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1. Dementia: intervene early before cognitive disability occurs 
 

One clinical use of VIP follows early diagnosis of dementia. Neuronal loss is rarely sudden; the 
time from detection of gray matter nuclear atrophy to when overt dementia begins can be long. 
VIP dosing at 300-600mcg/day, taken over 6-9 months has been shown to be safe and effective. 
We have shown (unpublished) that the mechanism of VIP correction of early dementia usually 
stems from correction of the unregulated over-expression of coagulation genes using VIP 
provides clinical benefit seen in a small, but ever-growing number of patients. In younger-aged 
Alzheimer’s patients, improvement coincides with correction of coagulation genes, which in turn 
reduces overproduction of coagulation gene products. 
 
We have known for years that CIRS patients will have the prothrombotic abnormalities in 
transcriptomics, first published in ciguatera (1), and seen in RNA Seq (2). Thanks in large part to 
the published work of a number of researchers, especially those from Rockefeller University 
(notably Sidney Strickland’s lab; 3, 4, 5, 6, 7, 8, 9 ,10, 11, 12, 13), the strength of the vascular 
hypothesis of Alzheimer’s makes additional clinical sense in CIRS patients. All those patients we 
saw with unexplained elevations of d-dimer, PAI-1 and von Willebrand’s factors, not to mention 
those Lyme patients with clotted PICC lines and CFS patients with pulmonary emboli, were 
telling us that a systemic coagulation problem was ongoing. Involvement of the brain ends up 
being no surprise, but only now we have a literature that tells us our observations on 
inflammation, cytokines and coagulation are supported. 
 
The vascular hypothesis of neuronal injury and Alzheimer’s (AD) has evolved from observations 
in 2010 (7) that beta amyloid (AB) bound to fibrinogen, enhances thrombosis and reduces 
fibrinolysis in the CNS, and (possibly) contributes to neuronal loss.  Prior research (cited in 7) 
confirmed that AB bound to other mediators of inflammation and coagulation creates a 
prothrombotic state affecting CNS structures like the hippocampus, but also promotes systemic 
inflammation. Sounds like CIRS! Noting AD increases after systemic infection, Strickland, et al 
state in (7), “Activation and/or modulation of the delicately balanced coagulation and 
inflammatory systems by AB could lead… to chronic and pathological occlusion and 
inflammation, both of which could contribute to the neuronal death observed in AD.”  
 
Data supports this idea, including AB interaction with fibrinogen, thereby leading to deposition 
of fibrin in cerebral blood vessels, inducing microinfarcts (and cerebral microbleeds) and 
loosening of the blood brain barrier. Since AB also activates Factor XII and XIII, the propensity 
for fibrin deposition is increased through the intrinsic coagulation system, inhibiting plasmin-
fibrin interaction and by activating bradykinin. 
 
Additional data, from biopsy specimens, as well as involving AB with Factor V, Factor XIII and 
integrins, demonstrates the role of AB binding to products of coagulation genes was related to 
cognitive deficits. Further, hypoxia promoted tau hyperphosphorylation (3). Tauopathies are a 
group of dementias that have in common the formation of intracellular filamentous deposits 
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seeded by the microtubule-associated protein tau, in abnormally hyperphosphorylated form(s). 
Tau inclusions are common among all of these tauopathies leading to diverse phenotypic 
manifestations, brain dysfunction, and degeneration.  
 
The coagulation problems are not just prothrombotic: risk of hypo-coagulation and bleeding after 
exposure to WDB is also shown by coagulation gene suppression.  In one isolated trial, 
correction of excessive abundance of actinomycetes by a room sanitizing device (iAdaptAir; 
Mold Congress, Fort Lauderdale, Florida, 1/2019), as the only therapy, reversed coagulation 
gene suppression and stopped intractable epistaxis. In a study in a single practice (RS) looking at 
von Willebrand’s profile in CIRS patients, over 1300 results showed that 66% of patients had 
abnormal findings, with 60% being predisposed to clotting and 40% to bleeding. Control patients 
had less than 5% each predisposed to clotting and bleeding. VIP protects us from over-and 
under-activity of coagulation genes. 
 
 

2. Correction of gray matter nuclear atrophy 
 

In a paper published in 2017 (Shoemaker R, Katz D, McMahon S, Ryan J. Intranasal VIP safely restores 
atrophic grey matter nuclei in patients with CIRS. Internal Medicine Review 2017; 3(4): 1-14), Shoemaker 
and Ryan showed that VIP, taken intranasally at a daily dose of 600 mcg/day, safely reduced 
excessive gray matter nuclear atrophy in cases to equal controls. In unpublished practice 
experience since 2017, the salutary benefit has continued, with the additional benefit of correction 
of enlargement of superior lateral ventricles as well. While there are data that support correction 
of coagulation gene upregulation obtained retrospectively, not all patients follow this pattern. We 
are left to speculate regarding a physiologic mechanism induced by VIP, with restoration of 
Purkinje fiber contact is one such possibility. 
 

 
3. Correction of CIRS caused by exposure to the interior environment of 

water-damaged buildings. 
 

There is no better illumination of benefit from use of VIP than in the massive cohort of CIRS-
WDB cases. We have data on hundreds of patients treated by VIP as the 12th step of a treatment 
protocol. The VIP treatment summary has already been submitted in public commentary to the 
FDA. 
 

4. Metabolic disturbances underlie abnormal metabolism in right 
ventricle and pulmonary vasculature in pulmonary hypertension 

 
A large literature is developing in pulmonary hypertension (PAH) suggesting that in PAH, 
cellular shifts away from electron transport system generation of ATP to glucose oxidation adds 
to the physiologic disturbance in a subset of PAH patients. This metabolic shift parallels that 
seen in molecular hypometabolism seen in over 85% of patients with SEID, CIRS and chronic 
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fatiguing illness in general. These metabolic disturbances can be shown to be based on 
suppression of ribosomal gene mRNA, possibly due to ribotoxins or ribosomal inactivating 
proteins that disrupt normal function of the sarcin-ricin loop. 
 

5. Metabolic abnormalities in T cells, especially T regs and T 
effector cells, contribute to defective T cell function 

What began as a simple observation of reduced numbers of acquired T reg cells (CD4+C25++) 
and thymus-derived T reg cells (CD4+CD25++CD 127 -/lo) in CIRS patients that was corrected 
by VIP has led to use of VIP in correction of molecular hypometabolism in CIRS patients. This 
in turn has led to a deeper understanding of accentuation of gamma interferon activated 
inhibition of translation (GAIT) as regulatory mechanism that prevents ongoing production of 
pyruvate in cells with molecular hypometabolism. 
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