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Glioblastoma Multiforme (GBM), grade IV astrocytoma, is highly invasive and neurologically 
devastating.  Despite the technological advances and novel therapeutics including 
neurosurgery, radiotherapy, and chemotherapy, GBM remains an incurable disease.  The 
mammalian target of Rapamycin (mTOR), that exists in two multipotent complexes, namely 
(mTORC1, mTORC2), regulates cell growth and survival is found to be deregulated in GBM this 
offers a suitable therapeutic target.  However, therapies, such as Rapamycin and its analog to 
target mTOR, have been unsuccessful in treatment of GBM. The failures of these drugs are 
attributed to either activation of mTORC2 or the MAPK pathway via the feedback loop. We 
sought to use a novel inhibitor, which unlike Rapamycin (RAPA), which is an allosteric site 
inhibitor for mTOR, uses ATP binding site mTOR pathway (PP242) inhibits mTORC2.  In addition 
PP242 inhibits both mTORC1 (P70S6k) and mTORC2 (pAKT) substrate.  GBM cell proliferation 
more completely than RAPA.  Notably, at the molecular level, PP242 inhibits cap-dependent 
translation under conditions in which RAPA has no effect.  Importantly, unlike RAPA, PP242 did 
not active MAPK pathway.  The results analysis incorporation of EDU into the DNA showed that 
PP242 and RAPA inhibited the nucleus expression of this compound.  Thus, the result of this 
finding demonstrates that the PP242 is a potent pharmacological agent which displays better 
results in inhibiting GBM cell in molecular as well as cellular and may serve as better target for 
the GBM cells. 


