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Logical prescribing in psychiatry and 
medicine: Clinical and research differences.  

Vernon M Neppe MD, PhD, FRS(SAf), BN&NP, DFAPA, DPsM, MMed. 
Director, Pacific Neuropsychiatric Institute, Seattle, WA, and 

(Adj) Prof., Dept. of Neurology and Psychiatry, St Louis University, MO 
psyche@pni.org, 206-527-6289, www.pni.org ab

Abstract 
This article series covers five different but related sections: 
Prescribing today: Principles. Section 1. 
How much do we rely on double-blind medical studies? Section 2 
Merging research and clinical use: Section 3 
The role of generic medications: Section 4
Perspective: Section 5 
Each section builds upon the other allowing the author’s perspective on 
appropriate, innovative practice of clinical pharmacology by physicians. 
Prescription involves both an art and a science. The following principles are 
pertinent: 

 Principle #1: One change at a time 
 Principle #2: Recognize and account for otherwise often neglected 

principles 
 Principle #3: Attaining greater therapeutic success 
 Principle #4: Applying our 21st century advantages 
 Principle #5: A prescription is not just a one-time event 
 Principle #6: We must be compassionate. 

Additionally, we must be acutely aware of when and where to prescribe generic 
medications, of the limitations and strengths of double-blind studies in clinical 
practice, and of the prescription of approved medications and justifications for the 
use of out-of- labeling medications.
Key-words:  

80:125 rule, approval, approved medications, art, blind studies, branded drugs, 

a © Exceptional Creative Achievement Organization. Dr Vernon Neppe MD, PhD, FRS(SAf), BN&NP, DFAPA, DPsM, MMed is Executive 
Director and Distinguished Professor of ECAO.  
b I have based this article on several of my previous publications: I relied heavily on the articles on discussion of therapeutic principles 1, the 
perspectives on blind studies 1, and a two fold set on generics 2; 3 and on my book Cry the Beloved Mind 4. I acknowledge these sources all 
copyrighted by ECAO, Brainvoyage.com or Vernon Neppe and also thank the journals and book involved. 
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buspirone, carbamazepine, change, clinical, compassion, Consciousness Research, 
costs, doctor-patient relationship, double-blind, drugs, FDA, flaws, generic drugs, 
innovative, insurance company, investigator, labeling, lamotrigine, limitations, 
Medicine, out-of-labeling, physician, practice, prescription, principles, 
pharmacology, phenytoin, Psychiatry, psychology, psychopharmacology, 
quadruple-blind, recognition, research, science, side-effects, single-blind, 
standardization, strengths, study, therapeutic effects, therapeutic, thyroid, triple-
blind, unblinded, weakness 
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Prescribing today: Principles. Section 1. 
Vernon M Neppe

Every day psychiatrists and physicians prescribe medications. What skill sets can 
make such an approach more successful? And what are their stumbling blocks?  
And how much must they value research studies that have been performed blind? 

Optimizing prescriptions: 
As doctors and mental health professionals, a major part of our practice is helping 
patients. We are clinicians and we need to treat our patients in the best possible 
way. Effectively, as clinicians, we are also automatically researchers in the health 
sciences because every case is a new challenge and contains some unique elements 
—every patient is slightly different. In our clinical practice, we are always taking 
change into account: Effectively, the patients are their own controls and, therefore, 
we are covertly considering clinical empirical data all the time—effectively, their 
conditions are monitored by their past health compared with their current and 
future ones. 1

The question comes up about how we can optimize the pharmacological aspect of 
our patient management.  
For many years I have advocated and taught the following relevant principles: 

 We prescribe for individual patients taking into account all pertinent factors 
 We must apply common sense and appreciate the uniqueness of every one of 

our patients. 
  There are always subtle ethicospirituobiopsychofamiliosocioethnicocultural 

systems 4 5of influence, and each of these components, in turn, impact on 
each other. This complex term is used deliberately here. Some would object 
to its length. But it communicates the pertinence of the systems approach 
better than any other method I've encountered. Superficially, this and its 
many variants may appear to be meaningless compound words. But it is 
anything but: It unifies the meaning. 5 It reflects the unification of 
sociocultural systems theory and the relevance of each part. Each system of 
a compound term must be contextually relevant and it is pertinent to 
describe the approach of “meaning” at every level of social structure.

  Multiple factors impact pharmacological choices, responsiveness to 
medications and safety issues. Prescription is not just pharmacological.  

 We need to prescribe for the correct duration and this necessitates evaluating 
all relevant factors, and appropriate follow-up. 1
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The obvious components written on all patient prescriptions include, hopefully the 
following appropriate, correct details: 

 the dose for that patient: This is specific to the circumstances at that time; 
 the duration of the prescription; 
 the frequency of the drug. 

But there are some major principles that facilitate success in our management of 
the patient’s condition after performing the preliminaries such as detailed 
evaluation of symptoms and signs, accounting for the key features of the patients’ 
conditions and assessing such features as diagnoses, severity and urgency. 1

Principle #1: One change at a time  
We are scientists practicing a difficult art. Making only one change at a time 
allows us to predict more accurately (though still with limited success) what might 
have caused the alteration and assess early responses to that single change. We can 
make this simpler by applying specific principles. We can postulate more easily 
that that alteration might be impacting the change, whether side-effects or 
improvements. But, in individual cases the rate of alteration in prescription and 
response varies. We need to be flexible, and allow more rapid or slower changes to 
fit the circumstances. These revisions could involve subtle changes in dose of a 
single medication with options including not only increases or decreases in dosing, 
but different preparations (like another alternative) 2; 3, or modification of the time 
of dosing. Such changes also include even adding or subtracting nutritional 
supplements, or foods. 1

Sometimes, slow tapers are required. For example, it may take say six or nine 
months to taper a patient who has taken a selective serotonin reuptake inhibitor 
(SSRI) for many years. 4 During that time, other medications might be added, but 
still there should be only one change at a time on a specific day. Of course, for 
many other antidepressants, tapering off the drug might be much quicker, taking a 
few weeks not a few months. 1

Principle #2: Recognize and account for often neglected principles: 1

 The need is to maximize success though these suggestions do not appear in 
the actual written prescriptions.  

 We must carefully consider the correct times during the day to take each 
medication: Sometimes, this is learnt by trial and error—for example, some 
patients find they need to take their venlafaxine at night to help them sleep; 
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others prefer a morning activation by this medication.  
 Similarly, we must know whether each medication should be taken with or 

without meals.  
 Additionally, can they be taken with other medications? For example, we’re 

careful to avoid thyroid supplements taken with calcium as that might 
diminish absorption. Sometimes situations are far more complex as with 
liver or kidney malfunction and with drug interactions. 6

 Sometimes, the correct frequency during the day can be critical. For 
example, patients with tardive dyskinesia may report how their movements 
get worse if there is too large an interval between their doses: The initial 
tendency may be to increase the dose when we might need to administer 
their medication targeted at five times per day. Applying another example, 
the difference between adequate seizure control and the patient having 
withdrawal seizures or not being covered at certain time of day may simply 
be one of timing the doses properly. 

 We consider carefully the class pharmacological profile of the drug: For 
example, with antidepressants, we evaluate their potential benefits e.g. 
making the patient less depressed and often less anxious, as well as the risks 
e.g. suicidality or mobilization of psychosis. We should specifically look at 
the side-effects such as sexual dysfunction 7; 8, headaches and insomnia in 
SSRIs 9-11. This may lead to polypharmacy, simply to manage the side-
effects. And new medications for side-effects, beget other side-effects. 12

 We take into account the delays in complete antidepressant action, typically 
three to four weeks, recognizing that we may commonly see improvements 
in that first week in concentration or motivation. But at the same time, we 
pay attention to self-destructive thoughts being mobilized. 

 We should examine the expected success rate for treatment. There is a major 
difference between statistical and research efficacy, compared with our 
clinical expectations. An FDA approved drug may be better than placebo, 
but only successful statistically in 50% or 60% of cases based on double 
blind studies. As an example, in infections, once we’ve established the 
correct etiology (such as bacterial sensitivity), we would expect antibiotics 
to be successful in say 95% or 98% of cases: Anything less than that success 
rate may not be acceptable. 

 Significant clinical response without significant side-effects is what we’re 
looking for, not the double-blind proof of marginal efficacy that may occur 
when a drug is approved by the Federal Drug Administration (FDA) in the 
USA based on two statistically significant studies of active drug over 
placebo. 4 Many research studies of psychotropic drugs are prescribed for 
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specific populations, but when appropriately dosed and specifically tailored 
for individuals, the response rate may be very different and should be much 
higher. Perhaps we clinicians in the trenches should recognize that marginal 
double-blind results are of very limited clinical pertinence: Could it be that 
the art of prescription may be as important as the science?  

Principle #3: Applying our 21st century advantages 1
 This second 21st century decade has brought about major advances. One is 

that we must consider the pharmacogenomic components of the patient, such 
as are the patient’s genes showing marked inhibition at the P450 2D6 
cytochrome enzyme system? This gene expression markedly affects dosing, 
and also choice of medication and expectations of response. 

 Similarly, we must take into account the appropriate drug: Despite the denial 
by authorities where it is convenient to label all generics equivalent to the 
branded drug, the generic choices do make a difference. The so-called 
“80/125 rule” based on areas under the curve, illustrates this. 2; 3 For a drug 
in the USA to be labeled by the FDA as bioequivalent requires about 90% of 
the sample drugs tested based on a special curve to fit within a very wide 
range namely 4/5 through 5/4 (hence 80% to 125% or the 80/125 rule). 
Whereas this significant variation may not be too pertinent for some drugs 
like antibiotics, it can be critically important for patients with cardiac 
arrhythmias and seizures. Effectively, these generic drugs are only 
equivalent to a limited degree, and different generics, 2; 3 particularly, may 
vary widely in pharmacokinetics. Therefore, changing the generic may result 
in profound implications for the patient: This must be done with care. There 
are also differences in absorption and side-effects of specific generics versus 
the branded compounds. Saving money with one generic may come at 
enormous costs as the patient’s condition may be severely compromised. I 
discuss more on this generic use later in this series. 

 Nutritional supplements are not just benign additions without side-effects. 
For example, Vitamin B6 interacts with Levodopa/ Carbidopa (Sinemet); 
over the counter medications (such as Calcium carbonate) may interfere with 
absorption; and foods such as grapefruit, may interact at the 2D6 level, yet 
this sometimes may be solved by consistent use of the grapefruit, but we 
should take into account whatever adjustments are needed.  

 We should account for absorption and some gastric drugs may affect how 
much drug is delivered.  

 We must recognize not only pharmacokinetic drug interactions, but also the 
kind of interaction: For example, the profound enzyme induction long-term 
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by carbamazepine is very different from its initial inhibition in the first days 
of administration. By contrast, the marked inhibition of the 2D6 cytochrome 
enzyme system by fluoxetine or paroxetine may effectively produce a 
situation pharmacogenomically equivalent to very poor metabolizers. 

 Moreover, pharmacodynamic interactions are critically important: e.g. 
selective serotonin reuptake inhibitors markedly increase the serotonin 
neurotransmitter pool but also may down-regulate the serotonin 
neurotransmitters so that patients do not respond as much, or lose efficacy. 
Even more so, such alterations may change the responses to other 
compounds as a consequence. This makes pharmacological awareness 
important, 

 There are other gastronomic confounding factors beyond pharmacological 
prescriptions: diet, nutritional factors, alcohol or other drugs of abuse are all 
very important.  

 There are other non-prescription confounding factors: Outside of the formal 
prescription, factors like diet, nutrition, and alcohol or other drugs of abuse 
are very important. For example, we must further recognize that 
environmental circumstances such as stress, sleep, or travel across time 
zones, may impact prescription needs. We must also take into consideration 
the persistent, already present symptoms such as sleep disruption. These 
symptoms also include features that are drug-induced or pertain to the 
diagnosis or other conditions. Also, factors such as weight, medical 
conditions and exercise play roles.  

 A subtle difference is individual susceptibility: I recognize that possibly 80% 
of my patients reflect “human” toleration of doses of psychotropic drug. 
About 10% are “squirrels” who are knocked out with major side-effects 
when the usual doses in the books are prescribed—these patients sometimes 
need about a quarter of the usual doses; and about 10% are “elephants” who 
do not appear even touched by usual doses. These patients need about triple 
as much as usual, or even higher doses. However, elephants and squirrels 
appear, I think, far less common in a general psychological or psychiatric 
population than in the population I see. 

 Our clinical experience and knowledge, and careful awareness of the 
implications of behaviors and the unconscious dilemmas that our patients 
exhibit, allow us to practice Medicine, Psychology, Consciousness elements, 
Neuropsychiatry and Psychiatry, as an art as much as a science. If we do not 
apply that art, and that art is not consonant with our science, we may be 
short-changing some of our patients. This is not easy because sometimes we 
are conflicted when the art contradicts the science. Then we must decide 
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what aspects are still in agreement and possibly begin from there. That is a 
challenge. 

Principle #4: Attaining greater therapeutic success 1

In the choice of medication and dosage, several features help:  
 Previous medication responses and non-responses are key and it’s worth 

evaluating details about the previous treatments. 
 Family history is often worthwhile and might assist deciding choice of 

medication 
 Pharmacogenomics is a game-changer. We can genetically test selected 

patients to establish why they are not responding, what interactions occur in 
the liver, and what drugs do in the brain at the neurotransmitter level. 
Although measuring the pertinent genes in the brain and liver is immensely 
valuable and a great positive in patients with limited medication 
responsiveness, this advance in testing is not warranted for everyone, 
because of the costs. 

 Delayed effects are important and yet neglected. We expect drugs such as 
the antidepressants and the antipsychotics to take several weeks to achieve 
full efficacy. And yet some compounds such as the benzodiazepines like 
lorazepam, alprazolam, clonazepam or diazepam when used for anxiety, are 
effectively “quick fix drugs” with later problems: “benefit now, pay later 
drugs”.

 Build up of dosage is pertinent: We may not easily be able to differentiate 
whether an action relates to time for efficacy, or to the building of dose or 
combinations. An example here is the gradual build up of buspirone over 
several weeks when used out of labeling in tardive dyskinesia.  

Principle #5: A prescription is not just a one-time event; it requires appropriate 
follow-up and awareness of change. 1

The “mid-course correction” is a key way to evaluate patients over time. This 
ensures that the treatment can approach optimization.  
Monitoring the patient regularly, and requesting frequent feedback is very useful 
for making minor corrections like dosing) or giving advice, including ensuring the 
patient was following the correct procedures. Such advice and interaction may 
involve family and close contacts, as well as the patient. One technique is to 
arrange follow-up a few days later for many prescriptions, or even on the same day 
or within hours in acute situations. 

Do not renew beyond time periods that you’re comfortable with. If you do, you run 
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significant clinical and forensic risks for adverse events to occur. Generally, in 
psychiatry, it is hard to justify renewing psychotropic medications even for the 
most stable patient, beyond six months: I will commonly get outpatients back after 
one or two weeks when prescribing something new or when careful regulation of 
dose is required. 

We must review responses over time to our prescriptions: A common tendency is 
to regard complaints by the patient as psychologically based, and not as genuine 
side-effects of the medication. It could be psychological, and it might be that 
placebo would have produced the same problem unrelated to the medication, but 
we must assess this carefully over time. Even if there were cogent psychological 
factors, adjustments are still needed irrespective of the cause if the patient is still 
complaining about their perceived side-effects. 

I’ve learned over the past four decades, however, not to regard a side-effect as 
psychological simply because it is rare and unexpected unless all other physical 
aspects have been taken into account. There must be more data than this: What 
happens when the patient goes off it? Is it worsened by higher doses? Has the 
patient retried the drug after going off it? What other factors, including other 
medication changes, have altered?  

In my experience, the purported side-effects are most often actually due to the 
medications. Most commonly, we need to just drop the dose down if there is a 
history of previous response, and if not, the major may be better when the drug is 
discontinued or substituted for another suitable alternative. 

Principle #6: The compassionate approach 1

This editorial would not be complete without a most important point: The 
compassionate approach. We can do exactly the same with our patient, proving 
something pharmacologically works, but with results that will vary possibly in 
proportion to the empathic interest we show our patient. This does not mean 
spending five times more time with the patient. That may be valuable or 
destructive or create inappropriate dependency. 
The compassionate approach means delivering high quality of care—and that word 
“care” means exactly that: We try our best. We recognize strengths and 
weaknesses; and the patient and their family realize we are trying to assist but 
balancing the complexities of approaches and avoidance that are part of our real 
world. 
We can demonstrate efficacy of an intervention, but such “proof” is better when 



Vernon M Neppe.  IQNJ 8:2, 7-35, 2016. Logical prescribing. 16

properly delivered: The patient need not seek the advice of the ones who are 
callous, even if their advice is exactly the same as clinicians whose advice is 
delivered with compassion. Intuitive and empathic awareness is frequently the 
most productive way to deliver news that is not always the best. A percentage of 
recovery or tolerance of medication or acceptance of a condition is likely to have a 
better outcome when a patient-centered approach is made a priority.  

We must know our patients. Everyone is different. We can give a week’s supply of 
medication to one who is suicidal, but not four weeks. We can trust another patient 
to comply with the prescription, and build up the dosage carefully: Others may not 
be able to do that and require extra appointments.  

Either way written instructions on new medications (including always requesting 
the pharmacy to supply the package insert) and details about medication build ups 
are needed. The patient also recognizes all this as caring for them. And that, for 
most, is a benefit. 
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How much do we rely on double-blind medical studies? 
Section 213-15

Vernon M Neppe

A blind study is a clinical trial in which the subject or the investigator or both are 
unaware of which trial product/drug the subject is taking. 14; 15

In Medicine, scientists and clinicians regard one specific kind of blind study, the 
double-blind (DB) study—in which both patient and rater are unaware of the 
medication the patient is receiving— as the definitive way to prove a drug is 
useful. (Table 2A). 

Double-blind studies 
I emphasize here the most well-known of these studies, the Double blind (DB) 
study. These may sometimes be flawed, or may be largely clinically irrelevant. 
Moreover, other studies that are not DB may be clinically far more useful. 13

The double-blind, controlled medication study (DBCMS) has become a standard in 
medical research. In the United States, the FDA (Federal Drug Administration), 
approval of a new treatment often requires two double-blind studies showing the 
drug is superior to placebo, and at least equal to a standard other competing drug 
that is indicated for the particular condition in which the drug is being studied. This 
involves statistical differences (such as p<0.01 or at times p<0.001). It also 
requires appropriate safety data. 
There are two major kinds of placebo related DBCMS. 13

 By custom, possibly, by far the more common research study is the “between 
patient study”. In this, the patients are randomized into two groups, active drug 
or placebo. This may be a problem, e.g. with life-threatening conditions: Would 
you like to have an incurable cancer and be assigned blind to a “placebo” group, 
as opposed to having a “chance” with an active new intervention drug?

 In the rare “within patient crossover study” (CO), the patient randomly receives 
initially either placebo or active drug and then is “crossed over” to the 
alternative they did not receive— either active drug or placebo. 16-18. In between 
the crossover period, there may or may not be a “washout” period with placebo. 
CO studies are often neglected though useful, because it allows far fewer 
subjects, and ultimately the patients have some knowledge of whether the drug 
will help them specifically. Moreover, it might lead to a continuation study 
where the patients who are responding can benefit from the drug. 

Studies vary according to extent of blinding (Table 2A). 13
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Table 2A: Kinds of blind study. 
Unblinded study: A study in which both the patient/ subject and the doctor 
/investigator knows what is being administered. It is far the most common study in 
psychology, for example, where tests and scoring is obvious to the subject and the 
tester. It is also the way physicians practice medicine in a clinical setting, except they 
may not perceive such practice as “research”, but a clinical attempt to make the 
patient better. There is a special psychology involved here and the doctor-patient 
relationship may play a key role. But the object is to get the patient better, though we 
still might not know how well the drug works compared with the psychology of the 
relationship between the therapist or doctor and the patient.
Single blind studies: When only one of the subjects or patients, or the investigator, is 
blind to the data being examined, this is a single-blind study. Sometimes the rater 
knows what the patient is taking (e.g. placebo or active drug), but is blind as to other 
data (e.g. the dose). This is still single blind: Such dose adjustments are important 
variants because the research can demonstrate that there may be special optimal doses 
for specific interventions (e.g. not too high or too low; or that side-effects to 
therapeutic effects preclude particular dosing). 
Double-blind: In DB studies, the patient does not know what drug or intervention he 
or she is receiving. Nor does the physician or ranker doing the ratings know. In this 
way, both patient and ranker are blinded and therefore misconceptions or prejudices 
are supposedly eliminated. This is by far the most common research study done in 
clinical medicine, because, with a properly performed study, it achieves a rather 
definite indication that the intervention (e.g. the medication) works more than would 
be expected for the particular condition of interest. But it does not indicate that the 
patient may benefit markedly from the drug: The result may be only marginal and not 
clinically relevant. 
Two other blind studies are mentioned for completion: 
Triple-blind studies: In triple-blind studies, none of the patient, rater or persons 
uncovering the code in the analysis can identify who is taking what. Triple-blind 
studies are seldom performed because of their complexity, and the fact that they are 
not regarded as necessary in medicine. Sometimes researchers regard this term “triple-
blind” incorrectly: e.g. blindness to dosage, remains by definition double-blind (DB), 
despite some mistakenly calling them “triple-blind”—this is because neither the 
patient nor rater knows the drugs being used, but the experimental protocol leader still 
does, making it DB. 
Quadruple-blind studies: the subjects, investigator(s), evaluator(s), and the data 
analysts all remain blinded. This is very difficult to perform and complex, so it is rare, 
but could be used sometimes in Consciousness Research where no-one at the time of 
the study knows the answer which may remain, for example, on a computer where the 
data is being / will be generated. 
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There are many potential problems with purely placebo controlled DBCMS 
research listed in Table 2B and amplified below. 

Table 2B: Some limitations of double-blind studies. 13

1. Not blinded to the rater.  
2. Not blinded to the patient.  
3. The “wrinkled paper fallacy” of many studies is done, only positive ones 

being reported. 
4. The methodology  
5. Sampling the population problems 
6. Sampling the data problems 
7. Raters of the data problems 
8. Non-elicitation of side-effects or therapeutic effects. 
9. Confounding elements problems 
10.Ethics of the study 
11.Politics 

Let’s examine each of these briefly allowing us to emphasize the limitations.
 Actually not blinded to the rater: Sometimes the study, though purporting to be 

DB, is not effectively “blinded” to the rater. This is because based on clinical 
response or side-effects, the astute clinician rater can, with relatively high 
probability, predict whether the patient is on the active intervention, not the 
placebo. This is sometimes easy as the efficacy shows obvious changes (e.g. 
beta-blockers slow the pulse) or side-effects may give great clues. This might 
allow unblinding with great accuracy. 14; 15. This is not always so. Many DB 
studies do not involve placebo but, instead, use one standard already approved 
medication compared with the new drug to be studied. DB studies may also 
involve all three arms —the placebo, the active drug, and an identical-looking 
standard drug that has already been approved comparative for that condition. 
This would, then, be a three arm study 2. In that instance, it may be more 
difficult to predict, for example, whether the patient is taking the experimental 
drug or the standard accepted treatment.  

 Not blinded to the patient: Sometimes the study though purporting to be 
double-blind, is not blinded to the patient: In that kind of instance, the patient 
can also postulate with great accuracy whether they are receiving active drug or 
placebo: The patient, for example, might have side-effects, and can guess, based 
on their previous and current experience, that they’re on active drug. 
Alternatively, the patient may improve so much on the “new antidepressant” 
that they’re reasonably certain what arm of the study they’re on. They might be 
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wrong, and this may be purely a “placebo” response, but certain patients are 
usually astute enough to make correct interpretations. This biases the research. 
Now in both instances, the interpretation might not be certain but it partly 
unblinds the research because the object of DB studies is not to have opinions 
that might prejudice. 

 The “wrinkled paper fallacy”: Moreover, the results of the study might not 
correctly show true statistical effects: For example, the overall interpretation of 
the studies might be flawed because not all results have been released: The 
company sponsoring the research, understandably, may want to show positive 
results. Consequently, the pharmaceutical company or sponsoring research 
group may have performed other studies, but submitted only those that were 
positive. They sometimes might rationalize that there were flaws in the data of 
the rejected data—and, indeed there might have been. But this, nevertheless, 
creates the "wrinkled-paper fallacy" where further analyses of all studies may 
not have produced the same results as those that were submitted: For example, 
only two results reflecting a 1 in 100 against chance result would be different 
from six studies, where four were discarded as not significant and not pertinent: 
When all six studies would be pooled, they might be overall not significant 
statistically. In some jurisdictions, there are attempts to demand all data be 
released. Such release would be excellent to maintain objectivity, and if needed 
the flaws of each study can be pointed out. 

 Inappropriate methodology: It is remarkable how often major studies are 
planned by MDs who do not have PhDs. I have repeatedly seen expensive 
studies where hundreds of millions of dollars are invested overall by the 
pharmaceutical industry so as to obtain regulatory approval. Yet, they are 
sometimes partly compromised or ruined because proper research 
methodologists with clinical insights were not employed in planning the actual 
bones of each step of studies. There is an enormous difference between MDs 
(almost all of whom have not received formal training in methodology of 
research) and PhDs (who often have had rigorous research methodology 
training, and could potentially improve many studies). This kind of study may 
preclude positive results because the criteria were incorrect, or it may lead to 
over-diagnosis of conditions. This might mean the criteria for patient selection 
for the study might have been compromised. Optimally, a specialist with proper 
training in that discipline should be used, but such a relatively rare expert with 
proper “clinical feel” is seldom available. Even more so, the need for such a 
research methodologist is seldom recognized. 

 Sampling the population problems: Studies generally require specific admission 
criteria. Sometimes some facilities will admit say 90% of applicants with a 
specific diagnosis, while other facilities may regard only 5% as appropriate for 
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the study. This kind of conflict happens in my experience, although the 
admission criteria are the same. Such stringency differences might lead to 
different outcomes as some patients should not have been admitted based on the 
diagnoses, or alternatively, they may be excluded unjustifiably. This also 
distorts statistical analyses. 

 Problems sampling the data: Criteria at each level need to be defined carefully 
to prevent error. This can easily be misinterpreted, particularly as data in 
medical research is almost always “ordinal”. Ranking in order allows terms like 
mild, moderate and severe but such interpretations are sometimes subjective. 

 Raters of the data: Often the raters are not adequately trained for ranking 
symptoms. Some studies stipulate inter-rater reliability criteria, but that does 
not mean it’s valid: there are times when facilities employ Bachelor’s-level 
individuals to rank. Moreover, evaluating numerous patients in an hour might 
limit the ability to obtain valid rankings of complex scores, particularly in 
psychiatry and psychological ratings, where spending at least half-an-hour per 
patient may be mandatory to perform an adequate mental status evaluation. 
Such time limitations might further compromise rankings, and yet might 
increase profits for the facility. Furthermore, the MD or PhD researcher might 
sign off after seeing the patients only cursorily for a far shorter period than he/ 
she should have. 

 Non-elicitation of side-effects or therapeutic effects: Studies are only as good as 
their protocols. There are many examples, some mentioned briefly above.  
1. Absence of clinical effects may occur because the measuring instruments are 

insufficient. Sometimes sensitivity is an issue. For example, the AIMS is a 
test that is often used in tardive dyskinesia, and is regarded as a standard 
measure. But it might miss subtle variations because some evaluations 
simply require more discriminating measures (like the “STRAW” test 19). 
That test, in turn, by increasing the sensitivity of the test, might allow 
statistical differences with a smaller population. 19 However, that strength 
must be balanced with the STRAW not being standardized as a research 
instrument 20. Possibly better but non-standardized assessments might 
abound in every area of medical endeavor. 

2. Additionally, insufficient duration of the study may lead to inappropriate 
interpretations of efficacy or lack of efficacy. For example, double-blind 
studies of six or eight weeks may demonstrate efficacy, but it doesn’t mean 
that there may be maintained effects over years. The loss of efficacy we see 
with the SSRI drugs is an illustration. 4

3. Insufficient subject size may produce insufficient power.  
4. Recruitment difficulties may produce distorted populations, as indicated.  
5. Crossover studies may result in lingering effects or withdrawal, confounding 
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factors. This may be the reason for washout periods in between, but still the 
effects may linger or withdrawal may be pertinent.  

6.  Statistical aberrations may lead to the wrong conclusions. And: 
7. Critically important, is that certain drugs are not necessarily suitable for such 

DB methodologies, because of their special variable dose requirements and 
specialized individualized prescriptions. Buspirone is an obvious example 
where success of the treatment is so dependent on the correct dosing at a 
particular time. 21

All these points, might lead to Type 1 and 2 errors in analysis. Statistically, type 
I errors involve a "false positive"— detecting an effect that is not present with 
the incorrect rejection of a true null hypothesis; type II errors involve a "false 
negative"— failing to detect an effect that is present with the incorrect failure to 
reject a false null hypothesis.  

 Non-elicitation of effects or side-effects: Patients sometimes consciously do not 
want to report side-effects. This way they feel they will not be “dropped from 
the study”. Also symptoms, such as sexual problems or incontinence of urine, 
may be embarrassing to mention. Ignoring symptoms by the patients are one 
side; and not writing in certain symptoms like sexual problems into the 
protocols also can lead to dramatic underreporting, such as with selective 
serotonin reuptake inhibitors 4. The classic example in this regard relates to how 
several of the Selective Serotonin Reuptake Inhibitor antidepressant drugs were 
not initially apparently noticed as causing profound libidinal loss because 
patients in drug studies don’t spontaneously report sexual problems. We now 
know that diminished libido is so common with these medications that it is the 
exception for the patient not to have this side-effect. 4

 Confounding elements There are subtle, often ignored difficulties of blind 
studies: These include: 
1. The experimenter effect—the influence of those involved in the research 22-

25.
2.  Intelligent prescription—the clinician’s awareness of dosage to prescribe—

is much more difficult in DB research. Moreover, the patient might have 
responded if the correct dose could have been chosen. 

3. The distortions of published versus non-published studies, is important: This 
could be because the studies have been rejected by journals after they’ve 
been submitted. Therefore, the statistics may be skewed as negative data 
with not significant statistical results may not have been published. 

4. Adjunctive medication and supplements are sometimes ignored but may be 
key factors. Often, for example, the roles of cigarettes, alcohol, nutritional 
supplements, pain prescriptions, or other medications taken as needed, and 
recreational drugs (often not admitted to) play important roles. 
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5. Other environmental events such as stress, exercise, travel, moving across 
time zones, and poor medication compliance are often unmeasured factors. 

The hope in many studies is that potential uncontrolled confounding factors would 
“wash” out after randomization. But without directly at least eliciting such data 
(even if they are not specifically controlled for directly), we cannot demonstrate 
that these variables are, in fact, not significant. These further factors exemplify the 
challenge of adequately interpreting data based on appropriate methodology. 
Unfortunately, for each added variable that is not controlled for, the “power” (the 
potential ability of the research to generate statistically significant results) of the 
study diminishes.  

 Ethics: A study where the comparative drug is the best available medication 
approved for that diagnosis as comparison has a major ethical advantage, 
because patients are receiving the experimental agent or a known efficacious 
treatment for that condition.  

 Politics: Even more so with pharmaceutical sponsored studies, the 
researchers are often paid to evaluate an already defined multicenter, 
pharmaceutical company authored, specific protocol. Whereas these 
protocols invariably allow for eliciting added side-effects, sometimes just 
under “other”, many patients will not report them spontaneously, and even 
more so, the studies usually have non-physician coordinators who may not 
be astute enough to detect such changes, so eliciting unexpected symptoms 
may not be detected. Moreover, the physicians in charge of the coordinators 
may, at times, see the patient only briefly. 13

The most important point: 13

So far, I’ve discussed the problems within double-blind studies. One major 
motivation for these comments is this final point: Sometimes non-blind or single 
blind studies are better. A classical example is the Neppe work on high-does 
buspirone in tardive dyskinesia. 19; 20; 26. In this example, the dose is critical and 
knowing what one is doing is very important for the success of treatment.  
But the other aspect is it does not matter if the best double-blind study shows 
statistical significance if it is not clinically relevant (Table 2C). We clinicians do 
not want our patients on antibiotics to respond only in 50% of cases even if that is 
pertinent in research studies because it might be better than placebo. If we have 
found the bacteria involved, we should expect at least a 95% clinical result to 
successfully treat an uncomplicated patient with a bacterial infection. However, 
sometimes, when conditions are regarded as particularly refractory, our gauge 
would be different: a 50% success rate may be great! 13
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Perspective on blind studies at the clinical level: 13

A major emphasis in this article is to emphasize clinical significance: It really does 
not matter if a drug is statistically better than placebo, but not clinically pertinent.  

Table 2C: Clinical versus research significance in Medicine are quite different:13

Research significance: Statistical studies showing significance— demonstrating 
that the effect of the investigational drug is better than the controlled effect of 
placebo, and / or, at least, equal to the effect of the best available treatment 
approved for such a condition: Research significance demonstrates that the “null 
hypothesis” of no relationship between variables has been actively refuted.
Clinical significance: Clinical significance refers to the practical relevance in the 
medical and psychological areas of a treatment effect: Does the treatment or 
intervention have real, proper, genuine, and noticeable effects on daily life?  

It’s not adequate in most conditions to get only a 52% success rate compared with 
say 40% on placebo: We would like to see a 90% or 97% success rate particularly 
with certain pain medications or antibiotics when we know that the bacteria 
involved are sensitive to a specific drug. 
Ultimately, so what if a drug is “proven” to be effective based on the statistics? We 
want it to work clinically and expect that. There is a role for unblemished clinical 
practice and that is much better than any statistical patient intervention. 

We can see that double-blind studies, while having their merits, must be properly 
interpreted with their limitations. These studies are effectively very different from 
clinical results, and are very valuable in their own context, but should only be 
regarded as one component of the successful practice of medicine—they 
demonstrate efficacy, but they do not necessarily mean that they reflect clinical 
significance. 
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Merging research and clinical use: Section 3 1

Vernon M Neppe

Clinicians recognize that some management will always be out-of-labeling because 
there simply are no approved drugs for some conditions. This may never change in 
some instances: Proper trials may cost hundreds of thousands of dollars or more, 
and it may even be unethical to perform double blind studies because ostensible 
efficacy and safety in general has already been established. We are not going to see 
a trial of Aspirin today. Yet, we can never talk about safety in everyone on a 
particular medication because there may be rare reactions requiring sample sizes of 
tens of thousands to locate the idiosyncratic, very rare responses. For example, the 
ostensibly rare lamotrigine major allergic reactions require studying tens of 
thousands of patients to describe the unusual risks. Realistically, we must be 
careful, but not distress the patient unnecessarily. That balance can be 
individualized because not all rules fit all patients. 

Prescribing ethics for out of labeling medication 1

Like all management in general in medicine, all prescriptions (outside labeling and 
also approved medications) should be carefully monitored. It is often valuable 
recording the balance of the strengths and risks of all our prescribing.  

Out of labeling treatment is not disallowed, but should generally be supported on 
the literature and have the patient’s informed consent. 
Use of medications outside of FDA approved labeling should involve informed 
consent. Each case is different but before treatment begins, I regard oral (not 
written) consent as usually adequate, but there should preferably be a recording in 
the chart that the prescription being not approved was discussed.  

Out of labeling is often the rule in some specialties. Indeed, most drugs prescribed 
in pediatrics are not FDA approved: There are relatively few studies in children 
proving safety and efficacy and we take into account experience in other situations. 
The same applies in pregnancy. 

An obvious caution is if there are no medications approved by the FDA (Federal 
Drug Administration). However, to perform such studies, the pharmaceutical 
company may deem the costs too high for profitability, or the risk too high.  
Ironically, the two examples below relate to areas I pioneered: 

I will give two examples of off-label usage that I helped develop. The first is for 
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the condition called “tardive dyskinesia”. There are no approved medications. And 
in this instance, there is never likely to be such an approved drug because it would 
require massive costs to perform a double blind study, and it is unnecessary 
because there is an ostensibly safe treatment (e.g. high-dose buspirone) which is 
strongly worthy of consideration, and which has been around for a quarter of a 
century. 4 19; 26

A second USA example, from the 1980s is carbamazepine. 4 It (Tegretol, and later 
Carbatrol and Epitol· Equetro and the Tegretol XR) has been approved as an anti-
epileptic drug for decades and is efficacious in its indications for epilepsy. It has 
also been used for the more rare condition of for trigeminal neuralgia. I was 
fortunate to pioneer the use of anticonvulsants in psychiatry in the early 1980s by 
using this very drug. 16-18; 27-29 And, there is little doubt, in my opinion, that 
Tegretol, the then branded drug, could potentially have been approved for 
indications like bipolar disorder and dyscontrol anger episodes.  
Today, carbamazepine is used off-label as a second-line treatment for bipolar 
disorder, and in combination with an antipsychotic in some cases of schizophrenia 
when treatment with a conventional antipsychotic alone has failed. It also is very 
useful in aggression dyscontrol. 27 And provisionally, anticonvulsants like 
lamotrigine are key options in new conditions like paroxysmal behavioral disorder. 
30-39

Yet, why did Tegretol never achieve a formal FDA indication for any condition in 
psychiatric disorders? 

The reason, I argue, is that carbamazepine had a sinister potential and very rare 
side-effect relating to serious bone-marrow suppression. I speculate that this may 
have been the reason for avoiding FDA labeling studies in psychiatry, because it 
just might have affected its application in seizures if something wrong was found 
and carbamazepine was just too important in neurology to risk that. Yet, though off 
label in some psychiatric conditions, clinical experience supports its effectiveness. 

The new complication: 
There are some countries and jurisdictions where if the physician regards a 
medication as appropriate for a patient, it can be prescribed and will be dispensed 
at low or no cost. This is no longer necessarily so, and much worse with the current 
medical system in the United States. 
If a medication is not on the insurance company’s formulary, the amount of time 
and effort the physician has to perform, makes obtaining the appropriate 
medication for the patient extraordinarily difficult or impossible. Sometimes, the 
medication is simply refused because the patient does not conform to the defined 

https://www.bing.com/search?q=equetro&filters=ufn%3a%22equetro%22+sid%3a%221b497b9c-784c-fc79-f570-5a7b2c6692b6%22+catguid%3a%2216596dbb-70e4-8b5f-9a37-a25ff10b814e_7efef894%22+segment%3a%22generic.carousel%22&FORM=SNAPST
https://www.bing.com/search?q=tegretol+xr&filters=ufn%3a%22tegretol+xr%22+sid%3a%22be9cb1a4-9fb8-440b-8354-cd7e0a16455c%22+catguid%3a%2216596dbb-70e4-8b5f-9a37-a25ff10b814e_7efef894%22+segment%3a%22generic.carousel%22&FORM=SNAPST
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labeled criteria or has not yet “failed” on several generally lower cost alternatives, 
deemed suitable even when a specialist indicates this is not an alternative in that 
particular case.  

I have noticed a change in recent years in the practice of medicine in the USA 
which sometimes compromises the quality of patient care: There are restricted 
numbers of medications on formularies and those that are higher costs are 
understandably being restricted or not on the required lists. Depriving patients of 
the most efficacious medications in conditions such as narcolepsy sometimes 
might lead to those patients being unable to function, or unable to work, or 
hospitalized or on disability. This appears to occur because the insurance company 
will not approve what generally turns out to be an expensive but necessary 
medication. Even more so, sometimes conditions do not fit the classical framework 
and specific approval criteria cannot be met, even though the patient has 
demonstrated dramatic responses to those medications, and not to cheaper 
alternatives. Medicine has in these minority of cases been taken out of the hands of 
the doctor, and put into the hands of an arbiter, sometimes not a physician, and 
therefore this compromises appropriate peer reviewed approvals. This might reflect 
a failing system.  
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The role of generic medications: Section 4 
Vernon M Neppe

The generic drug industry in the USA is enormous. Even by 1994 it was estimated 
at $85 billion to $100 billion annually. The foremost application of generics is 
cost-savings to the consumer, to managed care and to insurance plans.  
Proportionately, by 1989, generics constituted 40% of the prescriptions yet cost 
only about 10% of the total USA drug bill. This figure has increased profoundly.4

For example, by 2002, almost 50% of all prescriptions were filled with generic 
drug products. So we could speculate on the total USA drug bill being relatively 
less. By 2010, as many as 95% of the so-called ACE inhibitor class of drugs were 
generic, 40 and this example likely reflects the rule not the exception.  
Generic drugs, in general, cost about 30% to 80% of the branded drugs. This is for 
two reasons: competition and the original high costs which are considerably 
lowered 2; 3. The original branded drug might cost approaching a billion dollars to 
bring to market: The average cost to brand-name drug companies of discovering 
and testing a new innovative drug (with a new chemical entity) may be as much as 
$800 million. 41 By contrast, without patent-protection, several generics of popular 
drugs appear. This increased competition amongst generic companies lowers the 
price. This is particularly relevant not only for the consumer and the uninsured, but 
for patients in many developing countries who can afford the generic. The rules for 
many countries are similar to the United States Model that uses proof of 
bioequivalence as the major factor for approving the new generic drug for 
marketing. Generic drugs can start out fairly expensive, particularly during an 
initial 180 day “moratorium” type period of exclusivity. 2; 3The price of the generic 
then decreases as the rate of production increases and as competition pushes down 
the price. 
Most individuals are now being told that the “generic is the same as the brand-
name medication. Therefore you can take the generic and this saves a great deal of 
money.” Whereas there is a role for generics, just as there is a role for branded 
drugs, this blanket equivalence of the two is simplistic, and often untrue. 2; 3; 42

There are several neglected principles in the use of generic drugs. 
1. There are often multiple generics of the same branded drug. Each generic may 
vary considerably in its formulary and therefore dose wise is not equivalent. It’s 
extraordinarily important to recognize that changing generic formulation may 
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produce marked changes in the amount of compound being delivered. 
2. The generics may have been shown statistically to be, in general, the same as the 
brand in various tests. But the differences in quality often do not include important 
other tests: For example, the vehicle that the active chemical compound is 
contained in. This means that the various generics might produce side-effects such 
as nausea when taken because its absorption is different, it may have levels that 
peak too quickly or too slowly and this may produce direct effects of acting at the 
wrong rate and again may aggravate side effects, or that vehicle —the “glue” 
round the chemical—may produce allergy. 
3. The FDA, as the USA formulary control agency, use similar rules for all 
compounds in regard to generic equivalence. This compromises certain “critical 
index drugs”. The large extent of variation may be allowable for antibiotics, for 
example, but not for certain critical index drugs: An epileptic patient not receiving 
the correct amount of anticonvulsant may go into dangerous or fatal seizures, or 
with some compounds, such as phenytoin become toxic; a cardiac patient may go 
into potentially fatal arrhythmias. To a lesser degree, a hypothyroid patient may 
become hyperthyroid. 
4. Do generics often work out more expensive than brand names? 43 Yes, 
sometimes, possibly. For example, when the drug lamotrigine became generic in 
Canada, this equivalent ended up costing the system more (in one study) that the 
branded Lamictal because there were more complications. 44; 45 This could lead to 
loss of function, of work, greater disability, and higher hospitalization which 
would counter the savings in cost. Such studies may well be flawed but are used 
here purely as examples that stimulate discussion. Further research is necessary to 
determine whether this is due to reduced effectiveness and/or tolerability. Payers 
may weigh smaller-than-expected cost reductions against a possible decrease in 
effectiveness to assess the relevance of mandatory generic switching of 
lamotrigine. Lamotrigine in seizure use would be a critical index drug, but not 
strangely when used for its other indication of bipolar disorder. What is cheaper 
(the generic) may not always save money in the long run. 

Technically, the peak blood levels and amount of drug in the blood over time could 
vary by 20% less or 25% more to be generally considered “bioequivalent”. This is 
called the -20%/+25% rule. Usually, this wide range is considered okay as this may 
not cause major problems for most drugs, because the dose prescribed may be 
adjusted by the doctor to take into account therapeutic doses without side-effects, 
so though the 100mg is technically 90mg say, it would make no difference. Most 
commonly, today’s generic drugs fit a -5% / +5% profile. 2; 3 Specific rules guide 
individual drugs with the ultimate responsibility involving the manufacturer, not 
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the FDA. But for those drugs with narrow therapeutic indices, the variation of a 
specific dosage might produce, responsiveness problems and potentially fatal side 
effects. The -20/+25 rule recognizes that this degree of variation, in most 
conditions, will not be harmful to most patients. In reality, the range of 
acceptability works out narrower than this, and there are fewer variations. 2; 3

The 80-125 rule is not as easy as it looks. The figure 125 on the one side is simply 
because for 80 / 100 or 80%, its reciprocal would be 100 over 80, which is 125%. 
However, it’s not as easy as this, because this really relates to certain complex 
features, such as area under the curve and maximum kinds of concentration being 
distributed within these boundaries within 90% of cases. 2; 3; 4

The FDA criteria may appear very loose for generics. We have to be reasonable in 
setting standards. There are variations even in the parent compound: the standard 
for comparison is not perfect. 2; 3 But in practice, the observed average differences 
were only 3.5% to 4.3%, with a low variability. 46

Generally we’re therefore dealing with a far narrower range. However, the generic 
compound may be substituted to a different generic and the patient may not even 
know. The one time the patient may indeed be receiving 120 milligrams of it, and 
another time 80 milligrams potentially. I’ve seen patients who after receiving the 
same generic for years, destabilized because they’re given a different generic and 
even occasionally the brand name drug instead. This may have related to her 
receiving 100 mcgs of the same generic thyroid hormone for years and her then 
receiving the “same dose” of the brand name drug. This made her thyroid 
overactive because the generic was actually equivalent to 90 mcgs and the brand to 
100 mcgs of the real chemical. The 10 mcg/day difference caused destabilization. 

The generic equivalence to a branded drug is based on the 80 to125 system of 
equivalence. 80 refers to 80% or 4/5; 125 to 125% or 5/4 of the standard branded 
compound being examined. 

Each prescription is different, and every patient is different. 
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Perspective: Section 5 1

Vernon M Neppe

Prescriptions, including in psychiatry and medicine, involve both an art and a 
science. We should take account for as much as we can to optimize proper results. 
This is so whether we are prescribing approved medications or justifying the use of 
out of- labeling medications. Clinicians will vary on what principles they prioritize. 
I have included some basic areas that I regard as important. 

Principle #1: One change at a time 
Principle #2: Recognize and account for otherwise often neglected principles 
Principle #3: Attaining greater therapeutic success 
Principle #4: Applying our 21st century advantages 
Principle #5: A prescription is not just a one-time event 
Principle #6: We must be compassionate. 

Additionally, we must be acutely aware of when and where to prescribe generic 
medications and of the limitations and strengths of double-blind studies in clinical 
practice. 
These principles require continuing to apply “mid-course corrections”, and 
common sense: we should not renew beyond set time periods, and we should 
recognize that side-effects may commonly be genuine physiological effects 47 and 
for them to be labeled “psychologically induced” requires the correct dynamics. 
Clearly, we must also profitably merge our ongoing clinical experience and 
knowledge with our clinical use. c
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Vernon Neppe

“New Thinking Allowed” series produced by Dr Jeff Mishlove

These are remarkable videos where Dr Neppe explains the principles 
behind his and Dr E Close’s research and discoveries.
It is recommended that you watch the videos in the sequence presented.

1. "A Chess Game From Beyond the 
Grave". https://youtu.be/g1S6y1-Pz_w

2. "Deja vu" https://youtu.be/SQdLhKIkrG0

3. "Psychic Experience and the 
Brain” https://youtu.be/LGMiIE1b2L8

https://youtu.be/g1S6y1-Pz_w
https://youtu.be/SQdLhKIkrG0
https://youtu.be/LGMiIE1b2L8
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4. "The nature of psi" https://youtu.be/f7uPGVFoEEA

5. Space, Time and Consciousness. 
https://youtu.be/Uw9oMpz4dSU

6. Reality Begins with 
Consciousness https://youtu.be/0rVxzHk---0

https://youtu.be/f7uPGVFoEEA
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7. Theories of Everything and where and why our model 
of TDVP is so important. https://youtu.be/Otjr1X2oc8A

8. Philosophy, Mysticism, Spirituality and their links to 
Science. https://youtu.be/Br5mnZWPSiE
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https://youtu.be/Br5mnZWPSiE
https://youtu.be/Otjr1X2oc8A
https://youtu.be/Br5mnZWPSiE


Vedic Aircraft by Ashraya Ananthanarayanan 

The first aircraft was invented in 1895, and not 1903!  

Marutsakha, the first unmanned aircraft, was flown by Shivkar Bāpuji Talpade in 1895. The 
word Marutsakha is derived from the Sanskrit word Marut, meaning air, and Sakha, meaning 
friend, making it the friend of the wind. This flight is assumed to have been able to fly to a height 
of 1,500 feet, piercing through the skies at 40,000km/hour, before it landed safely in the presence 
of scholarly audience members such as the famous Indian judge and nationalist, Mahadeva 
Govinda Ranade, and H H Sayaji Rao Gaekwad. Famous historian Evan Koshtka credits Mr. 
Talpade as the first inventor of an aircraft, which also used the Mercury Votex engine at the 
time. 

Mr. Talpade had inherited the formulas/sutras to build an aircraft from Mr. Subraya Sastri. Mr. 
Talpade, who was himself a Sanskrit and a Vedic physics scholar, depended entirely on the four 
Vedas, which were composed about 10,000 years ago by Rishi Bharadwaja and the Rigvedic 
Bhashya Bhumika, as well as Vimanika Sashthra books, which detail the aeronautics.

Talpade prepared the Marutsakha’s vedic ion engine after learning the Yantrasarwaswa-
Vaimanika Prakarana. He prepared Marutsakha, one of the Vimanas out of the eight different 
types explained. The theory of the Ion Engine has been credited to Robert Goddard, long 
recognized as the father of Liquid-Fuel Rocketry. It is claimed that in 1906, long before Goddard 
launched his first modern rocket, his imagination had conceived the idea of an Ion rocket. But, 
the fact is, not only had the idea of an Ion Engine been conceived long before Dr Goddard, it had 
also been materialized in the form of Talpade’s aircraft. 

The Vaimanika Shastra describes in detail the ion engines which are being made by NASA 
today. Detailed information on the Mercury Votex engines can be found in the ancient Vedic 
text, Samaranga Sutradhara. The Indologist, William Clarendon, translated this Vedic text to 
give a detailed description of the Votex engines.  

As per the book of John Bruno Hare’s translation of the Vaimanika Shastra, the following plates 
and their respective cross sections and elevations are explained as per the images below in the 
shastra:





To conclude it can be said that the Vaimanika Shastra which was the world’s first Aeronautical 
Engineering guide became the instrument for the development of the aircraft by Mr. Talpade. 
The existence of this text was revealed by Mr. G.R. Josyer.  

Till date we are not sure if the above facts of the Vaimanika Shastra is true, nevertheless it 
provides an interesting food for thought.  

References: English translation book by G.R.Josyer of 1973, wikepedia 



Last night when I was walking the dog 
some individual pieces of a mental jigsaw 
puzzle I had been working on suddenly 
fell into place. I managed to remember 
and consolidate insights gained a few 
years back with my current 
understanding of human behavior and my 
own reactions to what appeared to be 
threatening situations. This was 
interesting for various reasons but was 
particularly special to me because it was 
one of those “Aha!” moments with 
factors adding up that I hadn't even 
considered on a conscious level before.

takes you to the Www.robertwittig.com 
website of an American painter called 
Robert C. Wittig whose work, racked 
personality and auto-didactic nature have 
always appealed to me. In fact, the basis 
of lots of my own thinking and projects is 
a reflection and modification of his 
written work which can partially be 
found on the website but of which most is 
stored in my email archives. One of the 
insights that has always stuck with me in 
the back of my head is the notion that 
“mankind is in charge of its own future” 
and must thus “design its own plan.” It is 
this idea that is fundamental to 
understanding the rest of this particular 
writing, so I suggest you take it in for a 
moment. Its brilliance lies not in its 
complexity but rather in the lack thereof.
To what extent this simple idea has 
contributed to my further thinking on the 
human condition and situation is 
unknown to me but the link between the 
idea and my current and recent insight 
into human behavior should be obvious. I 
started theorizing a couple of months ago 

that all human behavior is governed not 
by a romantically inclined psychological 
nature, but by a cold and scientific 
biological one. Of course, human 
behavior is still the domain of 
psychology but the essence of our 
existence is not Freudian in nature, it's 
biological. Everything psychology 
analyzes will be the result of genetic 
information that has survived through 
means of mutation and natural selection 
(evolution) and thus all that psychology 
sees and interprets is biological 
information. It does this also on the basis 
of biological information because the 
insight and personality of the 
psychologist are as biologically governed 
as any other human factor.
Now, I believe in a subtle deterministic 
point of view in which all that occurs is 
the result of all the information that has 
occurred before it. And in this sense my 
view and the notion that “mankind is in 
charge of its own future” just aren't 
compatible. However, with the second 
paragraph in mind there is a decent way 
of consolidating the two insights anyway 
and in that, I believe, lies the interesting 
element of the jigsaw puzzle I completed 
last night. If mankind is a biologically 
governed phenomenon of a deterministic 
nature then its behavior is more or less 
programmed and its reactions to any 
given situation will be the consequence 
of said programming. In this sense 
humanity is a blind force running through 
existence without ever stopping to smell 
the flowers (unless, of course, the 
programming allows it). 
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The genetic information we have 
received however is of such a nature that 
human behavior is not just a “here and 
now principle” no, it is building towards 
a future as well because it has as one of 
its basic elements the preservation of its 
own species. In this sense “mankind is in 
charge of its own future” and must thus 
“design its own plan.” That it does so 
according to the programming that 
occurred is no big surprise. The 
tremendous force of our unconsciousness 
must be a giant factor in this, taking into 
account to what extent it actually decides 
on our actions and ideas.
This explained a personal dilemma I have 
often struggled with in the past and to 
which I only recently found a satisfactory 
conclusion. To illustrate this, allow me to 
sketch a situation for you. I live in a 
fairly decent neighborhood with one 
“dark spot” in the left corner of my street 
where, at night, sometimes, an apparently 
less than admirable group of youths 
clutters the path. Many rumors are spread 
throughout our street as to what the 
nature of this group is (from drug dealers 
with guns to pesky teens bothering girls 
and women passing by) most of these 
stories are probably not true. The fact that 
these kids are foreign (Islamic) does not 
help their reputation seeing the recent 
stigma put on that particular demographic 
in the Netherlands. Still, when I walk my 
dog late at night and those teens are 
hanging around my standard route, a 
feeling of uneasiness starts building up 
inside of me. “Why don't I just take the 
other path?” I ask myself as I secretly 
keep my eye on the group “it'd be a hell 

of a lot safer.” And part of me truly wants 
to take the different path, it's just a tiny 
little voice inside my head that tells me 
that the route I always walk is worth 
being taken. Why? Because I am a man 
of principles and one of those principles 
is that in my country, and in my street, I 
should be able to walk next to anybody 
without being insulted/assaulted. And so I 
take the traditional route and, luckily, 
pass the individuals without anything bad 
happening to me. Luck? Possibly.
This translates into even more extreme 
circumstances that I haven't ever been 
into myself but which pose similar moral 
problems. Do I choose my life over my 
principles? Or do I decide that my 
principles are worth dying for? As I am 
now, I believe the latter truly holds more 
merit in the long run because we as a 
species are responsible for our own 
future. In a world that I don't really like 
living in it would be foolish to remain 
there without an impact rather than 
leaving it with significant impact. Of 
course, dying for what you believe in 
without anybody knowing that you did is 
senseless, so now you know. When 
terrorists with nuclear bombs and of 
course LASERS try to force me to do 
something that runs against my 
principles, I refuse and then die because 
of them lasers penetrating my skull, then 
you know why I did what I did. Or rather, 
why I didn't what I didn't.
This will most likely only make complete 
sense to you at a later stage of your life, 
after you have given it both conscious 
and unconscious thought.



When we arrive at conclusions based on feelings there are generally two stances that 
can be taken in respect to those conclusions. The first, and pessimistic, approach is 
that conclusions based on feelings are in essence irrational and should thus, for all 
purposes, be disregarded as mere drivel. The second, in my opinion more realistic 
response, is to think that perhaps there could be merit in those conclusions and that in 
order to validate them, more research must be done.
This view is one based on my own personal ignorance pertaining to the workings of 
the human system and, as far as I can tell, all other people share this ignorance with 
me. It is for that reason that I generally tend to think that the pessimistic view 
outlined in the initial paragraph is just a tad foolish and portrays first and foremost 
just a subtle hint of arrogance. I believe that as long as we can't be sure about the 
nature of human ideas we should not exclude from that process anything that seems a 
tad off because who are we to say, at this point, what is right and wrong?
This ideal explains my tendency to act on hunches and ideas for which there is no 
hard proof but only circumstantial evidence, at best. Basically my belief can be 
summarized as follows: “I don't know yet, so let's make sure that I get to know it.” 
This behavior has been apparent in me for as long as I can remember and although I 
too find it difficult to face ideas that contradict my own (I too am human) I am 
sensible and conscientious enough to accept them as yet another step towards my 
final goal; a satisfactory conclusion.
The beauty of human thought is one I marvel at more often than not, probably more 
than the average man, but that's possibly partially because I expose myself to 
noteworthy thought and discussion more than the average man. Still, I cannot 
possibly deny that the biggest mental addiction I have is that of brilliant association 
and pure creative thought. Seeing as both are quite rare a fix is sometimes hard to get 
by, but well worth the effort if it finally arrives and fills my system with this soothing 
feeling that, only for a few moments, makes life appear a little less grim. I deeply 
enjoy talent, and I deeply enjoy the performance thereof.
I have recently developed a test that I intend to go beyond the traditional IQ 
measurement; instead, I am focusing on the kind of wit that is characteristic for 
giftedness. I do this by establishing test items for which one needs high association 
capacity and a pure creative thinking style. I do this in varying degrees so that I may 
see the difference between the supremely gifted and the averagely gifted and 
discriminate accordingly in my final statistical analysis. 
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Aside from that this test contains a personality checklist based on my recent insights 
(see the previous updates on the evolutionary principles in relation to human behavior) 
and I hope to find links between different personality traits and gifted performances. I 
have not yet thought of a name for the test but the content is finished. I wait now only 
for the coding necessary to put the test on-line, which is written for a fairly modest fee.

Because I have a lot riding on this test I am devising different strategies to draw people 
to the test so that I may acquire a big enough base of results to adequately perform my 
statistical research. Statistics, after all, is the stuff hard proof is made of. This test is a 
perfect example of my investigative mindset. You start with a hunch, mix it with a bit of 
ambition, add creative insight to devise a testing approach, and execute the entire 
project. Fun times, exciting times. But most of all, more interesting times.



Should we ask ourselves what the 
nature of our problem is we will, at 
first, spew romanticized versions of the 
difficulty at hand? If we then care to 
look deeper with an honest and open 
mind we will find that our problems are 
no different from those of other 
animals and that the monkeys throwing 
shit around to pass the time could have 
just as easily been us.
But that is not what I wish to discuss 
today, in fact, there is nothing in 
particular that I sense in the back of my 
head that warrants a verbal message 
attached to the innate chemistry of my 
brain. This is not an entirely 
uncommon situation and as with all 
days that I feel the incentive to write, 
but lack the sensibility to do so, I will 
just write about something that has 
little to no meaning at all but which has 
captured my attention none the less.
The last couple of days of my life can 
easily be fitted in a sitcom. I have been 
fighting a psychological war with a 
bee. Yes, a bee. The tiny, relatively 
friendly, stingy honey maker that 
zooms around every summer. It first 
happened when I saw a bee flying into 
a small hole near my window and this 
freaked me out because that area of the 
house is hollow, relatively cool and 
dark so, in other words, a perfect place 
to build a nest. Luring the bee out again 
by causing noise and vibrations gave 

me a second scare. I noticed that, when 
the bee came out, it knew exactly what 
it was doing, navigating perfectly from 
the hole to outside which made me 
think that the bee established a working 
route. So I closed the window, which 
successfully covers the hole and shuts 
out the bee. A good twenty minutes 
later I hear ticking against my window, 
I turn to look what the cause is 
and…yes indeed, a bee is circling 
around trying to get in. Being satisfied 
with my strategic foresight I laughed at 
the cheeky bugger and paid no more 
attention to it.
Those critters are smart though and 
fooled me this morning, making perfect 
use of the fact that my brain needs two 
hours to start working after waking up. 
I heard buzzing against my window 
and figured it was some lowly insect 
trying to get outside, I opened the 
window to release the animal 
and…yep, half a second later I saw a 
bee entering the hole again. Lovely no? 
This time I was less subtle and just 
sprayed some deodorant in the hole, 
which prompted the animal to come 
outside again. Chasing it away with a 
book I once again closed the window. 
Several minutes later I saw the bee, 
once again circling around the 
window…this time though, it brought a 
friend. 

SSppeelllliinngg BBeeee

KKaaii VVeerrhheeiijjeenn



So I closed the window blinds which 
cause the window and nearby 
surroundings to become completely 
dark which makes the location of the 
window more unnatural to approach for 
the bees now. I hope that this, together 
with keeping the hole covered by 
closing the window will make the bees 
forget about the location, seeing as I 
really don't want to have a nest of bees 

in my already crowded bedroom. I will 
keep this up for a day or two and check 
again. If trouble persists I'm calling a 
professional.
The mere fact that I allow this business 
to occupy me so intensely should 
convey adequately my phobia towards 
Hymenoptera (bees, wasps, and ants, 
although ants don't scare me)



Nutritional help to ease Anxiety & Depression. 
Edited from Fraser Health Authority publication (“Nutritional Protection Against Anxiety & Depression” by Lilija Valis, M.S.W)

The information in this publication is general information only and is not intended to replace individualized medical advice. The author of this 
booklet is not a physician. Any concerns you may have regarding your health should be presented to a trained medical professional for diagnosis 
and treatment. 

Consult your physician before utilizing the information in this booklet. The author and publisher disclaim any liability arising directly or 
indirectly from the use of this publication. 

Part III 

NATURAL ANTIDEPRESSANTS 



FOLIC ACID: A "B" Vitamin known as brain food. Medical literature indicates folic acid 
deficiency is associated with psychiatric disorders, notably anxiety 
and depression. Dr. Young of McGill University conducted a 
double-blind study of depressed patients, half of whom received 
folic acid for a year, and the other half a placebo. Those on folic 
acid (200 micrograms a day) had a dramatic relief of depression. 
Dr. Young finds "accumulating evidence that folic acid deficiency 
can contribute to depressed mood and that eliminating the 
deficiency often cures the depression". Dr. Young recommends 
200 – 500 micrograms of folic acid a day to fight depression. This 
amount can be easily obtained from food. He cautions that high 
doses of folic acid can be toxic.

FOOD SOURCES 

i. Spinach (3/4 of a cup of cooked spinach provides 200 micrograms) 

ii. Lentils

iii. Split peas 

iv. Barley 

v. Brown rice 

vi. Beans 

vii. Dates 

viii. Oranges 

ix. Salmon, Tuna 

x. Wheat germ 

xi. Beef



SELENIUM: A deficiency of this mineral produces depression. A study at the University 
College in Swansea, Wales, documented that people with least 
dietary selenium were the most anxious, depressed and tired, and 
generally felt better when provided with adequate selenium. A 
controlled study indicated subject's mood improved with 
adequate (100 micrograms) selenium. Excess of selenium can be 
toxic. 

FOOD SOURCES 
100 micrograms of selenium may be found in: 

i. 1 Brazil nut 

ii. 41/2 oz. of canned tuna 

iii. 4/2 oz. of sunflower seeds 

iv. 5 oz. of cooked oysters 

v. 5 oz. of chicken livers 

vi. 7 oz. of swordfish or clams 

vii. 8 oz. of dry oat bran 



Getting a second chance for the heart ©

Prologue; 

Not many events will make people think and philosophize about their life more than serious 
life-threatening changes, which will change their future to the point that they cannot return 
to their old ways without risking departure from this life. 

Act; 

Such a change happened to Bob. One Sunday in spring, early in the afternoon, heavy chest 
pain appeared seemingly from nowhere, strong enough to cloud perception of surrounding 
reality and making sense of it. It was not the pain one has swallowing a large chunk of food or 
after many pushups; it was some sort of balloon below the rib cage and pushing out, or an 
elephant’s foot on the chest, as it is called sometimes. In fact it did not come completely from 
nowhere, it followed some seemingly not very heavy physical activity and shortness of breath 
as Bob was reorganizing an upper shelf in the shed. But in his defense it was not anything 
more than he had done many times before, just this time the pain was somewhat different.  

At the time it happened, Bob was alone at home and as any other person in the situation he 
tried to convince himself that it is anything but serious. He tried to walk it off at first, but 
after a while Bob decided to get into his car and drive the short distance to see a physician at 
the walk-in clinic. All this time he was trying to cough or force himself into laughing to 
massage his heart. When he arrived at the clinic, unfortunately the clinic was closed so he 
returned home and as the discomfort and stress rose Bob realized the foolishness of denying 
the seriousness of the situation. Simply, it is just too hard to admit that you might have 
something like a heart attack, after all he walked to work every day, was hardly overweight, 
having 33 inches around his waist, not smoking or drinking alcohol. Well after a while he 
figured out that he had no choice and made a conscious decision to call emergency and ask 
for medical help. 

As Bob was talking to a lady at the other end of the phone, he was advised to take an aspirin 
and to open the door for emergency personnel to let them in just in case he passed out. It is 
hard to guess how much time passed, as he was on the phone, but when he opened the door 
to his surprise the Fire rescue team was already at the door and as soon as they hooked him 
to oxygen support, the ambulance and paramedics walked into the house.  



Lying down in the ambulance on the way to the hospital, all the stress and anxiety all of a 
sudden disappeared and relaxation ran through his body, probably due to medication he 
received. Then there was the hospital emergency room, Morphine and Nitroglycerin and 
complete peace. Next morning Bob 
was taken into the General Hospital 
for Percutaneous Coronary 
Intervention and received two 
stents to strengthen his arteries. 
The surgery took about half an hour 
and Bob was conscious all the time, 
so he could enjoy watching the 
procedure on four monitors and 
see, like a movie of someone else’s 
case, what was going on inside his 
arteries.  After another two hours 
waiting for an ambulance to 
transfer him back to his home 
hospital, he was not allowed out of 
bed for twenty four hours, but on 
the second day he was taking short 
walks and even a shower. On 
Wednesday afternoon Bob was 
discharged and was taken home, 
feeling great and had a hard time 
believing that he had had heart 
surgery only three days ago and 
was back home already.    

So all together, the dreaded heart attack kept him three days away from his computer, which 
is absolutely amazing progress in medical science and technology. And mainly, now he knows 
what condition his heart is in, and he will have some forty percent of oxygen and nutrients 
more available to the muscles and the rest of his organs.  On the other hand, it certainly is not 
something to take lightly, the dangerous part is that there is no warning if one goes too far in 
testing the strength of the heart. It is like a balloon, it stays manageable until it explodes. 

All this happened over two years ago and he still remembers every detail, that’s how strong 
an experience it was. In retrospect, exercising daily, eating well and gaining strength over ten 



years ago made him wonder if that experience was a good or bad one. Unquestionably, his 
health today is much better than it was ten or more years ago. Evidently it is up to us to make 
the best of even the worst events. There is always a way to make the best of the worst, we 
just need to find it.  

Epilog; 

No one should underestimate life’s stresses, especially those one can’t do much about it, like 
in the work environment. It is best to ignore them, but it doesn’t always work. When a 
worker is upset at superiors, it makes him or her think of revenge which creates lasting 
hostility in their mind. Hostility causes the constant, unending release of stress hormones, 
especially norepinephrine, which, when continuous, cause significant pathological changes in 
a variety of ways.  

To make a simplified analysis, what happens is essentially this: When the nervous system 
recognizes a stressor because it disturbs the body's equilibrium, an adrenocorticotropic 
hormone (ACTH) is secreted by the pituitary gland, which stimulates the adrenal cortex to 
produce corticosteroids (cortisol) that are circulated throughout the body by the 
bloodstream. 

Cortisol is a potent hormone released by the body in an effort to defend itself. Cortisol 
inhibits the breakdown of epinephrine and norepinephrine, in essence making it very difficult 
for the body to calm down after a perceived emergency or threat and makes the body 
constantly stay alert. To make matters worse, it increases the body's responsiveness to 
epinephrine and norepinephrine, rendering those hormones more potent. Cortisol also 
releases other chemicals which, with norepinephrine, cause further damage to the 
endothelium. Finally, in addition to damaging the vessels, cortisol causes an increase in the 
level of fats, insulin, and sugar in the blood, all known contributors to heart disease as they 
get caught under endothelia protective tissue. Both cortisol and catecholamine cause insulin 
resistance, leading to a state called the metabolic syndrome that puts people at high 
cardiovascular risk. With insulin resistance, the insulin level rises to compensate, and high 
insulin can also raise both cholesterol and blood pressure. 

Today, thanks to cellular phones we can reach help quickly, but at the same time we can be 
interrupted, even when taking a relaxing walk. There is hardly any time for oneself and to 
achieve homeostasis is getting more and more difficult. It is something we should certainly 
consider, especially as we reach sixty plus.  
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Vagabondages 

Here is the eighth - and last - piano piece from Vagabondages: L'or du 
Rouillon

T he Rouillon is a small stream that flows through the village of Balizy, 

where the Knights Templar supposedly hid a treasure. T he title is a pun on 

the French name of Wagner's opera “L'or du Rhin”.

It is available for listening at https://soundcloud.com/lsauter/lor-du-rouillon

T he score of an arrangement for harp is also provided.

bbyy   LLoouuiiss SSaauutteerr

RRoouuiilllloonn

https://soundcloud.com/lsauter/lor-du-rouillon
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Video and Musical Composition by
                   Jason Munn

hhttttppss::////vviimmeeoo..ccoomm//116633999977009999

Watch and listen at:

QQuuaannttaa

https://www.youtube.com/channel/UCNcP7mjkG1iPTKU_TyGJbQA
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If you want to become whole,
let yourself be partial.

If you want to become straight,
let yourself be crooked.

If you want to become full,
let yourself be empty.

If you want to be reborn,
let yourself die.

If you want to be given everything,
give everything up.

The Master, by residing in the Tao,
sets an example for all beings.

Because he doesn’t display himself,
people can see his light.

Because he has nothing to prove,
people can trust  is words.

Because he doesn’t know who he is,
people recognize themselves in him.
Because he has no goal in mind,

everything he does succeeds. 

When the ancient Masters said,
“If you want to be given everything,

give everything up,”
they weren’t using empty phrases.
Only in being lived by the Tao
can you be truly yourself. 

WWiissddoomm ooff aanncciieenntt MMaasstteerr



TT.. GG.. TT““ oorrgg”” HHaaddlleeyy  MM..SS.. EEdd.. ((SSeecc..))

A Sonnet: 
A Fire's Cauldron at Night

I lit a Fire upon Olde Ente-Bone wood.
Bright Phoenix feather-flames wrapped 'round, char-blacked

Dry, wizened limbs: such Sprites leapt out that could
Quick-snatch one's Spirit in surprise attack!

Old Fyre's wee Faerie tongues o' Light brought me
Right back through Time's ghost-gauzy veil to view

My past, then all my Potentiality:
I only "Live" when humbly speaking Truth.

Tart, piny smoke rose as to touch the Stars;
All Lives I've lived, (as with these logs), just burn

Like Suns in Galaxies beyond 'Too Far'.
Grace is that 'something' one can't simply "earn".

Perception truly IS Reality!
Perhaps your Fyre's Light's the same, (I see).

-------------------------------------------------
©T.G. Hadley 2008
All Rights Reserved



Stonewall Gallery of Art 
Stonewall Gallery of Art 



Photography by 
              Mark van Vuuren
Tarlton 2014



Photography by 
              Mark van Vuuren

Jhb Gas Works



Photography by
                Alena Plistilova

ITALY



Photography by
                Alena Plistilova

ITALIAN ALPS



Art from the past
Hieronymus_Bosch_-_Death_and_the_Miser



Photograph by
                    Marilyn Grimble

“Storks”



Watercolor by Marilyn Grimble

“Scarlet elegance”



Digital art by Jase Munn

“Approach Machine”



Photography
                            by Jase Munn

“Stumped”



Photography by 
                Stan Riha

“Boxed”



Digital paint
                     by Stan Riha

“Cubes”
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RRuulleess
AAss iinn rreegguullaarr ssuuddookkuu,, eevveerryy cceellll iinn eeaacchh 
rrooww,, ccoolluummnn,, aanndd nnoonneett mmuusstt ccoonnttaaiinn aa 
uunniiqquuee ddiiggiitt.. IInn ootthheerr wwoorrddss,, eeaacchh rrooww,, 
ccoolluummnn,, aanndd nnoonneett mmuusstt ccoonnttaaiinn aallll tthhee 

ddiiggiittss ffrroomm oonnee ttoo nniinnee..
TThhee vvaalluueess ooff tthhee cceellllss aa ccaaggee mmuusstt ssuumm 
uupp ttoo tthhee ttoottaall ffoorr tthhaatt ccaaggee..
TThhee vvaalluueess ooff tthhee cceellllss iinn aa ccaaggee mmuusstt bbee 
uunniiqquuee..

PPuubblliisshheedd bbyy ppeerrmmiissssiioonn ooff kkiilllleerrssuuddookkuuoonnlliinnee..ccoomm  ((cc)) 2200xxxx

SSoolluuttiioonn ttoo tthhiiss ppuuzzzzllee wwiillll bbee ppuubblliisshheedd iinn tthhee nneexxtt iissssuuee ooff tthhee IIQQ NNeexxuuss JJoouurrnnaall
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Miami International Airport, Metrorail and Tri-rail Station. 
Photography by Stanislav Riha
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Representative products and gifts for the IIS, ePiq, IQ Nexus 
and ISI-S members and friends.

http://www.cafepress.ca/IISIQ

http://www.cafepress.com/ISISproducts
http://www.cafepress.ca/IQNexusShopping

http://www.cafepress.ca/epiqprducts

Profits from purchases help to cover web service fees. 
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