
(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 

(19) World Intellectual Property 	
-, 

Organization 	 11111111011110111010101111101111101111111111111100111011111001111101111011111 
International Bureau 	 ........Yejd 

	

....

...,,,' 	
(10) International Publication Number 

(43) International Publication Date 	 WO 2015/085003 Al 
11 June 2015(11.06.2015) 	WIPO I PCT 

(51) International Patent Classification: 	 02453 (US). MESHULAM, Deborah; 23 James Street #6, 
C12P 1/00 (2006.01) 	 Brookline, MA 02446 (US). 

(21) International Application Number: 	 (74) Agents: HUNTER-ENSOR, Melissa et al.; Saul Ewing 

	

PCT/US2014/068440 	LLP, 1500 Market Street, 38th Floor, Centre Square West, 
Philadelphia, PA 19102 (US). 

(22) International Filing Date: 

	

3 December 2014 (03.12.2014) 	(81) Designated States (unless otherwise indicated, for every 
kind of national protection available): AE, AG, AL, AM, 

(25) Filing Language: 	 English AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, 
(26) Publication Language: 	 English 	BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, 

DO, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, 
(30) Priority Data: 	 HN, HR, HU, ID, IL, IN, IR, IS, JP, KE, KG, KN, KP, KR, 

61/911,994 	4 December 2013 (04.12.2013) 	US 	KZ, LA, LC, LK, LR, LS, LU, LY, MA, MD, ME, MG, 
61/969,631 	24 March 2014 (24.03.2014) 	US 	MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, 

(71) Applicant: IMMUNOGEN, INC. [US/US]; 830 Winter 	PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA, SC, 

Street, Waltham, MA 02451-1477 (US). 	 SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, 
TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW. 

(72) Inventors: 	SINGH, Rajeeva; 40 Lanewood Avenue, 

	

Framingham, MA 01701 (US). FISHKIN, Nathan; 179E 	(84) Designated States (unless otherwise indicated, for every 

	

Tall Oaks Drive, Weymouth, MA 02190 (US). KIT- 	kind of regional protection available): ARIPO (BW, GH, 

	

CHENER, Seth; 10 Evergreen Avenue #2, Waltham, MA 	GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, ST, SZ,  
TZ, UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, 

[Continued on next page] 
= 

(54) Title: COMPOSITIONS AND METHODS FOR ANTIBODY PRODUCTION 
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(57) Abstract: Compositions and methods for minimizing antibody di- - 
— 	 sulfide bond reduction are described. In one aspect, a composition is 

provided for culturing mammalian host cells to express an antibody in- 
= 	 FIG. 1 	 cluding an anti-reduction agent that minimizes reduction of a disulfide 
= 	 bond in the antibody or fragment thereof. In some other aspects, methods 

for minimizing disulfide bond reduction; increasing production of an an- 
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tibody or fragment thereof with intact native disulfide bonds; increasing 
a ratio of non-reduced to reduced antibody or fragment thereof; produ- 
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cing a therapeutic antibody or fragment thereof by adding a sufficient 
amount of an anti-reduction agent to a cell culture media, pre-harvest cell 
culture fluid, or harvest cell culture fluid are described. In another aspect, 
minimizing disulfide bond reduction in an antibody or fragment thereof 
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culturing the host cell in a concentration of at least about 20% 02 is de-
scribed. 
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