Figure 1. Comparison of Medium 1 and Medium 2 in shake flasks using anti-GDF-8

cells.
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Figure 2. Cell growth and viahility of anti-GDF-8 cells in Medium 1.
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Figare 3. Cell growth of anti-GDF-8 cell cultures in control amd ne glutamine feed

cultnre conditions.
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Figure 4, Cell viability of anti-GDV-8 cell cultures in control and no glatamine feed

cultere conpditions.
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Figure 5, Ammonium levels of anti-GDEF-8 cell cultures in controf and ne glutamine

feed culture conditions.
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Figure 6. Lactate levels of anti-GIVF-8 cell eultures in control and no glutamine feed

culture conditions.
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Figure 7. Anti-GDF-8 titer in control and no shutamine feed culture conditions.
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Figure 8. Cell density of anti~-GDF-8 cell caltures in contrsl and glitamine-starved

feed cultnre conditions.
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: Fégasré %, Cell viability of anti-GDF-8 cell caltures in control and glutamine-starved

feed culture conditions.
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Figore 10, Ammmonivum levels of anti-GDF-8 cell culfures in control and glutamine-

starved culture conditions.
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Figure 11. Lactate levels of anti-GDE-8 coll cultvres in control and glutamine-

starved culture conditions.
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Figure 12. Anti-GDF-8 titer in control and plutamine-starved culture conditions.
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Figare 13. Iron dose response of anti-GDF-3 cells in Medivm 1 and Medinm 2.

Figure 14. Cell density of Glutarsate and Glutamine fed cultures.
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Figure 15, Cell viahility of Glutamate and Glutamine fed cultures.

- Parcent Viable
~q
[o]

- imw%é@wm@iutamin@s
A Glutamate 2 |
= Glutaming 2 |

J el e Chfamate 1
el s Glutarning 4

Day

Figure 16. Anti-Lewis ¥ fiter in Glutamate and Glutamine fed calfures.
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Figure 17. Lactate levels in Glotamate and Glutamine fed cultures,
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Figure 18, Ammoniom levels in Glatamate and Glutamine fed cultures,
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Figure 19. Osmolarity of Glutamate and Glutamine fed culfures.
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Figure 20, Cell Density. Each plotl is the average of two shake flasks grown using

the same conditions.
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Figure 21, Cell Viability., Each plot is the average of two shake flasks grown using

the sgme conditions.
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Figure Z2. Average ThHer, Each plot is the average of two shake flasks grown using

the same condifions,
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Figure 23. Ammonium levels. Each plot is the average of two shake flasks grown

using the same conditions.
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Figure 25, Cell growth of anti-GIF-8 cells under varicus experintenial conditions.

! Daily Viable Cell Density (Cedex) |

16

B
| ==tr=FB 4mM Glmn ;]
i

| el D atoh
_____m@mBatch Supp

T T T B T

] 2 4 8 8 16 12 14

£8 Celis/mi
L3S O N b = B

Culture Time (Days)

Figure 2. Viability of anti-GDF-§ cells under various experimental conditions.
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Figure 27. Anti-GDF-8 titer under varions experimental conditions,
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Figure 28, Lactate levels of anti-GDF-8 cultwres nnder various experbmental

eonditions.
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Figare 29. Anumoninm levels of anti-GDF-8 cultures under various experimental

conditions.
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Figure 30. Cell growth of anti-GIDF-8 cells vmder varions experimental conditions.
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Figure 31. Anti-GDF-§ titer under various experimental conditions,
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Figure 32, Lactate levels of anti-GDF-8 cultares ander various experimental

copditions.
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Figure 33, Ammoniam levels of anti-GDF-8 cultures under various experimental

conditions,
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Figure 34, Cell growih of anti-GIIF-8 cells in wodified Medinm 9 containing

varicus levels of glutamine and asparagine.
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Figure 35. Cell viability of anti-GDF-8 cells in modified Medivm 9 containing

varicus levels of ghtamine and asparagine.
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Figure 36, Lactate levels of apti-GDF-8 cultures in modified Medinum 9 containing

various levels of plutamine and asparagine.
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Fignre 37, Aminonium levels of anti-GDF-8 cultures in modified Medium 9

containing various levels of glutamine and asparagine.
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Figure 38. Glutamine levels of anti-GDF-8 caltures in modified Medium $

containing various levels of glutamine and asparagine.
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Figuve 39, Anti-GDF-8 titer in modified Medivm 9 containing various levels of

glutamine and asparagine,
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Figure 40, Osmelarity of andi-GDEF-8 cultures in modified Medivm 9 containing

various levels of glutamine and agparagine,
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Figure 41. Cell growth of anti-GDF-8 cells in media containing various evels of

asparagine and cysteine.
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Fignre 42, Lactate levels of anti-GDF-8 cultures in media containing varicus levels

of asparagine and cysteine.
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Figure 43, Ammonivm levels of anti-GDF-8 cultures in media containing vavious

fevels of asparagine and cysteine.
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Figure 44, Glutamine levels of anti-GDF-8 culiures in media containing varions

levels of asparagine and cysteive.
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Figure 45, Glutamate levels of anti-GDF-8 cultures in media confaining various

flevels of asparagine and cysieine,
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Figure 46, Anti-GIDF-8 fiter in media containing various levels of asparagine and

cysteine.
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Figare 47, Osmolarity of anti-GDIF-8 eultures in media containing various levels of

asparagine and cysteine,
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Figure 48, Cell growth of anti-GDF-8 cells in media containing various levels of

amine acids and vitamins.
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Figure 49, Lactate levels of anti-GDF-§ cultures in media containing various levels

of amino acids and vitamins.
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Figure 50. Ammonium levels of anti-GDF-8 caltures in media containing varisus

levels of amine acids apd vidamins,
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Figure 81, Glufamine levels of anti-GDF-8 cultwres in media containing various

levels of amino zseids and vitamins,
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Figure 52, anti-GIDF-8 titer o media containing variows levels of amino acids and

vitaming,
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Figure 53, Cell growik of anti-GDF-8 cells in media containing various levels of

vitammins, trace elements £ and iron,
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Figure 84, Lactate levels of anti-GIDF-8 cultures in media containing various levels

of vitamming, trace elements K and jron.
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Figure 55, Ammonium levels of anti-GDF-8 caltures in media containing various

levels of vitnming, trace elements B and ivon.
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Figure 56, Anti-GDF-B titer in media containing varions levels of vitamins, trace elements

I and irem.
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Figure 57. Cell growth of anti-GDT-§ cells in Medivms 1,3 and 9,
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Figure 38, Anti-GDF-8 titer in Mediams 1, 3 and 9.
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Figure 59, Extrapolated anti-GIDE-8 titers for various levels of glutamine alone and

total combined glulamine and asparagine.
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Figure 60, Growth of anti-ABeta cells under various media conditions tested.
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Figure 61, Viability of anti-ABeta cells under various media conditions tested.
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Fignre 62, Lactate levels of anti-ABeta coltures under various media conditions

testod.
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- Figure 63. Ammonivim levels of aunti-ABeta cultures under various mediz conditions
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Figure 64, Anti-ABeta tifey in varions media conditions tested.
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Figure 65. Osmelarity of anti-ABeta cultures under various media conditions

tested.
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Higure 66. Growth of cells expressing TWFR-Ig under various experimental

condifions.
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Figure 67. Viability of cells expressing TNFR-Ig under varions experimental conditions.
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Figare 68. Residual glucose in cultures of cells expressing TNFR-Ig under various

experimental conditions.
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Figure 6%, Glotamine fevels in caltures of cells expressing TNFR-Ig vnder various

experimental conditions.
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Figure 70. Lactate concentration in culfures of cells expressing TNFR-Ig vnder

various experimental conditions.
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Figure 71. Ammoninm levels in cultures of cells expressing THFR-Ig under various

experimental conditions.
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Figure 72, TNFE-Ig relative titer under various experimnental conditions.
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Figure 73, Cell Densities of Anti-GDE-8 Cells Grown in 6600 L and 1 L Bioreactors.
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Figure 74. Titers of Anti-GDF-8 Cells Grown in 6000 L and 1 L. Bioreactors.
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Figure 75. Lactate Levels of Anti-GDF-8 Cells Grown jn 6080 L and 1 L
Bioreactors.
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Figure 76. Ammonium Levels of Anti-GDF-8 Cells Grown in 6009 L and 1 L
Bioreactors.
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