Chenglong Li
10550 North Torrey Pines road, MB-5, La Jolla, CA 92037
Phone: (858)784-2342
Fax: (858)784-2860
E-mail: chenlong@scripps.edu

OBJECTIVE

A challenging academic faculty or principal investigatoritgmsin areas of
computational biochemistry and structural biology.

PROFESSIONAL SKILLS
1) Molecular modeling (Monte Carlo simulation, molecuwgnamics simulation,
SA/GA/EA optimization, molecular mechanics, quanturmaiséry, conformational
analysis, homology modeling and threading); [programs: ARBEHARMM, Discover,
MacroModel, DelPhi, MOE, CaChe, Gaussian, MOPAC, MODER, etc]
2) Structure-based drug design (molecular docking, virtiiary screening (VHTS), lead
derivation,de novo ligand design, QSAR, transition-state analog desigedas enzyme
mechanistic studies); [programs: AutoDock, Ludi, etc]
3) Protein X-ray crystallography (proteins and their caxgs$ with various ligands);
[programs: HKL(Denzo/Scalepack), Mosflm, SnB, SolveEEN, Amore, MLphare,
SHARP, ARP/WARP, CCP4, PHASES, O, CHAIN, X-PLOR, CN&]
4) Computational programming and scripting (primarily on UNIXWX-based platforms,
With experience on both workstations and parallel supgvatng/cluster computing with
Fortran, C, Python and Perl languages);
5) Thermal and thermodynamic analysis (DSC and IT¢}; e
6) Photochemical analysis (“matrix isolation”, etc);
7) Surface analysis (ESCA(XPS/UVPS), adsorption, etc);

8) Fluency in both English and Chinese (oral and written)

EDUCATION
Ph.D. in Biochemistry and Biophysics, Cornell Univessitan. 2000.
M.Sc. in Physical Chemistry, Peking (Beijing) UniversiBhina, July 1988.

B.Sc. in Chemistry, Peking (Beijing) University, China,yJi®85.



EXPERIENCE
The Scripps Resear ch Institute
May 2002 — present. Senior research associate in compalatieemistry and biology.

Structure-based drug design on AICAR/GAR transformylasdszPCRs:

1) Drug lead searching via virtual library screening;

2) Lead optimizations and derivations;

3) Transition state analog design;

4) Inhibitor design via fragment-tethering;

5) Free energy simulations;

6) Homology modeling of GPR41, GPR43;

7) Protein-protein docking of Siah/SIP in the ubiquitin-meetigproteasomal protein
degradation.

The Burnham Institute
July 2000 — May 2002. Postdoc in molecular modeling and structuadysis.

Three major projects:

1) Structural modeling of RIZ PR tumor suppressor domain;

a) PR structural modeling and prediction; b) PR crystaitinaand X-ray

structural determination.

2) TRAF3apo structure, TRAF3/peptide complexes and ligand design. (TRA&B
important regulatory protein in signal transduction cassate apoptosis).

3) Structure-based/computer-aided drug design against caspase 3.

Cornell University
January 1994 — January 2000. Ph.D. candidate in BiochemistBi@piaysics.

Research assistant. Projects include:

1) High resolution structure &. coli PNP (purine nucleoside phosphorylase);

2) "Suicide" Gene Therapy; Structure-based pro-drug desiggE. coli PNP as the
foreign gene weapon;

3) Three-dimensional structure determination of AIR (aimmdazole ribonucleotide)
synthetase in thde novo purine nucleotide biosynthetic pathway, and its mechanisti
studies.

Teaching Assistant (August 1993 — December 1993). Assignment includes
Organic Chemistry tutoring; Experiment implementing ai@report evaluating; Exam
proctoring and grading.



Auburn University
January 1991 - July 1993. Research associate in Physical ©@jsmistry.

Projects include:

1) Studies on trans-cycloheptene by means of matrix-isalatid molecular mechanics;
This is the most strained double bond to date, a reanteemediate;

2) Photochemical studies on dienes; Potential energycasdf butadienes on cyclobutene
formation and double bond isomerization;

3) Studies on the reactive intermediate diimide, sesgelective hydrogenation agent; The
elusive cis-diimide has been trapped by us.

Huadi (China Geochemical) Corporation

July 1989 - September 1990. Research Scientist.

Project: Research on raising petroleum extractionieffcy.

Institute of Biophysics, Academia Sinica

August 1988 - June 1989. Research associate.

Projects include:

1) Sgtup of a new DSC (differential scanning calorimetlg)for protein conformational
gt)uglc?r?formational and energetic studies o, Md - ATPase reconstituted in liposomes,
and its interaction with lipids and drugs like anisodamibhe, e

Peking (Beijing) University

July 1985 - July 1988. M.Sc. Graduate student in physical chigmist

Projects include:

1) Interaction between polymers and surface-active agestdutions and solid/liquid

interfaces;
2) Surface properties of aqueous gels.

PUBLIC SERVICE

1994-1995, Executive member in charge of Public Relation, thee€hiStudents and
Scholars Associations at Cornell.

March 1989 - December 1989, Science and technology newktoainShina Science and
Technology Daily.



Summer 1986, Technology consultant on small businessagemeht for the China
Twilight Project.

1984 — 1985, Member, Peking University Sciences club.
HONORS
US Department of Defense Army breast cancer Fellow@dp1-2004).
Outstanding Graduate Student in Research (1988), Peking Utyversi
3rd Award in Encyclopedic Knowledge Competition (1982), Pekingy&isity.

The 1st Class Award in Mathematics Competition in Chl®&81), Anhui Elite Senior High
School.

PUBLICATIONS (research highlights in parenthesis)
Manuscript in preparation

Chenglong Li and Arthur J. Olson. “A Binding Free Energw8ation of Avian IMP
Cyclohydrolase in Complex with a Sulfonyl-containing Trans-state Nucleoside
Analog”. J. Am. Chem. Soc.

(A MM-PBSA combined molecular dynamics and Poisson-Batizmsolvation free energy
method revealed that the enzyme internal vibrations enbanedinding of transition-state
analog entropically, consistent with higher crystalégadnic B-values of thholo-complex
than theapo-enzyme. It raises the interesting question about thardic contribution of
enzyme to transition-state stabilization during the entignoatalysis, and has implications
on the transition-state analog desjgn.

Chenglong Li and Arthur J. Olson. “A Comparative Dockingdytof Substrate,
Transition-state and Product against Human IMP Cyclohyskeaao- andholo-sites”.
J. Am. Chem. Soc.

Brikanarova, K., Nasertorabi, F., Havert, M.L., Egidan, E., Hoyt, D.W., Li, C., Olson,
A.J., Vuori, K. and Ely, K.R. “The Serine-Rich Domdiom Crk-Associated Substrate
(p130Cas) is a Four Helix Bundlé®roc. Natl. Acad. Sci. USA

Santelli, E., Li, C., Olson, A. J., Reed, J. C., liiddon, R., Ely, K. R. and Matsuzawa, S.-I.
“Structural and Functional Study on the Siah/SIP cempi the Proteasome-mediated
Proteolysis”.Cell.

(A combined crystallographic, protein-protein docking, NMR adfbnctional study on

the interaction between Siah (an E3 ligase) and &ifngportant regulatory protein linking
E3 enzyme with SCF box) in the protein ubiquitinationcess. The homodimer of SIP N-
term domain concave “hooks” with the Siah homodimerceoe with their 2-fold axis
coincide each other. The critical conserved peptide rRa#x\VVxP of SIP “tags” to the



edge of Sial8-sheet, reminiscent of TRAF3/TANK interaction. Thétér is especially
interesting because Siah and TRAF proteins share theelaandwich topology.

Papers published

Chenglong Li, Lan Xu, Dennis W. Wolan, lan A. Wilson akuthur J. Olson. “Virtual
Screening of Human AICAR Transformylase against the Di€érsity set Using
AutoDock to Identify Novel Non-folate InhibitorsJ. Med. Chem., in press.

(We developed a highly successful virtual screening protocelaiis novel leads with
AutoDock. The hierachical screening has two-stages: thesfage diversity library
docking, and the second stage combining ligand similaritgksegy and docking selection.
The computational protocol is highly modular and customizable

Lan Xu, Chenglong Li, Arthur J. Olson and lan A. Wilst@rystal Structure of Avian
AICAR Transformylase in Complex with a Novel Inhibitaientified by Virtual Ligand
Screening”J. Biol. Chem., in press.

Chenglong Li, Paula S. Norris, Chao-Zhou Ni, Marnie avett, Elizabeth M. Chiong,
Bonnie R. Tran, Edelmira Cabezas, John C. Reed, Ao®htterthwait, Carl F. Ware,
and Kathryn R. Ely. “Structurally Distinct Recognitiorokifs in Lymphotoxin® Receptor
and CD40 for Tumor Necrosis Factor Receptor-associaetnh - TRAF)-mediated
Signaling”.J. Biol. Chem., Dec 2003278: 50523 - 50529.

Eric M. Bennett, Chenglong Li, Paula W. Allen, WitlieB. Parker, Steven E. Ealick.
“Structural Basis for Substrate Specificitytedcherichia coli Purine Nucleoside
Phosphorylase’]. Biol. Chem., 2003,278: 47110-47118.

(This is arE. coli purine nucleoside phosphorylase based “suicide” genaph@roject.

We are trying to design 6-amino-purine nucleoside analoguesti®s pro-drugs to trigger
the foreign gene weapon for cancer cell “bystandélihgi Both enzyme and ligand can be
manipulated for a better “lock-and-key” combination. Paléidy for the ligand, both

purine base and ribose parts can be modified for “srnegbtftycosidic bond-breaking.
Combined X-ray crystallography and molecular modeling have bekzed)

Yan Zhang, Joel Desharnais, Thomas H. Marsilje, CloagdlLi, Michael P.

Hedrick, Lata T. Gooljarsingh, Ali Tavassoli, StepheBd&nkovic, Arthur J. Olson,

Dale L. Boger, and lan A. Wilson. “Rational Desiggnghesis, Evaluation and

Crystal Structure of a Potent Inhibitor of Human GARSH: 10-Trifluoroacetyl-5, 10-
Dideaza-Acyclic-5, 6,7,8-Tetrahydrofolic acidiochemistry, 2003,42(20): 6043-6056.
(This paper describes the most potent and specific GARforamylase inhibitor to date. A
comparative docking study of native folate cofactor téed#int enzyme conformations
identifies the most transition-state like GAR tramesfglase template which offers an
excellent platform for our continuing structure-based inbrtilesign)

Ni CZ, Li C, Wu JC, Spada AP, Ely KR. “Conformationastrictions in the active site of
unliganded human caspase-3’Mol. Recognit. 2003 May-Jun16(3):121-4.



Shu-ichi Matsuzawa, Chenglong Li, Chao-Zhou Ni, Shiniadkayama, John C. Reed, and
Kathryn R. Ely. “Structural Analysis of Siahl and Ingeractions with Siah-interacting
Protein (SIP)”J. Biol. Chem., Jan 2003278: 1837 - 1840.

Kathryn R. Ely, Chenglong Li. “Structurally Adaptive Hgb@s at a Protein Interaction
Interfaceon TRAF3”,J. Mol. Recognit., Nov. 2002 15(5), 286-290.

Chenglong Li, Marnie L. Havert, Edelmira Cabezas, Atr®l Satterthwait, Chao-Zhou Ni,
Jeannie He, John C. Reed, Genhong Cheng, Kathryn ROfiwnstream Regulator

TANK binds to the CD40 Recognition Site on TRAFStructure, March 200210: 403-
411.

(We have discovered a secondary profestrand motif binding site of TRAF3 besides the
primary binding cleft. This may have important implicat@munderstanding the general
TRAF/protein signal transduction cascade in many procesdesling NFkB and JNK
activations. It may also facilitate the inhibitor desagainst TRAF6 because of their
topological similarities.

Li C, Kappock TJ, Stubbe J, Weaver TM, and Ealick SErayCrystal Structure of
Aminoimidazole Ribonucleotide Synthetase (PurM) fromBkcherichia coli Purine
Biosynthetic Pathway at 2.5A ResolutioStructure, September 1999; 1155-1166.
(We used Baysian data filtering and MAD phasing to solvdatigest Selenium
substructure at that time. A combined multi-resolution g nsatrix averaging had to be
used to reveal the chain connectivity. A novel ATP lngdnotif was discovered.

Mueller EJ, Oh S, Kavalerchik E, Kappock TJ, Meyer E, LEGlick SE, and Stubbe J.
“Investigation of the ATP Binding Site d&scherichia coli Aminoimidazole Ribonucleotide
Synthetase Using Affinity Labeling and Site-Directed Myteesis” Biochemistry,

1999,38: 9831-9839.

Chenglong Li, Feng Huang. "Effect of Anisodamine on Agfiaif Na', K™ - ATPase
Reconstituted in Several Liposomes", The 1st Natibwdécular Biophysics Conference
held in Xiamen in 1989.

Li, C., Ma, C.-M.. "Stability of Dispersions of Ironx@e in Mixed Solutions of
Polyvinylpyrrolidone and Sodium Alkyl SulfatesColloids and Surfaces (Elsevier), 1990,
47: 117-23.

Li, C., Ma, C.-M.. "Interaction Between Polyvinylpgtidone and Sodium Dodecyl Sulfate
at Solid/liquid Interfaces"). Colloid and I nterface Sci. (USA), 1989,131(2): 185-92.

Chenglong Li, Di Qiang. "Surface Properties of Aqueous"Gé&lse 3rd National Colloid
and Surface Sciences Conference held in Shanghai in 1986.



ACADEMIC JOURNAL REVIEWER

Journal of The American Chemistry Society
Journal of Medicinal Chemistry

Proteins: Structure, Function, and Bioinformatics
Bioorganic and Medicinal Chemistry Letters
Journal of Computer-Aided Molecular Design



NAME AND CONTACT INFO OF RECOMMENDER

Professor Arthur J. Olson, Ph.D.
Director

Molecular Graphic Lab &
Department of Molecular Biology
The Scripps Research Institute
10550 North Torrey Pines Road
MBS

La Jolla, CA 92037

Phone: (858)784-9702

Fax: (858)784-2860

Email: olson@scripps.edu

Web: http://www.scripps.edu/mb/olson/index.html

Professor lan A. Wilson, D.Phil., D.Sc., F.R.S.
Department of Molecular Biology &
Skaggs Institute of Chemical Biology
The Scripps Research Institute

10550 North Torrey Pines Road
BCC206

La Jolla, CA 92037

Phone: (858)784-9706, (858)784-2939.
Fax: (858)784-2980

Email: wilson@scripps.edu

Web: http://www.scripps.edu/mb/wilson

Professor David S. Goodsell, Ph.D.
Molecular Graphic Lab &
Department of Molecular Biology
The Scripps Research Institute
10550 North Torrey Pines Road
MBS

La Jolla, CA 92037

Phone: (858)784-2839

Fax: (858)784-2860

Email: goodsell@scripps.edu
Web: http://www.scripps.edu/mb/goodsell/index.html



