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Osmolality in Phosphate samples
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Charge Variant Distribution in 40°C samples
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Acidic Variant Distribution in 40°Csamples
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Decrease in % Monomer in samples incnbated at 40°C
96.0
94.0 P ——
R
L N
92.0 N S “N\“\\\\\m\
m%\“—w \\\“\\\\Q“\
90.0 \\%\\ v \’«\\\\\\\x\“\ ¢
- \&w‘ﬁ“'\ \\\.-.\\s“\\\\\“\\\wo.\\\\\\xm;\\\\
o N \\\\\;}‘:«;W% e
CE’ 88.0 W’ SRR . \\\M‘l\ ¢
g \\\\(:'ﬂ'\’;\' _ “\\\\\;\\\\\m\\\ W j
= 26.0 L, | e
® e S
\[SEE -y,
e A
84.0 )
82.0
80.0
78.0 H H
TOlnitial TORevised | T1week T2 weeks T3 weeks T4 weeks T 5.5 weeks
ceogive Phos Suc 40°C 93.2 93.0 89.6 87.1 87.4 86.4 84.1
¥ Phos Tre 40°C 929 92,6 389 87.4 85.0 85.0 24.1
=== His Suc 40°C 92.6 91.4 89.5 87.9 86.0 85.7 835
~ipdes His Tre 40°C 93.8 933 92.0 90.5 89.3 89,5 87.1

Figure 8




WO 2011/061712 PCT/IB2010/055296

9/25

Increase in % Degradants in samples incubated at 40°C
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Increase in % EMWP in samples incubated at 40°C
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Increase in % HMWP in samples incubated at40°C
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Size Variant Distribution In 1ml Samples Under Repeated Freeze Thaw -80 C/RT
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o

His Tre 4 wecks | mlFT4 '
His Tre 3 weeks [ ml FT3
His Tre 2 weeks | mlFT2
His Tre 1 week | ml FT1
TO HisTre

Phos 4 weeks 1 m1FT4
Phos 3 weeks | mlF13
Phos 2 weeks 1 mIFT2

Phos 1 week | mIFT1

Samples/Timepoint

e

¥ 9% Acidie To0
&%Main Peas

i 5 9% Basie % Charge Variant

Figure 1

Distribution of charge variants in 0.5ml sumples under repeated Freeze-Thaw (80 C/RT)

His Tre 4 weeks 0.5 ml FT4 {
His Tre 3 weeks 0.5 ml FT3 '

His Tre 2 weeks 0.5 ml FT2

His Tre 1 week 0.5 ml FT1

-E‘ TO His Tre 3

= Phos 4 weeks 0.5 m1TT4
£ Phos3 wecks0.5mIFT3 }
5 Phos 2 weeks 0.5 ml FT2
Phos 1 week 0.5 ml FT1
¥ %% Acidic To
&% Main Peak
* % Basit % Charge Variant

Figure 2



WO 2011/061712 PCT/IB2010/055296
20/25
8.0 - PpH Variability in Frozen state samples
7.5 o
7.0 -
& 6.90 & 677 & 650 $ 6.84 + 6.85
I 55 -
& Phosphate
6.0 - & 503 § Histidine
N 577 N 576 w572 N 573
55
5.0 ;
1ml iml 0.5ml 0.5ml
TO T 12 weeks Frozen State

Samples, Time points

Figure 22




WO 2011061712

21/25

PCT/IB2010/055296

- h ot n bd
o v — i W ~
3. z . +

Protein Concentration (mg/mi)

b
o

Protein Concentration in Frozen State Stability Samples

~dwPhosphate
g~ Histidinc

o
~

TO Frozen State 0.5ml 1ill 12 weeks Frozen Statelnl i1l 12 weeks
Samples, Time points

Figure 23




PCT/IB2010/055296

WO 2011/061712
22/25

Y]
ERS Dol

«

l’u.rpie -l’h(m Nn-(_‘-l- Y

A

Red s Te TH
o g ~ B T ¥ Srnondis Frosen
2

e i Fee T

g,
>4

2T
%
4
!
:

%
P
S

Figure24



WO 2011/061712 PCT/IB2010/055296

23/25

Size Variant Distributon In 1ml Samples - Frozen State Stability
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