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https://www.youtube.com/watch?v=mmP41hc1uTc
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Motoneuronotrophic Factor (MNTF)

Alzheimer’s disease/GMG6

disease (AD)
deposition of amyloid B (AB) peptide into amyloid
fibrils and tau into neurofibrillary tangles. Fibrinogen
has been shown pleiotropic roles in the activation of
CNS inflammation.

Alzheimet's results in the

GMG6 is a derivative of motoneuronotrophic
tactor (MNTF) which functions as a regulator of key
biomarkers. GMG6 is neither an antibody nor a single-
target agonist or antagonist. GM6 has been shown to
be safe and tolerable in four clinical trials. The Phase
2A ALS clinical trial showed favorable shifts in blood
biomarkers of tau, TDP-43, and SOD1, as well as
positive signals of clinical outcomes.

GM6 MOA

AD-Associated Genes Altered by GM6: GM6 allosterically activated Insulin Receptor
upstream which modulate downstream consequential pathways
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This analysis identified AD-associated genes regulated by GM6 consistent with 4 potential mechanisms of action.

The figure summarizes these mechanisms and lists GM6-regulated genes that may play a mediating role.

All genes shown in the figure were regulated by GM6 in either or both RNA-seq experiments

*GM6 activated and improved insulin receptor effectiveness, leading to lowering insulin resistance and lowering AB and tau.




Vascular Damage
and Fibrinogen
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When There Is Damage to Blood Vessels of the Brain, as in AD, Fibrinogen Can
Leak into the Parenchyma

Ahn et al., 2019
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GMG6 impacts Fibrinogen, inflammation, Af} and tau
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GMG6 and Alzheimer’s disease

Our studies have focused on the role of GM6 in the mitigation of AD pathogenesis. APP/PS-1 and
tau transgenic mice were treated with GM6 daily for up to 3 months and examined for changes in Af
peptide levels, plaques, inflammation, and tau (p-tau), as well as behavioral changes associated with
disease progression. We also determined the impact of GMG6 on fibrinogen (FBN) levels by ELISA in
the brain of APP mice. Our results show that when APP transgenic mice were treated with GM6 at the
beginning of plaque formation, AP peptide levels were diminished, plaque load attenuated, and
inflammation was reduced. In the tau mice, when GMG6 was treated at the beginning of p-tau
formation, tau levels were reduced, p-tau was lessened, and inflammation was moderated. In both
transgenic mice, behavioral changes were attenuated in the GMG6 treated mice. In addition, in the APP
mice, fibrinogen levels decreased by 75% in the brains, amyloid plaques decreased by 60%, and Nerve
Growth Factor NGF) increased by 600%. In both APP and h-tau mice, inflammation cytokines TNF-
o, IL-18, IL-6 and TGF-f were reduced by 80-90%. A similar pattern is observed in SOD1 mice model
for ALS.
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Conclusions

In conclusion, these findings suggest that GM6 may attenuate inflammation
in Alzheimer’s disease pathology via multiple pathways, including acting on
fibrinogen which concurrently reduces AP peptide and phosphorylated tau.
GMO6 may be a feasible approach in the treatment of AD as a pleiotropic
regulator which simultaneously acts upon multiple extracellular receptors to
modulate a series of signaling pathways mediating inflammation, decreased
A toxicity and pro-survival responses.
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