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DMS-guided light chain design
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Successful affinity optimization against both targets in a single round!
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How can we achieve affinity optimization goals in a single round of screening while maintaining cLC? * Including cLC DMS analysis in every affinity maturation campaign allows optimization to proceed without bias to final antibody format

* DMS-guided design of optimized LCs enables rapid affinity improvements without additional rounds of library generation and sorting

Single Round affinity maturation outputs Affinity maturation workflow for common-LC bispecifics
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Modular VH and Ready-made cLC Libraries

Conclusions and Future Directions

Modular VH Library Construction Ready-made cLC Libraries . i . . . . C . . . . pe
LC library modules LC DS Library » We developed and implemented a rapid and efficient platform for affinity optimization of cLC bispecific
VH library modules VH library y : : tibodi
3-step Library construction Germline cLC CDRL single-site (i) CDRL1 Scanning antibodies
Parent (A) Full Diversity (1) PCR to generate various scanning oligo pools
VH Cglin-cnmz C?‘RHLC%HZ ‘!B CDR and FW modules CORH CORL2 PR > o o
e (2) OEPCR to produce full- e ’ . » cLC DMS analysis is included in every affinity maturation campaign:
cLC CDRL1-CDRL2-CDRL3 CDRL1-CDRL2-CDRL3 Iength VH sub-libraries * S.yntlhet.ItC dlverSIFy frofrT::DR (II) CDRL2 Scanning . . . . i . .
Germline-based (3) Sub-libraries are pooled Ao Ane T conr [ > » Optimization proceeds without bias to final antibody format
ermline-base (B) H2/H3 Diversity and cloned into desired O C - - - . o o
CDRH1/H2 library v display platform LC Library Example " » cLC compatibility is maintained for any combination of lead antibodies
e — CDRH3 * % * iii) CDRL3 Scanning . . . . . . . .
= VH Library Example JCORUGDRLZ CDRL3 > Affinity improvement goals achieved in a single round of mutagenesis and screening
CDRHS3 single-site e ~ :
scanning oligo pool g SRR R Gr CORL sub raries o > =2 months/campaign
(C) H1/H3 Diversity i e ) i pooled and can be » Proprietary HEK bispecific display coupled with DMS-guided library design enables high throughput
q%ﬁ;n-conuz (A) R ESIIIIIIII “x : :::‘::::‘.‘;L: AR D O A D M 1 (<51 S M cloned into desired . .o . . .. o . . .
o aermine matons S o Erte e e display platform paired identification of optimal cLCs when additional fine tuning is necessary
* present in parent sequence i — — - | " | with any VH
i% Syntht.eticdiversity.fron.\ . . (B) = : o (ii) o ° -
germiine-based naive ibrary (D) H3 Diversity =R » Further development and validation of cLC database to store and analyze data across campaigns:
H it seanming of e (©) > Integration of NGS, binding, stability, structural data etc.
CDRH3, All 20 AAs EEREE R o ° opge ° .
e i) » Implementation of lessons learned from the database for better in silico antibody design
(D)o

Compass Therapeutics, Cambridge, MA, USA




