905810~
i NTERNATI ONAL APPLI CATI ON PUBLI SHED UNDER THE PATENT COOPERATI ON TREATY

» (-PCT) . (511) I nternational Patent C assfication 6: N 1)
I nternation lication Nunber: WD 97/46704 C12Q 1/ GoMpeS
Al (43) Int | onal  PubYGRLDNTEEGRIALPROPERTY GRGANIZATION 1997 ( 1N&2. 97) (21)

T ko T

GB| (SUHEnter@itional Pupnt Claseitsation £z onal Fill i n ;(1Ii)ahtamnona| PublicatiochNafbetO 9 7 (W(DWMB’IM
HU] | lchSa/ss]P KE, KG KP, KR, kZA1 [C, - LK, LR, LS, LT, LU, MG MK,
MN[. MW MX, NO, Nz, PL, PT, RO, RU, 5(53) lsEmteal P'!Bliwﬁos@m'm lﬂmmbeni?” {12904,
(30) Priority Data: : UG UL

VN| GV interpgtipmaAgplicationNupbiye; K€PCE/QS97MA]2 tages; AL, AM/ AT, AG, A7, B BBOR(K

i i R S

Euf opean patent (AT, BE, CH DE, DK H FI pT, RB, RUGBD, SBRSG, ISESK. 17, TM, GR, TI_UA,

'II\'"[_) ( 713%}% F)g\;lﬁt pﬁajt e&é?%%?%g) | NCI m%iﬁiﬁﬁ ; tm%ﬂ%& %

Cepter Pl ace, Hayvvard CA 94545 (US) (172) PICKE) \OAPI paleds
A |ver St, Redwood Published Gt A 9406@F(RJS)FCGBRE1PNERGNS91(JMBWE S_NZIBDCt

W | W’Aﬂﬂﬁt’ W H;ESE[H ?l‘.’\é%rds Pi®sage,” Canbri dge CB2 3PJ (GB).
LLOYD, eoet iration of the time limt for amending the
Da}/(72) Invéstors: &EBREEHIT,I‘GI@,F!MIGWecﬁ D clainms and to He
r epubl i g‘%ﬁ P70§1 gﬂﬁv‘?ﬁﬁmﬁﬁ Yir é@eﬁtp tiopals ’CP{;MLBRI , R(?nbet;e t
B. 825 Pacific Dnv @’TB%O 1ty, recetgt F{
M Ehael ca 6014 @SSDEERDAR/ e&ues, £33 Aoy : . 74) Agents

Vi ncent Belivint, 84 94002 (US)DBATILAB QlichacB CAY8 Ok ot es, P. O Box 60850, Pal o Al to CA
94306- oéye“°(%s?f“"°(@&t34°5ﬁf?§>e >, »SEQUENCI NG BY LI GATI ON OF ENCODED ADAPTORS
(57?,4)&&3&!%?%&,,@%&@ Blhikb-QVAsthainesd] Met hod of nucleic acid sequence
anpl ysi B.olEg 6@50) Pald A8, dAlsgmsmsu(mf one jor nore sets of encoded adaptors to
t he term nus of a target pol ynucleotide. Encoded adaptors whose protrudi nd
strands form perfectly nmatched dupl exgs with the conpl ementary protrudi ng

stfands of the target polynucleotide gre ligated, and the identity of the
nugcl eot i des | n the prot rud| ng strands i s det erm ned by an oI i gonucl eot i de

t ap—ecarrted et ote v
caf ¢ difte:o PR @C@EQHH‘?‘E&?WF'FN@PPB&W%A abel ed tag corrpl enent to its
cof@gpapaadi ng tag on the |igated adaptor.

The invention provides a method of nucleic acid sequence analysis based on the ligation of one or more sets of encoded adaptors to the
terminus of a target polynucleotide. Encoded adaptors whose protruding strands form pert‘ectly matched duplexes with the complementary
protruding strands of the target polynucleotide are ligated, and the identity of the nucleotides ini the protruding strands is determined by an
_oligonucleotide tag carried by the encoded adaptor. Such determination, or "decoding” is carried out by specifically hybridizing a labeled
“tag complement to its corrésponding tag on the ligated adaptor.




