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siRNA cassette cloned upstream of the GOI

224bp 0 90bp 262bp GOl
5’ flank 3’ flank
HBG sequence T00bp I |—| T00bp HBG sequence EPO/HC/LC/GFP
BART10
Figure 1b
5P LOOP 3P

GCCACCTCTTTGGTTCTGTACA TATTTTGTTATTG TACATAACCATGGAGTTGGCTGT SiRNA1

CGGACCAGTTTCCATCTCAACA TATTTTGTTATTG TTGATATGGATGCTGTTCCGTGT siRNA2
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Figure 1d
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Figure 2c
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Table 1: Progressive establishment of stable pool population

3 days 160 - 7.2 4.8

7 days 80 // 24 30

10 days 80 // 1.9 24

17 days 80 // 65 81

19 days 80 <~ 66 83
Note that the depleted cells maintain a healthy doubling time.




Figure 3a

EpoFc_siRNA1_Puro EpoFc_DHFR_Neo
EpoFc_siRNA1 (PTSelect™) (Puromycin selection) (Neo with MTX amplification)




Figure 3b

Specific Productivity (mlU/cell/day)
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Figure 3c

Specific Productivity (mlU/cell/day)
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Figure 4a
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Figure 4b

Relative titer compared to initial value (%)
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Figure 6a
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Figure 6b
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Figure 6¢
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