Table S2. Reported targets of the protein kinase inhibitors confirmed to extend Drosophila lifespan. 
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ID#   Name









Major target(s)








 B1
PD98059
MEK1a & 2 (IC50 4 μM & 50 μM) [1]. Blocks the activation of the MAPK cascade above MAPK kinase (MKK1). 
 B3
SB203580
p38MAPK (IC50 = 34-38 nM), RICK (IC50 = 16 nM), and CK1 and GAK (IC50 ≈ 114 nM)[1,2].
 B6
Staurosporine
PKC (IC50 0.7 nM), PKA, PKG, CaMKII and MLCK (IC50 1-20 nM) [3]. Much lower affinity inhibitor of PI3K (IC50 9 µM) [4]. 

 C4
Tyrphostin 1
EGFR (IC50 1,250 μM) [5-9]. May inhibit an unidentified tyrosine kinase [10-12]. 

 C6
Tyrphostin 
EGFR (IC50 3 nM) [13]. A much lower affinity inhibitor


AG1478
of Kv1.5 potassium channels (IC50 = 9.8 µM) [14]. Supresses Erk1/2 activation, inhibits FOS gene expression [8,15]. 
 C7
Tyrphostin 
PDGFR (IC50 500 nM) [16]. 

AG1295

 C8
Tyrphostin 9
PDGFR (IC50=1.2 μM) [6]. Also an uncoupler of oxidative 


(AG17)
phosphorylation (10 nM), which disrupts mitochondrial structure and function [17]. 
 D1
AG-490
EGFR (IC50 100 nM). A much lower affinity inhibitor of JAK2 (IC50 56.8μM). Displays apoptotic and antiproliferative properties with IC50 of 1.7, 2.8 and 6.1 µM in 2E8, Baf/3 and Jurkat cells, respectively [18,19]. 
 E1
HA-1004
PKG (Ki 1.3 μM), PKA (Ki 2.3 μM), CaMKII (Ki = 13 μM); and with lower potency PKC (Ki 40 μM) and MLCK (Ki 150 μM) [20]. 
 E2
HA-1077
ROCK I & II (1.9 µM for ROCK II), PRK2 (4 µM); MSK1 (5 µM); 

(a.k.a. fasudil)
MAPKAP-K1b (19 uM); PHK (44 µM) [1]. ROCK inhibition may mimic the "pleotropic" effects of statins. ROCK inhibition reduces blood vessel constriction, decreases pulmonary arterial pressure, inhibits tumor angiogenesis and metastasis, and improves insulin signaling in rodents [1,21]. 
 E5
KN-93 
CaMKII (IC50 0.37 μM) [22]. Direct extracellular open channel blocker of voltage-gated potassium channels (IC50 = 307 nM for Kv1.5). This activity is independent of the CaM kinase II inhibition [23]. 
 F4
PP2 AG1879
(a.k.a. pyrazolopyrimidine 2; PP2; AG 1879) Src family of kinases [p56lck (IC50 4 nM), p59fynT (a.k.a. FYN(B); IC50 5 nM), Hck (IC50 5 nM), and Src (IC50 100 nM)] [24,25]. Does not significantly inhibit EGFR kinase (IC50 = 480 nM), CSK (IC50 = 730 nM), JAK2 (IC50 > 50 μM), or ZAP-70 (IC50 >100 μM) .  
 G1
Erbstatin analog
EGFR kinase activity (IC50 = 770 nM) [26,27]. 

 G2
Quercetin 
PIM1 kinase (PIM1K) (IC50 = 43 nM; ED50 5.5 μM); phospholipase A2 


dihydrate 
(IC50 = 2 μM) [4] and PI3K (IC50 3.8 μM) [28]. It inhibits AMPK, CK2, MAPKAP-K1/RSK2 and S6K1 with a potency similar to that for PI3K [1].  
 G8
SP600125
JNK (IC50=40 nM for JNK-1 and JNK-2 and 90 nM for JNK-3) [29]. 300-fold greater selectivity for JNK versus ERK1 and p38MAPK. Inhibits the phosphorylation of c-Jun and blocks the expression of IL-2, IFN-γ, TNF-α, and COX-2 [29]. 
 G9
Indirubin
GSK-3β (IC50 0.6 µM) and CDK5 & CDK1 (IC50 5.5 & 10 µM) [30].  

 H8
Everolimus
TOR (mTORC1; mammalian TOR complex 1) (IC50 2 nM) [31]
aAbbreviations used: AMPK, AMP-activated protein kinase; CaMKII, Ca2±/calmodulin-dependent protein kinase IIα; CDK1 and 5, cyclin-dependent kinase 1 and 5; CK1 and 2, casein kinase 1; CSK1/2, human C-terminal Src kinase; EGFR, epidermal growth factor receptor [a subfamily of four closely related receptor tyrosine kinases EGFR (ErbB-1), HER2/c-neu (ErbB-2), Her 3 (ErbB-3) and Her 4 (ErbB-4)]; Erk1/2, extracellular-signal-regulated kinases 1 and 2 (p44 and p42 mitogen activated protein kinase); JAK2, Janus kinase 2; JNK, c-Jun N-terminal kinases; GAK, cyclin G-associated kinase, GSK-3β, glycogen synthase kinase 3 beta (a.k.a. GSK3B); MLCK, mycin light chain kinase; MAPK, mitogen activated protein kinase; MAPKAP-K1bp, mitogen activated protein kinase-activated protein kinase 1b; MEK, mitogen-activated protein kinase kinase 1 (a.k.a. MKK, MAPKK, MAPK/ERK kinase); MSK1, mitogen- and stress-activated protein kinase; p38MAPK, p38 mitogen-activated protein kinase (a.k.a. SAPK2a/p38; mitogen-activated protein kinase p38α, mitogen-activated protein kinase 14); PDGFR, platelet-derived growth factor receptor; PHK, phosphorylase kinase; PIM1, proto-oncogene serine/threonine-protein kinase; PKA, protein kinase, cAMP-dependent, catalytic, β1 (a.k.a. cAMP-dependent protein kinase catalytic β subunit isoform 4ab); PKC, protein kinase C (a.k.a. PKCα type); PI3K, phosphatidylinositol 3' kinase; PKG, cGMP-dependent protein kinase; PRK2, protein kinase C-related kinase 2; RICK, Rip-like interacting caspase-like apoptosis-regulatory protein kinase; ROCK I & II, Rho dependent kinases I and II; S6K1, ribosomal S6 protein kinase 1; Src family of kinases, v-src sarcoma (Schmidt-Ruppin A-2) viral oncogene homolog family; TOR, target of rapamycin.  
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