Supporting Information

Prevention of Drug-induced Memory Impairment by
Immunopharmacotherapy

Jennifer B. Treweek', Chengzao Sun’, Alexander V. Mayorov'"*, Longwu Qi", Coree L. Levy’,
Amanda J. Roberts®, Tobin J. Dickerson™*, and Kim D. Janda™*

Departments of Chemistry and Immunology, Molecular and Integrated Neurosciences Department
(MIND), The Skaggs Institute for Chemical Biology, and Worm Institute for Research and Medicine
(WIRM), The Scripps Research Institute, 10550 North Torrey Pines Road, La Jolla, CA 92037.
tobin@scripps.edu, kdjanda@scripps.edu

*CORRESPONDING AUTHOR FOOTNOTE. T.J.D. (email: tobin@scripps.edu) or K.D.J. (e-mail:
kdjanda@scripps.edu); The Scripps Research Institute, BCC-582, 10550 North Torrey Pines Road,
La Jolla, CA 92037. Telephone: (858) 784-2516, fax: (858) 784-2595.

T Departments of Chemistry and Immunology, The Skaggs Institute for Chemical Biology
$ Molecular and Integrated Neurosciences Department (MIND)
" Worm Institute for Research and Medicine (WIRM)

Contents:

« 'Hand APT "®C NMR spectra of compounds 4-6 and the RCA hapten in CDCl3

» HPLC conditions and traces for the compounds 4-6 and the RCA hapten

St



4-tert-Butoxycarbonylamino-4-[2- (2-fluoro-benzoyl) -phenylcarbamoyl]-butyric acid tert-butyl ester @)
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4-tert-Butoxycarbonylamino-4-[2- (2-fluoro-benzoyl) -phenylcarbamoyl]-butyric acid tert-butyl ester @)
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3- (6- (2-Fluorophenyl) -2-oxo-
2,3-dihydro-1H-benzol[e][1,4]
diazepin-3-yl ) propanoic acid (5)
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3- (6- (2-Fluorophenyl) -2-oxo-
2,3-dihydro-1H-benzol[e][1,4]
diazepin-3-yl ) propanoic acid (6)
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3- (6- (2-Fluorophenyl) -1-methyl-
2-0x0-2,3-dihydro-1H-benzo[e][1,4]
diazepin-3-yl) propanoic acid (6)
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3- (6- (2-Fluorophenyl) -1-methyl-
2-0x0-2,3-dihydro-1H-benzo[e][1,4] |
diazepin-3-yl ) propanoic acid (6)
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4- (3- (5- (2-Fluorophenyl) -1-methyl-7-nitro-2-ox0-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl ) propanamida ) butanoic acid (hapten RCA)
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4- (3- (5- (2-Fluorophenyl) -1-methyl-7-nitro-2-ox0-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl ) propanamido ) butanoic acid (hapten RCA)
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Analytical HPLC conditions:

The purity of the synthesized compounds was checked by analytical reverse-phase HPLC on a Hitachi Elite LaChrom L-2000 series HPLC
chromatograph using a Vydac Cig 218TP104 column (Western Analytical Products, Murrieta, CA) at a flow rate of 1 mL/min and the column
temperature of 35°C, monitored at 254 nm.

System A: 10% to 95% acetonitrile-0.09% TFA/water-0.1% TFA over 40 min
System B: 10% to 95% methanol/water-0.1% TFA over 40 min

tert-Butyl 4-(tert-butoxycarbonylamino)-5-(2-(2-fluorobenzoyl)phenylamino)-5-oxopentanoate (4)
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3-(5-(2-Fluorophenyl)-1-methyl-2-oxo-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)propanoic acid (6)
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4-(3-(5-(2-Fluorophenyl)-1-methyl-7-nitro-2-oxo-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)propanamido)butanoic acid (hapten RCA)
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