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Figure 8
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FIGURE9
Type/ Direct Repeat Seun:nces’ of Cpf1 Orthologs
Seci (5°-3)
pecies Processing Sequence Cpfl crRNA Sequence
FnCpfl GUCUAAGAACUUUAAAUAAUUUCUACU-GUUGUAGAU
(SEQID NO: 2) (SEQ ID NO: 21)
AsCpfl GUCAAAAGACCUUUUUAAUUUCUACUC-UUGUAGAU
(SEQ ID NO: 3) (SEQ ID NO: 22)
LbCpfl GUUUCAAAGAUUAAAUAAUUUCUACUAAGUGUAGAU
(SEQ ID NO: 4) (SEQ ID NO: 23)
TsCpfl CUCUAGCAGGCCUGGCAAAUUUCUACU-GUUGUAGAU
(SEQID NO: 3) (SEQ ID NO: 24)
SaCpfl AUUUGAAAGCAUCUUUUAAUUUCUACU-AUUGUAGAU
(SEQ ID NO: 6) (SEQ ID NO: 25)
Pb2Cpfl ~ GGCUAUAAAGCUUAUUUAAUUUCUACU-AUUGUAGAU
(SEQ ID NO: 7) (SEQ ID NO: 26)
PgCpfl GCCAAAUACCUCUAUAAAAUUUCUACU-UUUGUAGAU
(SEQID NO: 8) (SEQ ID NO: 27)
MICpfl GUCUAACUACCUUUUAAUUUCUACUGUUUGUAGAU
(SEQID NO: 9) (SEQ ID NO: 28)
Mb2Cpfl GUCUAACUACCUUUUAAUUUCUACUGUUUGUAGAU
(SEQ ID NO: 10) (SEQ ID NO: 29)
Mb3Cpfl GUCUAACUACCUUUUAAUUUCUACUGUUUGUAGAU
(SEQ ID NO: 11) (SEQ ID NO: 30)
LbdCpfl CUCUAAUAAGAGAUAUGAAUUUCUACU-GUUGUAGAU
(SEQ ID NO: 12) (SEQ ID NO: 31)
Lb5Cpfl UGCUUAGAACAUUUAAAGAAUUUCUACU-AUUGUAGAU
(SEQ ID NO: 13) (SEQ ID NO: 32)
FbCpfl GUUUAAAACCACUUUAAAAUUUCUACU-AUUGUAGAU
(SEQ ID NO: 14) (SEQ ID NO: 33)
CRbCpfl CUCUACAACUGAUAAAGAAUUUCUACU-UUUGUAGAU
(SEQ ID NO: 15) (SEQ ID NO: 34)
CPbCpfl GUUUAAAAGUCCUAUUGGAUUUCUACU-UUUGUAGAU
(SEQ ID NO: 16) (SEQ ID NO: 35)
CMaCpfl GUCUAAAACUCAUUCAGAAUUUCUACU-AGUGUAGAU
(SEQ ID NO: 17) (SEQ ID NO: 36)
BsCpfl UGCUUAGUACUUAUAAAGAAUUUCUACU-AUUGUAGAU
(SEQ ID NO: 18) (SEQ ID NO: 37)
BfCpfl GCCAAGAACCUAUAGAUAAUUUCUACU-GUUGUAGAU
(SEQ ID NO: 19) (SEQ ID NO: 38)
BoCpfl GUCUAUAAGACAUUUAUAAUUUCUACU-AUUGUAGAU

(SEQ ID NO: 20)

(SEQ ID NO: 39)
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FIGURE 10C
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() SgRNA #2

SgRNA BT




24/30

FIGURE 12

Ho e,
T\\\\\\\\\\\\\\\\

— x@ %,
B T

(%) -dd9

SHEET (RULE 26)



WO 2019/070762 PCT/US2018/054027

25/30
FIGURE 13A

Salpft

§ DIALGTCRCCETCOAGLTTEALTAGRAY

e Ry SN
SONRA

Holas

FIGURE 13B

SUBSTITUTE SHEET (RULE 26)



WO 2019/070762 PCT/US2018/054027

26/30
FIGURE 13C

Lipofectamine RNAIMAX
2000

SUBSTITUTE SHEET (RULE 26)



WO 2019/070762 PCT/US2018/054027

27/30
FIGURE 14

&\\\ \\\\\\\\\\\\\\\\\\\\\ L EXtEﬂdEd crRNA

Biatin
+Avidin {
. {7y
totin T

+Targeting Molecule-Blotin

Cpfl RNP with
P targeting miolecule

SUBSTITUTE SHEET (RULE 26)



WO 2019/070762

»

-y %.w

gy I‘vm’"

§ (\\\\\\!L ¥

crRNA

crRNA

CrRNAY

A amout {7}

Relative crRN

PCT/US2018/054027

28/30

FIG. 15A

5 : 1
\EC_ G: E Ee E 0
? FERN ? B8R ? o1
ozp-y GEpag By
0, & &
§§°1‘:? & 1 :a-:
& oH g
. fii A
s St a8
2 Deoxy  Fhosphorothiate
¥ Dooxy

FIG. 15B

SUBSTITUTE SHEET (RULE 26)



PCT/US2018/054027

WO 2019/070762

29/30

FIG. 15C
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