m
U*mU

G020845 | 111 mA*mA*mC*CUCGUGCCCGUCUGCUG | chr5:157106862-

. TIM3- GUUUUAGAMGMCmUmMAMGmAmAmA | 157106882

2 D & i mUmAMGmCAAGUUAAAAUAAGGCUA

sgRNA GUCCGUUAUCAMAMCmUmUmGmMAmMA
MAMAMAMGMUmMGMGmCmAMCmCmG
MAMGMUmMCmGmMGmUmGMCmU*mU*m
U*mU

k=P SHEfRE, m=2"
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A RS | sgRNAFEAEAHELS] sgRNA{E B 5]

(FEIE E/MEA)

81/181 (N)20GUUUUAGAGCUAGAAA | mN*mN*mN*(N)17GUUUUAGA
UAGCAAGUUAAAAUAAGGCU | mGmCmUmAMGmAmMAmAmUm
AGUCCGUUAUCACGAAAGGG | AmMGmCAAGUUAAAAUAAGGC
CACCGAGUCGGUGC UAGUCCGUUAUCACGAAAGG
(BLAE 5401) GCACCGAGUCGG*mU*mG*mC

(A4 7402)

94/194 (N)20GUUUUAGAGCUAGAAA | mN*mN*mN*(N)17GUUUUAGA
UAGCAAGUUAAAAUAAGGCU | mGmCmUmAmMGmAmMAmMAmUm
AGUCCGUUAUCAACUUGGCA | AmGmCAAGUUAAAAUAAGGC
CCGAGUCGGUGC UAGUCCGUUAUCAACUUGGC
(Bl F1 & +5403) ACCGAGUCGG*mU*mG*mC

(AL 5404)

95/195 (N)20GUUUUAGAGCUAGAAA | mN*mN*mN*(N)17GUUUUAGA
UAGCAAGUUAAAAUAAGGCU | mGmCmUmAmMGmAmMAmMAmMUm
AGUCCGUUAUCAACUUGGCA | AmMGmCAAGUUAAAAUAAGGC
CCGAGUCGGUGC UAGUCCGUUAUCAACUUGGC
(A5 5405) ACCGAGUCGG*mU*mG*mC

(BLH13E 5406)

871/971 (N)20GUUUUAGAGCUAGAAA | mN*mN*mN*(N)17mGUUUfUA
UAGCAAGUUAAAAUAAGGCU | GmAMGmCmUmAmMGmMAmMAmMA
AGUCCGUUAUCACGAAAGGG | mUmAMGmCmAmMAGUfUmATA
CACCGAGUCGGUGC MAfAMUAMAMGmMGmMCmUmMAG
(BLAE 5407) UmCmCGUfUAMUmCAMCmGm

AmAMAMGmMGMGmMCmAmMCmC
mGmMAMGMmUmCmGmG*mU*mG
*mC

(BLA13E 5-408)

872/972 (N)20GUUUUAGAGCUAGAAA | mN*mN*mN*(N)17GUUUUAGA
UAGCAAGUUAAAAUAAGGCU | mGmCmUmAmMGmAmMAmAmUm
AGUCCGUUAUCACGAAAGGG | AmMGmCAAGUUAAAAUAAGGC
CACCGAGUCGGUGC UAGUCCGUUAUCACGAAAGG
(B4 75409) GCACCGAGUCGG*mU*mG*mC

(Bd%13% 75410)
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#4. c r RNAWA FEEH
A Fidhl&E= | cRNAG A RFECHI L dley
AUAGGCAUCUACAUCGGAGCGUUUUAGAGCUAU
CR008829 GCUGUUUUG 251
UAGGCAUCUACAUCGGAGCAGUUUUAGAGCUAU
CR008830 GCUGUUUUG 252
CCGUAACUCAUUGGCCAAUGGUUUUAGAGCUAU
CR008831 GCUGUUUUG 253
UCUAGAGUCCCGUAACUCAUGUUUUAGAGCUAU
CR008832 GCUGUUUUG 254
CUAAAUGGGGAUUUCCGCAAGUUUUAGAGCUA
CRO0O08833 UGCUGUUUUG 255
UGAGUUACGGGACUCUAGAUGUUUUAGAGCUA
CR008834 UGCUGUUUUG 256
UCCAGAGUCCCGUAAGUCAUGUUUUAGAGCUAU
CRO08835 GCUGUUUUG 257
AGACGGGCACGAGGUUCCCUGUUUUAGAGCUAU
CRO008836 GCUGUUUUG 258
CCAAGGAUGCUUACCACCAGGUUUUAGAGCUAU
CR008837 GCUGUUUUG 259
UGUGUUUGAAUGUGGCAACGGUUUUAGAGCUA
CRO08838 UGCUGUUUUG 260
GACGGGCACGAGGUUCCCUGGUUUUAGAGCUAU
CRO008839 GCUGUUUUG 261
UGCUGCCGGAUCCAAAUCCCGUUUUAGAGCUAU
CR008840 GCUGUUUUG 262
CAUCCAGAUACUGGCUAAAUGUUUUAGAGCUAU
CR008841 GCUGUUUUG 263
GCCAAUGACUUACGGGACUCGUUUUAGAGCUAU
CR008842 GCUGUUUUG 264
CGACAACCCAAAGGUUGUGAGUUUUAGAGCUAU
CR008843 GCUGUUUUG 265
GUUGUUUCUGACAUUAGCCAGUUUUAGAGCUA
CR008844 UGCUGUUUUG 266
CUGCCCCAUGCAUAGUUACCGUUUUAGAGCUAU
CR008845 GCUGUUUUG 267
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CR008846

UCUGGAGCAACCAUCAGAAUGUUUUAGAGCUAU
GCUGUUUUG
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A Rk | clRNAT A RE2S BLAIZE =
illey
GAACCUCGUGCCCGUCUGCUGUUUUAGAGCUAU
CR008847 | GCUGUUUUG 269
GCGACAACCCAAAGGUUGUGGUUUUAGAGCUAU
CR008848 | GCUGUUUUG 270
GGAACCUCGUGCCCGUCUGCGUUUUAGAGCUAU
CR008849 | GCUGUUUUG 271
CUGGUUUGAUGACCAACUUCGUUUUAGAGCUAU
CR008850 | GCUGUUUUG 272
CAGACGGGCACGAGGUUCCCGUUUUAGAGCUAU
CR008851 | GCUGUUUUG 273
GCAGCAACCCUCACAACCUUGUUUUAGAGCUAU
CR008852 | GCUGUUUUG 274
AAUGUGGCAACGUGGUGCUCGUUUUAGAGCUA
CR008853 | UGCUGUUUUG 275
AUUGCAAAGCGACAACCCAAGUUUUAGAGCUAU
CR008854 | GCUGUUUUG 276
UUCUACACCCCAGCCGCCCCGUUUUAGAGCUAU
CR008855 | GCUGUUUUG 277
CCACAUUGGCCAAUGAGUUAGUUUUAGAGCUAU
CR008856 | GCUGUUUUG 278
AUCCCCAUUUAGCCAGUAUCGUUUUAGAGCUAU
CR008857 | GCUGUUUUG 279
CUUACUGUUAGAUUUAUAUCGUUUUAGAGCUA
CR008858 | UGCUGUUUUG 280
GAUGUAGAUGCCUAUUCUGAGUUUUAGAGCUA
CR008859 | UGCUGUUUUG 281
CUAGAUUGGCCAAUGACUUAGUUUUAGAGCUA
CR008860 | UGCUGUUUUG 282
UCCAAGGAUGCUUACCACCAGUUUUAGAGCUAU
CR008861 | GCUGUUUUG 283
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A Rk | ceRNAT A Fhds AL 75
EllEey
‘ GGUGGUAAGCAUCCUUGGAAGUUUUAGAGCUAUGC

CR008862 | UGUUUUG - 284
CACAUUGGCCAAUGAGUUACGUUUUAGAGCUAUGC

CR008863 | UGUUUUG 285
UAGAUUGGCCAAUGACUUACGUUUUAGAGCUAUGC

CR008864 | UGUUUUG 286
ACGUUGCCACAUUCAAACACGUUUUAGAGCUAUGC

CR008865 | UGUUUUG 287
AUGCUUACCACCAGGGGACAGUUUUAGAGCUAU

CRO08866 | GCUGUUUUG 288
GUGGAAUACAGAGCGGAGGUGUUUUAGAGCUA

CR008867 | UGCUGUUUUG 289
UCUACACCCCAGCCGCCCCAGUUUUAGAGCUAU

CR008868 | GCUGUUUUG 290
CUGUUAGAUUUAUAUCAGGGGUUUUAGAGCUA

CR008869 | UGCUGUUUUG 291
CCCCUGGUGGUAAGCAUCCUGUUUUAGAGCUAU

CR008870 | GCUGUUUUG 292
AUCGGAGCAGGGAUCUGUGCGUUUUAGAGCUA

CR008871 | UGCUGUUUUG 293
UGGUGCUCAGGACUGAUGAAGUUUUAGAGCUA

CR008872 | UGCUGUUUUG 294
UCCAUAGCAAAUAUCCACAUGUUUUAGAGCUAU

CR008873 | GCUGUUUUG 295
CAUGCAAAUGUCCACUCACCGUUUUAGAGCUAU

CR008874 | GCUGUUUUG 296
CAACCUCCCUCCCUCAGGAUGUUUUAGAGCUAU

CR008875 | GCUGUUUUG 297
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A Bk | ccRNAT A FELS Bl & =
lIESEEy
GGCGGCUGGGGUGUAGAAGCGUUUUAGAGCUAU
CR0O08876 | GCUGUUUUG 298
UUAUGCCUGGGAUUUGGAUCGUUUUAGAGCUAU
CR008877 | GCUGUUUUG 299
AUCAGAAUAGGCAUCUACAUGUUUUAGAGCUAU
CR008878 | GCUGUUUUG 301
CAGCAACCCUCACAACCUUUGUUUUAGAGCUAUG
CR008879 | CUGUUUUG 302
UUGCCAAUCCUGAGGGAGGGGUUUUAGAGCUAU
CR008880 | GCUGUUUUG 303
AUUAUUGCUAUGUCAGCAGCGUUUUAGAGCUAU
CR0O08881 | GCUGUUUUG 304
ACGAGGUUCCCUGGGGCGGCGUUUUAGAGCUAU
CR008882 | GCUGUUUUG 305
UUCCAAGGAUGCUUACCACCGUUUUAGAGCUAUG
CR008883 | CUGUUUUG 306
GCGGCUGGGGUGUAGAAGCAGUUUUAGAGCUAU
CR008884 | GCUGUUUUG 307
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A Rk | crRNAT A FECH ReAIE =
Gl
AGAAGUGGAAUACAGAGCGGGUUUUAGAGCUAUGCUG
CR008885 | UUUUG 308
UCGGAGCAGGGAUCUGUGCUGUUUUAGAGCUAUGCUG
CR0O08886 | UUUUG 309
ACAGUGGGAUCUACUGCUGCGUUUUAGAGCUAUGCUG
CR008887 | UUUUG 310
UGAAAAAUUUAACCUGAAGUGUUUUAGAGCUAUGCUG
CR008888 | UUUUG 311
UGCCCCAGCAGACGGGCACGGUUUUAGAGCUAUGCUG
CR008889 | UUUUG 312
CUAUGCAGGGUCCUCAGAAGGUUUUAGAGCUAUGCUG
CR008890 | UUUUG 313
AAAUAAGGUGGUUGGAUCUAGUUUUAGAGCUAUGCUG
CR008891 | UUUUG 314
CAUUUGCCAAUCCUGAGGGAGUUUUAGAGCUAUGCUG
CR008892 | UUUUG 315
UCAGGGACACAUCUCCUUUGGUUUUAGAGCUAUGCUG
CR008893 | UUUUG 316
AGUCGGUGCAGGGGUGACCUGUUUUAGAGCUAUGCUG
CR008894 | UUUUG 317
UUGGCAAAUGCAGUAGCAGAGUUUUAGAGCUAUGCUG
CR008895 | UUUUG 318
UUUUCAUCAUUCAUUAUGCCGUUUUAGAGCUAUGCUG
CR008896 | UUUUG 319
AUCCAGAUACUGGCUAAAUGGUUUUAGAGCUAUGCUG
CR008897 | UUUUG 320
GGUGCUCAGGACUGAUGAAAGUUUUAGAGCUAUGCUG
CR008898 | UUUUG 321
ACCUGGGCCAUGUCCCCUGGGUUUUAGAGCUAUGCUG
CR008899 | UUUUG 322
GCAUUUGCCAAUCCUGAGGGGUUUUAGAGCUAUGCUG
CR008900 | UUUUG 323
CAGCAGCAGGACACAGUCAAGUUUUAGAGCUAUGCUG
CR008901 | UUUUG 324
GUUACCUGGGCCAUGUCCCCGUUUUAGAGCUAUGCUG
CR008902 | UUUUG 325
GCCACAUUCAAACACAGGACGUUUUAGAGCUAUGCUG
CRO08903 | UUUUG 326
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gooobod
A Rk | cRNAKT A RELF BLHE 5
llEey
ACAUCCAGAUACUGGCUAAAGUUUUAGAGCUAUGCU
CR008904 | GUUUUG 327
GCCUGUCCUGUGUUUGAAUGGUUUUAGAGCUAUGCU
CR008905 | GUUUUG 328
GCUCCUUUGCCCCAGCAGACGUUUUAGAGCUAUGCU
CR008906 | GUUUUG 329
CGAGGUUCCCUGGGGCGGCUGUUUUAGAGCUAUGCU
CR008907 | GUUUUG 330
UACUGCAUUUGCCAAUCCUGGUUUUAGAGCUAUGCU
CRO0O08908 | GUUUUG 331
GAGGUUCCCUGGGGCGGCUGGUUUUAGAGCUAUGCU
CR008909 | GUUUUG 332
AACCUCGUGCCCGUCUGCUGGUUUUAGAGCUAUGCU
CR008910 | GUUUUG 333
CAUUCAUUAUGCCUGGGAUUGUUUUAGAGCUAUGCU
CR0O08911 | GUUUUG 334
AGAGAACGUAUAUGAAGUGGGUUUUAGAGCUAUGCU
CR008912 | GUUUUG 335
AGCAGCAGGACACAGUCAAAGUUUUAGAGCUAUGCU
CRO08913 | GUUUUG 336
CGCUCUGUAUUCCACUUCUGGUUUUAGAGCUAUGCU
CR008914 | GUUUUG 337
GGAGGUUGGCCAAAGAGAUGGUUUUAGAGCUAUGCU
CRO08915 | GUUUUG 338
ACUUCACUGCAGCCUUUCCAGUUUUAGAGCUAUGCU
CR008916 | GUUUUG 339
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#£5-—HEK?2 9 3SHEIZRBIT AT I M3 BEIEFEICBIT DY S— v Mtk (BB
MIRVWED, n=23)

4 FiaEs | 7 |sp | w0 raaiEs [ s | v mammEs | v | s

CRO008829 49.57 | 4.14 | CR008859 3433 ]| 6.34 CRO0OB888 3.27 0.29
CRO08830 72.07 | 3.72 | CR008860 75.70 | 1.66 CRO0O08889 0.77 0.12
CRO08831 31.70 | 5.48 | CR008861* 65.55 1 4.05 CR0O08890 28.2319.77
CRO008832 46.10 | 3.82 | CR008862 64.13 ] 7.53 CR008891 6143 ] 5.14
CRO08833 60.73 | 5.85 | CR008863 30.30 | 3.79 CR008892 40271 7.13
CRO008834 68.27 | 8.18 | CR008864 67.70 | 9.60 CRO008893 33.00| 2.87
CRO08835 40.63 | 7.29 | CR008865 12.40 | 2.67 CR008894 40.80 | 2.12
CRO008836 43.77 | 2.79 | CR008866 9.50 1.81 CR0O08895 24531923
CR008837 73.57 | 3.48 | CR008867 37.50 | 2.51 CRO008896 0.57 0.33
CRO0O08838 46.37 | 2.14 | CR0O08868 34.37 | 3.00 | CR008897 24.13 1 10.02
CRO008839 84.73 1 1.01 | CR008869 33.50 | 12.04 | CR008898 5587 | 8.17
CR008840 73.53 ] 2.73 | CR008870 47.57 | 6.21 CRO08899 190 ]0.24
CR008841 11.97 ] 2.74 | CR008871 27.70 | 2.93 CR008900 11.83 ] 2.65
CR008842 7.80 1.23 | CR008872 41.07 | 8.61 CR008901 30.57 | 4.49
CR008843 1.10 | 0.08 | CR008873 35.10 | 10.67 | CR008902 27.5315.73
CR008844 47401 7.16 | CR008874 8.73 0.45 CR008903 10.20 ] 0.70
CR0O08845 437 1.04 | CR0O08875 13.73 | 1.81 CR0O08904 10.67 | 3.21
CR008846 48.30 ] 2.26 | CR008876 3.97 0.17 CR008905 11.67 | 1.77
CRO008847 11.60 | 1.67 | CR008877 54.73 | 11.59 | CR008906 60.03 | 1.11
CR0O08848 0.43 0.05 | CR0O08878 2043 1 1.24 CR0O08907 50.87 | 6.95
CR008849 5.67 0.79 | CR008879 68.53 | 8.63 CR008908 42.50 | 8.43
CRO08850 32.23 ] 3.02 | CRO08880 13.03 | 1.60 CR008909 20.27 | 6.54
CRO008851 12.57 | 2.96 | CR008881 10.20 | 3.69 CR0O08910 73.60 | 1.35
CR008852 12.07 | 2.03 | CR0O08882 1.37 0.09 CRO08911 10.87 | 2.61
CRO08853 493 0.74 | CR008883 64.67 | 8.86 CRO08912 4940 | 6.57
CR0O08854 36.47 | 3.80 | CR008884 61.63 ] 6.51 CR008913 53.80 | 8.90
CRO08855 15.70 | 5.39 | CRO0O8885 36.27 | 5.04 CR0O08914 7.13 0.84
CRO008856 55.77 | 2.64 | CR0O08886 43.83 ] 2.66 CRO08915 70.67 | 1.57
CR008857 7.70 1.20 | CR0O08887 20.70 | 0.50 CRO08916 77.33 | 3.09
CRO08858 27.10 ] 6.21

*CRO08861 n=2
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gooad

#6A—T I M3EBEFREIZBITA THIBIZRBT 5 E8MmEE S—E 2 b

KJ-—826 Fr—112 RJF—262 KF—315
A N Fs | SD ) SD | ¥ SD ¥ SD
CR008910 66.17 | 3.44 3987 240 |29.00 |2521 [44.73 |4.61
CR0O08898 56.40 | 8.92 39.50 235 |31.93 |1.91 36.33 | 1.50
CR008906 5327 |11.83 |31.13 |1.03 |2593 |240 32.17 | 1.11
CR008839 3797 |[18.08 |4283 |3.18 [46.55 |0.07 49.00 |4.67
CR008840 3540 |0.92 2057 025 [2230 |2.56 2573 | 253
CR008913 3383 |146 |20.60 |056 |9.27 1.05 12.13 | 0.35
CRO08915 31.07 | 1.19 19.40 |0.75 [2023 |2.15 19.77 | 1.46
CR008856 31.07 | 1.58 16.87 |0.68 |13.23 [2.58 15.17 | 1.88
CR008884 30.60 | 3.54 2503 [0.42 [2820 |0.87 2943 278
CR008877 2950 | 0.95 2007 |067 [1820 |3.20 2777 | 3.42
CR008916 27.63 133 7.00 1.25 |5.10 0.66 6.57 0.35
CR008862 1695 |7.85 2070 | 1.78 [23.13 |1.87 26.53 | 1.19
CR008846 19.53 | 8.06 1847 |1.81 [16.50 |1.61 1257 | 7.95
CR008883 1687 | 8.42 7.40 261 |11.77 132 1330 | 0.56
CR008879 1597 |5.01 8.77 0.85 |13.10 [1.32 11.90 |2.07
CR008912 1547 | 7.97 1167 |[131 |1047 |1.10 8.53 0.92
CR008833 1497 [2.99 1003 (059 |1027 |1.36 9.43 0.98
CR008837 1493 | 11.48 [1130 [3.95 |1230 |1.39 1557 | 1.18
CR008864 1480 | 4.55 11.70 [ 0.92 | 1423 | 1.81 9.50 5.99
CR008860 13.77 | 3.55 6.67 0.49 | 4.60 0.00 6.43 1.26
CR008861 1320 [2.59 1573|217 2327 |1.24 24.40 |1.67
CR008830 1220 | 1.31 6.47 1.07 |5.37 0.35 6.23 0.38
CR008907 10.00 |0.82 7.33 0.90 |7.77 0.55 8.20 1.76
CR008891 9.63 2.19 5.07 0.29 | 0.00 0.00 0.00 0.00
CR008834 7.00 3.30 7.87 523 |5.97 0.65 5.33 1.19
CR008829 1.13 0.21 1.30 046 |1.27 0.29 1.03 0.23
CR000961(TRAC
) 8440 |2.67 78.77 | 1.66 |67.13 |5.31 78.83 |4.19
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erRNA B SD ¥ = SD + ) SD o= SD
TIM3+% TIM3+% TIM3+% TIM3+%
CRO08839 | 30.87 3.61 38.07 1.97 15.35 0.60 | 12.06 5.06
CRO008910 | 28.03 2.78 38.00 0.61 |]3.98 0.32 | 4.04 0.54
CRO08898 | 31.53 4.15 42.70 4.78 |5.22 1.14 | 5.71 1.00
CRO08906 | 40.97 5.02 48.57 2774 574 0.21 6.80 3.46
CRO08884 | 35.53 2.38 52.17 6.14 ]6.71 0.32 ] 10.11 1.38
CRO08877 | 45.87 6.04 54.77 529 |8.79 245 12.44 2.76
CRO08862 | 50.47 4.20 59.10 6.68 19.13 1.80 |9.73 3.62
CRO08840 | 46.23 245 56.60 340 |8.40 1.29 | 8.47 1.33
CRO08861 | 51.57 3.18 63.70 420 |8.55 0.66 | 13.10 2.09
CRO08915 | 47.27 8.28 62.40 0.80 | 8.49 1.21 14.77 2.57
CRO08837 | 55.03 2.87 69.20 4.12 19.00 1.93 13.90 1.57
CRO08856 | 50.53 6.09 60.97 2.89 | 11.40 0.70 | 13.70 1.10
CRO08883 | 53.97 0.12 65.33 2.68 |9.53 1.04 | 14.93 1.90
CRO08846 | 49.67 13.76 60.37 2.78 110.26 1.09 | 17.33 0.38
CRO08913 | 50.87 7.96 62.43 5.05 1899 1.97 |12.73 3.40
CRO08879 | 55.67 3.90 66.87 5.75 19.87 1.10 | 2233 4.52
CRO08864 | 56.20 9.71 66.53 336 | 12.57 3.84 | 19.60 1.40
CRO08833 | 52.40 6.26 63.57 6.75 ]8.01 1.05 | 16.73 3.08
CRO08912 | 57.33 6.84 68.47 5.28 ]9.58 1.50 | 24.17 7.57
CRO08907 | 56.63 4.97 64.30 7.05 | 14.93 4.40 | 15.40 2.17
CRO08916 | 56.13 0.21 67.60 1.31 |8.12 242 | 14.17 2.97
CRO08860 | 59.37 3.44 67.70 1.55 9.76 1.16 | 19.93 242
CRO08830 | 57.63 1.76 64.70 1.97 | 14.27 2.82 113.20 1.25
CRO08834 | 58.87 3.00 61.63 7.41 15.07 276 |23.17 8.21
CRO08829 | 52.70 9.70 67.03 343 | 12.77 2.71 12043 1.56
CRO08891 | 64.57 6.56 68.30 3.39 | 12.57 1.07 | 23.53 3.00
CR000961
(TRAC) 76.17 4.83 75.23 325 | 1L.77 1.53 | 21.87 1.60
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CR008829 TIM3 60

CR008830 TIM3 55

CR008839 TIM3 526

CR008840 TIM3 406

CRO008856 TIM3 58

CR008861 TIM3 973

CR008862 TIM3 248

CRO008877 TIM3 598

CRO008883 TIM3 236

CR0O08884 TIM3 1238

CR0O08898 TIM3 502

CR008906 TIM3 286

CR008910 TIM3 281

CRO008913 TIM3 386

CR0O08915 TIM3 1037
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#8A: s gRNAREHDO THIIIZBITAT IM3BIEFEIZBIT 5EYRES—EL

Hoq 1o K> —1162 K—907
MY D) SD e Yo D 15 SD
G015083 39.93 9.81 |62.17 6.64
G015087 39.13 6.15 |48.20 4.57
G015078 7.70 0.66 |20.73 1.17
G015085 13.17 1.11 | 13.57 1.44
G015081 8.87 1.50 | 12.83 2.51
G015086 7.20 1.04 |8.93 2.54
G015080 5.90 0.87 |7.87 1.50
G015079 0.87 0.15 | 1.80 0.10
G015082 6.23 071 |9.63 1.27
G015084 3.73 0.06 |3.30 0.10
G000294
VEGFA(Xf ) 81.70 142 | 66.85 6.45
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#£8B: s gRNAREZLOT IM3KEE FCD 3+ THIROFEE S—k T — (n=3)

B KF—1162 K+ —907

TF SEHITIM3+% SD SEHITIM3+% SD
G015083 54.13 1020 |37.23 5.73
G015087 57.40 5.70 55.57 3.04
G015078 78.33 2.46 78.07 2.03
G015085 81.57 0.15 89.03 0.12
G015081 82.47 1.33 85.43 1.21
G015086 82.57 0.98 90.43 0.83
G015080 83.67 2.50 89.13 0.90
G015079 84.27 0.45 89.90 0.92
G015082 85.43 2.05 89.97 0.70
G015084 86.30 1.39 91.77 1.01
G000294

VEGFA(KHR) 79.97 3.46 89.70 3.70
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£ AL HAEDOLNP TO THIBMREDTZODA T V3—F 2 b

H %( U G018436 G018437 G018438 (3000739

: Bl R M

gm) N Tsp %% s | %%  Jsp | 7%  |sp

10 95.23 0.45 95.50 1.15 94.63 1.36 0.17 0.06

5 91.70 0.89 94.43 1.00 91.80 1.11 0.10 0.00

2.5 81.57 0.92 82.90 3.64 76.30 3.38 0.17 0.06

1.25 46.10 5.86 40.00 7.29 28.47 3.58 0.13 0.06

0.625 17.23 5.74 13.57 2.20 6.53 1.23 0.10 0.00

0.3125 4.80 1.30 3.27 2.49 1.70 0.10 0.10 0.00

0.15 1.70 0.53 0.93 0.21 0.87 0.29 0.10 0.00

0.07 0.80 0.36 0.47 0.06 0.47 0.21 0.17 0.06
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X10A—RBEINREF VX7 BEERBT MDA~ T —

A FHDCD8+% CD8+?DVb8+% CD4+DVb&+%
okt 15 SD Wt SD W) SD
WT1 Tz 57.77 7.95 57.87 5.02 62.63 5.17
G018436 56.73 6.09 57.00 5.86 62.73 6.03
G020845 56.17 7.25 58.17 5.60 63.03 5.85

ogooaoad

#£10B—#Hifg A€ —KHIMEHFTHVD 8+CD 8 +HMlfdD N N—k T —
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20

CD45RA+CD62L+CC | CD45RA+CD62L+CC
R7+% R7-%
v ) SD 15 SD
WT1 THIfE 13.64 12.95 15.88 12.61
G018436 11.96 11.10 17.13 13.64
G020845 11.85 10.66 17.41 14.83
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okt S| SD S| SD 8 SD
WTI1 THilE | 3.48 1.70 17.73 7.12 36.67 24.49
G018436 3.47 2.11 16.90 6.32 37.43 24.99
G020845 3.36 1.92 18.53 6.09 37.33 23.47
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#13— s gRNAREZO THIICBITAT IM3BEFETOEYFESA—EL |+ (n=

2)

HA KR TRE% D) SD

G015091 | 86.10 0.20

G015092 | 99.60 0.00

G016811 | 95.55 0.15

G016812 | 89.50 0.00

G016813 | 98.60 0.00
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TIM3% = 7 7 IR (hg38)
TIM3-1 chr5:157106867-157106887
TIM3-2 chr5:157106862-157106882
TIM3-3 chr5:157106803-157106823
TIM3-4 chr5:157106850-157106870
TIM3-5 chr5:157104726-157104746
TIM3-6 chr5:157106668-157106688
TIM3-7 chr5:157104681-157104701
TIM3-8 chr5:157104681-157104701
TIM3-9 chr5:157104680-157104700
TIM3-10 chr5:157106676-157106696
TIM3-11 chr5:157087271-157087291
TIM3-12 chr5:157095432-157095452
TIM3-13 chr5:157095361-157095381
TIM3-14 chr5:157095360-157095380
TIM3-15 chr5:157108945-157108965
TIM3-18 chr5:157106751-157106771
TIM3-19 chr5:157095419-157095439
TIM3-22 chr5:157104679-157104699
TIM3-23 chr5:157106824-157106844
TIM3-26 chr5:157087117-157087137
TIM3-29 chr5:157095379-157095399
TIM3-32 chr5:157106864-157106884
TIM3-42 chr5:157095405-157095425
TIM3-44 chr5:157095404-157095424
TIM3-56 chr5:157106888-157106908
TIM3-58 chr5:157087126-157087146
TIM3-59 chr5:157087253-157087273
TIM3-62 chr5:157106889-157106909
TIM3-63 chr5:157106935-157106955
TIM3-66 chr5:157106641-157106661
TIM3-69 chr5:157087084-157087104
TIM3-75 chr5:157104663-157104683
TIM3-82 chr5:157106875-157106895
TIM3-86 chr5:157087184-157087204
TIM3-87 chr5:157106936-157106956
TIM3-88 chr5:157104696-157104716
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(118)

TRBCE 7 7 ) LR (hg38)

TRBC-1 chr7:142791996-142792016
TRBC-2 chr7:142792047-142792067
TRBC-3 chr7:142792008-142792028
TRBC-4 chr7:142791931-142791951
TRBC-5 chr7:142791930-142791950
TRBC-6 chr7:142791748-142791768
TRBC-7 chr7:142791720-142791740
TRBC-8 chr7:142792041-142792061
TRBC-9 chr7:142802114-142802134
TRBC-10 chr7:142792009-142792029
TRBC-11 chr7:142792697-142792717
TRBC-12 chr7:142791963-142791983
TRBC-13 chr7:142791976-142791996
TRBC-14 chr7:142791974-142791994
TRBC-15 chr7:142791970-142791990
TRBC-16 chr7:142791948-142791968
TRBC-17 chr7:142791913-142791933
TRBC-18 chr7:142791961-142791981
TRBC-19 chr7:142792068-142792088
TRBC-20 chr7:142791975-142791995
TRBC-21 chr7:142791773-142791793
TRBC-22 chr7:142791919-142791939
TRBC-23 chr7:142791834-142791854
TRBC-24 chr7:142791878-142791898
TRBC-25 chr7:142802141-142802161
TRBC-26 chr7:142791844-142791864
TRBC-27 chr7:142801154-142801174
TRBC-28 chr7:142791961-142791981
TRBC-29 chr7:142792001-142792021
TRBC-30 chr7:142791979-142791999
TRBC-31 chr7:142792041-142792061
TRBC-32 chr7:142792003-142792023
TRBC-33 chr7:142791984-142792004
TRBC-34 chr7:142792002-142792022
TRBC-35 chr7:142791966-142791986
TRBC-36 chr7:142792007-142792027
TRBC-37 chr7:142791993-142792013

JP 2024-506016 A 2024.2.8

10

20

30

40

50



goooooand

(119)

TRBC&E 5 7 ) LJEEAE(hg38)

TRBC-38 chr7:142791902-142791922
TRBC-39 chr7:142791724-142791744
TRBC-40 chr7:142791973-142791993
TRBC-41 chr7:142791920-142791940
TRBC-42 chr7:142791994-142792014
TRBC-43 chr7:142791887-142791907
TRBC-44 chr7:142791907-142791927
TRBC-45 chr7:142791952-142791972
TRBC-46 chr7:142791721-142791741
TRBC-47 chr7:142792718-142792738
TRBC-48 chr7:142791729-142791749
TRBC-49 chr7:142791911-142791931
TRBC-50 chr7:142791867-142791887
TRBC-51 chr7:142791899-142791919
TRBC-52 chr7:142791727-142791747
TRBC-53 chr7:142791949-142791969
TRBC-54 chr7:142791933-142791953
TRBC-55 chr7:142791932-142791952
TRBC-56 chr7:142792057-142792077
TRBC-57 chr7:142791940-142791960
TRBC-58 chr7:142791747-142791767
TRBC-59 chr7:142791881-142791901
TRBC-60 chr7:142791779-142791799
TRBC-61 chr7:142792054-142792074
TRBC-62 chr7:142792069-142792089
TRBC-63 chr7:142792712-142792732
TRBC-64 chr7:142791729-142791749
TRBC-65 chr7:142791821-142791841
TRBC-66 chr7:142792052-142792072
TRBC-67 chr7:142791916-142791936
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(120)

TRBCE 75 7 7 I JERE(hg38)

TRBC-68 chr7:142791899-142791919
TRBC-69 chr7:142791772-142791792
TRBC-70 chr7:142792714-142792734
TRBC-71 chr7:142792042-142792062
TRBC-72 chr7:142791962-142791982
TRBC-73 chr7:142791988-142792008
TRBC-74 chr7:142791982-142792002
TRBC-75 chr7:142792049-142792069
TRBC-76 chr7:142791839-142791859
TRBC-77 chr7:142791893-142791913
TRBC-78 chr7:142791945-142791965
TRBC-79 chr7:142791964-142791984
TRBC-80 chr7:142791757-142791777
TRBC-81 chr7:142792048-142792068
TRBC-82 chr7:142791774-142791794
TRBC-83 chr7:142792048-142792068
TRBC-84 chr7:142791830-142791850
TRBC-85 chr7:142791909-142791929
TRBC-86 chr7:142791912-142791932
TRBC-87 chr7:142791766-142791786
TRBC-88 chr7:142791880-142791900
TRBC-89 chr7:142791919-142791939
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goooooand

(121)

TRACE 7: 77 ) IR (hg38)

TRAC-90 chr14:22547524-22547544
TRAC-91 chr14:22550581-22550601
TRAC-92 chr14:22550608-22550628
TRAC-93 chr14:22550611-22550631
TRAC-94 chr14:22550622-22550642
TRAC-95 chr14:22547529-22547549
TRAC-96 chr14:22547512-22547532
TRAC-97 chr14:22547525-22547545
TRAC-98 chr14:22547536-22547556
TRAC-99 chr14:22547575-22547595
TRAC-100 chr14:22547640-22547660
TRAC-101 chr14:22547647-22547667
TRAC-102 chr14:22547777-22547797
TRAC-103 chr14:22549638-22549658
TRAC-104 chr14:22549646-22549666
TRAC-105 chr14:22550600-22550620
TRAC-106 chr14:22550605-22550625
TRAC-107 chr14:22550625-22550645
TRAC-108 chr14:22539116-22539136
TRAC-109 chr14:22539120-22539140
TRAC-110 chr14:22547518-22547538
TRAC-111 chr14:22539082-22539102
TRAC-112 chr14:22539061-22539081
TRAC-113 chr14:22539097-22539117
TRAC-114 chr14:22547697-22547717
TRAC-115 chr14:22550571-22550591
TRAC-116 chr14:22550631-22550651
TRAC-117 chr14:22550658-22550678
TRAC-118 chr14:22547712-22547732
TRAC-119 chr14:22550636-22550656
TRAC-120 chr14:22550636-22550656
TRAC-121 chr14:22550582-22550602
TRAC-122 chr14:22550606-22550626
TRAC-123 chr14:22550609-22550629
TRAC-124 chr14:22547691-22547711
TRAC-125 chr14:22547576-22547596
TRAC-126 chr14:22549648-22549668
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(122)

TRACE 5 7/ LJERR(hg38)

TRAC-127 chr14:22549660-22549680
TRAC-128 chr14:22547716-22547736
TRAC-129 chr14:22547514-22547534
TRAC-130 chr14:22550662-22550682
TRAC-131 chr14:22550593-22550613
TRAC-132 chr14:22550612-22550632
TRAC-133 chr14:22547521-22547541
TRAC-134 chr14:22547540-22547560
TRAC-135 chr14:22539121-22539141
TRAC-136 chr14:22547632-22547652
TRAC-137 chrl14:22547674-22547694
TRAC-138 chr14:22549643-22549663
TRAC-139 chr14:22547655-22547675
TRAC-140 chr14:22547667-22547687
TRAC-141 chr14:22539085-22539105
TRAC-142 chr14:22549634-22549654
TRAC-143 chr14:22539064-22539084
TRAC-144 chrl14:22547639-22547659
TRAC-145 chr14:22547731-22547751
TRAC-146 chr14:22547734-22547754
TRAC-147 chr14:22547591-22547611
TRAC-148 chr14:22547657-22547677
TRAC-149 chr14:22547519-22547539
TRAC-150 chr14:22549674-22549694
TRAC-151 chr14:22547678-22547698
TRAC-152 chr14:22539087-22539107
TRAC-153 chr14:22547595-22547615
TRAC-154 chr14:22547633-22547653
TRAC-155 chr14:22547732-22547752
TRAC-156 chr14:22547656-22547676
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(123)

TRACE 75 7/ LJHERE(hg38)

TRAC-157 chr14:22539086-22539106
TRAC-158 chr14:22547491-22547511
TRAC-159 chr14:22547618-22547638
TRAC-160 chr14:22549644-22549664
TRAC-161 chr14:22547522-22547542
TRAC-162 chr14:22539089-22539109
TRAC-163 chr14:22539062-22539082
TRAC-164 chrl14:22547597-22547617
TRAC-165 chr14:22547677-22547697
TRAC-166 chr14:22549645-22549665
TRAC-167 chr14:22550610-22550630
TRAC-168 chrl14:22547511-22547531
TRAC-169 chr14:22550607-22550627
TRAC-170 chr14:22550657-22550677
TRAC-171 chr14:22550604-22550624
TRAC-172 chr14:22539132-22539152
TRAC-173 chr14:22550632-22550652
TRAC-174 chr14:22547571-22547591
TRAC-175 chrl14:22547711-22547731
TRAC-176 chr14:22547666-22547686
TRAC-177 chr14:22547567-22547587
TRAC-178 chr14:22547624-22547644
TRAC-185 chr14:22547501-22547521
TRAC-213 chr14:22547519-22547539
TRAC-214 chr14:22547556-22547576
TRAC-215 chr14:22547486-22547506
TRAC-216 chr14:22547487-22547507
TRAC-217 chr14:22547493-22547513
TRAC-218 chr14:22547502-22547522
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I o [ |

0000000000000 00000000D0DD0DD0DD0DDDDDODO0DOoDOoDo0o0ooooaOn
0000000000000 00000000000O0D0O0O0O0O0000000000
00000000000O0O0DOoOoao

oooooag

7 7 B (hg38) A RS NSIE S [BaM-#
chr15:44711469-44711494 [UGGCUGGGCACGCGUUUAAUAUAAG K12 B2M-1
chr15:44711472-44711497 [CUGGGCACGCGUUUAAUAUAAGUGG 413 B2M-2
chr15:44711483-4471 1508 [UUUAAUAUAAGUGGAGGCGUCGCGC 414 B2M-3
chr15:44711486-44711511 JAAUAUAAGUGGAGGCGUCGCGCUGG H15 B2M-4
chr15:44711487-44711512 JAUAUAAGUGGAGGCGUCGCGCUGGC |16 B2M-5
chr15:44711512-44711537 |GGGCAUUCCUGAAGCUGACAGCAUU K17 B2M-6
chr15:44711513-44711538 |GGCAUUCCUGAAGCUGACAGCAUUC K18 BoM-7
chr15:44711534-44711559 |JAUUCGGGCCGAGAUGUCUCGCUCCG 419 B2M-8
chr15:44711568-44711593 JCUGUGCUCGCGCUACUCUCUCUUUC 420 B2M-9
chrl15:44711573-44711598 |CUCGCGCUACUCUCUCUUUCUGGCC 421 B2M-10
chr15:44711576-44711601 JGCGCUACUCUCUCUUUCUGGCCUGG 422 B2M-11
chr15:44711466-44711491 |JAUAUUAAACGCGUGCCCAGCCAAUC 423 B2M-12
chr15:44711522-44711547 JUCUCGGCCCGAAUGCUGUCAGCUUC 424 B2M-13
chr15:44711544-44711569 |GCUAAGGCCACGGAGCGAGACAUCU 25 B2M-14
chr15:44711559-44711584 JAGUAGCGCGAGCACAGCUAAGGCCA 426 B2M-15
chr15:44711565-44711590 JAGAGAGAGUAGCGCGAGCACAGCUA 427 B2M-16
chr15:44711599-44711624 |GAGAGACUCACGCUGGAUAGCCUCC 428 B2M-17
chr15:44711611-44711636 |GCGGGAGGGUAGGAGAGACUCACGC 429 B2M-18
chr15:44715412-44715437 [UAUUCCUCAGGUACUCCAAAGAUUC 430 B2M-19
chr15:44715440-44715465 [UUUACUCACGUCAUCCAGCAGAGAA K31 B2M-20
chr15:44715473-44715498 [CAAAUUUCCUGAAUUGCUAUGUGUC 432 B2M-21
chr15:44715474-44715499 JAAAUUUCCUGAAUUGCUAUGUGUCU 33 B2M-22
chr15:44715515-44715540 JACAUUGAAGUUGACUUACUGAAGAA |34 B2M-23
chr15:44715535-44715560 JAAGAAUGGAGAGAGAAUUGAAAAAG P35 B2M-24
chrl35:44715562-44715587 |JGAGCAUUCAGACUUGUCUUUCAGCA 436 B2M-25
chr15:44715567-44715592 [UUCAGACUUGUCUUUCAGCAAGGAC W37 B2M-26
chr15:44715672-44715697 [UUUGUCACAGCCCAAGAUAGUUAAG 438 B2M-27
chr15:44715673-44715698 [UUGUCACAGCCCAAGAUAGUUAAGU 439 B2M-28
chr15:44715674-44715699 [UGUCACAGCCCAAGAUAGUUAAGUG [440 B2M-29
chr15:44715410-44715435 |JAUCUUUGGAGUACCUGAGGAAUAUC 441 B2M-30
chr15:44715411-44715436 JAAUCUUUGGAGUACCUGAGGAAUAU 442 B2M-31
chr15:44715419-44715444 [UAAACCUGAAUCUUUGGAGUACCUG 443 B2M-32
chr15:44715430-44715455 |GAUGACGUGAGUAAACCUGAAUCUU 444 B2M-33
chr15:44715457-44715482 |GGAAAUUUGACUUUCCAUUCUCUGC W45 B2M-34
chr15:44715483-44715508 JAUGAAACCCAGACACAUAGCAAUUC 446 B2M-35
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(125)

JP 2024-506016 A 2024.2.8

7 ) DALIE (hg38) A FEFI B2 =S{B2M-#
chr15:44715511-44715536 [UCAGUAAGUCAACUUCAAUGUCGGA 447 B2M-36
chr15:44715515-44715540 JUUCUUCAGUAAGUCAACUUCAAUGU 448 B2M-37
chr15:44715629-44715654 |CAGGCAUACUCAUCUUUUUCAGUGG 449 B2M-38
chr15:44715630-44715655 |GCAGGCAUACUCAUCUUUUUCAGUG 450 B2M-39
chr15:44715631-44715656 |GGCAGGCAUACUCAUCUUUUUCAGU 451 B2M-40
chr15:44718632-44715657 |CGGCAGGCAUACUCAUCUUUUUCAG 452 B2M-41
chr15:44715653-44715678 |GACAAAGUCACAUGGUUCACACGGC 453 B2M-42
chr15:44715657-44715682 |CUGUGACAAAGUCACAUGGUUCACA 454 B2M-43
chr15:44715666-44715691 [UAUCUUGGGCUGUGACAAAGUCACA 455 B2M-44
chr15:44715685-44715710 JAAGACUUACCCCACUUAACUAUCUU 456 B2M-45
chr15:44715686-44715711 [UAAGACUUACCCCACUUAACUAUCU 457 B2M-46
chr15:44716326-44716351 |AGAUCGAGACAUGUAAGCAGCAUCA 458 B2M-47
chr15:44716329-44716354 [UCGAGACAUGUAAGCAGCAUCAUGG 459 B2M-48
chr15:44716313-44716338 |JAUGUCUCGAUCUAUGAAAAAGACAG 460 B2M-49
chr15:44717599-44717624 [UUUUCAGGUUUGAAGAUGCCGCAUU 461 B2M-50
chr15:44717604-44717629 |AGGUUUGAAGAUGCCGCAUUUGGAU 462 B2M-51
chr15:44717681-44717706 |CACUUACACUUUAUGCACAAAAUGU 463 B2M-52
chr15:44717682-44717707 |JACUUACACUUUAUGCACAAAAUGUA 464 B2M-53
chr15:44717702-44717727 |AUGUAGGGUUAUAAUAAUGUUAACA 465 B2M-54
chr15:44717764-44717789 |GUCUCCAUGUUUGAUGUAUCUGAGC 466 B2M-55
chr15:44717776-44717801 |GAUGUAUCUGAGCAGGUUGCUCCAC 467 B2M-56
chr15:44717786-44717811 |JAGCAGGUUGCUCCACAGGUAGCUCU 468 B2M-57
chr15:44717789-44717814 |JAGGUUGCUCCACAGGUAGCUCUAGG 469 B2M-58
chr15:44717790-44717815 |GGUUGCUCCACAGGUAGCUCUAGGA 470 B2M-59
chr15:44717794-44717819 |GCUCCACAGGUAGCUCUAGGAGGGC 471 B2M-60
chr15:44717805-44717830 |AGCUCUAGGAGGGCUGGCAACUUAG 472 B2M-61
chr15:44717808-44717833 [UCUAGGAGGGCUGGCAACUUAGAGG 473 B2M-62
chr15:44717809-44717834 |CUAGGAGGGCUGGCAACUUAGAGGU 474 B2M-63
chr15:44717810-44717835 [UAGGAGGGCUGGCAACUUAGAGGUG 475 B2M-64
chr15:44717846-44717871 |AUUCUCUUAUCCAACAUCAACAUCU 476 B2M-65
chr15:44717945-44717970 |CAAUUUACAUACUCUGCUUAGAAUU 477 B2M-66
chr15:44717946-44717971 |AAUUUACAUACUCUGCUUAGAAUUU 478 B2M-67
chr15:44717947-44717972 |AUUUACAUACUCUGCUUAGAAUUUG 479 B2M-68
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Oodooogad

5 ) WL (he38) HA RELF e
chr15:44717948-44717973 [UUUACAUACUCUGCUUAGAAUUUGG 480 IB2M-69
chr15:44717973-44717998 |IGGGAAAAUUUAGAAAUAUAAUUGAC 481 IB2M-70
chr15:44717981-44718006 [UUAGAAAUAUAAUUGACAGGAUUAU 482 IB2M-71
chr15:44718056-44718081 [UACUUCUUAUACAUUUGAUAAAGUA 483 B2M-72
chr15:44718061-44718086 |CUUAUACAUUUGAUAAAGUAAGGCA 484 IB2M-73
chr15:44718067-44718092 |CAUUUGAUAAAGUAAGGCAUGGUUG 485 IB2M-74
chr15:44718076-44718101 JAAGUAAGGCAUGGUUGUGGUUAAUC 486 IB2M-75
chr15:44717589-44717614 |CUUCAAACCUGAAAAGAAAAGAAAA 487 IB2M-76
chr15:44717620-44717645 |AUUUGGAAUUCAUCCAAUCCAAAUG 488 IB2M-77
chr15:44717642-44717667 [UAUUAAAAAGCAAGCAAGCAGAAUU 489 IB2M-78
chr15:44717771-44717796 |GCAACCUGCUCAGAUACAUCAAACA 490 IB2M-79
chr15:44717800-44717825 [UUGCCAGCCCUCCUAGAGCUACCUG 491 IB2M-80
chr15:44717859-44717884 [UCAAAUCUGACCAAGAUGUUGAUGU 492 IB2M-81
chr15:44717947-44717972 |CAAAUUCUAAGCAGAGUAUGUAAAU 493 IB2M-82
chr15:44718119-44718144 |CAAGUUUUAUGAUUUAUUUAACUUG 494 IBM4-83
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(129)

ooooao
2B4E =5 7 DJEEFE(hg38)
2B4-1 chr1:160841611-160841631
2B4-2 chr1:160841865-160841885
2B4-3 chr1:160862624-160862644
2B4-4 chr1:160862671-160862691
2B4-5 chr1:160841622-160841642
2B4-6 chr1:160841819-160841839
2B4-7 chr1:160841823-160841843
2B4-8 chr1:160841717-160841737
2B4-9 chr1:160841859-160841879
2B4-10 chr1:160841806-160841826
2B4-11 chr1:160841834-160841854
2B4-12 chr1:160841780-160841800
2B4-13 chr1:160841713-160841733
2B4-14 chr1:160841631-160841651
2B4-15 chr1:160841704-160841724
2B4-16 chr1:160841584-160841604
2B4-17 chr1:160841679-160841699
2B4-18 chr1:160841874-160841894
2B4-19 chr1:160841750-160841770
2B4-20 chr1:160841577-160841597
2B4-21 chr1:160841459-160841479
2B4-22 chr1:160841466-160841486
2B4-23 chr1:160841461-160841481
2B4-24 chr1:160841460-160841480
2B4-25 chr1:160841360-160841380
2B4-26 chr1:160841304-160841324
2B4-27 chr1:160841195-160841215
2B4-28 chr1:160841305-160841325
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googao

LAG3%& &5 7/ DJEERE(hg38)

LAG3-1 chr12:6773938-6773958

LAG3-2 chr12:6774678-6774698

LAG3-3 chr12:6772894-6772914

LAG3-4 chr12:6774816-6774836

LAG3-5 chr12:6774742-6774762

LAG3-6 chr12:6775380-6775400

LAG3-7 chrl12:6774727-6774747

LAG3-8 chr12:6774732-6774752

LAG3-9 chr12:6777435-6777455

LAG3-10 chr12:6774771-6774791

LAG3-11 chr12:6772909-6772929

LAG3-12 chr12:6774735-6774755

LAG3-13 chr12:6773783-6773803

LAG3-14 chr12:6775292-6775312

LAG3-15 chr12:6777433-6777453

LAG3-16 chr12:6778268-6778288

LAG3-17 chr12:6775444-6775464

LAG3-24 chr12:6777783-6777803

LAG3-26 chr12:6777784-6777804

LAG3-41 chr12:6778252-6778272

LAG3-59 chr12:6777325-6777345

LAG3-83 chr12:6777329-6777349
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goooooand

(137)

TRACE 7 7 ) L JERE(hg38)

TRAC-90 chr14:22547524-22547544
TRAC-91 chr14:22550581-22550601
TRAC-92 chr14:22550608-22550628
TRAC-93 chr14:22550611-22550631
TRAC-94 chr14:22550622-22550642
TRAC-95 chr14:22547529-22547549
TRAC-96 chr14:22547512-22547532
TRAC-97 chr14:22547525-22547545
TRAC-98 chr14:22547536-22547556
TRAC-99 chr14:22547575-22547595
TRAC-100 chr14:22547640-22547660
TRAC-101 chr14:22547647-22547667
TRAC-102 chr14:22547777-22547797
TRAC-103 chr14:22549638-22549658
TRAC-104 chr14:22549646-22549666
TRAC-105 chr14:22550600-22550620
TRAC-106 chr14:22550605-22550625
TRAC-107 chr14:22550625-22550645
TRAC-108 chr14:22539116-22539136
TRAC-109 chr14:22539120-22539140
TRAC-110 chr14:22547518-22547538
TRAC-111 chr14:22539082-22539102
TRAC-112 chr14:22539061-22539081
TRAC-113 chr14:22539097-22539117
TRAC-114 chr14:22547697-22547717
TRAC-115 chr14:22550571-22550591
TRAC-116 chr14:22550631-22550651
TRAC-117 chr14:22550658-22550678
TRAC-118 chr14:22547712-22547732
TRAC-119 chr14:22550636-22550656
TRAC-120 chr14:22550636-22550656
TRAC-121 chr14:22550582-22550602
TRAC-122 chr14:22550606-22550626
TRAC-123 chr14:22550609-22550629
TRAC-124 chr14:22547691-22547711
TRAC-125 chr14:22547576-22547596
TRAC-126 chr14:22549648-22549668
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goooooand

(138)

TRACE 5 7 7 IR (hg38)

TRAC-127 chr14:22549660-22549680
TRAC-128 chr14:22547716-22547736
TRAC-129 chr14:22547514-22547534
TRAC-130 chr14:22550662-22550682
TRAC-131 chr14:22550593-22550613
TRAC-132 chr14:22550612-22550632
TRAC-133 chr14:22547521-22547541
TRAC-134 chr14:22547540-22547560
TRAC-135 chr14:22539121-22539141
TRAC-136 chr14:22547632-22547652
TRAC-137 chr14:22547674-22547694
TRAC-138 chr14:22549643-22549663
TRAC-139 chr14:22547655-22547675
TRAC-140 chr14:22547667-22547687
TRAC-141 chr14:22539085-22539105
TRAC-142 chr14:22549634-22549654
TRAC-143 chr14:22539064-22539084
TRAC-144 chr14:22547639-22547659
TRAC-145 chr14:22547731-22547751
TRAC-146 chr14:22547734-22547754
TRAC-147 chr14:22547591-22547611
TRAC-148 chr14:22547657-22547677
TRAC-149 chr14:22547519-22547539
TRAC-150 chr14:22549674-22549694
TRAC-151 chr14:22547678-22547698
TRAC-152 chr14:22539087-22539107
TRAC-153 chr14:22547595-22547615
TRAC-154 chr14:22547633-22547653
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(139)

TRACE & 7 ) LJERE(hg38)

TRAC-155 chr14:22547732-22547752
TRAC-156 chr14:22547656-22547676
TRAC-157 chr14:22539086-22539106
TRAC-158 chr14:22547491-22547511

TRAC-159 chr14:22547618-22547638
TRAC-160 chr14:22549644-22549664
TRAC-161 chr14:22547522-22547542
TRAC-162 chr14:22539089-22539109
TRAC-163 chr14:22539062-22539082
TRAC-164 chr14:22547597-22547617
TRAC-165 chr14:22547677-22547697
TRAC-166 chr14:22549645-22549665
TRAC-167 chr14:22550610-22550630
TRAC-168 chr14:22547511-22547531

TRAC-169 chr14:22550607-22550627
TRAC-170 chr14:22550657-22550677
TRAC-171 chr14:22550604-22550624
TRAC-172 chr14:22539132-22539152
TRAC-173 chr14:22550632-22550652
TRAC-174 chr14:22547571-22547591
TRAC-175 chr14:22547711-22547731

TRAC-176 chr14:22547666-22547686
TRAC-177 chr14:22547567-22547587
TRAC-178 chr14:22547624-22547644
TRAC-185 chr14:22547501-22547521
TRAC-213 chr14:22547519-22547539
TRAC-214 chr14:22547556-22547576
TRAC-215 chr14:22547486-22547506
TRAC-216 chr14:22547487-22547507
TRAC-217 chr14:22547493-22547513
TRAC-218 chr14:22547502-22547522
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(140)

TRBCE 7 7 ) LR (hg38)

TRBC-1 chr7:142791996-142792016
TRBC-2 chr7:142792047-142792067
TRBC-3 chr7:142792008-142792028
TRBC-4 chr7:142791931-142791951
TRBC-5 chr7:142791930-142791950
TRBC-6 chr7:142791748-142791768
TRBC-7 chr7:142791720-142791740
TRBC-8 chr7:142792041-142792061
TRBC-9 chr7:142802114-142802134
TRBC-10 chr7:142792009-142792029
TRBC-11 chr7:142792697-142792717
TRBC-12 chr7:142791963-142791983
TRBC-13 chr7:142791976-142791996
TRBC-14 chr7:142791974-142791994
TRBC-15 chr7:142791970-142791990
TRBC-16 chr7:142791948-142791968
TRBC-17 chr7:142791913-142791933
TRBC-18 chr7:142791961-142791981
TRBC-19 chr7:142792068-142792088
TRBC-20 chr7:142791975-142791995
TRBC-21 chr7:142791773-142791793
TRBC-22 chr7:142791919-142791939
TRBC-23 chr7:142791834-142791854
TRBC-24 chr7:142791878-142791898
TRBC-25 chr7:142802141-142802161
TRBC-26 chr7:142791844-142791864
TRBC-27 chr7:142801154-142801174
TRBC-28 chr7:142791961-142791981
TRBC-29 chr7:142792001-142792021
TRBC-30 chr7:142791979-142791999
TRBC-31 chr7:142792041-142792061
TRBC-32 chr7:142792003-142792023
TRBC-33 chr7:142791984-142792004
TRBC-34 chr7:142792002-142792022
TRBC-35 chr7:142791966-142791986
TRBC-36 chr7:142792007-142792027
TRBC-37 chr7:142791993-142792013
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(141)

TRBCE 5 77 ) LJEAE(hg38)

TRBC-38 chr7:142791902-142791922
TRBC-39 chr7:142791724-142791744
TRBC-40 chr7:142791973-142791993
TRBC-41 chr7:142791920-142791940
TRBC-42 chr7:142791994-142792014
TRBC-43 chr7:142791887-142791907
TRBC-44 chr7:142791907-142791927
TRBC-45 chr7:142791952-142791972
TRBC-46 chr7:142791721-142791741
TRBC-47 chr7:142792718-142792738
TRBC-48 chr7:142791729-142791749
TRBC-49 chr7:142791911-142791931
TRBC-50 chr7:142791867-142791887
TRBC-51 chr7:142791899-142791919
TRBC-52 chr7:142791727-142791747
TRBC-53 chr7:142791949-142791969
TRBC-54 chr7:142791933-142791953
TRBC-55 chr7:142791932-142791952
TRBC-56 chr7:142792057-142792077
TRBC-57 chr7:142791940-142791960
TRBC-58 chr7:142791747-142791767
TRBC-59 chr7:142791881-142791901
TRBC-60 chr7:142791779-142791799
TRBC-61 chr7:142792054-142792074
TRBC-62 chr7:142792069-142792089
TRBC-63 chr7:142792712-142792732
TRBC-64 chr7:142791729-142791749
TRBC-65 chr7:142791821-142791841
TRBC-66 chr7:142792052-142792072
TRBC-67 chr7:142791916-142791936
TRBC-68 chr7:142791899-142791919
TRBC-69 chr7:142791772-142791792
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(142)

TRBCE 5 7 7 LJEERE(hg38)

TRBC-70 chr7:142792714-142792734
TRBC-71 chr7:142792042-142792062
TRBC-72 chr7:142791962-142791982
TRBC-73 chr7:142791988-142792008
TRBC-74 chr7:142791982-142792002
TRBC-75 chr7:142792049-142792069
TRBC-76 chr7:142791839-142791859
TRBC-77 chr7:142791893-142791913
TRBC-78 chr7:142791945-142791965
TRBC-79 chr7:142791964-142791984
TRBC-80 chr7:142791757-142791777
TRBC-81 chr7:142792048-142792068
TRBC-82 chr7:142791774-142791794
TRBC-83 chr7:142792048-142792068
TRBC-84 chr7:142791830-142791850
TRBC-85 chr7:142791909-142791929
TRBC-86 chr7:142791912-142791932
TRBC-87 chr7:142791766-142791786
TRBC-88 chr7:142791880-142791900
TRBC-89 chr7:142791919-142791939
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0o0oo0o0oDoo0ooDoooDoooDoo0o0DoDooDoDoooDoo0oDoooDoooDoDOoooao
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0ooo0o0oDoooDoooDoooDoooDoDOooDoDoooDoo0ooDoooDoooDoDOoooao
0o0oo0o0ooODooboODoOOoo0oDOoooDoooODoDoDbODoDOoooDoooao
oooooao
4. BIMOES
A AlslE 5 | EeAl
CRO0O03187 | 210 GACCCCCUCCACCCCGCCUCGUUUUAGAGCUAUGCUGUUUUG
211 AGAGUCUCUCAGCUGGUACAGUUUUAGAGCUAUGCUGUUUUG
CR000961
212 mG*mG*mC*CUCGGCGCUGACGAUCUGUUUUAGAMGmCmUmMAmMG
MAMAMAMUmAMGMCAAGUUAAAAUAAGGCUAGUCCGUUAUCAmM
AmCmUmUmGmAmMAMAMAMAMGMUmGmMGmMCmAMCmCmGmMAmMGm
G016239 UmCmGmGmUmGmCmU*mU*mU*mU
213 mC*mU*mC*UCAGCUGGUACACGGCAGUUUUAGAMGmCmUmMAmMG
MmAMAMAMUMAMGmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAmM
AmCmUmUmGmAMAMAMAMAMGMUMGMGmMCmAMCmCmGmAmGm
G013006 UmCmGmGmUmGmCmU*mU*mU*mU
G000294 214 GACCCCCUCCACCCCGCCUCGUUUUAGAGCUAGAAAUAGCAAGU
UAAAAUAAGGCUAGUCCGUUAUCAACUUGAAAAAGUGGCACCGA
GUCGGUGCUUUU
G000739 215 mG*FmA*mU*CACGUCGGCCGUUGGCGGUUUUAGAMGMCmUmMAmMG

mMAMAMAMUMAMGmMmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAmM
AmCmUmUmGmAmMAMAMAMAMGMUmGMGmCmAMCmCmGmAmMGm
UmCmGmGmUmGmCmU*mU*mU*mU

G018438 216 mA*mG*mU*UGGGCAGAUAACACUUGGUUUUAGAMGmCmUmAMG
mAMAMAMUMAMGmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAmM
AmCmUmUmGmAmMAMAMAMAMGMUmGMGmMCmAMCmCmGmAmMGm
UmCmGmGmUmGmCmU*mU*mU*mU

G018434 217 mG*mC*mG*GUCCCUGAGGUGCACCGGUUUUAGAMGMCmUmMAmMG
mAMAMAMUmMAMGmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAmM
AmCmUmUmGmAmAMAMAMAMGMUmGmMGmMCmAMCmCmGmAmMGm
UmCmGmGmUmGmCmU*mU*mU*mU

218 mC*mU*mG*AACUUUUCCAGAUAUACGUUUUAGAMGmCmUmAmMG
MAMAMAMUmMAMGmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAmM
AmCmUmUmGmAmMAMAMAMAMGMUmMGMGMCmAMCmCmGmAmMGm
G021215 UmCmGmGmUmGmCmU*mU*mU*mU

219 mU*mG*mA*CCAUGUGGUUAGCAUCUGUUUUAGAMGmCmUmAmMG
MmAMAMAMUMAMGmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAmM
AmCmUmUmGmAmAMAMAMAMGMUmGmGmMCmAMCmCmGmAmMGm
G021216 UmCmGmGmUmGmCmU*mU*mU*mU

A KZE|200 GUUUUAGAGCUAUGCUGUUUUG
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A RS

201

GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGGCUAGU
CCGUUAUCAACUUGAAAAAGUGGCACCGAGUCGGUGC

A RS

202

GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGGCUAGU
CCGUUAUCAACUUGAAAAAGUGGCACCGAGUCGGUGCUU
uu

A K

300

mN*mN*mN*NNNNNNNNNNNNNNNNNGUUUUAGAmMGmCm
UmAMGmAMAMAMUMAMGmCAAGUUAAAAUAAGGCUAGU
CCGUUAUCAMAMCmUmUmGmAmMAMAMAMAMGMUmGmMGm
CmAMCmCmGMAMGMUmCmGmGmMUmMGmCmU*mU*mU*mU

A R

400

GUUUUAGAGC UAGAAAUAGC AAGUUAAAAU
AAGGCUAGUC CGUUAUCAAC UUGAAAAAGU
GGCACCGAGU CGGUGC

AR5l

401

(N)20GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGGCU
AGUCCGUUAUCACGAAAGGGCACCGAGUCGGUGC

AAF G
181

402

mN*mN*mN*(N)1 7GUUUUAGAmMGMmCmUmAMGmAMAmAmMU
mAmMGmMCAAGUUAAAAUAAGGCUAGUCCGUUAUCACGAAA
GGGCACCGAGUCGG*mU*mG*mC

A N5

403

(N)20GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGGCU
AGUCCGUUAUCAACUUGGCACCGAGUCGGUGC

AA RS
194

404

mN*mN*mN*(N)1 7GUUUUAGAMGmMCmUmMAMGmAmAmMAmMmU
mAmGmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAACUUG
GCACCGAGUCGG*mU*mG*mC

HA K295

405

(N)20GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGGCU
AGUCCGUUAUCAACUUGGCACCGAGUCGGUGC

AAFRS
195

406

mN*mN*mN*(N)1 7GUUUUAGAMGMCmUmAMGmAmMAmAmMU
mAMGmCAAGUUAAAAUAAGGCUAGUCCGUUAUCAACUUG
GCACCGAGUCGG*mU*mG*mC

AA RS
871

407

(N)20GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGGCU
AGUCCGUUAUCACGAAAGGGCACCGAGUCGGUGC

AAFREE
971

408

mN*mN*mN*(N)1 7mGUUUfUAGMAmMGMCmUmAMGmAmMAmA
mUmMAmMGmMCmAmMAGUfUMAfAMAfAMUAMAMGMGmMCmUmA
GUmCmCGUfUAMUmCAMCmGMAmMAMAMGmMGMGmMCmAmMCm
CmGmMAMGMmUmMCmGmMmG*mU*mG*mC

A F e
872

409

(N)20GUUUUAGAGCUAGAAAUAGCAAGUUAAAAUAAGGCU
AGUCCGUUAUCACGAAAGGGCACCGAGUCGGUGC

AA RES
972

410

mN*mN*mN*(N)1 7GUUUUAGAMGmCmUmAmMGmAmMAmAmU
mAMGMCAAGUUAAAAUAAGGCUAGUCCGUUAUCACGAAA
GGGCACCGAGUCGG*mU*mG*mC
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tracrRNA

411

AACAGCAUAGCAAGUUAAAAUAAGGCUAGUCCGUUAUCA
ACUUGAAAAAGUGGCACCGAGUCGGUGCUUUUUUU

1 #L % Cas9-
NLS 7 2 / &
EA|

800

MDKKYSIGLDIGTNSVGWAVITDEYKVPSKKFKVLGNTDRHSI
KKNLIGALLFDSGETAEATRLKRTARRRYTRRKNRICYLQEIFS
NEMAKVDDSFFHRLEESFLVEEDKKHERHPIFGNIVDEVAYHE
KYPTIYHLRKKLVDSTDKADLRLIYLALAHMIKFRGHFLIEGDL
NPDNSDVDKLFIQLVQTYNQLFEENPINASGVDAKAILSARLSK
SRRLENLIAQLPGEKKNGLFGNLIALSLGLTPNFKSNFDLAEDA
KLQLSKDTYDDDLDNLLAQIGDQYADLFLAAKNLSDAILLSDI
LRVNTEITKAPLSASMIKRYDEHHQDLTLLKALVRQQLPEKYK
EIFFDQSKNGYAGYIDGGASQEEFYKFIKPILEKMDGTEELLVK
LNREDLLRKQRTFDNGSIPHQIHLGELHAILRRQEDFYPFLKDN
REKIEKILTFRIPYYVGPLARGNSRFAWMTRKSEETITPWNFEE
VVDKGASAQSFIERMTNFDKNLPNEKVLPKHSLLYEYFTVYNE
LTKVKYVTEGMRKPAFLSGEQKKAIVDLLFKTNRKVTVKQLK
EDYFKKIECFDSVEISGVEDRFNASLGTYHDLLKIIKDKDFLDN
EENEDILEDIVLTLTLFEDREMIEERLKTYAHLFDDKVMKQLK
RRRYTGWGRLSRKLINGIRDKQSGKTILDFLKSDGFANRNFMQ
LIHDDSLTFKEDIQKAQVSGQGDSLHEHIANLAGSPAIKKGILQ
TVKVVDELVKVMGRHKPENIVIEMARENQTTQKGQKNSRER
MKRIEEGIKELGSQILKEHPVENTQLQNEKLYLYYLQNGRDMY
VDQELDINRLSDYDVDHIVPQSFLKDDSIDNKVLTRSDKNRGK
SDNVPSEEVVKKMKNYWRQLLNAKLITQRKFDNLTKAERGG
LSELDKAGFIKRQLVETRQITKHVAQILDSRMNTKYDENDKLI
REVKVITLKSKLVSDFRKDFQFYKVREINNYHHAHDAYLNAV
VGTALIKKYPKLESEFVYGDYKVYDVRKMIAKSEQEIGKATA
KYFFYSNIMNFFKTEITLANGEIRKRPLIETNGETGEIVWDKGR
DFATVRKVLSMPQVNIVKKTEVQTGGFSKESILPKRNSDKLIA
RKKDWDPKKYGGFDSPTVAYSVLVVAKVEKGKSKKLKSVKE
LLGITIMERSSFEKNPIDFLEAKGYKEVKKDLIIKLPKYSLFELE
NGRKRMLASAGELQKGNELALPSKYVNFLYLASHYEKLKGSP
EDNEQKQLFVEQHKHYLDEIIEQISEFSKRVILADANLDKVLSA
YNKHRDKPIREQAENIIHLFTLTNLGAPAAFKYFDTTIDRKRYT
STKEVLDATLIHQSITGLYETRIDLSQLGGDGGGSPKKKRKV
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(155) JP 2024-506016 A 2024.2.8

ORF=x= > o1 —
RF'Sp.Cas9

801

ATGGACAAGAAGTACAGCATCGGACTGGACATCGGAAC
AAACAGCGTCGGATGGGCAGTCATCACAGACGAATACAA
GGTCCCGAGCAAGAAGTTCAAGGTCCTGGGAAACACAGA
CAGACACAGCATCAAGAAGAACCTGATCGGAGCACTGCT
GTTCGACAGCGGAGAAACAGCAGAAGCAACAAGACTGA
AGAGAACAGCAAGAAGAAGATACACAAGAAGAAAGAAC
AGAATCTGCTACCTGCAGGAAATCTTCAGCAACGAAATG
GCAAAGGTCGACGACAGCTTCTTCCACAGACTGGAAGAA
AGCTTCCTGGTCGAAGAAGACAAGAAGCACGAAAGACA
CCCGATCTTCGGAAACATCGTCGACGAAGTCGCATACCA
CGAAAAGTACCCGACAATCTACCACCTGAGAAAGAAGCT
GGTCGACAGCACAGACAAGGCAGACCTGAGACTGATCTA
CCTGGCACTGGCACACATGATCAAGTTCAGAGGACACTT
CCTGATCGAAGGAGACCTGAACCCGGACAACAGCGACGT
CGACAAGCTGTTCATCCAGCTGGTCCAGACATACAACCA
GCTGTTCGAAGAAAACCCGATCAACGCAAGCGGAGTCGA
CGCAAAGGCAATCCTGAGCGCAAGACTGAGCAAGAGCA
GAAGACTGGAAAACCTGATCGCACAGCTGCCGGGAGAA
AAGAAGAACGGACTGTTCGGAAACCTGATCGCACTGAGC
CTGGGACTGACACCGAACTTCAAGAGCAACTTCGACCTG
GCAGAAGACGCAAAGCTGCAGCTGAGCAAGGACACATA
CGACGACGACCTGGACAACCTGCTGGCACAGATCGGAGA
CCAGTACGCAGACCTGTTCCTGGCAGCAAAGAACCTGAG
CGACGCAATCCTGCTGAGCGACATCCTGAGAGTCAACAC
AGAAATCACAAAGGCACCGCTGAGCGCAAGCATGATCA
AGAGATACGACGAACACCACCAGGACCTGACACTGCTGA
AGGCACTGGTCAGACAGCAGCTGCCGGAAAAGTACAAG
GAAATCTTCTTCGACCAGAGCAAGAACGGATACGCAGGA
TACATCGAC
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GGAGGAGCAAGCCAGGAAGAATTCTACAAGTTCATCAAGC
CGATCCTGGAAAAGATGGACGGAACAGAAGAACTGCTGGT
CAAGCTGAACAGAGAAGACCTGCTGAGAAAGCAGAGAACA
TTCGACAACGGAAGCATCCCGCACCAGATCCACCTGGGAGA
ACTGCACGCAATCCTGAGAAGACAGGAAGACTTCTACCCGT
TCCTGAAGGACAACAGAGAAAAGATCGAAAAGATCCTGAC
ATTCAGAATCCCGTACTACGTCGGACCGCTGGCAAGAGGAA
ACAGCAGATTCGCATGGATGACAAGAAAGAGCGAAGAAAC
AATCACACCGTGGAACTTCGAAGAAGTCGTCGACAAGGGA
GCAAGCGCACAGAGCTTCATCGAAAGAATGACAAACTTCG
ACAAGAACCTGCCGAACGAAAAGGTCCTGCCGAAGCACAG
CCTGCTGTACGAATACTTCACAGTCTACAACGAACTGACAA
AGGTCAAGTACGTCACAGAAGGAATGAGAAAGCCGGCATT
CCTGAGCGGAGAACAGAAGAAGGCAATCGTCGACCTGCTG
TTCAAGACAAACAGAAAGGTCACAGTCAAGCAGCTGAAGG
AAGACTACTTCAAGAAGATCGAATGCTTCGACAGCGTCGAA
ATCAGCGGAGTCGAAGACAGATTCAACGCAAGCCTGGGAA
CATACCACGACCTGCTGAAGATCATCAAGGACAAGGACTTC
CTGGACAACGAAGAAAACGAAGACATCCTGGAAGACATCG
TCCTGACACTGACACTGTTCGAAGACAGAGAAATGATCGAA
GAAAGACTGAAGACATACGCACACCTGTTCGACGACAAGG
TCATGAAGCAGCTGAAGAGAAGAAGATACACAGGATGGGG
AAGACTGAGCAGAAAGCTGATCAACGGAATCAGAGACAAG
CAGAGCGGAAAGACAATCCTGGACTTCCTGAAGAGCGACG
GATTCGCAAACAGAAACTTCATGCAGCTGATCCACGACGAC
AGCCTGACATTCAAGGAAGACATCCAGAAGGCACAGGTCA
GCGGACAGGGAGACAGCCTGCACGAACACATCGCAAACCT
GGCAGGAAGCCCGGCAATCAAGAAGGGAATCCTGCAGACA
GTCAAGGTCGTCGACGAACTGGTCAAGGTCATGGGAAGAC
ACAAGCCGGAAAACATCGTCATCGAAATGGCAAGAGAAAA
CCAGACAACACAGA
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AGGGACAGAAGAACAGCAGAGAAAGAATGAAGAGAATCG
AAGAAGGAATCAAGGAACTGGGAAGCCAGATCCTGAAGGA
ACACCCGGTCGAAAACACACAGCTGCAGAACGAAAAGCTG
TACCTGTACTACCTGCAGAACGGAAGAGACATGTACGTCGA
CCAGGAACTGGACATCAACAGACTGAGCGACTACGACGTC
GACCACATCGTCCCGCAGAGCTTCCTGAAGGACGACAGCAT
CGACAACAAGGTCCTGACAAGAAGCGACAAGAACAGAGGA
AAGAGCGACAACGTCCCGAGCGAAGAAGTCGTCAAGAAGA
TGAAGAACTACTGGAGACAGCTGCTGAACGCAAAGCTGATC
ACACAGAGAAAGTTCGACAACCTGACAAAGGCAGAGAGAG
GAGGACTGAGCGAACTGGACAAGGCAGGATTCATCAAGAG
ACAGCTGGTCGAAACAAGACAGATCACAAAGCACGTCGCA
CAGATCCTGGACAGCAGAATGAACACAAAGTACGACGAAA
ACGACAAGCTGATCAGAGAAGTCAAGGTCATCACACTGAA
GAGCAAGCTGGTCAGCGACTTCAGAAAGGACTTCCAGTTCT
ACAAGGTCAGAGAAATCAACAACTACCACCACGCACACGA
CGCATACCTGAACGCAGTCGTCGGAACAGCACTGATCAAGA
AGTACCCGAAGCTGGAAAGCGAATTCGTCTACGGAGACTAC
AAGGTCTACGACGTCAGAAAGATGATCGCAAAGAGCGAAC
AGGAAATCGGAAAGGCAACAGCAAAGTACTTCTTCTACAGC
AACATCATGAACTTCTTCAAGACAGAAATCACACTGGCAAA
CGGAGAAATCAGAAAGAGACCGCTGATCGAAACAAACGGA
GAAACAGGAGAAATCGTCTGGGACAAGGGAAGAGACTTCG
CAACAGTCAGAAAGG
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TCCTGAGCATGCCGCAGGTCAACATCGTCAAGAAGACAGAA
GTCCAGACAGGAGGATTCAGCAAGGAAAGCATCCTGCCGA
AGAGAAACAGCGACAAGCTGATCGCAAGAAAGAAGGACTG
GGACCCGAAGAAGTACGGAGGATTCGACAGCCCGACAGTC
GCATACAGCGTCCTGGTCGTCGCAAAGGTCGAAAAGGGAA
AGAGCAAGAAGCTGAAGAGCGTCAAGGAACTGCTGGGAAT
CACAATCATGGAAAGAAGCAGCTTCGAAAAGAACCCGATC
GACTTCCTGGAAGCAAAGGGATACAAGGAAGTCAAGAAGG
ACCTGATCATCAAGCTGCCGAAGTACAGCCTGTTCGAACTG
GAAAACGGAAGAAAGAGAATGCTGGCAAGCGCAGGAGAAC
TGCAGAAGGGAAACGAACTGGCACTGCCGAGCAAGTACGT
CAACTTCCTGTACCTGGCAAGCCACTACGAAAAGCTGAAGG
GAAGCCCGGAAGACAACGAACAGAAGCAGCTGTTCGTCGA
ACAGCACAAGCACTACCTGGACGAAATCATCGAACAGATC
AGCGAATTCAGCAAGAGAGTCATCCTGGCAGACGCAAACCT
GGACAAGGTCCTGAGCGCATACAACAAGCACAGAGACAAG
CCGATCAGAGAACAGGCAGAAAACATCATCCACCTGTTCAC
ACTGACAAACCTGGGAGCACCGGCAGCATTCAAGTACTTCG
ACACAACAATCGACAGAAAGAGATACACAAGCACAAAGGA
AGTCCTGGACGCAACACTGATCCACCAGAGCATCACAGGAC
TGTACGAAACAAGAATCGACCTGAGCCAGCTGGGAGGAGA
CGGAGGAGGAAGCCCGAAGAAGAAGAGAAAGGTCTAG
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ORF=x =

Sp.Cas9

— ]\“

802

ATGGACAAGAAGTACTCCATCGGCCTGGACATCGGCACCAACTCC
GTGGGCTGGGCCGTGATCACCGACGAGTACAAGGTGCCCTCCAAG
AAGTTCAAGGTGCTGGGCAACACCGACCGGCACTCCATCAAGAAG
AACCTGATCGGCGCCCTGCTGTTCGACTCCGGCGAGACCGCCGAG
GCCACCCGGCTGAAGCGGACCGCCCGGCGGCGGTACACCCGGCG
GAAGAACCGGATCTGCTACCTGCAGGAGATCTTCTCCAACGAGAT
GGCCAAGGTGGACGACTCCTTCTTCCACCGGCTGGAGGAGTCCTT
CCTGGTGGAGGAGGACAAGAAGCACGAGCGGCACCCCATCTTCG
GCAACATCGTGGACGAGGTGGCCTACCACGAGAAGTACCCCACCA
TCTACCACCTGCGGAAGAAGCTGGTGGACTCCACCGACAAGGCCG
ACCTGCGGCTGATCTACCTGGCCCTGGCCCACATGATCAAGTTCCG
GGGCCACTTCCTGATCGAGGGCGACCTGAACCCCGACAACTCCGA
CGTGGACAAGCTGTTCATCCAGCTGGTGCAGACCTACAACCAGCT
GTTCGAGGAGAACCCCATCAACGCCTCCGGCGTGGACGCCAAGGC
CATCCTGTCCGCCCGGCTGTCCAAGTCCCGGCGGCTGGAGAACCT
GATCGCCCAGCTGCCCGGCGAGAAGAAGAACGGCCTGTTCGGCAA
CCTGATCGCCCTGTCCCTGGGCCTGACCCCCAACTTCAAGTCCAAC
TTCGACCTGGCCGAGGACGCCAAGCTGCAGCTGTCCAAGGACACC
TACGACGACGACCTGGACAACCTGCTGGCCCAGATCGGCGACCAG
TACGCCGACCTGTTCCTGGCCGCCAAGAACCTGTCCGACGCCATC
CTGCTGTCCGACATCCTGCGGGTGAACACCGAGATCACCAAGGCC
CCCCTGTCCGCCTCCATGATCAAGCGGTACGACGAGCACCACCAG
GACCTGACCCTGCTGAAGGCCCTGGTGCGGCAGCAGCTGCCCGAG
AAGTACAAGGAGATCTTCTTCGACCAGTCCAAGAACGGCTACGCC
GGCTACATCGACGGCGGCGCCTCCCAGGAGGAGTTCTACAAGTTC
ATCAAGCCCATCCTGGAGAAGATGGACGGCACCGAGGAGCTGCTG
GTGAAGCTGAACCGGGAGGACCTGCTGCGGAAGCAGCGGACCTTC
GACAACGGCTCCATCCCCCACCAGATCCACCTGGGCGAGCTGCAC
GCCATCCTGCGGCGGCAGGAGGACTTCTACCCCTTCCTGAAGGAC
AACCGGGAGAAGATCGAGAAGATCCTGACCTTCCGGATCCCCTAC
TACGTGGGCCCCCTGGCCCGGGGCAACTCCCGGTTCGCCTGGATG
ACCCGGAAGTCCGAGGAGACCATCACCCCCTGGAACTTCGAGGAG
GTGGTGGACAAGGGCGCCTCCGCCCAGTCCTTCATCGAGCGGATG
ACCAACTTCGACAAGAACCTGCCCAACGAGAAGGTGCTGCCCAAG
CACTCCCTGCTGTACGAGTACTTCACCGTGTACAACGAGCTGACC
AAGGTGAAGTACGTGACCGAGGGCATGCGGAAGCCCGCCTTCCTG
TCCGGCGAGCAGAAGAAGGC
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CATCGTGGACCTGCTGTTCAAGACCAACCGGAAGGTGACCGTGAA
GCAGCTGAAGGAGGACTACTTCAAGAAGATCGAGTGCTTCGACTC
CGTGGAGATCTCCGGCGTGGAGGACCGGTTCAACGCCTCCCTGGG
CACCTACCACGACCTGCTGAAGATCATCAAGGACAAGGACTTCCT
GGACAACGAGGAGAACGAGGACATCCTGGAGGACATCGTGCTGA
CCCTGACCCTGTTCGAGGACCGGGAGATGATCGAGGAGCGGCTGA
AGACCTACGCCCACCTGTTCGACGACAAGGTGATGAAGCAGCTGA
AGCGGCGGCGGTACACCGGCTGGGGCCGGCTGTCCCGGAAGCTGA
TCAACGGCATCCGGGACAAGCAGTCCGGCAAGACCATCCTGGACT
TCCTGAAGTCCGACGGCTTCGCCAACCGGAACTTCATGCAGCTGA
TCCACGACGACTCCCTGACCTTCAAGGAGGACATCCAGAAGGCCC
AGGTGTCCGGCCAGGGCGACTCCCTGCACGAGCACATCGCCAACC
TGGCCGGCTCCCCCGCCATCAAGAAGGGCATCCTGCAGACCGTGA
AGGTGGTGGACGAGCTGGTGAAGGTGATGGGCCGGCACAAGCCC
GAGAACATCGTGATCGAGATGGCCCGGGAGAACCAGACCACCCA
GAAGGGCCAGAAGAACTCCCGGGAGCGGATGAAGCGGATCGAGG
AGGGCATCAAGGAGCTGGGCTCCCAGATCCTGAAGGAGCACCCCG
TGGAGAACACCCAGCTGCAGAACGAGAAGCTGTACCTGTACTACC
TGCAGAACGGCCGGGACATGTACGTGGACCAGGAGCTGGACATC
AACCGGCTGTCCGACTACGACGTGGACCACATCGTGCCCCAGTCC
TTCCTGAAGGACGACTCCATCGACAACAAGGTGCTGACCCGGTCC
GACAAGAACCGGGGCAAGTCCGACAACGTGCCCTCCGAGGAGGT
GGTGAAGAAGATGAAGAACTACTGGCGGCAGCTGCTGAACGCCA
AGCTGATCACCCAGCGGAAGTTCGACAACCTGACCAAGGCCGAGC
GGGGCGGCCTGTCCGAGCTGGACAAGGCCGGCTTCATCAAGCGGC
AGCTGGTGGAGACCCGGCAGATCACCAAGCACGTGGCCCAGATCC
TGGACTCCCGGATGAACACCAAGTACGACGAGAACGACAAGCTG
ATCCGGGAGGTGAAGGTGATCACCCTGAAGTCCAAGCTGGTGTCC
GACTTCCGGAAGGACTTCCAGTTCTACAAGGTGCGGGAGATCAAC
AACTACCACCACGCCCACGACGCCTACCTGAACGCCGTGGTGGGC
ACCGCCCTGATCAAGAAGTACCCCAAGCTGGAGTCCGAGTTCGTG
TACGGCGACTACAAGGTGTACGACGTGCGGAAGATGATCGCCAAG
TCCGAGCAGGAGATCGGCAAGGCCACCGCCAAGTACTTCTTCTAC
TCCAACATCATGAACTTCTTCAAGACCGAGATCACCCTGGCCAAC
GGCGAGATCCGGAAGCGGCCCCTGATCGAGACCAACGGCGAGAC
CGGCGAGATCGTGTGGGACAAGGGCCGGGACTTCGCCACCGTGCG
GAAGGTGCTGTCCATGCCCCAGGT
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GAACATCGTGAAGAAGACCGAGGTGCAGACCGGCGGCTTC
TCCAAGGAGTCCATCCTGCCCAAGCGGAACTCCGACAAGCT
GATCGCCCGGAAGAAGGACTGGGACCCCAAGAAGTACGGC
GGCTTCGACTCCCCCACCGTGGCCTACTCCGTGCTGGTGGTG
GCCAAGGTGGAGAAGGGCAAGTCCAAGAAGCTGAAGTCCG
TGAAGGAGCTGCTGGGCATCACCATCATGGAGCGGTCCTCC
TTCGAGAAGAACCCCATCGACTTCCTGGAGGCCAAGGGCTA
CAAGGAGGTGAAGAAGGACCTGATCATCAAGCTGCCCAAG
TACTCCCTGTTCGAGCTGGAGAACGGCCGGAAGCGGATGCT
GGCCTCCGCCGGCGAGCTGCAGAAGGGCAACGAGCTGGCC
CTGCCCTCCAAGTACGTGAACTTCCTGTACCTGGCCTCCCAC
TACGAGAAGCTGAAGGGCTCCCCCGAGGACAACGAGCAGA
AGCAGCTGTTCGTGGAGCAGCACAAGCACTACCTGGACGAG
ATCATCGAGCAGATCTCCGAGTTCTCCAAGCGGGTGATCCT
GGCCGACGCCAACCTGGACAAGGTGCTGTCCGCCTACAACA
AGCACCGGGACAAGCCCATCCGGGAGCAGGCCGAGAACAT
CATCCACCTGTTCACCCTGACCAACCTGGGCGCCCCCGCCG
CCTTCAAGTACTTCGACACCACCATCGACCGGAAGCGGTAC
ACCTCCACCAAGGAGGTGCTGGACGCCACCCTGATCCACCA
GTCCATCACCGGCCTGTACGAGACCCGGATCGACCTGTCCC
AGCTGGGCGGCGACGGCGGCGGCTCCCCCAAGAAGAAGCG
GAAGGTGTGA
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AUGGACAAGAAGUACUCCAUCGGCCUGGACAUCGGCACCAACUC
CGUGGGCUGGGCCGUGAUCACCGACGAGUACAAGGUGCCCUCCA
AGAAGUUCAAGGUGCUGGGCAACACCGACCGGCACUCCAUCAAG
AAGAACCUGAUCGGCGCCCUGCUGUUCGACUCCGGCGAGACCGC
CGAGGCCACCCGGCUGAAGCGGACCGCCCGGCGGCGGUACACCC
GGCGGAAGAACCGGAUCUGCUACCUGCAGGAGAUCUUCUCCAAC
GAGAUGGCCAAGGUGGACGACUCCUUCUUCCACCGGCUGGAGGA
GUCCUUCCUGGUGGAGGAGGACAAGAAGCACGAGCGGCACCCCA
UCUUCGGCAACAUCGUGGACGAGGUGGCCUACCACGAGAAGUAC
CCCACCAUCUACCACCUGCGGAAGAAGCUGGUGGACUCCACCGA
CAAGGCCGACCUGCGGCUGAUCUACCUGGCCCUGGCCCACAUGA
UCAAGUUCCGGGGCCACUUCCUGAUCGAGGGCGACCUGAACCCC
GACAACUCCGACGUGGACAAGCUGUUCAUCCAGCUGGUGCAGAC
CUACAACCAGCUGUUCGAGGAGAACCCCAUCAACGCCUCCGGCG
UGGACGCCAAGGCCAUCCUGUCCGCCCGGCUGUCCAAGUCCCGG
CGGCUGGAGAACCUGAUCGCCCAGCUGCCCGGCGAGAAGAAGAA
CGGCCUGUUCGGCAACCUGAUCGCCCUGUCCCUGGGCCUGACCC
CCAACUUCAAGUCCAACUUCGACCUGGCCGAGGACGCCAAGCUG
CAGCUGUCCAAGGACACCUACGACGACGACCUGGACAACCUGCU
GGCCCAGAUCGGCGACCAGUACGCCGACCUGUUCCUGGCCGCCA
AGAACCUGUCCGACGCCAUCCUGCUGUCCGACAUCCUGCGGGUG
AACACCGAGAUCACCAAGGCCCCCCUGUCCGCCUCCAUGAUCAA
GCGGUACGACGAGCACCACCAGGACCUGACCCUGCUGAAGGCCC
UGGUGCGGCAGCAGCUGCCCGAGAAGUACAAGGAGAUCUUCUUC
GACCAGUCCAAGAACGGCUACGCCGGCUACAUCGACGGCGGCGC
CUCCCAGGAGGAGUUCUACAAGUUCAUCAAGCCCAUCCUGGAGA
AGAUGGACGGCACCGAGGAGCUGCUGGUGAAGCUGAACCGGGA
GGACCUGCUGCGGAAGCAGCGGACCUUCGACAACGGCUCCAUCC
CCCACCAGAUCCACCUGGGCGAGCUGCACGCCAUCCUGCGGCGG
CAGGAGGACUUCUACCCCUUCCUGAAGGACAACCGGGAGAAGAU
CGAGAAGAUCCUGACCUUCCGGAUCCCCUACUACGUGGGCCCCC
UGGCCCGGGGCAACUCCCGGUUCGCCUGGAUGACCCGGAAGUCC
GAGGAGACCAUCACCCCCUGGAACUUCGAGGAGGUGGUGGACAA
GGGCGCCUCCGCCCAGUCCUUCAUCGAGCGGAUGACCAACUUCG
ACAAGAACCUGCCCAACGAGAAGGUGCUGCCCAAGCACUCCCUG
CUGUACGAGUACUUCACCGUGUACAACGAGCUGACCAAGGUGAA
GUACGUGACCGAGGG

10

20

30

40

50



gooooboag

(163) JP 2024-506016 A 2024.2.8

CAUGCGGAAGCCCGCCUUCCUGUCCGGCGAGCAGAAGAAGGCCA
UCGUGGACCUGCUGUUCAAGACCAACCGGAAGGUGACCGUGAAG
CAGCUGAAGGAGGACUACUUCAAGAAGAUCGAGUGCUUCGACUC
CGUGGAGAUCUCCGGCGUGGAGGACCGGUUCAACGCCUCCCUGG
GCACCUACCACGACCUGCUGAAGAUCAUCAAGGACAAGGACUUC
CUGGACAACGAGGAGAACGAGGACAUCCUGGAGGACAUCGUGCU
GACCCUGACCCUGUUCGAGGACCGGGAGAUGAUCGAGGAGCGGC
UGAAGACCUACGCCCACCUGUUCGACGACAAGGUGAUGAAGCAG
CUGAAGCGGCGGCGGUACACCGGCUGGGGCCGGCUGUCCCGGAA
GCUGAUCAACGGCAUCCGGGACAAGCAGUCCGGCAAGACCAUCC
UGGACUUCCUGAAGUCCGACGGCUUCGCCAACCGGAACUUCAUG
CAGCUGAUCCACGACGACUCCCUGACCUUCAAGGAGGACAUCCA
GAAGGCCCAGGUGUCCGGCCAGGGCGACUCCCUGCACGAGCACA
UCGCCAACCUGGCCGGCUCCCCCGCCAUCAAGAAGGGCAUCCUGC
AGACCGUGAAGGUGGUGGACGAGCUGGUGAAGGUGAUGGGCCGG
CACAAGCCCGAGAACAUCGUGAUCGAGAUGGCCCGGGAGAACCA
GACCACCCAGAAGGGCCAGAAGAACUCCCGGGAGCGGAUGAAGC
GGAUCGAGGAGGGCAUCAAGGAGCUGGGCUCCCAGAUCCUGAAG
GAGCACCCCGUGGAGAACACCCAGCUGCAGAACGAGAAGCUGUA
CCUGUACUACCUGCAGAACGGCCGGGACAUGUACGUGGACCAGG
AGCUGGACAUCAACCGGCUGUCCGACUACGACGUGGACCACAUC
GUGCCCCAGUCCUUCCUGAAGGACGACUCCAUCGACAACAAGGU
GCUGACCCGGUCCGACAAGAACCGGGGCAAGUCCGACAACGUGC
CCUCCGAGGAGGUGGUGAAGAAGAUGAAGAACUACUGGCGGCAG
CUGCUGAACGCCAAGCUGAUCACCCAGCGGAAGUUCGACAACCU
GACCAAGGCCGAGCGGGGCGGCCUGUCCGAGCUGGACAAGGCCG
GCUUCAUCAAGCGGCAGCUGGUGGAGACCCGGCAGAUCACCAAG
CACGUGGCCCAGAUCCUGGACUCCCGGAUGAACACCAAGUACGA
CGAGAACGACAAGCUGAUCCGGGAGGUGAAGGUGAUCACCCUGA
AGUCCAAGCUGGUGUCCGACUUCCGGAAGGACUUCCAGUUCUAC
AAGGUGCGGGAGAUCAACAACUACCACCACGCCCACGACGCCUA
CCUGAACGCCGUGGUGGGCACCGCCCUGAUCAAGAAGUACCCCA
AGCUGGAGUCCGAGUUCGUGUACGGCGACUACAAGGUGUACGAC
GUGCGGAAGAUGAUCGCCAAGUCCGAGCAGGAGAUCGGCAAGGC
CACCGCCAAGUACUUCUUCUACUCCAACAUCAUGAACUUCUUCA
AGACCGAGAUCACCCUGGCCAACGGCGAGAUCCGGAAGCGGCCC
CUGAUCG
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AGACCAACGGCGAGACCGGCGAGAUCGUGUGGGACAAGG
GCCGGGACUUCGCCACCGUGCGGAAGGUGCUGUCCAUGCC
CCAGGUGAACAUCGUGAAGAAGACCGAGGUGCAGACCGGC
GGCUUCUCCAAGGAGUCCAUCCUGCCCAAGCGGAACUCCG
ACAAGCUGAUCGCCCGGAAGAAGGACUGGGACCCCAAGAA
GUACGGCGGCUUCGACUCCCCCACCGUGGCCUACUCCGUG
CUGGUGGUGGCCAAGGUGGAGAAGGGCAAGUCCAAGAAG
CUGAAGUCCGUGAAGGAGCUGCUGGGCAUCACCAUCAUGG
AGCGGUCCUCCUUCGAGAAGAACCCCAUCGACUUCCUGGA
GGCCAAGGGCUACAAGGAGGUGAAGAAGGACCUGAUCAU
CAAGCUGCCCAAGUACUCCCUGUUCGAGCUGGAGAACGGC
CGGAAGCGGAUGCUGGCCUCCGCCGGCGAGCUGCAGAAGG
GCAACGAGCUGGCCCUGCCCUCCAAGUACGUGAACUUCCU
GUACCUGGCCUCCCACUACGAGAAGCUGAAGGGCUCCCCC
GAGGACAACGAGCAGAAGCAGCUGUUCGUGGAGCAGCAC
AAGCACUACCUGGACGAGAUCAUCGAGCAGAUCUCCGAGU
UCUCCAAGCGGGUGAUCCUGGCCGACGCCAACCUGGACAA
GGUGCUGUCCGCCUACAACAAGCACCGGGACAAGCCCAUC
CGGGAGCAGGCCGAGAACAUCAUCCACCUGUUCACCCUGA
CCAACCUGGGCGCCCCCGCCGCCUUCAAGUACUUCGACAC
CACCAUCGACCGGAAGCGGUACACCUCCACCAAGGAGGUG
CUGGACGCCACCCUGAUCCACCAGUCCAUCACCGGCCUGU
ACGAGACCCGGAUCGACCUGUCCCAGCUGGGCGGCGACGG
CGGCGGCUCCCCCAAGAAGAAGCGGAAGGUGUCCGAGUCC
GCCACCCCCGAGUCCGUGUCCGGCUGGCGGCUGUUCAAGA
AGAUCUCCUGA
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TTGGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGGCC
GGGCGACCAAAGGTCGCCCGACGCCCGGGCTTTGCCCGGGC
GGCCTCAGTGAGCGAGCGAGCGCGCAGAGAGGGAGTGGCC
AACTCCATCACTAGGGGTTCCTAGATCTTGCCAACATACCA
TAAACCTCCCATTCTGCTAATGCCCAGCCTAAGTTGGGGAG
ACCACTCCAGATTCCAAGATGTACAGTTTGCTTTGCTGGGCC
TTTTTCCCATGCCTGCCTTTACTCTGCCAGAGTTATATTGCT
GGGGTTTTGAAGAAGATCCTATTAAATAAAAGAATAAGCAG
TATTATTAAGTAGCCCTGCATTTCAGGTTTCCTTGAGTGGCA
GGCCAGGCCTGGCCGTGAACGTTCACTGAAATCATGGCCTC
TTGGCCAAGATTGATAGCTTGTGCCTGTCCCTGAGTCCCAGT
CCATCACGAGCAGCTGGTTTCTAAGATGCTATTTCCCGTATA
AAGCATGAGACCGTGACTTGCCAGCCCCACAGAGCCCCGCC
CTTGTCCATCACTGGCATCTGGACTCCAGCCTGGGTTGGGG
CAAAGAGGGAAATGAGATCATGTCCTAACCCTGATCCTCTT
GTCCCACAGATATCCAGAACCCTGACCCTGCGGCTCCGGTG
CCCGTCAGTGGGCAGAGCGCACATCGCCCACAGTCCCCGAG
AAGTTGGGGGGAGGGGTCGGCAATTGAACCGGTGCCTAGA
GAAGGTGGCGCGGGGTAAACTGGGAAAGTGATGTCGTGTA
CTGGCTCCGCCTTTTTCCCGAGGGTGGGGGAGAACCGTATA
TAAGTGCAGTAGTCGCCGTGAACGTTCTTTTTCGCAACGGG
TTTGCCGCCAGAACACAGGTAAGTGCCGTGTGTGGTTCCCG
CGGGCCTGGCCTCTTTACGGGTTATGGCCCTTGCGTGCCTTG
AATTACTTCCACGCCCCTGGCTGCAGTACGTGATTCTTGATC
CCGAGCTTCGGGTTGGAAGTGGGTGGGAGAGTTCGAGGCCT
TGCGCTTAAGGAGCCCCTTCGCCTCGTGCTTGAGTTGAGGC
CTGGCTTGGGCGCTGGGGCCGCCGCGTGCGAATCTGGTGGC

goooobod

ACCTTCGCGCCTGTCTCGCTGCTTTCGATAAGTCTCTAGC
CATTTAAAATTTTTGATGACCTGCTGCGACGCTTTTTTTCT
GGCAAGATAGTCTTGTAAATGCGGGCCAAGATGTGCACA
CTGGTATTTCGGTTTTTGGGGCCGCGGGCGGCGACGGGG
CCCGTGCGTCCCAGCGCACATGTTCGGCGAGGCGGAGGCC
TGCGAGCGCGGCCACCGAGAATCGGACGGGGGTAGTCTC
AAGCTGGCCGGCCTGCTCTGGTGCCTGGCCTCGCGCCGC
CGTGTATCGCCCCGCCCTGGGCGGCAAGGCTGGCCCGGT
CGGCACCAGTTGCGTGAGCGGAAAGATGGCCGCTTCCCG
GCCCTGCTGCAGGGAGCTCAAAATGGAGGACGCGGCGCT
CGGGAGAGCGGGCGGGTGAGTCACCCACACAAAGGAAA
AGGGCCTTTCCGTCCTCAGCCGTCGCTTCATGTGACTCCA
CGGAGTACCGGGCGCCGTCCAGGCACCTCGATTAGTTCT
CGAGCTTTTGGAGTACGTCGTCTTTAGGTTGGGGGGAGG
GGT
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TTTATGCGATGGAGTTTCCCCACACTGAGTGGGTGGAGACTGAAG
TTAGGCCAGCTTGGCACTTGATGTAATTCTCCTTGGAATTTGCCCT
TTTTGAGTTTGGATCTTGGTTCATTCTCAAGCCTCAGACAGTGGTT
CAAAGTTTTTTTCTTCCATTTCAGGTGTCGTGATGCGGCCGCCACC
ATGGGATCTTGGACACTGTGTTGCGTGTCCCTGTGCATCCTGGTGG
CCAAGCACACAGATGCCGGCGTGATCCAGTCTCCTAGACACGAAG
TGACCGAGATGGGCCAAGAAGTGACCCTGCGCTGCAAGCCTATCA
GCGGCCACGATTACCTGTTCTGGTACAGACAGACCATGATGAGAG
GCCTGGAACTGCTGATCTACTTCAACAACAACGTGCCCATCGACG
ACAGCGGCATGCCCGAGGATAGATTCAGCGCCAAGATGCCCAACG
CCAGCTTCAGCACCCTGAAGATCCAGCCTAGCGAGCCCAGAGATA
GCGCCGTGTACTTCTGCGCCAGCAGAAAGACAGGCGGCTACAGCA
ATCAGCCCCAGCACTTTGGAGATGGCACCCGGCTGAGCATCCTGG
AAGATCTGAAGAACGTGTTCCCACCTGAGGTGGCCGTGTTCGAGC
CTTCTGAGGCCGAGATCAGCCACACACAGAAAGCCACACTCGTGT
GTCTGGCCACCGGCTTCTATCCCGATCACGTGGAACTGTCTTGGTG
GGTCAACGGCAAAGAGGTGCACAGCGGCGTCAGCACCGATCCTCA
GCCTCTGAAAGAGCAGCCCGCTCTGAACGACAGCAGATACTGCCT
GAGCAGCAGACTGAGAGTGTCCGCCACCTTCTGGCAGAACCCCAG
AAACCACTTCAGATGCCAGGTGCAGTTCTACGGCCTGAGCGAGAA
CGATGAGTGGACCCAGGATAGAGCCAAGCCTGTGACACAGATCGT
GTCTGCCGAAGCCTGGGGCAGAGCCGATTGTGGCTTTACCAGCGA
GAGCTACCAGCAGGGCGTGCTGTCTGCCACAATCCTGTACGAGAT
CCTGCTGGGCAAAGCCACTCTGTACGCCGTGCTGGTGTCTGCCCTG
GTGCTGATGGCCATGGTCAAGCGGAAGGATAGCAGGGGCGGCTCC
GGTGCCACAAACTTCTCCCTGCTCAAGCAGGCCGGAGATGTGGAA
GAGAACCCTGGCCCTATGGAAACCCTGCTGAAGGTGCTGAGCGGC
ACACTGCTGTGGCAGCTGACATGGGTCCGATCTCAGCAGCCTGTG
CAGTCTCCTCAGGCCGTGATTCTGAGAGAAGGCGAGGACGCCGTG
ATCAACTGCAGCAGCTCTAAGGCCCTGTACAGCGTGCACTGGTAC
AGACAGAAGCACGGCGAGGCCCCTGTGTTCCTGATGATCCTGCTG
AAAGGCGGCGAGCAGAAGGGCCACGAGAAGATCAGCGCCAGCTT
CAACGAGAAGAAGCAGCAGTCCAGCCTGTACCTGACAGCCAGCC
AGCTGAGCTACAGCGGCACCTACTTTTGTGGCACCGCCTGGATCA
ACGACTACAAGCTGTCTTTCGGAGCCGGCACCACAGTGACAGTGC
GGGCCAATATTCAGAACCCCGATCCTGCCGTGTACCAGCTGAGAG
ACAGCAAGAGCAGCGACAAGAGCG
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TGTGCCTGTTCACCGACTTCGACAGCCAGACCAACGTGTCC
CAGAGCAAGGACAGCGACGTGTACATCACCGATAAGACTG
TGCTGGACATGCGGAGCATGGACTTCAAGAGCAACAGCGCC
GTGGCCTGGTCCAACAAGAGCGATTTCGCCTGCGCCAACGC
CTTCAACAACAGCATTATCCCCGAGGACACATTCTITCCCAA
GTCCTGAGAGCAGCTGCGACGTGAAGCTGGTGGAAAAGAG
CTTCGAGACAGACACCAACCTGAACTTCCAGAACCTGAGCG
TGATCGGCTTCAGAATCCTGCTGCTCAAGGTGGCCGGCTTC
AACCTGCTGATGACCCTGAGACTGTGGTCCAGCTAACCTCG
ACTGTGCCTTCTAGTTGCCAGCCATCTGTTGTTTGCCCCTCC
CCCGTGCCTTCCTTGACCCTGGAAGGTGCCACTCCCACTGTC
CTTTCCTAATAAAATGAGGAAATTGCATCGCATTGTCTGAG
TAGGTGTCATTCTATTCTGGGGGGTGGGGTGGGGCAGGACA
GCAAGGGGGAGGATTGGGAAGACAATAGCAGGCATGCTGG
GGATGCGGTGGGCTCTATGGCTTCTGAGGCGGAAAGAACCA
GCTGGGGCTCTAGGGGGTATCCCCACTAGTCGTGTACCAGC
TGAGAGACTCTAAATCCAGTGACAAGTCTGTCTGCCTATTC
ACCGATTTTGATTCTCAAACAAATGTGTCACAAAGTAAGGA
TTCTGATGTGTATATCACAGACAAAACTGTGCTAGACATGA
GGTCTATGGACTTCAAGAGCAACAGTGCTGTGGCCTGGAGC
AACAAATCTGACTTTGCATGTGCAAACGCCTTCAACAACAG
CATTATTCCAGAAGACACCTTCTTCCCCAGCCCAGGTAAGG
GCAGCTTTGGTGCCTTCGCAGGCTGTTTCCTTGCTTCAGGAA
TGGCCAGGTTCTGCCCAGAGCTCTGGTCAATGATGTCTAAA
ACTCCTCTGATTGGTGGTCTCGGCCTTATCCATTGCCACCAA
AACCCTCTTTTTACTAAGAAACAGTGAGCCTTGTTCTGGCAG
TCCAGAGAATGACACGGGAAAAAAGCAGATGAAGAGAAGG
TGGCAGGAGAGGGCACGTGGCCCAGCCTCAGTCTCTAGATC
TAGGAACCCCTAGTGATGGAGTTGGCCACTCCCTCTCTGCG
CGCTCGCTCGCTCACTGAGGCCGCCCGGGCAAAGCCCGGAGC
GTCGGGCGACCTTTGGTCGCCCGGCCTCAGTGAGCGAGCGA
GCGCGCAGAGAGGGAGTGGCCAA
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International application No.

INTERNATIONAL SEARCH REPORT
PCT/US2022/015496

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

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

a forming part of the international application as filed:
in the form of an Annex G/ST.25 text file.

D on paper or inthe form of an image file.

b. D fumished together with the international application under PGT Rule 13ter. 1{a) for the purposes of international search
only in the form of an Annex G/8T.25 text file.

c. D fumished subsequent to the intematicnal filing date for the purposes of internatichal search only:

|:| in the form of an Annex C/ST.25 text file (Rule 13ter.1(a)).
|:| on paper or in the form of an image file {Rule 13ter.1(b} and Administrative Instructions, Section 713).

2. |:’ In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
staternents that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Farm PCT/1SA/210 (continuation of first sheet (1)) {January 2015)
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International a pIio::za‘t:i'%nzl‘}c:i15“96
PCT/US
INTERNATIONAL SEARCH REPORT

Box No.

I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemalional search report has not been established in respect of certain claims under Article 17(2){a) for the following reasons:

g

s [ |

Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

Claims Nos.:
because they relate 1o parts of the international application that do not comply with the prescribed requiremenis 1o such
an extent that no meaningful international search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and ars not drafted in accordance with the second and third sentences of Rule €.4(a).

Box No.

Il Cbservations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

2 [ ]

"

see additional sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims;; it is covered by claims Nos.:

1-52 (partially)

Remark on Protest The additional search fees were accompanied by ihe applicant's protest and, where applicable, the

payment of a protest fee.
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ASA/210 (continuation of first sheet (2)) (April 2005}
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International Application No. PCT/us2022 j015496

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This Internatlonal Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-52 (partially)

An engineered cell comprising a genetic modification in a
human TIM3 sequence, within gencmic coordinates of
chr5:157106867-157106887. A pharmaceutical composition
comprising said cells. A populaticn of cells comprising said
cells. A method of treating a subject with said cells. The
cells, the population of cells or the pharmaceutical
composition for use in ACT. A TIM3 guide RNA that
specifically hybridizes to a TIM3 sequence comprising the
nucleotide sequence with SEQ ID NOs 1. A TIM3 guide RNA
comprising a guide sequence that directs an RNA-guided DNA
binding agent to a chromosomal location within the genomic
coordinates targeted by SEQ ID NO: 1. A composition
comprising said guide RNA. A method of making a genetic
modification in the TIM3 sequence and a method of preparing
cells for immunotherapy with sald guide RMA. The population
of cells made by said methods. A method of treating a
subject with said population. The population for use in ACT.
A population of cells comprising a genetic modification of a
TIM3 gene, wherein at least 40%, 45%, 50%, 55%, 60%, 65%,
preferably at least 70%, 75%, 80%, BS%, 90%, or 395% of cells
in the population comprise a modification selected from an
ingertion, a deletion, and a substitution in the endogencus
TIM3 sequence

2-36. claimg: 1-52(partially)

Same as Group I for the genomic coordinates TIM3-2
{(chr5:157106862-157106882), TIM3-3
(chr5:157106803-157106823), TIM3-4
{chr5:157106850-157106870) , TIM3-5
(chr5:157104726-157104746), TIM3-6
{(chr5:157106668-157106688) , TIM3-7
(chr5:157104681-157104701), TIM3-8
{chr5:157104681-157104701), TIM3-9
{(chr5:157104680~-157104700), TIM3-10
{(chr5:157106676-157106696), TIM3-11
(chr5:157087271-157087291), TIM3-12
{chr5:157095432-157085452), TIM3-13
(chr5:157085361-157095381), TIM3-14
{(chr5:157095360-1570985380), TIM3-15
(chr5:157108945-1571083865), TIM3-18
{chr5:157106751-157106771), TIM3-19
(chr5:157085419-157095439), TIM3-22
{chr5:157104679-157104699), TIM3-23
{(chr5:157106824-157106844), TIM3-26
{chr5:157087117-157087137), TIM3-29
{(chr5:157085379-157085399), TIM3-32
{chr5:157106864-157106884), TIM3-42
{(chr5:157095405-157095425), TIN3-44
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International Application No. PCT/us2022 j015496

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/

210

{chr5:157095404-157095424) ,
{chr5:157106888-157106908) ,
{chr5:157087126-157087146) ,
{chr5:157087253-157087273) ,
{chr5:157106889-157106309) ,
{chr5:157106935-157106955) ,
{chr5:157106641-157106661) ,
{chr5:157087084-157087104) ,
{chr5:157104663-157104683) ,
{chr5:157106875-157106895) ,
{chr5:157087184-157087204) ,
{chr5:157106936-157106956) ,
{chr5:157104696-157104716)

the sequence with SEQ ID NHOs:

32,
88;

42, 44, 56,
respectively

58, 59, 62,

TIM3-56

TIM3-58

TIM3-59

TIM3-62

TIM3-63

TIM3-66

TIM3—-69

TIM3-75

TIM3—-82

TIM3-B&

TIM3-87

and TIM3-88

and for the guide RNAs comprising
2-15, 18, 19, 22, 23, 26, 29,
63, 66, 69, 75, 82, B6, 87, and
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