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FIG. 1 continued
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FIG. 1 continued
F
Static hPSC Agitated hPSC
. . p-value
expansion exXpansion
Total
Hematopoieti 77 x 10° = 1.39 x105+
ematopoietic 5,: - X 1{3 5 1.3 :{ua : 8.0009
precursors per 5.30 x 107 218 x 1Y¢
well {Day 14}
Total . - o
o throblast 2.62 X107+ 411x10%= 0008
throblast per ] , 1,005
YER P 472 x 105 2.37 x 104
weill {Day 28)
CD235a+ cells 518 9% 2.0 0.51 %= 0.1 0.0001
51.8% = 2. 0.51 % =0 <{.
{%}{Day 28}
HbF+ cells 65.7 %+ 2.3 0.70 %+ 0.05 0.0001
5.7% =23 0.70 3% = 0.05 <0.000
{%}{Day 28} .
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FIG. 2
A
Dose and duration of factors evaluated Response outcome
ACVIl  CHIRyue  CHIRy, BMP4 % v
Condition A @M @M) mg/ml) KPRy matopoietic
(ng/mb) cells precursors
1 0 0 0 50 0.44 136000
2 80 0 0 10 1.07 271500
3 0 15 0 10 9.19 401500
4 80 15 0 50 18.5 469000
5 0 0 15 10 1.18 271000
6 80 0 15 50 2.06 403000
7 0 15 15 50 30.7 185500
8 80 15 15 10 25.6 370500
9 0 0 0 10 0.6 96500
10 80 0 0 50 0.97 92500
11 0 15 0 50 17.7 655000
12 80 15 0 10 16.3 348000
13 0 0 15 50 4.57 75500
14 80 0 15 10 1.38 108500
15 0 15 15 10 38 60000
16 80 15 15 50 38.7 381000
17 0 7.5 7.5 30 5.61 498000
18 80 7.5 7.5 30 19.2 362000
19 40 0 7.5 30 242 304500
20 40 15 7.5 30 36.6 469500
21 40 7.5 0 30 9.25 344500
22 40 7.5 15 30 30.8 350500
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FIG. 2 continued
Activin o Total number
. Vil CHIR,y, CHIR4, BMP4 0 of
Condition A (M) @M)  mgmh) PR Hematopoietic
(mg/mh H cells P
precursors
23 40 7.5 75 30 9.24 450500
24 40 7.5 75 30 11.4 388000
25 40 7.5 75 10 30.1 440500
26 40 7.5 75 50 28.3 491000
27 40 7.5 75 30 16.9 425000
28 40 7.5 7.5 30 26.7 385500
29 40 7.5 75 30 14 368500
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FIG. 2 continued

Factors affecting hamatopoietic pracirsors
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FIG. 3
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FIG. 3 continued

Condition 7 Condition 18  p-value

Total cells per 977 x10°x 4,31 x10° =

, _ i i 0.0003

well {Day 34) 4,6 x10° 5.9 x10°
CD235a+ celis ‘ ‘
(%) 79.2% 277 60.07 %= 4.77 0.03
CD235a+ , e . ,

_ 63.5%+1.82 348%+7.28 0.019
CD71+ cells {%)
CD235a+ CD71- ~

15.7%+1.30 25.27%:2.74 0.03

cells {36}

HbF+ cells{%) 99.43%=0.12 67.10%+0.55 <0.0001
Condition 7 Condition 18
.
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FIG. 4 continued

Hematopoietic precursor expansion
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FIG. 4 continued
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FIG. 5 continued
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FIG. 5 contiued
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FIG. 5 continued
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FIG. 6
Dose and duration of factors evaluated Response
outcome

Condition Activin A CHIRz4pn CHIR4sne  BMP4 % KDR+

(ng/ml) (uM) (M) (ng/ml) cells
1 0 0 0 10 11.4
2 0 0 0 50 12.3
3 50 0 0 10 38.1
4 50 0 0 50 30
5 0 12 0 10 48.5
6 0 12 0 50 53.8
7 50 12 0 10 57.2
8 50 12 0 50 49
9 0 0 12 10 27.2
10 0 0 12 50 33.1
11 50 0 12 10 459
12 50 0 12 50 454
13 0 12 12 10 53.7
14 0 12 12 50 42.9
15 50 12 12 10 54.3
16 50 12 12 50 69.6
17 25 6 6 10 63.7
18 25 6 6 50 54.6
19 0 6 6 30 49.8
20 50 6 6 30 55.1
21 25 0 6 30 49.4
22 25 12 6 30 47.8
23 25 6 6 30 47
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FIG. 6 continued

Condition Activin A CHIRz4pn CHIR4sne  BMP4 % KDR+

(ng/ml) (uM) (M) (ng/ml) cells
24 25 6 12 30 43.4
25 25 6 6 30 59.9
26 25 6 6 30 69.3
27 25 6 6 30 53.2
28 25 6 6 30 56.6
29 25 6 6 30 59.5

B
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FIG. 6 continued

C Significance of factors tested
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FIG. 8 continued
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FIG. 11
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FIG. 12 continued
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FIG. 12 continued
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FIG. 13
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FIG. 13 continued
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FIG. 14 continued
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FIG. 15 continued

B0
mscL




WO 2019/143292 PCT/SG2019/050023

35/75

FIG. 15 continued
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FIG. 15 continued
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FIG. 16 continued
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FIG. 16 continued
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FIG. 18
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FIG. 18 continued
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FIG. 25 continued
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FIG. 26 continued
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FIG. 28 continued
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FIG. 29 continued
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FIG. 30
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FIG. 33
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FIG. 35 continued
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FIG. 38
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FIG. 38 continued
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FIG. 38 continued
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FIG. 39
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FIG. 39 contined

28
e
%

potency

Pluri

N T T N e
& F AT e SN

7

B
4,
1
T

%

ssion

Xp

w0 g

+ v 5

7
P
P
P
P

g E e

L9 vy g



WO 2019/143292 PCT/SG2019/050023

71775

FIG. 39 continued
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FIG. 39 continued
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FIG. 40 continued
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FIG. 40 continued
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FIG. 40 continued
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