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Antibody structure
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Canonical loop conformations

Loop sequence Structure
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Generalized workflow of antibody modeling

VH QVQLQQSGPELVRPGASVKVSCKAS VIYWLSRGIGRSFRGIGYFDPYIGGTNTNQNFKDKATLTVDKSSSAAYMHLDSLTSEDSAVYFCARSGLADWGQGTLVTVSA

VL DIQLTQSPSSLSASLGERVSITCRASQDIGSNLNWLQQKPDGTIKRLIYA SLDSGVPKRFSGSRSGSDVSLTISSLESEDFVDYVC FGGGTKLEIK
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Generalized workflow of antibody modeling
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vH QVQLQQSGPELVRPGASVKVSCKASGYAFTTYNIYWLSRGIGRSFRGIGYFDPYIGGTNTNQNFKDKATLTVDKSSSAAYMHLDSLTSEDSAVYFCARSGLADWGQGTLVTVSA
VL DIQLTQSPSSLSASLGERVSITCRASQDIGSNLNWLQQKPDGTIKRLIYATSSLDSGVPKRFSGSRSGSDYSLTISSLESEDFVDYYC FGGGTKLEIK
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Generalized workflow of antibody modeling

vH QVQLQQSGPELVRPGASVKVSCKAS Al NIYWLSRGIGRSFRGIGYFDPYIGGTNTNQNFKDKATLTVDKSSSAAYMHLDSLTSEDSAVYFCARSGLADWGQGTLVTVSA
VL DIQLTQSPSSLSASLGERVSITCRASQDIGSNLNWLQQKPDGTIKRLIYATSSLDSGVPKRFSGSRSGSDYSLTISSLESEDFVDYYC FGGGTKLEIK
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Generalized workflow of antibody modeling

vH QVQLQQSGPELVRPGASVKVSCKASGYAFTTYNIYWLSRGIGRSFRGIGYFDPYIGGTNTNQNFKDKATLTVDKSSSAAYMHLDSLTSEDSAVYFCARSGLADWGQGTLVTVSA
VL DIQLTQSPSSLSASLGERVSITCRASQDIGSNLNWLQQKPDGTIKRLIYATSSLDSGVPKRFSGSRSGSDYSLTISSLESEDFVDYYC FGGGTKLEIK
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Generalized workflow of antibody modeling

CDR-H3 modeling and grafting, \
and resultant structure refinement,
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Kink constraints
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Kink constraints
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VL—-VH orientation metrics
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Point 1: located nearer the CDRs than Point 2, along the
first principal component line of the coordinate set used to
calculate point 2

Point 2: centroid of the Ca coordinates of residues
L35-L38 and L85-L88 (Chothia numbering)

Point 3: the centroid of the Ca coordinates of residues
H36—H39 and H89-H92 (Chothia numbering)

Point 4: located nearer the CDRs than Point 3, along the
first principal component line of the coordinate set used to
calculate point 3.

Marze NA, et al. Protein Eng Des Sel. 2016 Oct;29(10):409-418

doi: 10.1093/protein/gzw013



Analysis
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ROSIE web server - entirely automated modeling

1. Enter Job name and Ab sequences 2. Wait 3. Analyze output files

Welcome to ROSIE

Rosetta Online Server that Includes Everyone

Welcome to ROSIE

Rosetta Online Server that Includes Everyone

om0 | GUD, | (o | oD | ST Logout Workshop2016] Welcome Queue About Documentation  Support Logout [Workshop2016]

[ mecommend ] shore TIEEID
Antibody Job Rosetta-Workshop-2016_302W_CDR3 Ne21247) Detail

Submit a new Antibody job

Job short description (visible in queue): [

Inputs Status

Sequence of Fy Light Chain (VD) [

Light Chain]

or upload the file: Choose File | No file chosen Job ID 21247
Job Name Rosetta-Workshop-2016_302W_CDR3

Sequence of Heavy Chain (V)| Visibility PUBLIC (you can share this job)

Protocol antibody
or upload the file: | Choose File [ No file chosen CPU hours used 1218.2926408
'VTHQGLSSPVTKSFNRGE user Workshop2016

Status Finished

) Description
Model H3 loop [Heavy Chain] Model H3 loop True

Multiple-Template Grafting  False

Submitted time 2016-03-08 11:22
Start time 2016-03-08 12:25
End time 2016-03-09 18:05
Daemon TACC.Stampede-4

Job Description (for your own records):

Keep my job-data public (Note that Public Jobs have higher priority and longer life time!) . Results:

Submit

ROSIE is web front-end for Rosetta software suite. Developed by Sergey Lyskov, GrayLab at JHU. Copyright © 2013 Rosetta Commons

FASTA sequence of Fy Light Chain (V|) with CDR L1, CDR L2, CDR L3 regions:
lember Institutions.

ELVMTQTPLSLPVSLGDQASISC RSSQSLVHSNGNTYLH WYLQKPGQSPKFLIY KVSNRFS
GVPDRFSGSGSGTDFILKISRVEAEDLGVYFC SQSTHFFPT FGGGTKLEIKRT

FASTA sequence of Heavy Chain (VH) with CDR H1, CDR H2, CDR H3 regions:
\QVQLVQSGPELKKPGETVKISCKAS GYMFTNYGMN WVKQAPGKALKWMG WINPYTGESTFADDFKG
RFAFFLETSATTAYLQINNLKNEDTATYFCAR GTTIVRAFDY WGQGTSVTVSSA

https://rosie.graylab.jhu.edu/antibody
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