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The heterodimeric Fc platform, designed by engineering the CH3

™ dp
homodimeric interface of IgG, serves as an attractive scaffold for &
the generation of bispecific antibodies (bsAb) due to the retention of HH¢ [>

@&
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favorable IgG-like Fc region properties. Our Heterodimeric Fc variants
preferentially form the heterodimer in high yield (> 91%) with retention g
of wild-type Fc biophysical properties. The ability of the our Het-
erodimeric Fc variant to produce a high yield of Fc heterodimer facilitates

the generation of a wide variety of bispecific antibody formats. g g mg Q“ QE s
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Heterodimer Fc based

Conventional IgG
8! Bispecific Antibody

o
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Hoassembly Hoassembly Heteradimer Fo

e Therapeutic monoclonal antibody of biopharmaceutical products has grown significantly.
Sales of all monoclonal antibody products, regardless of the production system, have grown from
~$39 billion in 2008 to almost $75 billion in 2013, a 90% increase.

e Agreat deal of interest has been generated in the bispecific antibody market with the EMA approval for
Removab in 2009, and >30 additional bispecific antibodies are currently in clinical development.

MoA e Introduce mutations at the CH3 interfaces of IgG-Fc to favor Heterodimeric Fc formation rather than

homodimer
e Similar technology to “Knob-into-holes” of Genentech Inc., but our technology is patentable.

Lead ® EW-RVTS-S Fc variant interaction pairs Y349C/K360E/K409WCH3A-Q347R/S354C/D399V/F405TCH3B

e Heterodimer formation yield ~ 94%
e Thermodynamic stability (Tm value of CH3 domains = 80°C)

Indication Can be used for development of bispecific antibodies in the following indications,
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e Cancers
o Immune diseases

e Choi et al. Mol Cancer Ther. 12(12):2748-2759, 2013

e Choi et al. Mol Immunol. 65(2):377-383, 2015

e CH3 domain mutant pairs for the high yield formation of heterodimeric Fc of antibody, method of
production and use thereof, PCT/KR2013/010861 and 10 country filing, 10-1522954 (KR registered)
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e 2009 0|SE0]| &f&| Removabl| EMA §¢! 0|= 0|5 50| 4| 7HE 0l tigh 20| =02,
S 3004Z 0l&f2| O|SE0| A7t Yod/TUe AIEA O ATt
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e Genentech 12| "Knobs—into—Holes" 7|&1t RAISILE, &2 HTREI2 ISt T8 heterodimer Fc HO|X 0]
CHSH XM xHAHES SHESIACE

Mz22 ¢ EW—RVTS-S Fc HO|A| (Y349C/K360E/KA409WCH3A—-Q347R/S354C/D399V/FA405TCH3B)
o =2 Heterodimer &AM 48 ~ 94%
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e Choi et al, Mol Cancer Ther, 12(12):2748-2759, 2013

e Choi et al, Mol Immunol, 65(2):377—-383, 2015

o 2| SMSHEL|Q| 0|B0|EHM Ies F&S Rcot= CH3 =HQl HOIX| 4, 0|2 M=, U BB,
PCT/KR2013/010861 Z! 22| 10742 &9, 101522954 (L5012 E5{ 58)
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