103 ABSTRACT PRODUCTI ON OF a- BETA An inproved system

for large scale production of anti-anyloid beta

antibodies in cell culture, particularly in nedia
characterized by one or nore of i) a cunulative am no

acid concentration greater than about 70 nmM ii) a

nmol ar cumnul ative glutam ne to l0@nmul ati ve aspar agi ne
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to 1: orvég a combi ned cumul ative gl utam ne and

cEROPHETIN QE5REYS ne concentration between about 16

and 36 MM is provided. The use of such a system

allows high I evels of protein production and | essens
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decrease in tenperature when the culture has reached

amdlyti) 2 @oRO%ylativet abutayring trgimulatizd dspajaging iratip of kgpsethan about 2; iii) a molar
provided. Alternatively or addjtionally, the present _
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glutamine and cumulative asparagine concentration between about 16 and 36 mM, is provided. The use of

such a systermn allows high levels of protein production and lessens accumulation of certain undesirable
factors such as ammonium and/or lactate. Additionally, culture methods including a temperature shift,
typically including a decrease in temperature when the culture has reached about 20-80% of its maximal
cell density, are provided. Alternatively or additionally, the present invention provides methods such that,

after reaching a peak, lactate and/or ammonium levels in the culture decrease over time.
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