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When is the Best Time to Take Thyroid Hormones?

by Dr. Martin Kwok       
Many wholistic practitioners be-
lieve that sub-clinical hypothyroid-
ism is one of the most under-diag-
nosed conditions, especially in the 
allopathic medical model. Under 
the conventional medical system, 
most patients are considered 
hypothyroid only when their thy-
roid-stimulating hormone (TSH) 
is above 5.5mU/L. However, many 
wholistic practitioners consider a 
TSH result above 2.0mU/L to be 
indicative of sub-optimal thyroid 
function. Others believe that TSH 
is not an accurate indicator of 
thyroid function, and prefer to 
rely on free T4 (FT4) and free 
T3 levels (FT3). Meanwhile, some 
argue that body temperature is 
the best gauge of thyroid function. 
Regardless of a practitioner’s di-
agnostic preference, most patients 
probably would benefit from a 
thyroid which functions more 
optimally. 
     One of the most effective 
ways to optimize thyroid function 
is to supplement the body with 
thyroid hormones, either in the 
form of nutraceutical raw glan-
dular extracts or pharmaceutical 
standardized glandular extracts 
(e.g. Armour thyroid), or specific 
thyroid hormones (e.g. T4, T3 or 
combinations). Again, there are 
various arguments for and against 
each form of thyroid hormone 
replacement. 
     Unlike the diagnosis of hypo-
thyroidism or the many forms of 

thyroid hormone replace-
ment, there is usually little 
therapeutic consideration 
or discussion on the timing 
of the medication. When 
is the best time to take 
thyroid hormones? Limited 
research has been done in 
this area. Traditionally, pa-
tients are instructed to take 
their thyroid hormones 
first thing in the morn-
ing on an empty stomach. 
Some practitioners may 
recommend a twice daily 
dosage, especially for pa-
tients who are taking T3. 
     Indeed, the patient’s 
thyroid function improves 
in most cases. But what 
about the patients who 
respond poorly?  Is there 
a way to improve the ef-
ficacy of thyroid hormone 
replacements or to minimize the 
dosage requirement by taking the 
medicine at an optimal time? 
     Researchers from the United 
Kingdom recently published a 
study in which 100% of their 
healthy subjects showed a sinusoi-
dal pattern in the blood TSH level, 
76% in the FT4 level, and 86% in 
the FT3 level (Russell W, et al., 
2008). A close temporal relation-
ship exists between TSH and FT3, 
but not between TSH and FT4. 
TSH level peaks between 2:00 
and 4:00 am, with FT3 peaking 
about 90 minutes behind TSH. It 
is likely that TSH stimulates T3 
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production within the thyroid 
gland, or peripheral T3 conversion 
from T4. 
      However, the current study 
contradicts the results from a 
smaller French study (n=8), which 
found no circadian rhythm in 
the thyroid hormones and no 
correlation between the thyroid 
hormones and TSH (Goichot B, et 
al., 1994). 
      If the more recent British 
study is correct, then FT3 level 
should peak between 3:30 to 
5:30 am under normal conditions. 
It would then appear that the 
conventional practice of dosing 
thyroid hormones first thing upon 

rising may not be far off the mark, 
after all.  Though, clearly more re-
search is needed to confirm this 
recent finding . In the meantime, 
practitioners must  rely on good 
clinical judgment and listen to 
their patients. 
References:
Russell W, et al. Free triiodothyronine 
has a distinct circadian rhythm that 
is delayed but parallels thyrotropin 
levels. J Clin Endocrinol Metab. 
2008;93(6):2300-6.
Goichot B, et al. Nycthemeral pat-
terns of thyroid hormones and their 
relationships with thyrotropin varia-
tions and sleep structure. J Endocri-
nol Invest 1994;17:181-187.
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The Medical Orient Express

Apipuncture with Herbal Poultice 
More Effective than Apipuncture 
Alone in Treating Gouty Arthritis
Summary: Dr. Wei-Dong Li of the Yue 
Chang Tradtitional Chinese Medicine Hospital 
(Guangdong Province) reported good results 
when treating acute gouty arthritis with 
apipuncture and herbal poultice between 
2003 and 2007. Seventy-seven patients with 
acute gouty arthritis were randomly divided 
into treatment (n=41) and control (n=36) 
groups. There were no statistical differences 
in the ages, symptoms, or duration of illness 
between the two groups.  All patients were 
instructed to have a low purine diet and 
to stop all gout medication. Patients with 
high blood pressure, diabetes, compromised 
cardiopulmonary function, impaired liver or 
kidney function, and allergic constitutions 
were excluded from the study.  All patients 
were tested and cleared for allergic reactions 
to bee stings prior to being admitted to the 
study. The control groups received apipunc-
ture at acupuncture points surrounding the 
involved joint(s), with one to three Chinese 
bumblebees each session.  A course of treat-
ment consisted of three to five sessions and 
there was a two-day break between each ses-
sion. On the other hand, the treatment group 
first received apipuncture at the correspond-
ing Ying and Yang points of Liver and Gallblad-
der (GB-34 and LIV-3), followed by surround-
ing apipuncture, as with the treatment group, 
and finally a herbal poultice Shuang Bai San 
(consisting of Ce Bai Ye, Huang Bai, Da Huang, 
Bo He, Ze Lan) was applied to the affected 
joint(s).  After one course of treatment, 
patients were evaluated. The patient’s condi-
tion was considered 1) cured, if all signs and 
symptoms were resolved; 2) improved, if the 

Acupuncture LI-10 Plus Cupping Ef-
fective for Acute Low Back Pain
Summary: Researchers at the Daqing Tra-
ditional Chinese Medicine Hospital (Heilongji-
ang Province) treated 58 acute low back pain 
patients with acupuncture and cupping.  They 
found the treatment to be simple, yet effec-
tive. The patients included 42 males and 16 fe-
males, ranging from 17 to 65 years of age. All 
suffered acute back pain during work or exer-
cise. Each patient was needled at LI-10 (Shou 
San Li, 手三里) with strong stimulation every 
five minutes and asked to move the low back 
during each treatment. Each session lasted 30 
minutes or until the low back pain subsided 
significantly. Afterwards, stationary cupping 
was done on the tender areas for 10 to 15 
minutes. Acupuncture and cupping was done 
once daily, and each course consisted of three 
treatments. The treatment was considered 1) 
a cure, if the patient regained complete range 
of motion and the pain was resolved; 2) mark-
edly effective, if the patient regained most 
of his range of motion and experienced less 
pain; 3) effective, if the patient regained some 
range of motion and experienced less pain ; 4) 
ineffective, if there was no change. Of the 58 
patients, 16 patients (28%) were cured after 
only one treatment, 29 patients (50%) were 
cured after two treatments, and nine patients 
(15%) were cured after three treatments. 
After one course of treatment, only four 
patients were not cured, but all showed some 

signs were resolved, and joint swelling and 
pain were reduced; 3) unchanged, if the signs 
and symptoms did not show any significant 
improvement. After one course of treatment, 
the treatment group had 22 cured cases 
(52.4%) and 13 improved cases (31.7%), with 
an 84.1% overall rate of effectiveness. The 
control group had nine cured cases (25.0%) 
and 17 improved cases (47.2%), and a 72.2% 
overall rate of effectiveness. The differences 
between the two groups were statistically 
significant. None of the patients fainted or 
had an anaphylactic reaction during the study. 
However, most patients had varying degrees 
of localized pain, swelling, erythema, and 
itchiness due to the bee venom, but needed 
no particular treatment.  Twenty-one patients 
in the control group and eight patients in the 
treatment group had aggravation of the joint 
swelling post-treatment, and took analgesics 
as needed. In the control group, 12 patients 
developed fever (T=37.5 to 39.3°C), four 
developed urticaria, while six developed en-
larged lymph nodes. In contrast, the treatment 
group had six patients who developed fever, 
one who developed urticaria, and four who 
developed enlarged lymph nodes. The adverse 
reaction rate of the treatment group was 
significantly lower statistically than that of the 
control group.
Li WD. Journal of Clinical Acupuncture and 
Moxibustion (Zhen Jiu Lin Chuang Za Zhi) 
2008;24:20-21.

This section provides practical clinical research 
summaries translated from Chinese journals. 
Copies of the original journal articles are avail-
able for a small fee. For more details, please 
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 From the Publisher’s Desk

     Recently we have received inquiries 
from  practitioners about how to obtain 
the Traditional Chinese Medicine (TCM) 
herbal formulae presented in the Medical 
Orient Express section of the newslet-
ter. Unfortunately most of the formulae 
presented are modified from classical 
formulae, and are not readily available in 
a pre-made format. The individual ingre-
dients can, however, be easily obtained at 
any Chinese herbal shop in raw herbal 

form. However, having to tolerate the 
strong herbal smell emitted during the 
cooking process is often a major deterrent 
for most patients. The other option is to 
have the TCM formulae compounded by a 
company that supplies concentrated herbal 
granules or powders. To the right is a list 
of companies that supply TCM products in 
concentrated granules, tablets, liquids, and 
other convenient formats:.
      The list is not exhaustive and most of 
the companies probably do not provide 
TCM compounding services. As a result, 
if a TCM practitioner wants to provide 
customized herbal formulae to patients, he 
or she would have to carry an extensive 
inventory of single herbs (either in raw 
or concentrated format) in the clinic. I 
wonder why there are not more compa-
nies that provide compounding services 
for TCM formulae? Maybe there just is not 
enough demand at this point.

Dr. Martin Kwok, Dr. TCM, ND
Publisher and Editor

improvement. The overall cure rate was 93%, 
and the overall effectiveness rate was 100%.
Sun LZ, et al. Journal of Clinical Acupuncture 
and Moxibustion (Zhen Jiu Lin Chuang Za Zhi) 
2008;24:11.

Problem with Recalcitrant Constipa-
tion? Try Herbal Retention Colonics!
Summary: Seventy-six patients who had 
chronic constipation were treated with herbal 
retention colonics and showed encouraging 
results. Twenty of the patients were males and 
56 were females, ranging from 14 to 68 years 
of age. The shortest illness duration was three 
months, while the longest illness duration 
was 20 years. The treatment had two parts: 
a regular water colonic treatment for 30 to 
60 minutes every other day and an herbal 
retention colonic treatment daily (patients 
were instructed not to have a bowel move-
ment for two to three hours after the herbal 
solution was introduced into the colon).  A 
computerized colon hydrotherapy machine 
was employed for all treatments.  A course 
of treatment was ten days. The herbal solu-
tion for retention colonics was prepared by 
obtaining an 80 to 150ml decoction of the fol-
lowing traditional Chinese herbal formula Da 
Cheng Qi Tang (大承氣湯): Sheng Da Huang 
(Radix et Rhizoma Rhei) 10g, Zhi Shi (Aurantii 
Fructus immaturus) 20g, Hou Po (Cortex 
Magnoliae Officinalis) 20g, and Mang Xiao 
(Natrii Sulfas) 9g. The formula was modified 
according to each patient’s diagnosis. Sheng 
Di Huang (Radix Rehmanniae Glutinosae) 20g 
and Xuan Sheng (Radix Scrophulariae Ning-
poensis) 15g were added for Yin-Deficient pa- M.O.E. continued on page 12

companies which supply 
herbal tcm products

• Bema Botanical Solutions Ltd. of North  
  Vancouver, BC.  www.bemaherbs.com

• Bio Essence Corporation of Richmond, 
  CA. www.bioessence.com 

• Mayway Corporation of Oakland, CA.   
   www.mayway.com

• Health Concerns of Oakland, CA.  
   www.healthconcerns.com

• Brionherbs of Irvine, CA.  
   www.brionherbs.com

• Golden Flower Chinese Herbs of Albu 
   querque, NM. www.gfcherb.com

• Kan Herb Company of Scotts Valley, CA. 
   www.kanherb.com

• Krane Herb Company of Mashpee, MA. 
   www.craneherb.com

tients; Huo Ma Ren (Semen Cannabis Sativae) 
10g and Dang Gui (Radix Angelicae Sinensis) 
15g were added for Blood-Deficient patients; 
Huang Qi (Radix Astragali Membranaceui) 
30g, Dang Shen (Radix Codonopsis Pilosulae) 
20g, and Sheng Ma (Rhizoma Cimicifugae) 10g 
were added for Qi-Deficient patients; Rou 
Cong Rong (Herba Cistanches Deserticolae) 
20g and Ba Ji Tian (Radix Morindae Officinalis) 
20g were added for Cold-Excess patients. 
The patient’s condition was considered  
1) cured, if bowel movement occurred at 
least once every two days, stool consistency 
became softer, and patient was constipation-
free at the six-month follow-up; 2) improved, 
if bowel movement occurred at least once 
every two days, the stool was hard or had 
turned softer, with occasional difficulty in 
passing stool; 3) unchanged, if there was no 
improvement in stool softness or frequency 
of bowel movements. After one course of 
treatment 60 patients were cured (78.95%), 
15 patients were improved (19.74%), and one 
patient showed no change (1.31%). This study 
had a 98.69% overall rate of effectiveness. 
Wei W. Journal of Practical Traditional Chinese 
Internal Medicine (Shi Yong Zhong Yi Nei Ke Za 
Zhi). 2008;22:53.
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higher after ingestion of the meal, compared with those after inges-
tion of the protein drink or the placebo (P<0.05). 
Conclusion: The somatotropic effect of soy protein is reduced 
and delayed when soy protein is ingested as part of a complete meal. 
Dietary carbohydrates, by increasing serum levels of glucose and 
insulin concentration, as well as dietary fat, may have interfered with 
the somatotropic effects of soy protein. 
van Vught A, et al. Somatotropic responses to soy protein alone and as part 
of a meal.  European Journal of Endocrinology 2008;159:15-18.

Flaxseed Oil Can Raise Plasma 
ALA, but not EPA or DHA 
Levels
Background: Dietary flaxseed may 
have significant health-related benefits 
due to its high content of the omega-3 
fatty acid, alpha-linolenic acid (ALA). 
However, before extensive work 
can be undertaken in clinical popula-
tions to determine its efficacy, basic 
information on ALA bioavailability from 
flaxseed and the physiological effects of 
its ingestion need to be examined. 
Objective: The purpose of this study, 
therefore, was to determine the bio-
availability of ALA when the flaxseed 
was ingested in the form of whole 
seed, milled seed or as flaxseed oil. 
Design: The flaxseed components 
(30 g of seed or 6 g of ALA in the oil) 
were baked into muffins for delivery 
over a three-month test period in 
healthy male and female subjects. 

Results: Flaxseed ingestion over a one-
month period resulted in significant (P = 0.005) increases in plasma 
ALA levels in the flaxseed oil and the milled flaxseed supplemented 
groups. The former group had significantly (P = 0.004) higher ALA 
levels than the milled flaxseed group. The subjects supplemented 
with whole flaxseed did not achieve a significant (P > 0.05) increase 
in plasma ALA levels. An additional two months of flaxseed ingestion 
did not achieve significantly higher levels of plasma ALA in any of 
the groups. However, no significant increase was detected in plasma 
eicosapentaenoic acid (EPA) or docosahexaenoic acid (DHA) levels 
in any of the flax-fed groups. There were no changes in plasma cho-
lesterol or triglycerides or in platelet aggregation at any time point 
in any of the groups. Subjects in all of the groups exhibited some 
symptoms of gastro-intestinal discomfort during the early stages of 
the study, but these disappeared in the oil and milled seed groups. 
However, compliance was a problem in the whole flaxseed group. 
Conclusion: In summary, ingestion of flax oil and milled flaxseed 
delivered significant levels of ALA to the plasma whereas whole 
flaxseed did not. Whole seed and oil preparations induced adverse 
gastrointestinal effects within four weeks and these were severe 
enough to induce the withdrawal of some subjects from these two 
groups. No one withdrew from the group that ingested milled flax-
seed and, therefore, may represent a good form of flaxseed to avoid 
serious side-effects and still provide significant increases in ALA to 
the body. 
Austria J, et al.  Bioavailability of Alpha-Linolenic Acid in Subjects after 
Ingestion of Three Different Forms of Flaxseed.  Journal of the American 
College of Nutrition 2008;27: 214-221.

Poor Sperm Quality? Don’t Forget to Drink Your 
Pomegranate Juice!
Background and Aim: Pomegranate fruit is inescapably linked 
with fertility, birth and eternal life because of its many seeds. The aim 
of this study was to investigate the effects of pomegranate juice (PJ) 
consumption on sperm quality, spermatogenic cell density, antioxi-
dant activity and testosterone level of male healthy rats. 
Methods: Twenty-eight healthy adult male Wistar rats were 
divided into four groups, each containing seven rats. One milliliter 
distilled water, 0.25 mL PJ plus 0.75 mL distilled water, 0.50 mL PJ 
plus 0.50 mL distilled water and 1 mL 
PJ were given daily for seven weeks by 
gavage to rats in the first, second, third 
and fourth groups, respectively. Body 
and reproductive organ weights, sper-
matogenic cell density, sperm charac-
teristics, levels of antioxidant vitamins, 
testosterone, and lipid peroxidation 
and antioxidant enzyme activities were 
investigated. All analyses were done 
only once at the end of the seven 
week study period. Data were com-
pared by analysis of variance (ANOVA) 
and the degree of significance was set 
at P<0.05. 
Results: A significant decrease in 
malondialdehyde (MDA) level and 
marked increases in glutathione (GSH), 
glutathione peroxidase (GSH-Px) and 
catalase (CAT) activities, and Vitamin 
C level were observed in rats treated 
with different doses of PJ. PJ consump-
tion provided an increase in epididymal 
sperm concentration, sperm motility, 
spermatogenic cell density and diameter of seminiferous tubules and 
germinal cell layer thickness, and it decreased abnormal sperm rate 
when compared to the control group. 
Conclusion: The results suggest that PJ consumption improves 
sperm quality and antioxidant activity of rats.
Türk G, et al. Effects of pomegranate juice consumption on sperm quality, 
spermatogenic cell density, antioxidant activity and testosterone level in 
male rats. Clin Nutr. 2008;27(2):289-96.

Consuming Soy Protein Alone Raises Serum Growth 
Hormone (GH) Level 
Context: GH is an important regulator of growth and body com-
position. We previously showed that GH release can be promoted 
by oral ingestion of soy protein; it is not known, however, whether 
these somatotropic effects of soy protein are also present when soy 
protein is ingested as part of a complete meal. 
Objective/Design: We compared the effects of oral ingestion 
of soy protein alone with the effects of a meal containing the same 
amount of soy protein on GH secretion in six healthy women (body 
mass index 19–26 kg/m2, 19–36 years), in a randomized crossover 
design. During the whole experiment, serum GH, insulin, and glucose 
were determined every 20 minutes. 
Results: GH responses as determined by area under the curve 
(AUC) and peak values were lower after ingestion of the meal, in 
comparison with GH responses after the soy protein consumption 
alone (P<0.05), and did not differ from the placebo. Glucose and 
insulin responses, both determined as AUC and peak values, were 
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Progesterone Receptor Might be the Key Why Proges-
terone Protects Against and Progestin Contributes to 
Breast Cancer
ABSTRACT Aromatase (product of CYP19 gene), the critical 
enzyme in estrogen biosynthesis, is up-regulated in 70% of all breast 
cancers and is highly correlated with cyclooxygenase 2 (COX-2), 
the rate-determining enzyme in prostanoid biosynthesis. Expression 
of COX-2 also is correlated with the oncogene HER-2/neu. The ef-
ficacy of current endocrine therapies for breast cancer is predicted 
only if the tumor contains significant amounts of estrogen receptor. 
Because the progesterone receptor (PR) is an estrogen-induced 
target gene, it has been suggested that its presence may serve as 
an indicator of estrogen receptor functional capacity and the dif-
ferentiation state of the tumor. In the present study, we tested the 
hypothesis that PR serves a crucial protective role by antagonizing 
inflammatory response pathways 
in the breast. We observed that 
progesterone antagonized the 
stimulatory effects of cAMP and 
IL-1β on aromatase, COX-2, and 
HER-2/neu expression in T47D 
breast cancer cells. These actions 
of progesterone were associ-
ated with increased expression 
of the nuclear factor- B inhibitor, 
I B . In 28 breast cancer cell lines, 
I B  expression was positively 
correlated with PR mRNA levels; 
overexpression of a phosphory-
lation-defective mutant of I B  
inhibited expression of aromatase, 
COX-2, and HER-2/neu. Moreover, 
in breast cancer cell lines cultured 
in the absence of progesterone, 
up-regulation of endogenous PR 
caused decreased expression of 
aromatase, COX-2, and HER-2/neu 
expression, whereas down-regula-
tion of endogenous PR resulted in 
a marked induction of aromatase 
and HER-2/neu mRNA. Collec-
tively, these findings suggest that 
PR plays an important anti-
inflammatory role in breast cancer cells via ligand-dependent and 
ligand-independent mechanisms.
Hardy D, et al. Progesterone Receptor Inhibits Aromatase and Inflamma-
tory Response Pathways in Breast Cancer Cells via Ligand-Dependent and 
Ligand-Independent Mechanisms.  Molecular Endocrinology 2008;22 (8): 
1812-1824.

Avoid Cold and Cough OTC Medications for Infants
Objective: The objective of this study was to determine whether 
caregivers had given infants who died unexpectedly over-the-coun-
ter cough and cold medications before the infant deaths to identify 
sociodemographic risk factors for their use. 
Methods: The Arizona Child Fatality Review Program reviews the 
circumstances surrounding every child death that occurs in the state 
each year. By statute, the multidisciplinary review teams have access 
to all medical charts, autopsy reports, law enforcement reports, and 
other records for their review and use these data to determine the 
cause of death and its preventability. The data on all infants who died 

unexpectedly in 2006 and had an autopsy and postmortem toxico-
logic studies were reviewed for this analysis. 
Results: Ten unexpected infant deaths that were associated with 
cold-medication use were identified. The infants ranged in age 
from 17 days to 10 months. Postmortem toxicology testing found 
evidence of recent administration of pseudoephedrine, antihistamine, 
dextromethorphan, and/or other cold-medication ingredients in 
these infants. The families who used these medications were poor 
and publicly insured, and 50% of them had limited English proficiency. 
Only four of these infants had received medical care for their cur-
rent illness before their death. The over-the-counter cough and cold 
medication had been prescribed by a clinician for only one of these 
infants. 
Conclusions: Review of these infants’ deaths raises concern 
about the role of the over-the-counter cough and cold medications 

in these deaths. These findings 
support the recommendation that 
such medications not be given to 
infants. In addition, these findings 
suggest that warnings on these 
medications “to consult a clini-
cian” before use are not being 
followed by parents. Educational 
campaigns to decrease the use of 
over-the-counter cough and cold 
medications in infants need to be 
increased. 
Rimsza M, et al. Unexpected Infant 
Deaths Associated With Use of Cough 
and Cold Medications. PEDIATRICS 
2008;122: e318-e322.

Parenteral Vitamin C Shows 
Promise Again as an Anti-
Cancer Agent
ABSTRACT Ascorbic acid is 
an essential nutrient commonly 
regarded as an antioxidant. In this 
study, we showed that ascorbate at 
pharmacologic concentrations was 
a prooxidant, generating hydrogen-
peroxide-dependent cytotoxicity 
toward a variety of cancer cells in 

vitro without adversely affecting normal cells. To test this action in 
vivo, normal oral tight control was bypassed by parenteral ascorbate 
administration. Real-time microdialysis sampling in mice bearing 
glioblastoma xenografts showed that a single pharmacologic dose 
of ascorbate produced sustained ascorbate radical and hydrogen 
peroxide formation selectively within interstitial fluids of tumors but 
not in blood. Moreover, a regimen of daily pharmacologic ascor-
bate treatment significantly decreased growth rates of ovarian (P < 
0.005), pancreatic (P < 0.05), and glioblastoma (P < 0.001) tumors 
established in mice. Similar pharmacologic concentrations were 
readily achieved in humans given ascorbate intravenously. These data 
suggest that ascorbate as a prodrug may have benefits in cancers 
with poor prognosis and limited therapeutic options.
Chen Q, et al. Pharmacologic doses of ascorbate act as a prooxidant and 
decrease growth of aggressive tumor xenografts in mice. Proc Natl Acad 
Sci U S A. 2008;105(32):11105-9.

Clinical Quickies continued on p.7
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4 Extensively proven by clinical studies
4 Suitable for patients with soy allergy
4 Optimizes circulation:    fibrinoids,    endothelin,    CGRP
                                          platelet aggregation,    blood viscosities
4 Regulates inflammation:    C-RP,    TXA2,    Fibrinogen,    PAI-1
4 Modifies CA-cell adhesion:    P-Selectin,    E-Selectin
4 Decreases microbial resistance: breaks down biofilm
4 No significant effect on INR or PTT
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Recurrent Otitis Media in Infants? Avoid the Use of 
Pacifiers!
Background: Recently, the use of a pacifier has been identified as 
a risk factor for acute otitis media (AOM). The studies performed 
so far, however, suffer from methodological limitations. 
Objective: To study whether pacifier use increases the risk of 
AOM. 
Methods: Four hundred and ninety-five children between the 
ages of zero and four years were followed from 2000 to 2005 in 
a dynamic population study in the Leidsche Rijn residential area in 
Utrecht, The Netherlands. At baseline, the parents of these children 
filled out a questionnaire regarding pacifier use and potential con-
founders. AOM was diagnosed by GPs according to the Internation-
al Classification of Primary Care coding system. Odds ratios (ORs) 
and 95% confidence intervals (CIs) were calculated. 
Results: Of the 216 children that used a pacifier at baseline, 
76 (35%) developed at least one 
episode of AOM, and of the 260 
children that did not use a pacifier, 
82 (32%) developed at least one 
AOM episode; for recurrent AOM, 
these figures were 33 (16%) versus 
27 (11%), respectively. The adjusted 
ORs for pacifier use and AOM and 
recurrent AOM were 1.3 (95% CI 
0.9–1.9) and 1.9 (95% CI 1.1–3.2), 
respectively. 
Conclusion: Pacifier use appears 
to be a risk factor for recurrent 
AOM. Parents should be informed 
about the possible negative effects 
of using a pacifier once their child 
has been diagnosed with AOM to 
avoid recurrent episodes. 
Rovers M, et al.  Is pacifier use a 
risk factor for acute otitis media? A 
dynamic cohort study.  Family Practice 
2008;25(4):233-236.

Be Careful of Stimulating 
Nitric Oxide Synthase in 
Cancer Patients
Background: Generation of 
physiologically active vascular beds 
by delivery of combinations of 
growth factors offers promise for vascular gene therapy. 
Methods and Results: In a mesenteric model of physiological 
angiogenesis, combining endothelial nitric oxide synthase (eNOS) 
(and hence NO production) with VEGF and angiopoietin-1 over-
expression resulted in a more functional vascular phenotype than 
growth factor administration alone. eNOS gene delivery upregu-
lated eNOS, VEGF, and Ang-1 to similar levels as gene transfer with 
VEGF or Ang-1. eNOS overexpression resulted in neovascular-
ization to a similar extent as VEGF and Ang-1 combined, but not 
by sprouting angiogenesis. Whereas combining Ang-1 and VEGF 
increased both exchange vessels and conduit vessels, neither growth 
factor nor eNOS alone resulted in vessels with smooth muscle 
cell (SMC) coverage. In contrast, combining all three generated 
microvessels with SMCs (arteriolar genesis) and further increased 

Clinical Quickies
continued from page 5

functional vessels. Use of a vasodilator, prazosin, in combination 
with Ang1 and VEGF, but not alone, also generated SMC-positive 
vessels. 
Conclusion: Coexpression of eNOS, VEGF, and Ang-1 results in 
a more mature vascularization of connective tissue, and generates 
new arterioles as well as new capillaries, and provides a more physi-
ological therapeutic approach than single growth factor administra-
tion, by combining hemodynamic forces with growth factors. 
Generation of contractile microvessels (arteriogenesis) is required 
for the development of therapeutic angiogenic strategies. Here we 
show that this can be achieved by combining growth factors (VEGF 
and Ang1) with vasodilators (eNOS overexpression or prazosin), 
providing an additional strategy for neovascular gene therapy. 
Benest A, et al. Arteriolar Genesis and Angiogenesis Induced by Endothelial 
Nitric Oxide Synthase Overexpression Results in a Mature Vasculature. 
Arteriosclerosis, Thrombosis, and Vascular Biology. 2008;28:1462-8.

Quercetin Protects Against Post-Exercise Susceptibil-
ity to Infection
ABSTRACT Exercise stress is associated with increased risk 
for upper respiratory tract infection. We have shown that exercise 

stress can increase susceptibility 
to infection. Quercetin, a flavonoid 
present in a wide variety of fruits 
and vegetables, has been reported 
to inhibit infectivity and replication 
of a broad spectrum of viruses and 
may offset the increase in sus-
ceptibility to infection associated 
with stressful exercise. This study 
examined the effects of quercetin 
feedings on susceptibility to the 
influenza virus A/Puerto Rico/8/34 
(H1N1) following stressful exer-
cise. Mice were randomly assigned 
to one of four treatment groups: 
exercise-placebo, exercise-quercetin, 
control-placebo, or control-querce-
tin. Exercise consisted of a run to 
fatigue (approximately 140 minutes) 
on a treadmill for three consecu-
tive days. Quercetin (12.5 mg/kg) 
was administered via gavage for 
seven days before viral challenge. 
At 30 minutes after the last bout of 
exercise or rest, mice (n = 23-30) 
were intranasally inoculated with a 
standardized dose of influenza virus 
(0.04 hemagglutinating units). Mice 

were monitored daily for morbid-
ity (time to sickness), symptom severity, and mortality (time to 
death) for 21 days. Exercise stress was associated with an increased 
susceptibility to infection [morbidity, mortality, and symptom sever-
ity on days five to seven (P < 0.05)]; quercetin offset the increase 
in susceptibility to infection [morbidity, mortality, and symptom 
severity on days five to seven (P < 0.05)] that was associated with 
stressful exercise. These data suggest that short-term quercetin 
feedings may prove to be an effective strategy to lessen the impact 
of stressful exercise on susceptibility to respiratory infection.
Davis JM. Quercetin reduces susceptibility to influenza infection following 
stressful exercise. Am J Physiol Regul Integr Comp Physiol. 2008;295(2):
R505-9.

Clinical Quickies continued on p.11
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Background: Haemodialysis patients are 
at an increased risk of cardiovascular (CV) 
morbidity and mortality. Both end-stage 
renal disease (ESRD) and thromboembolic 
coronary events have been shown to be 
associated with the formation of dense 
fibrin clots resistant to fibrinolysis. The aim 
of the present study was to investigate the 
effect of long-term haemodialysis on clot 
structure/function and analyse an influ-
ence of markers of inflammation, oxidative 
stress and lipoprotein(a). We sought also to 
investigate if clot features might be related 
to CV events and mortality in haemodialy-
sis patients. 
Subjects and Methods: In 33 patients 
(19 males, 14 females), aged 27 to 89 years, 
on long-term haemodialysis and 33 age- 
and sex-matched apparently healthy con-
trols, we investigated fibrin clot properties 
and susceptibility to lysis using recombi-
nant tissue plasminogen activator by using 
permeation and turbidity assays. 
Results: Haemodialysis patients pro-
duced fibrin clots that had less porous 
structure (P < 0.0001) were less suscep-

~ SPONSOR SECTION ~

tible to fibrinolysis (P < 0.0001), began 
fibrin protofibril formation more quickly 
(P < 0.0001) and showed increased overall 
fibre thickness  
(P < 0.0001) compared with controls. Clot 
permeability and lysis time correlated with 
F2-isoprostanes (P < 0.01), Lp(a)  
(P < 0.0001) and fibrinogen (P < 0.01). 
None of the clot variables showed associa-
tions with the duration of haemodialysis 
treatment or the cause of ESRD. During a 
36-month follow-up, 10 CV deaths were 
recorded. Mortality was associated with 
reduced clot permeability (P < 0.0001), 
prolonged lysis time (P < 0.0001), faster 
fibrin protofibril formation (P = 0.0004), 
thicker fibres (P < 0.0001) and increased 
fibrin clot mass (P < 0.0001). 
Conclusions: Unfavourably altered clot 
properties can be detected in haemodi-
alysis patients and may be associated with 
increased CV mortality. 
Undas A, et al. Altered fibrin clot properties in 
patients on long-term haemodialysis: relation 
to cardiovascular mortality. Nephrology Dialy-
sis Transplantation 2008;23(6):2010-2015.

Background: Recently, biofilms have 
been implicated in the pathogenesis of 
recalcitrant chronic rhinosinusitis (CRS). 
We sought to determine the prevalence 
of biofilm-forming cultures obtained from 
patients with CRS and clinical factors that 
may contribute to biofilm formation. 
Methods: Endoscopically guided sino-
nasal cultures were obtained in duplicate 
from CRS patients with evidence of muco-
purulence. Bacterial swabs were sent for 
microbiological characterization and were 
simultaneously evaluated for biofilm-form-
ing capacity by a modified Calgary Biofilm 
Detection Assay. Biofilm formation was 
based on concomitant values of biofilm-
forming Pseudomonas aeruginosa O1 
(PAO1) (positive control) and non-bio-
film-forming mutants sad-31 (type IV pili) 
and sad-36 (flagella K; negative control). 
Samples, with growth greater than the 
sad-31 mutant, were designated as biofilm 
formers. 
Results: Sinonasal cultures were ob-
tained from 157 consecutive patients (83 
female patients) over a four-month period. 

Forty-five samples (28.6%) showed biofilm 
formation. Among patients with a prior 
history of functional endoscopic sinus 
surgery (FESS), 30.7% (n = 42) showed 
biofilm growth. For patients naive to surgi-
cal intervention (n = 20), only 15% showed 
biofilm formation. A positive, statistically 
significant correlation existed between 
biofilm formation and number of prior 
FESS procedures. Polymicrobial cultures, 
Pseudomonas aeruginosa, and/or Staphylo-
coccus aureus comprised 71% of samples. 
Chi-squared analysis showed an associa-
tion with prior infections, but not with any 
pharmacologic therapy or comorbidies. 
Conclusion: We show a high percentage 
of CRS patients (28.6%) whose sinona-
sal mucopurulence has biofilm-forming 
capacity. Postsurgical patients had a high 
prevalence of biofilm-forming bacteria, a 
possible reflection of the severe nature of 
their disease. Additional studies are war-
ranted.
Prince AA, et al. Prevalence of biofilm-forming 
bacteria in chronic rhinosinusitis. Am J Rhinol. 
2008;22(3):239-45.

COAGULATION RESEARCH
Patients on Long-term Hemodialysis Need More Aggressive Coardiovas-
cular Protection

BIOFILM RELATED RESEARCH
Consider Addressing Biofilm Problem in Chronic Rhinosinusitis Patients

Boluoke® (lumbrokinase) 

FAQs

Q1. A patient on Boluoke needs 
a colonoscopy.  Does he need to 
stop his Bolouke beforehand?  
(from Dr. K)

Patients going through colonoscopy or 
endoscopy do not need to stop Boluoke 
if the dosage is less than or equal to 2 
caps per day.  If the patient is on a higher 
dose, simply reduce to no more than 2 
caps per day 1 week prior to the proce-
dure.

Q2. Can Boluoke help in Peyro-
nie’s disease or Uterine Fibroids?
Boluoke and other fibrinolytic enzymes 
have been rumored to treat Peyronie’s 
disease or uterine fibroids.  The rumors 
are simply not true. There is no evidence, 
clinically or mechanism-wise to support 
the theory that Boluoke or any other 
fibrinolytic enzymes can help with these 
conditions.
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Background
Modern medicine fights diseases by the use of 
drugs, surgery, radiation and other therapies, but 
real health can only be attained by maintaining a 
healthy immune system.  It is the immune system 
that directs the healing process.  This system is 
the key to fighting every kind of insult to the body, 
from a small cut to complex viral, fungal, and 
bacterial assaults.   

A weakened immune system increases our sus-
ceptibility to every type of illness.  Common signs 
of a weakened immune system include fatigue, 
listlessness, repeated infections, inflammation, 
and compromised wound healing. 

At birth the immune system is functional but not 
at its best.  That is because immunity is some-
thing that is developed as the body learns to de-
fend itself against different foreign invaders.   

The primary function of the immune system is to 
identify and eliminate foreign, “non-self” materials 
that contact or enter the body and cause illness.  
To accomplish this task, the immune system pro-
duces lymphocytes which are responsible for dif-
ferent functions: 

T-cells which play an important role in cell-
mediated immunity. 

B-cells which are responsible for the produc-
tion of antibodies. 

NK cells also known as natural killer cells, 
which destroy cells that have been infected. 

NK cells are the front line of the immune system.  
They are programmed to kill abnormal cells on 
sight, without requiring special instructions from 
the immune system to attack the foreign cell.  NK 
cells inject tiny toxic granules into targets to de-
stroy them upon contact.   

This preprogramming of NK cells to recognize 
their targets enables them to respond rapidly, 
making them an integral part of the body’s daily 
struggle to remain healthy.   

New Research on NK Cell Function
Clinical research was presented at a recent medi-
cal conference which showed the positive impact 
of a nutraceutical on natural killer cell function.   

The new research utilized Researched Nutrition-
als’ Transfer Factor Multi-Immune™.  This prod-
uct is formulated to promote healthy natural killer 
cell function.  

Patients were chosen who demonstrated no 
more than 110% of the bottom reference range 
for NK cell activity criteria.  Patients were divided 
into two groups: 

Group 1: Ten patients given 2 capsules of  
      Transfer Factor Multi-Immune™ daily. 

Group 2: Ten patients were given 2 capsules 
of Transfer Factor Multi-Immune™ twice 
daily.

Pre and post study measurements were con-
ducted by an independent lab.  Each group took 
the product on an empty stomach.   

Research Results
After 30 days, NK cell function was measured. 
The group that took two capsules daily showed 
an increase of 235% in NK cell function, but the 
group that took four capsules daily showed an 
NK cell function increase of 620%.   

Observations
The increased dosage should be considered 
when beginning a program of support with pa-
tients who exhibit a much compromised immune 
system and/or are in an acute condition.  Al-
though this study did not report any Herxheimer 
reactions, extremely sensitive patients might ex-
perience them.  Sensitive patients should always 
be monitored when starting any new protocol. 

Treatment Group NK Cell Activity Increase 

2 capsules per day 235% 

2 capsules bid 620% 

Researched Nutr i t ionals  

RESEARCH ALERT

These statements have not been evaluated by the Food and Drug Administration.  
 This product is not intended to diagnose, treat, cure or prevent any disease.

____________________________________________________________________________________________ 
P.O. Box 224, Los Olivos, CA  93441 * Toll Free: 800.755.3402 * International Telephone: 1 805.693.1802 * Fax: 1 805.693.1806 

www.ResearchedNutritionals.com 
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E V E N T S  CA L E N DA R
 

September 4-7
International and American Association of 
Clinical Nutritionists (IAACN) 17th Annual 
Scientific Symposium. Baltimore Waterfront Marriott 
Hotel, Baltimore, Maryland; www.iaacn.org

September 5-6 
IAOMT (International Academy of Oral Medi-
cine & Technology) Annual Meeting. Renaissance 
Charlotte Suites Hotel in Charlotte, North Carolina. CMEs 
for physicians and dentists. September 4 pre-conference on 
the fundamentals of biological dentistry.  
Contact: 863-420-6373; www.iaomt.org

September 19-20
Holistic Dental Association. Memphis, Tennessee;
www.holisticdental.org

September 26-29
Neural Therapy and Mesotherapy. Klingdhardt 
Academy of Neurobiology.  Kirkland Courtyard by Marriott 
in Kirkland, Washington. Contac: 303-499-4700.  
http://www.klinghardtneurobiology.com/calendar.htm

September 29-October 30
6th International Restorative Medicine Con-
ference. Stowe, Vermont. Using natural substances to 
re-calibrate the body’s innate control mechanisms; restoring 
endocrine and metabolic function; foundations of medical 
herbalism, cardiology, and lifestyle counseling. Contact: 800-
420-5801; www.restorativemedicine.com

October 3-5
International College of Integrative Medicine 
presents Getting Well with Food and Nutrition. 
Sheraton Station Square Hotel, Pittsburgh, Pennsylvania;                    
www.icimed.com

October 17-19
Frontiers of Integrative Oncology. American Col-
lege for Advancement in Medicine. The Rio All Suites Hotel, 
Las Vegas, NV; www.acamvegas.com

October 24-26
Ozone Therapy & UVB Therapy Course with 
Frank Shallenberger, MD, HMD. Reno, Nevada. Topics:  A 
complete oxygen/ozone therapy course from theory to 
practical application (i) Ozone Therapy (ii) Prolozone 
Therapy™  (iii) Ultraviolet Therapy (UVB)  (iv) Energy and 
Disease – Your chance to learn all of these protocols in one 
weekend; how they work, why they work, and how to use 
them. Attendance is limited to 35 practitioners. Contact: 
877-543-3398 or +1-250-654-0092 (from overseas);  
www.ozonecourse.com

October 30 - November 2
American Academy of Environmental Medicine 
43rd Annual Meeting. Planet in Peril, Best Solutions for 
Tough Times. Hyatt Regency Grand Cypress,  Orlando, Florida. 
Contact: 316.684.5500; fax 316.684.5709; www.aaemonline.org

November 17-21
The Science and Clinical Application of Integrative 
Holistic Medicine. Paradise Point Resort. San Diego, CA. 
Sponsored by Scripps Centre for Integrative Medicine in col-
laboration with American Board of Holistic Medicine.  
Contact: 858.652.5400
www.integrativeonc.org/index.php?scn=upcoming_conference 

December 8-12 
Applying Functional Medicine in Clinical Practice. 
San Antonio, Texas. Sponsored by The Institute for Func-
tional Medicine. Contact: 800-228-0622; www.functionalmedi-
cine.org/eduprog/symp_next.asp

December 11-14
16th Annual World Congress on Anti-Aging Medi-
cine.  Venetian Hotel in Las Vegas, Nevada. Organized by Amer-
ican Academy of Anti-Aging Medicine. www.anti-agingevents.
com/lasvegas

January 8-10, 2009
2nd Annual Evidence-based Complementary and 
Alternative Cancer Therapies Conference. West 
Palm Beach, Florida. Presented by The Annie Appleseed Project. 
Contact: http://www.annieappleseedproject.org

January 22-25, 2009
6th Annual Natural Supplements: An Evidence-
Based Update. Paradise Point Resort. San Diego, California. 
This course provides practical information for health care 
professionals who make nutritional recommendations or 
manage dietary supplement use. Sponsored by Scripps Center 
for Integrative Medicine. Contact: 858-652-5400; med.edu@
scrippshealth.org; www.scripps.org/naturalsupplementsCME
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Magnesium Deficiency May Contribute of C-Reactive 
Protein Elevation
Objective: To assess the hypothesis that magnesium deficiency is 
associated with elevated high-sensitivity C-reactive protein (hsCRP) 
levels. 
Design: Community-based cross-sectional study. 
Setting: Four hundred and eighty-eight apparently healthy children 
aged 10 to 13 years were randomly enrolled from Durango, a city in 
northern Mexico, through two-stage cluster sampling. 
Main Outcome Measures: Serum magnesium and hsCRP 
levels, lipid profile, glucose and insulin levels. 
Results: A total of 109 (22.3%) and 101 (20.7%) children had 
elevated hsCRP concentrations and low serum magnesium levels; 
among them, 87.1% exhibited both. Children who had both elevated 
hsCRP levels (2.45 (10.6) mg/l) and hypomagnesemia (1.3 (0.3) 
mg/dl) exhibit the highest fasting glucose (96.0 (13.9) mg/dl), insulin 
(13.6 (7.5) µU/ml) and triglycerides (131.5 (43.5) mg/dl) levels 
as well as the lowest HDL-cholesterol (46.4 (9.0) mg/dl) levels. 
Adjusted multivariate logistic regression analysis showed a strong 
association between low serum magnesium and high hsCRP levels 
(odds ratio 4.1; 95% confidence interval 1.3 to 10.8). 
Conclusions: Magnesium depletion is independently associated 
with elevated hsCRP levels, suggesting that hypomagnesemia and 
low-grade inflammation are interactive risk factors. 
Rodríguez-Morán M, et al. Serum magnesium and C-reactive protein 
levels. Archives of Disease in Childhood 2008;93:676-680. 

Be Sure to Optimize Estrogen Level in Schizophrenic 
Females
Context: Accumulating evidence suggests that estrogens may have 
therapeutic effects in severe mental illnesses, including schizophre-
nia, via neuromodulatory and neuroprotective activity. 
Objective: To compare the efficacy of adjunctive transdermal 
estradiol with that of adjunctive placebo in the treatment of acute 
psychotic symptoms. 
Design: Randomized, double-blind study. 
Setting: Patients were recruited from inpatient acute hospital 
wards and outpatient clinics of two metropolitan Melbourne gen-
eral hospitals. 
Participants: One hundred and two women of childbearing age 
with schizophrenia. All participants were in an acute or chronic 
phase of their illness; 73 participants were outpatients and the rest 
were inpatients. 
Intervention: Patients were randomized to receive 100 µg of 
transdermal estradiol (n = 56) or transdermal placebo (n = 46) for 
28 days. 
Main Outcome Measure: Psychopathological symptoms were 
assessed weekly with the Positive and Negative Syndrome Scale. 
Results: The addition of 100 µg of transdermal estradiol significantly 
reduced positive (P < .05) and general psychopathological (P < .05) 
symptoms during the 28-day trial period compared with women 
receiving antipsychotic medication alone. 
Conclusion: Estradiol appears to be a useful treatment for 
women with schizophrenia and may provide a new adjunctive thera-
peutic option for severe mental illness. 
Kulkarni J, et al. Estrogen in Severe Mental Illness, A Potential New Treat-
ment Approach. Arch Gen Psychiatry. 2008;65(8):955-960. 

Clinical Quickies
continued from page 7
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(Gelatinum Corii Asini) added; those with 
erectile dysfunction would have Ba Ji Tian 
(Radix Morindae Officinalis) and Xian Mao 
(Rhizoma Curculiginis Orchioidis) added; 
those with excessive menses would have Ai 
Yi (Folium Artemesiae Argyi), San Qi (Radix 
Notoginseng), E Jiao (Gelatinum Corii Asini), 
Han Lian Cao (Herba Ecliptae Prostratae) 
added; and those with Blood Stagnation 
would have Tao Ren (Persicae Semen), Hong 
Hua (Flos Carthami Tinctorii) and Chuan 
Xiong (Rhizoma Ligustici Chuanxiong) add-
ed. Each herbal formula was decocted twice 
daily, and combined decoctions were taken 
in three divided doses. The patient’s condi-
tion was considered 1) cured, if clinical signs 
and symptoms resolved and laboratory val-
ues normalized; 2) improved, if clinical signs 
and symptoms were mostly resolved and 
laboratory values normalized; 3) unchanged, 
if there was no improvement in symptoms 
or laboratory values. After one month of 
treatment, 12 patients were considered 
cured (33.33%), 19 improved (52.78%), and 
five had no change (13.89%), resulting in an 
86.11% overall rate of effectiveness. This 
Chinese herbal formula appeared effective in 
restoring thyroid function.
Huang YQ, et al. Journal of Practical Traditional 
Chinese Internal Medicine (Shi Yong Zhong Yi 
Nei Ke Za Zhi). 2008;22:63.

Summary: Thirty-six hypothyroid adults 
were treated with traditional Chinese herbal 
medicine and most had excellent results. 
Twenty-nine of the patients were females 
and nine were males, ranging from 24 to 
65 years of age. The shortest duration of 
illness was four months and the longest was 
four years. The traditional Chinese herbal 
formula used for treatment consisted of 
Shu Fu Zi (Radix Lateralis Aconiti Carmi-
chaeli Praeparatae) 15g, Bai Zhu (Radix 
Atractylodes Macrocephalae) 15g, Yin Yang 
Huo (Herba Epimedii)15g, Tu Si Zi (Semen 
Cuscutae Chinensis) 20g, Huang Qi (Radix 
Astragali Membranaceui) 20g, Lu Jiao Jiao 
(gelatinum cornu cervi) 15g, Rou Cong Rong 
(Herba Cistanches Deserticolae) 15g, Rou 
Gui (Cortex Cinnamomi Cassiae) 5g, Dang 
Shen (Radix Codonopsis Pilosulae) 30g, Fu 
Ling (Sclerotium Poriae Cocos) 30g, Ze Xie 
(Rhizoma Alismatis Orientalis) 15g, Shan Yao 
(Radix Dioscoreae Oppositae) 20g, Dang 
Gui (Radix Angelicae Sinensis) 12g, Zhi Gan 
Cao (Radix Glycyrrhizae preparata) 10g, Gan 
Jiang (Radix Zingiberis Officinalis) 7g, Sha 
Ren (Fructus Amomi) 5g. Patients with poor 
appetite would have Mu Xiang (Aucklandiae 
Radix), Ji Nei Jing (Gigeriae galli Endothelium 
corneum), and Shen Qu (Massa medicata fer-
mentata) added; those with Blood Deficiency 
would have Shu Di Huang (Radix Rehm-
anniae Glutinosae Conquitae) and E Jiao 

Chinese Herbal Medicine May Help Restore Thyroid Function


