Materials and Methods S1
Protein sequence analysis

The multiple sequence alignment of the protein sequences was performed by the BLOSUM 62 substitution matrix of MULTALIN software [1]. The protein sequences were arranged individually with postulated gaps so that similar residues were juxtaposed. Favored and disfavored amino acid substitutions were identified as described previously [2]. 
Prediction of tertiary structure 

Amino acid sequences of SipD of S. Typhimurium (LT2) and S. Typhi (TY2) were retrieved from NCBI. These sequences were used to predict 3D structure using Phyre software (http://www.sbg.bio.ic.ac.uk/phyre/) [3].   
Westernblot analysis

Bacteria were cultured in 5 ml LB containing 0.3 M NaCl in a tube with a tightly closed lid For SPI1 induction [4]. Cultures were incubated for 12 h at 37°C with shaking. After 12 h, equal no. of bacteria (inferred from the optical density) were pelleted and the pellet containing bacteria were resuspended in SDS–PAGE sample buffer. Equal amount pf protein was separated on 10% SDS–PAGE gel after boiling for 5 min. Protein was transferred onto nitrocellulose membranes (Millipore). SipC was detected using anti-SipC antibody raised in rabbit [5] (a kind gift from Prof. Michael Hensel) and HRP conjugated anti rabbit IgG antibody (Bangalore Genei). Immune complexes were detected using an enhanced chemiluminescence reagent (PerkinElmer).
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