
                         SEQUENCE LISTING

<110>  CHUGAI SEIYAKU KABUSHIKI KAISHA
 
<120>  Cyclic compounds with selective KRAS inhibitory effects over HRAS and NRAS

<130>  C1-A2104P

<150>  JP 2021-079012
<151>  2021-05-07

<160>  6     

<170>  PatentIn version 3.5

<210>  1
<211>  615
<212>  DNA
<213>  Artificial sequence

<220>
<223>  HAT_Linker_Thrombin_Linker_hKRAS

<400>  1
atgaaagatc acctgattca caatgtccat aaagaagaac acgcccatgc tcactcgtct       60

ggcagcctgg tcccgcgtgg ttcgtcaggc gggagcaccg agtacaaact ggtggttgta      120

ggtgccggtg gtgttggcaa gagcgcgctg acgatccagt tgattcaaaa ccactttgtc      180

gatgagtatg acccgacgat cgaggacagc taccgtaaac aagttgtgat cgatggcgag      240

acttgcctgc tggatattct ggacacggct ggccaagaag aatacagcgc gatgcgtgac      300

cagtacatgc gcaccggtga gggtttcctg tgtgttttcg caattaacaa tacgaaatcc      360

tttgaggata ttcatcacta tcgtgaacag atcaagcgtg ttaaagacag cgaagatgtc      420

ccgatggtgt tggtgggcaa taagtgcgat ctgccgagcc gcaccgtcga taccaaacag      480

gcacaggacc tggcgcgcag ctatggtatc ccgttcattg aaacctctgc gaaaacccgc      540

caaggtgtcg acgacgcctt ttacaccctg gtgcgtgaga tccgtaagca taaggaaaag      600

atgagcaaag acggc                                                       615
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<210>  2
<211>  205
<212>  PRT
<213>  Artificial sequence

<220>
<223>  HAT_Linker_Thrombin_Linker_hKRAS

<400>  2

Met Lys Asp His Leu Ile His Asn Val His Lys Glu Glu His Ala His 
1               5                   10                  15      

Ala His Ser Ser Gly Ser Leu Val Pro Arg Gly Ser Ser Gly Gly Ser 
            20                  25                  30          

Thr Glu Tyr Lys Leu Val Val Val Gly Ala Gly Gly Val Gly Lys Ser 
        35                  40                  45              

Ala Leu Thr Ile Gln Leu Ile Gln Asn His Phe Val Asp Glu Tyr Asp 
    50                  55                  60                  

Pro Thr Ile Glu Asp Ser Tyr Arg Lys Gln Val Val Ile Asp Gly Glu 
65                  70                  75                  80  

Thr Cys Leu Leu Asp Ile Leu Asp Thr Ala Gly Gln Glu Glu Tyr Ser 
                85                  90                  95      

Ala Met Arg Asp Gln Tyr Met Arg Thr Gly Glu Gly Phe Leu Cys Val 
            100                 105                 110         

Phe Ala Ile Asn Asn Thr Lys Ser Phe Glu Asp Ile His His Tyr Arg 
        115                 120                 125             

Glu Gln Ile Lys Arg Val Lys Asp Ser Glu Asp Val Pro Met Val Leu 
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    130                 135                 140                 

Val Gly Asn Lys Cys Asp Leu Pro Ser Arg Thr Val Asp Thr Lys Gln 
145                 150                 155                 160 

Ala Gln Asp Leu Ala Arg Ser Tyr Gly Ile Pro Phe Ile Glu Thr Ser 
                165                 170                 175     

Ala Lys Thr Arg Gln Gly Val Asp Asp Ala Phe Tyr Thr Leu Val Arg 
            180                 185                 190         

Glu Ile Arg Lys His Lys Glu Lys Met Ser Lys Asp Gly 
        195                 200                 205 

<210>  3
<211>  179
<212>  PRT
<213>  Artificial sequence

<220>
<223>  Linker_hKRAS

<400>  3

Gly Ser Ser Gly Gly Ser Thr Glu Tyr Lys Leu Val Val Val Gly Ala 
1               5                   10                  15      

Gly Gly Val Gly Lys Ser Ala Leu Thr Ile Gln Leu Ile Gln Asn His 
            20                  25                  30          

Phe Val Asp Glu Tyr Asp Pro Thr Ile Glu Asp Ser Tyr Arg Lys Gln 
        35                  40                  45              

Val Val Ile Asp Gly Glu Thr Cys Leu Leu Asp Ile Leu Asp Thr Ala 
    50                  55                  60                  
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Gly Gln Glu Glu Tyr Ser Ala Met Arg Asp Gln Tyr Met Arg Thr Gly 
65                  70                  75                  80  

Glu Gly Phe Leu Cys Val Phe Ala Ile Asn Asn Thr Lys Ser Phe Glu 
                85                  90                  95      

Asp Ile His His Tyr Arg Glu Gln Ile Lys Arg Val Lys Asp Ser Glu 
            100                 105                 110         

Asp Val Pro Met Val Leu Val Gly Asn Lys Cys Asp Leu Pro Ser Arg 
        115                 120                 125             

Thr Val Asp Thr Lys Gln Ala Gln Asp Leu Ala Arg Ser Tyr Gly Ile 
    130                 135                 140                 

Pro Phe Ile Glu Thr Ser Ala Lys Thr Arg Gln Gly Val Asp Asp Ala 
145                 150                 155                 160 

Phe Tyr Thr Leu Val Arg Glu Ile Arg Lys His Lys Glu Lys Met Ser 
                165                 170                 175     

Lys Asp Gly 
            

<210>  4
<211>  189
<212>  PRT
<213>  Homo sapiens

<400>  4

Met Thr Glu Tyr Lys Leu Val Val Val Gly Ala Gly Gly Val Gly Lys 
1               5                   10                  15      

Ser Ala Leu Thr Ile Gln Leu Ile Gln Asn His Phe Val Asp Glu Tyr 
            20                  25                  30          
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Asp Pro Thr Ile Glu Asp Ser Tyr Arg Lys Gln Val Val Ile Asp Gly 
        35                  40                  45              

Glu Thr Cys Leu Leu Asp Ile Leu Asp Thr Ala Gly Gln Glu Glu Tyr 
    50                  55                  60                  

Ser Ala Met Arg Asp Gln Tyr Met Arg Thr Gly Glu Gly Phe Leu Cys 
65                  70                  75                  80  

Val Phe Ala Ile Asn Asn Ser Lys Ser Phe Ala Asp Ile Asn Leu Tyr 
                85                  90                  95      

Arg Glu Gln Ile Lys Arg Val Lys Asp Ser Asp Asp Val Pro Met Val 
            100                 105                 110         

Leu Val Gly Asn Lys Cys Asp Leu Pro Thr Arg Thr Val Asp Thr Lys 
        115                 120                 125             

Gln Ala His Glu Leu Ala Lys Ser Tyr Gly Ile Pro Phe Ile Glu Thr 
    130                 135                 140                 

Ser Ala Lys Thr Arg Gln Gly Val Glu Asp Ala Phe Tyr Thr Leu Val 
145                 150                 155                 160 

Arg Glu Ile Arg Gln Tyr Arg Met Lys Lys Leu Asn Ser Ser Asp Asp 
                165                 170                 175     

Gly Thr Gln Gly Cys Met Gly Leu Pro Cys Val Val Met 
            180                 185                 

<210>  5
<211>  189
<212>  PRT
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<213>  Homo sapiens

<400>  5

Met Thr Glu Tyr Lys Leu Val Val Val Gly Ala Gly Gly Val Gly Lys 
1               5                   10                  15      

Ser Ala Leu Thr Ile Gln Leu Ile Gln Asn His Phe Val Asp Glu Tyr 
            20                  25                  30          

Asp Pro Thr Ile Glu Asp Ser Tyr Arg Lys Gln Val Val Ile Asp Gly 
        35                  40                  45              

Glu Thr Cys Leu Leu Asp Ile Leu Asp Thr Ala Gly Gln Glu Glu Tyr 
    50                  55                  60                  

Ser Ala Met Arg Asp Gln Tyr Met Arg Thr Gly Glu Gly Phe Leu Cys 
65                  70                  75                  80  

Val Phe Ala Ile Asn Asn Thr Lys Ser Phe Glu Asp Ile His Gln Tyr 
                85                  90                  95      

Arg Glu Gln Ile Lys Arg Val Lys Asp Ser Asp Asp Val Pro Met Val 
            100                 105                 110         

Leu Val Gly Asn Lys Cys Asp Leu Ala Ala Arg Thr Val Glu Ser Arg 
        115                 120                 125             

Gln Ala Gln Asp Leu Ala Arg Ser Tyr Gly Ile Pro Tyr Ile Glu Thr 
    130                 135                 140                 

Ser Ala Lys Thr Arg Gln Gly Val Glu Asp Ala Phe Tyr Thr Leu Val 
145                 150                 155                 160 

Arg Glu Ile Arg Gln His Lys Leu Arg Lys Leu Asn Pro Pro Asp Glu 

Page 6



                165                 170                 175     

Ser Gly Pro Gly Cys Met Ser Cys Lys Cys Val Leu Ser 
            180                 185                 

<210>  6
<211>  189
<212>  PRT
<213>  Homo sapiens

<400>  6

Met Thr Glu Tyr Lys Leu Val Val Val Gly Ala Gly Gly Val Gly Lys 
1               5                   10                  15      

Ser Ala Leu Thr Ile Gln Leu Ile Gln Asn His Phe Val Asp Glu Tyr 
            20                  25                  30          

Asp Pro Thr Ile Glu Asp Ser Tyr Arg Lys Gln Val Val Ile Asp Gly 
        35                  40                  45              

Glu Thr Cys Leu Leu Asp Ile Leu Asp Thr Ala Gly Gln Glu Glu Tyr 
    50                  55                  60                  

Ser Ala Met Arg Asp Gln Tyr Met Arg Thr Gly Glu Gly Phe Leu Cys 
65                  70                  75                  80  

Val Phe Ala Ile Asn Asn Thr Lys Ser Phe Glu Asp Ile His His Tyr 
                85                  90                  95      

Arg Glu Gln Ile Lys Arg Val Lys Asp Ser Glu Asp Val Pro Met Val 
            100                 105                 110         

Leu Val Gly Asn Lys Cys Asp Leu Pro Ser Arg Thr Val Asp Thr Lys 
        115                 120                 125             
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Gln Ala Gln Asp Leu Ala Arg Ser Tyr Gly Ile Pro Phe Ile Glu Thr 
    130                 135                 140                 

Ser Ala Lys Thr Arg Gln Arg Val Glu Asp Ala Phe Tyr Thr Leu Val 
145                 150                 155                 160 

Arg Glu Ile Arg Gln Tyr Arg Leu Lys Lys Ile Ser Lys Glu Glu Lys 
                165                 170                 175     

Thr Pro Gly Cys Val Lys Ile Lys Lys Cys Ile Ile Met 
            180                 185                 
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