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Figure	
  S15:

Schema/c	
  model	
  of	
  the	
  mechanisms	
  underlying	
  the	
  pleiotropic	
  clpP	
  mutant	
  phenotype.	
  Owing	
  to	
  the	
  lack	
  of	
  

clpP	
  the	
  mutant	
  cells	
  accumulate	
  non-­‐soluble	
  proteins.	
  Consequently,	
  these	
  proteins	
  are	
  no	
  longer	
  able	
  to	
  

exert	
   their	
   func/on.	
   This	
   promotes	
   a	
  higher	
   level	
   of	
  GTP	
   in	
   the	
  cells	
   due	
   to	
   the	
   lower	
   ribosomal	
   ac/vity,	
  

which	
   results	
   in	
   a	
   strong	
   repression	
   of	
   CodY-­‐regulated	
   genes.	
   The	
   consequence	
   is	
   a	
   low	
   produc/on	
   of	
  

branched-­‐chain	
   amino	
   acids	
   due	
   to	
   low	
   amounts	
   of	
   corresponding	
   biosynthe/c	
   enzymes.	
   This	
   leads	
   to	
   a	
  

higher	
   level	
   of	
  uncharged	
   tRNA	
  and	
  result	
   in	
  a	
  weak	
  ac/va/on	
  of	
   the	
  stringent	
   response,	
  with	
  decreased	
  

expression	
  of	
  ribosomal	
  proteins.	
  In	
  addi/on	
  the	
  protein	
  stress	
  /	
  reac/ve	
  oxygen	
  species	
  (ROS)	
  produc/on	
  

through	
  the	
  protein	
  aggrega/on	
  leads	
  to	
  a	
  strong	
  induc/on	
  of	
  the	
  CtsR	
  and	
  PerR	
  -­‐regulons	
  resul/ng	
  in	
  a	
  high	
  

amount	
  of	
  chaperones	
  and	
  detoxifica/on	
  enzymes.


