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ImmuneSupport:  
In your article on the effective treatment of 
chronic fatigue syndrome and fibromyal-
gia*, you state that “individuals with these 
syndromes have measurable hypothalamic, 
pituitary, immune and coagulation dys-
function. These abnormalities then result in 
a cascade of further abnormalities, in which 
stress plays a role.” Could you discuss in as 
much detail as possible how you approach 
treating the following problems in CFS and 
FM patients? 

Dr. Holtorf: 
There is a mixture of underlying causes of 
chronic fatigue syndrome (CFS) and fibro-
myalgia (FM), and each underlying abnor-
mality can trigger further problems. This 
results in a cascade of multiple physiologic 
abnormalities and a perpetuating viscous 
cycle. Successful treatment requires that this 
viscous cycle be addressed on multiple lev-
els. This cascade of abnormalities [beginning 
with the “Genetic Predisposition” and then 
“Triggering Event of Physiologic Stress”] is 
graphically depicted in figure 1 and a few of 
the abnormalities are also discussed.

Immune dysfunction: If a complete im-
mune panel is done on CFS and FM pa-
tients, almost all have immune dysfunction, 
which often includes poor natural killer cell 
function and/or high RNAse-L activity.  

Natural killer cells: These cells are very im-
portant in killing viruses and bacteria. It is 
very difficult to eradicate chronic infections 
when these cells are not functioning well. 
Antibiotics and antivirals do not work well 
and are often infective if the immune sys-
tem is not stimulated as well. You are never 
able to kill all the infectious agents unless 
the body is able to clean up the residual left 
by the antibiotic or antiviral. 

There are a number of methods to do this. 
What we use depends on the infection pres-

ent, but includes both natural and phar-
maceutical antivirals, antibiotics, immune 
boosters and immune modulators. Growth 
hormone, thyroid and cortisol (adrenal 
hormone) are also very good immune en-
hancers. Yes, I said cortisol - low doses of 
cortisol for people who have adrenal insuf-
ficiency act as an immune enhancer. Large 
doses are immune suppressors. Your body 
normally increases cortisol in times of in-
fection. Oxidative therapies, discussed be-
low, can be very powerful. We customize 
the specific treatment for the patient. 

RNase-L activity: In response to infection, 
the body can produce an enzyme called 
RNase-L that breaks down the viral RNA 
to rid the body of the infection. When the 
infection is gone this enzyme is then turned 
off. In CFS, however, the presence of chronic 
infections can result in the stimulation of an 
abnormal “super” RNase-L enzyme that also 
breaks down the cell’s own RNA that is used 
to code for proteins and required for normal 

functioning. The result is poorly function-
ing cells and an increase in cellular apop-
tosis (programmed cell death). Treatment 
consists of eradication of the chronic infec-
tion and immune modulators. The RNase-L 
activity can be done by Redlabs USA (www.
RedlabsUSA.com). (No affiliation).

Coagulation problems: This is diagnosed 
with a specialized laboratory test that in-
cludes soluble fibrin monomer, prothrom-
bin fragment 1+2, fibrinogen and throm-
bin/antithrombin complex. Defects are 
typically treated with heparin and vascular 
enzymes such as lumbrokinase and sera-
peptidase to stop the excessive produc-
tion of soluble fibrin monomers and to 
help clean up the fibrin already laid down. 
Eradication of chronic infections is also im-
portant, as there is often a chronic infection 
as the underlying stimulus of the abnormal 
activation of coagulation. 

Low thyroid: CFS and FM patients almost 
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always have low tissue levels of thryoid hor-
mones due to hypothalamic and pituitary 
dysfunction and thyroid resistance, which 
has been documented in a number of stud-
ies. Unfortunately, this hypothryiodism is 
missed 80-90% of the time because stan-
dard thyroid tests and TSH levels are usu-
ally normal, and this is what 90% of doctors 
are accustomed to using to diagnose low 
thyroid. Currently, the best method to di-
agnose low thyroid in these conditions is to 
look at the T3/reverseT3 ratio. 

When CFS and FM patients are treated 
with thyroid, they are almost always un-
der-dosed because their pituitary dysfunc-
tion results in their TSH becoming quickly 
suppressed, which normally indicates too 
much thyroid. Because these patients have 
pituitary dysfunction, one must not rely on 
the TSH and not treat based on this param-
eter. In addition, due to the thyroid resis-
tance, T4 preparations such as Synthroid 
and Levoxyl cannot provide adequate tis-
sue levels of the active hormone. T4/T3 
combinations such as Armour thyroid can 
be of benefit, but many patients also find 
that these preparations also do not provide 
adequate relief. Straight timed released T3 
is often the best preparation to obtain ad-
equate tissue levels. 

Adrenal insufficiency: Standard blood 
testing will almost always miss this defi-
ciency. Studies show that with sophisticated 
testing, close to 100% of CFS and FM have 
adrenal dysfunction and treatment can be 
very beneficial. To diagnose, we typically 
use symptoms and a combination of blood 
sugar, free cortisol, and HgA1C%. Again, 
one must have a high clinical suspicion and 
not just think in terms of normal and ab-
normal. These normal levels are determined 
for healthy individuals, not the chronically 
ill, so the cortisol levels should be higher 
with this illness. 24-hour urine and saliva 
tests can be done, but these can also result 
in false positive and false negative results. 

Growth hormone deficiency: Many CFS 
and FM patients are low in growth hor-
mone. This hormone is produced in the 
pituitary, and with the documented pitu-
itary dysfunction in CFS and FM, it is not 
unexpected that there is such a deficiency 
in these illnesses. Treatment can some-

times make a tremendous impact and be-
cause the cost has come down significantly 
in recent years, it is a viable treatment for 
more patients. IGF-1 is the best indication 
for growth hormone levels, but again, one 
cannot use the standard laboratory normal 
ranges to diagnose.  

ImmuneSupport: Once you’ve deter-
mined which problems a CFS or FM pa-
tient has, do you prescribe both traditional 
and alternative treatments, or do you focus 
on a single method at a time? 

Dr. Holtorf: In order to treat these dis-
eases adequately, one must simultaneously 
use both traditional and so-called alterna-
tive treatments. If one treatment were used 
at a time it would take many years before 
the patient feels better. Many treatments 
can be withdrawn as the patient improves. 

ImmuneSupport: Please tell us a little 
bit about the Holtorf Medical Group, Inc: 
The Center for Hormone Imbalance, Hypo-
thyroidism and Fatigue (www.HoltorfMed.
com)where you practice. 

Dr. Holtorf: I started the Holtorf Medi-
cal Group to concentrate on the treatment 
of complex endocrine dysfunction, hypo-
thyroidism, fatigue, CFS and fibromyalgia. 
Eighty percent of our practice is for patients 
complaining of fatigue, with CFS and FM 
probably being the biggest part of the practice. 

ImmuneSupport: What are the biggest 
challenges you face with treating CFS and 
FM patients? 

Dr. Holtorf: Although we have good suc-
cess with CFS and FM, these are challenging 
cases that require doctors to spend signifi-
cant time with the patient. It cannot be ac-
complished with seven-minute office visits. 

ImmuneSupport: What are the biggest 
successes you’ve experienced with treating 
CFS and FM? 

Dr. Holtorf: Many of these patients are 
very sick and have given up. It is so grati-
fying to get these patients back to having 
a life. They are just so grateful. Many have 

been unable to work and/or have been on 
disability and now, following treatment, are 
happy, functional and productive. 

ImmuneSupport: Are you working on 
any promising new treatments at this time 
– either through research or through a trial 
and error process with your patients? 

Dr. Holtorf: We are continually working 
on and implementing new treatments ev-
ery day in practice. We have been using and 
refining many of the so-called new treat-
ments for many years. For instance, Valcyte 
is considered a new novel treatment for 
CFS, but we have been using it for 4 years 
since is was first approved.

ImmuneSupport: What are the most 
exciting developments you’ve seen recently 
in treatment options for CFS and FM? 

Dr. Holtorf: Recent developments are 
taking place in a stepwise manner, but I do 
not believe it will be through the so-called 
mainstream medicine one-drug cures. I 
think these are very treatable conditions 
and advances will only continue to improve 
treatment. I do believe, however, that the 
incidences of CFS and FM will significantly 
increase and at some point will be consid-
ered an epidemic because they are very 
poorly treated through the standard health 
care delivery system. 
____
*“Kent Holtorf, M.D., on Effective Treat-
ment of Chronic Fatigue Syndrome and 
Fibromyalgia” on ImmuneSupport.com, at 
http://www.immunesupport.com/library/
showarticle.cfm/id/4320.


