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W T# | %

' . i .
ssD[-]: E-CTCCATCACTA GOGGT TOCT-3*

¥ 4 iL b

5 .CTCCATCACTA GGEET TEOT-5"

dsD{£]:  3.GAGG TAGT GATGCCCAAGGA -6

£ 43 i

ssD[+]: & -GAGGTA GTGAT CCCCAAGGA -3

F1G. /0

(SEQ ID NO: 23)

(SEQID NO: 24)

(SEQID NO: 25)
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tiple Mutants

Y252F ++ Y701+705F Il “ Y70+5+73 1F e
Y272F + Y701+731F ++ Y705+731F+5663V ++
Y444F + Y705+731F e Y705+731F+T492V -

F501Y + S663V+T492V +t Y705+731F+K533R .
Y701F ++ S663V5+T492V+K533R S s
Y705F 4+ Y705+731F+S663V+T492V o
Y731F i Y705+731F+5663V+T492V+K533R ++

5459V +++

S663V +++

T251V B

T492V ++

K528E -

K528R ++

K533E -

K533R 4

K545E i+

K545R +++

-: Greater than 10-fold reduction

+: Greater than 2-fold, but less than 10-fold reduction
++: Less than 2-fold increase

+++:; Greater than 2-fold, but less than 10-fold increase
++++: Greater than 10-fold increase

FIG, 4|



