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Transcription of NF-xB Target Genes

Inflammatory Cytokines: TNFq, IL-1, IL-6, etc.
Chemotactic Cytokines: MIP 1o, MCR etc.

Th1 Response Activation: IL-12 p70, IP10, IFN-§, etc.
Th2 Response Activation: IL-12 p40, IL-10, IL-13, etc.
Induclible Enzymes: INOS, COX2, etc.

Surface Cell Activation & Adhesi
CD40, CD80, CDEB, ICAM, VCAN, ECAM ate.

Innate Immunity: §-Defensins, etc.

Anti-apoptotic: IAPs, Bel-2, BolX| , FLIP, Gadd4Sfi
NF-xB Termination: A20, ABIN, TRAFs, alc.
Proliferation: Cyclin D, c-Myc
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Activation of NF-«B is a major cause of
inflammation and inhibition of NF«xB
prevents many inflammatory diseases.

Sl
MEKK3 NEMO _. s f »ELKS
e KKy ; SSERS g
po5{Ard] ipS0 T pBS[ReW (50 [ ) P05 pi0§ p100 J p10d \ ‘ o] ReB 5100
xkB-Ras | oy i ozt | g
IxBa IxBJ ; coT Proteasome
Proteasome KK A 3
-t 0 IKKp g2 R s alta KK 23
o 546 {Rua] (g0 kB-Ras  2(pBs[RelA] jpsa I Hotos 1 ptos < 0100 p100 2y RoB 100
; IxBf IKKf Signalosome ) IKKc: Signalosome .
IxBa “(Ub)s +(Ub), >
T T “{Ub)n
; 6L §52 52 Adb 52, NF-xB2)
Proteasome Proteasome {Ub)s o RB“ K Hsp?O COT ERK"T' Proteasome
NEMO
| [IKK7]
] i g Nucleus
S p5|Rals| {ps0 HAT Bel-3 o NEMO HAT KK £3 HAT
Koo & » @ CBP HDAC1 ATM [lKK] = @i CBP @ csr
[| 5[Reld] pS0 rb (AHATTPE0 | aomammng  RHE 152 WA~y
"Uh)n

W VAR VAR WU AR



Aldose reductase regulates polyol pathway of glucose metabolism and lipid aldehyde mediated cell signaling.
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INOS, Cox-2, PLA2 inflammatory
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Aldose reductase inhibition prevents oxidative stress signals
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