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Figure 1) Representation of the lysine variants in a sample WCX-10 chromatogram and quantification scheme of each of the variants
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B 69/ Arginine

B 8g/ Arginine
Figure 20) Effect of arginine addition to adalimumab producing cell line 1,
media 2 on day 11 on WCX-10 profile relative lysine distribution (n=2)
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Figure 19) Effect of total arginine concentration in adalimumab producing cell

line 1, media 1 on WCX-10 profile relative lysine distribution (n=2)
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Figure 21) Effect of arginine addition to adalimumab producing cell line 2,

media 3 on WCX-10 profile relative lysine distribution (n=2)

PCT/US2013/065720



WO 2014/143184

e
e
e
e
e

CCCCCCCCC
CCCCCCCCC

= = = = =

g
B 2g
@A 3g
B 5g
£ 99

= ) ) ) ) ) ) ) > 2
o © © o o ©o O o o o
o o © N © 1w ¥ o A -
=

(%) wng auisA] o} aane|ey

W 19/l Arginine
B 59/l Arginine
& 7g/l Arginine
B2 9g/l Arginine

| 78.573.3

11T 1T 1
©c @ 9 9 <9 <o 9 9 9o Q9
S o 8 o o 8 o o o
® ® N~ © O ¥ ® N -

100.0
0

(%) wng auisA] o] aAe9y

Lys2

Lys1

LysO

Lys1 Lys2

LysO

Figure 22) Effect of total arginine concentration in mAb1 producing cell line on

WCX-10 profile relative lysine distribution (nn=1)

Figure 23) Effect of total arginine concentration in mAb2 producing cell line on

WCX-10 profile relative lysine distribution (n=2)
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Figure 33) Effect of lysine addition to adalimumab producing cell line 1, media

2 on WCX-10 profile relative lysine distribution (n=2)
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Figure 32) Effect of total lysine concentration in adalimumab producing cell line

1, media 1 on WCX-10 profile relative lysine distribution (n=2)
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Figure 34) Effect of lysine addition to adalimumab producing cell line 2, media

3 on WCX-10 profile relative lysine distribution (n=2)

16/61

PCT/US2013/065720



WO 2014/143184 PCT/US2013/065720

17/61
0
n
N B
© :
o 0o 0 0 € o >
ccccy ~N %5
> N
22'2C 5 N
A )
=== == -
DD DD~ -
B S BT :
EENEN T

Figure 36) Effect of total lysine concentration in mAb2 producing cell line on

WCX-10 profile relative lysine distribution (n=2)
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Figure 35) Effect of total lysine concentration in mAb1 producing cell line on

WCX-10 profile relative lysine distribution (n=1)
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Figure 39) Effect of total histidine concentration in adalimumab producing cell

line 2, media 1 on harvest titer (n=2)

Figure 37) Effect of total histidine concentration in adalimumab producing cell

line 2, media 1 on viable cell density (n=2)
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Figure 38) Effect of total histidine concentration in adalimumab producing cell

line 2, media 1 on viability (n=2)
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Figure 40) Effect of total histidine concentration in adalimumab producing cell

line 2, media 1 on WCX-10 profile relative lysine distribution (n=2)
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Figure 43) Effect of total histidine concentration in adalimumab producing cell

line 3, media 1 on harvest titer (n=2)

20/61

PCT/US2013/065720
2

gpgp =)
53353

528383

s T T T T

EZIZIZ

O

B

(%) wng auisA o] sAle|eY

Figure 44) Effect of total histidine concentration in adalimumab producing cell

line 3, media 1 on WCX-10 profile relative lysine distribution (n=2)
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Figure 46) Effect of histidine addition to adalimumab producing cell line 1,

media 2 on WCX-10 profile relative lysine distribution (n=2)
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Figure 45) Effect total histidine concentration in adalimumab producing cell

line 1, media 1 on WCX-10 profile relative lysine distribution (n=2)
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Figure 47) Effect of histidine addition to adalimumab producing cell line 2,

media 3 on WCX-10 profile relative lysine distribution (n=2)
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Figure 49) Effect of total histidine concentration in mAb2 producing cell line on

WCX-10 profile relative lysine distribution (n=2)
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Figure 48) Effect of total histidine concentration in mAb1 producing cell line on

WCX-10 profile relative lysine distribution (n=1)
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Figure 50)Effect of increase in multiple amino acids to adalimumab producing

cell line 1, media 1 on viable cell density (n=2)
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Figure 51) Effect of increase in multiple amino acids to adalimumab producing

cell line 1, media 1 on viability

Figure 53) Effect of increase in multiple amino acids to adalimumab producing

cell line 1, media 1 on WCX-10 profile relative lysine distribution
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Figure 60) Effect of peptides of varying length addition to adalimumab producing cell line 2, media 1 containing 1g/1 arginine and 1g/1 lysine on

WCX-10 profile relative lysine distribution (n=2)
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Figure 61) Effect of pH modulation to adalimumab producing cell line 1, media

1 on viable cell density
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Figure 64) Effect of pH modulation to adalimumab producing cell line 1, media

1 on WCX-10 profile relative lysine distribution
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Figure 66) Effect of pH modulation to adalimumab producing cell line 1, media

2 on viability
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ADA AUC, ng/mL, Mean SE
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Figure 111A-D
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* p<0.05 vs. Vehicle

* p<0.05 vs. Vehicle

Trabecular Bone Volume/Total Volume
at the Femoral Metaphysis
Trabecular Thickness
at the Femoral Metaphysis
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Figure 112
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