WO 2012/151247 PCT/US2012/036069

Long syringes as possible. The syringes are stoppered by the stoppering machine.
The syringes are stored needle down.

Liquid formulations are’ tested analytically (appearance, pH, osmolali

Table 38: Specific formulation pulls

Formulati | Temperatu 1 2 1 2 3 / 6 9 12 Extra
on re Week | Week | Month | Month | Month/| Month | Month | Month s
1 5 - - - X x/ | x X X 1
2 5 - - - X A X X X 1
3 5 - - - x |/ x X X X 1
4 5 - | - - x /. x X X X 1
5 5 - - - x/ | «x X X X 1
6 5 - - - A X X X X 1
7 5 - - - 1/ x X X X X 0
8 5 - - - X X X X X 1
9 5 - - /| - - - - - 3
10 5 - - | L X X X - X 0
11 5 - - - - - - - - 5
12 5 - - - X - - - - 4
13 5 - S/ - - - - - - 5
14 5 RyA - X N - - N 1
15 5 - V- - - - - - - 2
16 5 -/ - -~ X - - ~ - 1
1 25 4 -~ X X X X X X 1
2 25 / - - X X X X X X 1
3 s/ - - X X X X X X 1
4 /| - - X X X X X X 1
5 25/ - - X X X X X X 1
6 /s - - X X X X X X 1
7 / 25 - - X X X X X X 1
8/ 25 - - X X X X X X 1
s /1 25 - - X - - - - - 3
10/ 25 - - X X - X - - 0
1 25 - - X - - - - - 5

/12 25 - - X X - - - - 4
13 25 - -~ X - - - -~ - 6
14 25 -~ - X X - - -~ - 1
15 25 - - X - - - - -~ 2
16 25 - - X X -~ - - - 1
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Long syringes as possible. The syringes are stoppered by the stoppering machine.

The syringes are stored needle down.

Liquid formulations are tested analytically (appearance, pH, osmolality,

density, DLS, SEC, CEX, and/or Brightwell) initially, and at 1 week, 40 °C, 2
5  weeks, 40 °C, 1 month 25 and 40 °C, 2 months, 5 and 25 °C, 3 months, 5 and 25 °C,
6 months, 5 and 25 °C, 9 months, 5 and 25 °C, and 12 months, 5 and 25 °C.

Specific formulation pulls according to Table 38 are also performed.

Table 38: Specific formulation pulls

Formulati | Temperatu 1 2 1 2 3 6 9 12 Extra
on re Week | Week | Month | Month | Month onth | Month Month S
1 5 - - - X X X X X 1
2 5 - - - X X X X X 1
3 5 -- - - X X X X X 1
4 5 - - - X X X X X 1
5 5 - - - X X X X X 1
6 5 - - - X X X X X 1
7 5 - - - X X X X X 0
8 5 - - - X X X X X 1
9 5 - - - - - - -- - 3
10 5 - - - X X X - X 0
11 5 - - - - - - - 5
12 5 - - - X - -- - - 4
13 5 - -- - - - - - - 5
14 5 - - - X - - - - 1
15 5 - - - - - - - - 2
16 5 -~ -- - X -~ -- - - 1
1 25 - - X X X X X X 1
2 25 - - X X X X X X 1
3 25 - - X X X X X X 1
4 25 - - X X X X X X 1
5 25 - - X X X X X X 1
6 25 - - X X X X X X 1
7 25 -- - X X X X X X 1
8 25 - - X X X X X X 1
9 25 - - X - - - - - 3
10 25 - - X X - X - - 0
11 25 - -- X - - - - -~ 5
12 25 - - X X - - - -~ 4
13 25 - - X - - - - - 6
14 25 - - X X - - - - 1
15 25 - - X - - - - - 2
16 25 - - X X - - - - 1




