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Peptide Expertise

= Peptide Design Scale of synthesis of peptides delivered:
= Peptide Synthesis: = Peptides
= Manual and automated synthesis - Peptides with ~ 50 amino acids

= Solid and Solution Phase synthesis - 1gat95% purity

= Mg to multi- |
9 10 MAli-gram scale - Peptides with ~ 20 - 30 amino acids
= Peptide Chemistry
. _ = 5 gat95% purity
= Linear and branched chain

= Derivatised peptides: Derivatisation of Lipids / * Peptidomimetic purification (without HPLC)

Steroids / Small molecules/ Carbohydrate =800 g at 95% purity
Conjugated to peptides = Elemental analysis*

= Conformationally constrained peptides: Lactams, = Amino acid analysis *
Mutiple disulfides, Stapled peptides . CD*

= Labeling — Biotin; Fluorescein . MALDI

= Route Scouting and Process Development for multi-

gram scale Deliverables
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Complex Peptides Expertise

= Long and Branched chain peptides
= Conformationally constrained cyclic peptides
= Cysteine and Lactam bridging
= Stapled peptides
=  Phosphopeptides
= Strategies to improve pK properties:
= Lipidation, PEGylation
= Peptides with bioisoesters
= Steroid derivatisation
= [ abeled peptides
= Masked peptide aldehydes
= Peptide based affinity ligands
= Peptidomimetics
= Lipids: Phospholipids, cholesterol-lipid conjugates, Lipid phosphates
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lllustration-1: Long Chain and Branched Chain Peptides

- Long Chain Peptldes (40'60 aa) Using Lys (Dde) or Lys (Alloc)
® Unnatural amino acids
= D-amino acids C)>~xxxxxxxxx I
. . NH HN™  XXXXXXXXX
= Phospho amino acids
HN=XXXXXXXXXXXXXXXX-NH, o
" Branched Chain Peptides: N xxxxxxxxxxxxxJLH o

= Orthogonal protection strategy ’ 0

= >270 peptides of ~60 aa
Glu(ODmab) or Glu (OAll)
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lllustration-2: Cysteine Bridging

= Conformationally constrained peptides
= (Cysteine chemistry (Disulphide linkage)

QC data from optimal time of bridging

- = Optimized S-S bridging
®  Route scouting:

v Trityl strategy

v Acm strategy

= ®  Optimal time for bridging

Acm Acm - TRATIPS/water Acm Aem o Aem  Acm
QXXXXXXXXXXXX%( C}xxxxxxxxxxxx>l< — XXXXKXXXXXXXX
it T H SH S
o S—s
Aem My, Oxidation I I
Qxxxxxxxxxxxx>l< = () HRRXXNKKXXXXX

S

= Combination of two different orthogonal protecting groups
= The largest chain is cyclised first followed by the shorter one
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lllustration-3: Solid Phase Synthesis of Stapled Peptides

}V |+4 {CyP
Cl., RU\ +Ph
|+7 /jJ CY3 - *\J J%

n=1: S5,R5
n=4: S8
SPPS i 20% Grubb's catalyst in DCE
O SRS O—xxxxxxssxxxssxxxx-Ac st v
2hatRT
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Productivity Metrics Client-A

METRICS 2007 | 2008 | 200% | 2010

No.of FTE s 3 3 3 3

Total Projects Aw arded 115 85 171 52

Total Projects Completed 107 Tl 144 B

Class of compounds delivered-2009 Class of compounds delivered-2010

Type | Oty Type # Oty
Matural amino acids | 27 | 410 mg Un-naturalf d-AA-20 mer | 8 278 my
Feptidyl resin 28 | 53.2 mmol Un-naturald d-AA- 30-46 10 316.5 my
Lactam 34 | 480 my Peptidyl resin 2 727 mmal
Disulfide/MNested 12 | 81 mg Head to tail lactam 2 40 my
lUn-natural 30 | B40 my Disulfide 4 50 my
FPegylated peptide 1 1219 Mano stapled 20 4598 mg
otapled peptide 3 | 23my Bis-stapled peptide 10 57 my
Feagents 5 | 20qg Stapled reduction 2 73 myg

Consistently exceeding client’s expectations !
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Aurigene’s Value Proposition

= High-quality Infrastructure
= Scientific expertise with established track record
" Helped clients solve bottlenecks
" Productivity Metrics
= Scalable Resources
= Significant Cost savings assured
= Dedicated Project managers (Confidentiality, Data management, Logistics)
= Flexible business model
= Fee for service
= FTE contracts
= Success based payments
= Flexibility to scale-up from small to large engagements
= On time & In full delivery record
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AURIGENE

Accelerating Discovery

Thank youl!
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