Integrated Chemistry Service Provider

Accelerated Pathway from

Antibody

> “ADC

Naresh Jain



4 NJ3BIO

Landscape of Clinical Antibody-Drug Conjugates
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/ Discontinued & Not Active ADCs (Clinical) NJ¢BIO
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Payload Class Tubulin Inhibitors DNA Damaging agents Topoisomerase

inhibitor
Auristatin (MMAE, MMAF), Duocarmycin (DUBA) SN-38, DXd/ DX8951
Commonly used / ’ ’
| yd Maytansine(DM4, DM1), Indolino-benzodiazepine (IGN), Camptothecin,
payloads Tubulysin (AZ13599185) Pyrrolobenzodiazepine (PBD) Doxorubicin

Discontinued ADCs

(Discontinued after
Pl, PIl or PIII)

Mersana Therapeutics,

Seagen, Roche-Genentech, Daiichi Sankyo,
Bayer, Amgen, . .
Developers Pfizer, Celltech Therapeutics, Seagen,
ImmunoGen, . . .
Bristol Myers Squibb Immunomedics

Boehringer Ingelheim

Source: Beacon Intelligence Database, October 2023
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Is this an Do you have right

ADC Target? Payload linker?
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Drugs at
same sites?

proteolysis
> VVSVLTVLHQDWLNGKEYK

LC-MSMS [DM1]

In the same
amounts?




Which site? How much?
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mAb modified at antigen site
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/ At different ratios NJ XBIO
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Measurement reproducible of SiteDAR

Commercial Kadcyla replicates
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Commercial Kadcyla vs In-House Kadcyla
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Conceive

Characterize Conjugate
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Herceptin-DXD (Linker Payload)

https://doi.org/10.2210/pdb11GT/pdb
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Methyl Groups Present in Amino Acids
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O CH; O 0] O
HaC 7 HoN.,

’ \HJ\OH HZij\OH OH (\1)\ OH HgC/SMOH 2 ,J\)k >
NH2' CH, CH3 NH2 CH3; NH» NH, HO” “CHs
Alanine Valine Leucine Isoleucine Methionine Threonine

(37) (60) (48) (15) (6) (55)

(221) Methyl-group containing amino acids in Trastuzumab

Anal. Chem. 2015, 87, 7, 3556—-3561 /



HSQC as A Method To Visualize Methyl Groups NJYBIO
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Overlay of Herceptin with Herceptin-NEM
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HSQC of Herceptin-DXD
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Overlay of Herceptin-NEM with Herceptin-DXD
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