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drug whisperer
Do you know which intrave-
nous iron is the safest for 
your patients?  Do you know 
that this heavily marketed 
drug may improve insulin 
sensitivity and endothelial 
function?

medical orient express 
How would you use acupunc-
ture to treat diabetic peripheral 
neuropathy? See how you may 
help Sinus Tarsi Syndrome with 
ozone acupoint injection.           .                        

. 

clinical quickies 
Do you know this plant-based ex-
tract may help treatment-resistant 
seizure? So is L-carnitine good or 
bad for patients with heart disease? 
Here’s the answer. 8

targeted research
For people with prior asymptomatic 
intracranial hemorrhage, is it safe 
to use IV thrombolytics for acute 
ischemic stroke? Can Boluoke® be 
used in the place of Plavix?  
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Your quick stop for integrated clinical research updates

by Dr. Frances Wang, ND

      WM is a 47 year-old Home 
Economics High school teacher. 
Stressed and overwhelmed, she 
describes herself as “wired and 
tired”. On a good day, which ac-
cording to WM rarely happens, 
she enjoys watching her students 
engage in sewing or easy recipe-
making projects such as making 
omelets. Unfortunately, most days 
are spent immersed in crisis man-
agement – ex. teaching teenagers 
fire and safety methods that pro-
tect them from burning their own 
hair or stitching careless fingers 
together.  
     Work life is stressful and home 
life equally so. WM’s husband 
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works shift / odd hours and is 
seldom available to help out. As 
a result, WM must assume pri-
mary  responsibility for the wel-
fare of her two teenagers includ-
ing  cooking, domestic and driving 
duties. WM’s story is one of an 
under-appreciated mother whose 
stress manifests as both insomnia 
and fatigue.
     WM wakes up 3-4 times a 
night with vivid dreams and anxi-
ety. Her insomnia makes her feel 
as though she is locked into a vi-
cious cycle that robs her of much 
needed energy. Sleep mood is 
worse before WM’s menstrual 
cycle. Other complaints include 

tension headaches, PMS 
(irritability and cramps) and night 
time grinding of teeth. Limited 
by financial constraints, WM de-
clined our offer to provide spe-
cialty tests. (Food Sensitivity, neu-
rotransmitter as well as hormone 
test) in lieu of the more lengthy 
clinical experience process. 
     Upon observation, WM’s 
tongue was bright red without 
coating. The vertical crack in the 
middle of the tongue indicated 
Heart fire. Teeth marks were 
noted as well. Pulses were wiry at 
Liver, choppy and fast. Heart rate 
was 85 bpm. Oral body tempera-
ture was 36.2 degrees Celsius. 
WM fits Liver qi stagnation lead-
ing to disruption of Qi flow in the 
chest and movement of Shen 
(the mind).
      Shen is one of the “three 
treasures” in Traditional Chinese 
Medicine (TCM) and Heart is the 
residence of Shen. Chronic Qi  
stagnation can also lead to Heat 
and this prevents Shen from set-
tling quietly when the time comes 
for sleep. Therefore, TCM patent 
formula Jia Wei Xiao Yao San or 
Bupleurum and Dang Gui Formu-
la (Femalance from Vita Aid Pro-
fessional Nutrition) and Tian Wan 
Bu Xin Dan or Ginseng and Zi-
zyphus Formula (Harmovex from 
Vita Aid Professional Nutrition) 
were prescribed. Jia Wei Xiao Yao 
San is for Liver Qi stagnation with 
Heat picture and Tian Wan Bu Xin 
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Dan is for nourishing Heart and 
calm the Shen.
     Monthly acupuncture treat-
ments were recommended to 
address Liver Qi stagnation and 
for general relaxation. Acupunc-
ture points that were used were 
Liv2, Liv3, PC6, GB20, Ht7, SJ5, 
LI4, St36, Sp6, yintang, Du20 and 
diamond pattern in scalp. Dairy 
avoidance was advised but failed.
     WM reported “feeling towards 
balance” during the follow up visit 
one month later. Difficulties for 
sleep decreased from 7/10 to 
3/10 (10 being worst sleep she 
had ever had). She was able to fall 
asleep and stay asleep.
     Furthermore, it did not take as 
much time to fall asleep. She felt 
a big difference in mood and en-
ergy and did not feel as irritable 
and overwhelmed as compared 
to a month ago. WM’s PMS had 
improved however sleep was 
still difficult for a couple of days 
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Viagra® Appears to Improve Insulin Sensitivity in 
Prediabetics
CONTEXT: Sildenafil increases insulin sensitivity in mice. In humans, 
phosphodiesterase 5 inhibition improves disposition index, but the 
mechanism of this effect has not been elucidated and may depend on 
duration. In addition, increasing cyclic GMP without increasing nitric 
oxide could have beneficial effects on fibrinolytic balance.
OBJECTIVE: The objective was to test the hypothesis that chronic 
phosphodiesterase 5 inhibition with sildenafil improves insulin 
sensitivity and secretion without diminishing fibrinolytic function
DESIGN: This was a randomized, double-blind, placebo-controlled 
study.
SETTING: This trial was conducted at Vanderbilt Clinical Research 
Center.
PARTICIPANTS: Participants included overweight individuals with 
prediabetes. 
INTERVENTIONS: Subjects were randomized to treatment with 
sildenafil 25 mg three times a day or matching placebo for 3 months. 
Subjects underwent a hyperglycemic clamp prior to and at the end of 
treatment.
MAIN OUTCOME MEASURES:The primary outcomes of the 
study were insulin sensitivity and glucose-stimulated insulin secretion.
RESULT: Twenty-one subjects completed each treatment arm. Af-
ter 3 months, the insulin sensitivity index was significantly greater in 
the sildenafil group compared to the placebo group by 1.84 mg/kg/
min per µU/mL*100 (95% confidence interval, 0.01 to 3.67 mg/kg/min 
per µU/mL*100; P = .049), after adjusting for baseline insulin sensitiv-
ity index and body mass index. In contrast, there was no effect of 
3-month treatment with sildenafil on acute- or late-phase glucose-
stimulated insulin secretion (P > .30). Sildenafil decreased plasmino-
gen activator inhibitor-1 (P = .01), without altering tissue-plasminogen 
activator. In contrast to placebo, sildenafil also decreased the urine 
albumin-to-creatinine ratio from 12.67 ± 14.67 to 6.84 ± 4.86 µg/
mg Cr. This effect persisted 3 months after sildenafil discontinuation.  
CONCLUSIONS: Three-month phosphodiesterase 5 inhibition en-
hances insulin sensitivity and improves markers of endothelial 

function.
Ramirez CE, et al. Treatment with Sildenafil Improves Insulin Sensitivity in 
Prediabetes: A Randomized, Controlled Trial. J Clin Endocrinol Metab. 2015 
Dec;100(12):4533-40. doi: 10.1210/jc.2015-3415. Epub 2015 Nov 18.

Iron Sucrose Has the Lowest Risk of Anaphylaxis
IMPORTANCE:  All intravenous (IV) iron products are associated 
with anaphylaxis, but the comparative safety of each product has not 
been well established.
OBJECTIVE: To compare the risk of anaphylaxis among marketed IV 
iron products.
DESIGN, SETTING, AND PARTICIPANTS: Retrospective 
new user cohort study of IV iron recipients (n=688,183) enrolled in the 
US fee-for-service Medicare program from January 2003 to December 
2013. Analyses involving ferumoxytol were limited to the period Janu-
ary 2010 to December 2013.
EXPOSURES: Administrations of IV iron dextran, gluconate, sucrose, or 
ferumoxytol as reported in outpatient Medicare claims data.
MAIN OUTCOMES AND MEASURES: Anaphylaxis was identi-
fied using a prespecified and validated algorithm defined with standard 
diagnosis and procedure codes and applied to both inpatient and out-
patient Medicare claims. The absolute and relative risks of anaphylaxis 
were estimated, adjusting for imbalances among treatment groups.
RESULTS: A total of 274 anaphylaxis cases were identified at first 
exposure, with an additional 170 incident anaphylaxis cases identified 
during subsequent IV iron administrations. The risk for anaphylaxis at 
first exposure was 68 per 100,000 persons for iron dextran (95% CI, 
57.8-78.7 per 100,000) and 24 per 100,000 persons for all nondextran 
IV iron products combined (iron sucrose, gluconate, and ferumoxytol) 
(95% CI, 20.0-29.5 per 100,000) , with an adjusted odds ratio (OR) of 
2.6 (95% CI, 2.0-3.3; P<.001). 
At first exposure, when compared with iron sucrose, the adjusted OR 
of anaphylaxis for iron dextran was 3.6 (95% CI, 2.4-5.4); for iron gluco-
nate, 2.0 (95% CI 1.2, 3.5); and for ferumoxytol, 2.2 (95% CI, 
1.1-4.3). The estimated cumulative anaphylaxis risk following total iron 
repletion of 1000 mg administered within a 12-week period was high-
est with iron dextran (82 per 100,000 persons, 95% CI, 70.5- 93.1) and 
lowest with iron sucrose (21 per 100,000 persons, 95% CI, 15.3- 26.4).
CONCLUSIONS AND RELEVANCE: Among patients in the US 
Medicare nondialysis population with first exposure to IV iron, the risk 
of anaphylaxis was highest for iron dextran and lowest for iron sucrose.
Wang C, et al. Comparative Risk of Anaphylactic Reactions Associated 
With Intravenous Iron Products. JAMA. 2015 Nov 17;314(19):2062-8. doi: 
10.1001/jama.2015.15572

Could L-DOPA Reduce the Incidence of Age-Related 
Macular Degeneration? 
BACKGROUND: Age-related macular degeneration (AMD) is a 
leading cause of visual loss among the elderly. A key cell type involved 
in AMD, the retinal pigment epithelium, expresses a G protein-coupled 
receptor that, in response to its ligand, L-DOPA, up-regulates pigment 
epithelia-derived factor, while down-regulating vascular endothelial 
growth factor. In this study we investigated the potential relationship 
between L-DOPA and AMD.

The Drug Whisperer
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 Words from the Publisher    

The diagnosis of cancer often involves pro-
cedures that are invasive and sometimes car-
ry potential danger to the patients. For years 
researchers have been trying to achieve fast 
and accurate cancer diagnosis via blood-
based liquid biopsies, which is simpler and 
carries less risk. Although useful, tests like 
plasma DNA and circulating tumor cells are 
limited by their non-specificity in identifying 
the primary tumour.  Now it looks as though 
liquid biopsies may be a reality soon thanks 
to the advances in tumour-educated plate-
lets (TEPs) research.

It appears that when circulating platelets 
come into contact with cancer cells and the 
cancer environment, they become activated 
and can ingest spliced circulating cancer 
mRNA. Thus by analyzing mRNA profiles 
of TEPs, researchers can now (or soon) di-
agnose cancer accurately and with higher 
specificity.1

There is plenty of evidence supporting  that 
the composition of our GI flora plays a cru-
cial role in regulating our immune system, 
and subsequently our health maintenance 
and disease prevention/treatment. Now it 
appears that our gut microbiota may also 
be involved in the regulation of hunger and 
satiety. French researchers have shown that 
ingestion of food/nutrients induced the 
expression of commensal E. coli station-
ary phase protein2, which in turn increased 
plasma PYY, a satiety-signaling peptide. Even 
though this was in an animal model, I believe 
that given time this host-microbiota-envi-
ronment connection will be proven equally 
valid in the human model.

Dr. Martin Kwok, ND, Dr. TCM
Editor and Publisher
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METHODS: We used retrospective anal-
ysis to compare the incidence of AMD be-
tween patients taking vs not taking L-DOPA. 
We analyzed 2 separate cohorts of patients 
with extensive medical records from the 
Marshfield Clinic (approximately 17,000 and 
approximately 20,000) and the Truven Mar-
ketScan outpatient and databases (approxi-
mately 87 million) patients. We used Interna-
tional Classification of Diseases, 9th Revision 
codes to identify AMD diagnoses and L-DO-
PA prescriptions to determine the relative 
risk of developing AMD and age of onset with 
or without an L-DOPA prescription.
RESULTS: In the retrospective analysis 
of patients without an L-DOPA prescrip-
tion, AMD age of onset was 71.2, 71.3, and 
71.3 in 3 independent retrospective cohorts. 
Age-related macular degeneration occurred 
significantly later in patients with an L-DOPA 
prescription, 79.4 in all cohorts. The odds ra-

tio of developing AMD was also significantly 
negatively correlated by L-DOPA (odds ratio 
0.78; confidence interval, 0.76-0.80; P <.001). 
Similar results were observed for neovascular 
AMD (P <.001).
CONCLUSIONS: Exogenous L-DOPA was 
protective against AMD. L-DOPA is normally 
produced in pigmented tissues, such as the 
retinal pigment epithelium, as a byproduct of 
melanin synthesis by tyrosinase. GPR143 is 

Drug Whisperer cont’d from p.2

the only known L-DOPA receptor; it is there-
fore plausible that GPR143 may be a fruitful 
target to combat this devastating disease.
Brilliant MH, et al. Mining Retrospective Data for 
Virtual Prospective Drug Repurposing: L-DOPA 
and Age-related Macular Degeneration. Am J Med. 
2015 Oct 30. pii: S0002-9343(15)01019-0. doi: 
10.1016/ j.amjmed.2015.10.015. [Epub ahead 
of print]

We invite readers’ comments 

and suggestions at 

editor@dragonsmedicalbulletin.com
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dilation; FMD) in lowlanders at 3700 m.
METHODS: FMD was measured using ultrasound and Doppler in 
the brachial artery of 11 healthy subjects (4 females, age 25 ± 5 yrs; 
height 1.8 ± 0.1 m, weight 72 ± 10 kg) sojourning to high altitude. 
In a randomized, double-blinded crossover study design, FMD was 
measured 3 h after drinking BJ (5.0 mmol NO3-) and placebo (PL; 
0.003 mmol NO3-) supplementation at 3700 m, with a 24-h wash out 
period between tests. FMD was also measured without any BJ supple-
mentation pre-trek at 1370 m, after 5 days at 4200 m and upon return 
to 1370 m after 4 weeks of altitude exposure (above 2500 m). The al-
titude exposure was interrupted by a decent to lower altitude where 
subjects spent two nights at 1370 m before returning to altitude again.
RESULTS: Ten subjects completed the NO3- supplementation. 
FMD (mean ± SD) pre-trek value was 6.53 ± 2.32% at 1370 m. At 
3700 m FMD was reduced to 3.84 ± 1.31% (p < 0.01) after PL supple-
mentation but was normalized after receiving BJ (5.77 ± 1.14% (p = 
1.00). Eight of the subjects completed the interrupted 4-week altitude 
stay, and their FMD was lower at 4200 m (FMD 3.04 ± 2.22%) and at 
post-altitude exposure to 1370 m (FMD 3.91 ± 2.58%) compared to 
pre-trek FMD at 1370 m.
CONCLUSION: Acute dietary NO3-supplementation may abolish 
altitude-induced reduction in endothelial function, and can serve as 
a dietary strategy to ensure peripheral vascular function in lowland 
subjects entering high altitude environments.
Bakker E, et al. Acute dietary nitrate supplementation improves arterial en-
dothelial function at high altitude: A double-blinded randomized controlled 
cross over study. Nitric Oxide. 2015 Aug 29;50:58-64. doi: 10.1016/j.
niox.2015.08.006. [Epub ahead of print]

Vitamin D Improves Quality of Life in People with IBS
BACKGROUND: Vitamin D deficiency has been associated or im-
plicated with the pathophysiology of the gastrointestinal conditions 
inflammatory bowel disease and colorectal cancer, as well as with de-
pression. No trials or epidemiology studies to date have investigated 
a link with irritable bowel syndrome (IBS). A single case report has 
suggested a benefit in IBS of vitamin D supplementation. We hypoth-
esised that IBS participants with vitamin D insufficiency would benefit 
from repletion in terms of their IBS symptoms. We undertook a pilot 
trial to provide data to support a power calculation and to justify a 
full trial.
METHODS: This was a randomised, double blinded, three-arm par-
allel design trial of vitamin D, placebo or a combination of vitamin 
D and probiotics. Participants were further stratified according to 
whether they were vitamin D replete or insufficient. Vitamin D status 
was determined by blood test at baseline and exit; IBS symptoms 
were assessed by validated questionnaire; dietary intakes were as-
sessed by food frequency questionnaire.
RESULTS: A significant proportion of the IBS population were vita-
min D deficient, such that the replete stratum could not be adequate-
ly recruited. There was a significant association in the baseline data 
between circulating vitamin D level and quality of life (“How much 
has IBS affected your life?”). Supplementation significantly improved 
vitamin D level versus placebo. IBS symptoms were not significantly 
improved in this pilot, although a power calculation was enabled from 

Vitamin D Might Help Reduce Migraine Frequency 
BACKGROUND: Migarine is the most common headache around 
the world including Iran. In recent years, Vitamin D deficiency has 
been shown to a global health problem. A few studies have been de-
termined inverse association between serum levels of Vitamin D with 
a headache. So, in this study, we investigated the effect of Vitamin D 
supplementation on symptoms and C-reactive protein (CRP) among 
patients with migraine.
MATERIALS AND METHODS: This study was randomized, 
double-blind, and controlled-placebo clinical trial. Sixty-five migraine 
patients aged 10-61 years were included for analysis. Vitamin D was 
administrated for 10 weeks with 50,000 IU dosage of Vitamin D per 
week. Multivariate analysis of covariate and univariate analysis of co-
variate were done to determine the effects of Vitamin D supplemen-
tation on symptoms, including severity, duration, frequency of head-
ache, and the headache diary result (HDR).
RESULTS: Mean headache frequency and HDR had significant dif-
ference among two groups (5.9 ± 7.0 vs. 7.0 ± 6.0, P= 0.06 and 85.0 ± 
134.2 vs. 132.1 ± 147.1, P = 0.04). But, a mean difference of headache 
frequency was marginally significant (P = 0.06). These values were 
lower among the intervention group compared to placebo group. The 
association was not observed between CRP with migraine disease.
CONCLUSION: In this study, we shown Vitamin D supplementa-
tion may be useful in decreasing frequency of headache attacks and 
HDR among patients with migraine.
Mottaghi T, et al. Effect of Vitamin D supplementation on symptoms and 
C-reactive protein in migraine patients. J Res Med Sci. 2015 May; 20(5): 
477–482

Beetroot Juice Can Prevent Altitude-Induced Endothe-
lial Dysfunction
INTRODUCTION: Dietary nitrate (NO3-) supplementation 
serves as an exogenous source of nitrite (NO2-) and nitric oxide 
(NO) through the NO3- - NO2- - NO pathway, and may improve 
vascular functions during normoxia. The effects of NO3- supplemen-
tation in healthy lowlanders during hypobaric hypoxia are unknown.
PURPOSE: Determine the effect of acute oral NO3-supplemen-
tation via beetroot juice (BJ) on endothelial function (flow mediated 
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dian reduction in monthly motor seizures was 36·5% (IQR 0–64·7).  
INTERPRETATION: Our findings suggest that cannabidiol might 
reduce seizure frequency and might have an adequate safety profile 
in children and young adults with highly treatment-resistant epilepsy. 
Randomised controlled trials are warranted to characterise the safety 
profile and true efficacy of this compound.
FUNDING: GW Pharmaceuticals, Epilepsy Therapy Project of the 
Epilepsy Foundation, Finding A Cure for Epilepsy and Seizures.
Devinsky O, et al. Cannabidiol in patients with treatment-resistant epilepsy: 
an open-label interventional trial. The Lancet Neurology. Published online 
December 23, 2015.

Vitamin D3, Progesterone, and Omega-3 Fatty Acids, 
and Glutamine is Able to Improve Severe Traumatic 
Brain Injuries
INTRODUCTION: Traumatic brain injury (TBI) is a major public 
health problem and a leading cause of death and disability in the Unit-
ed States. Management of patients with TBI has changed very little 

over the last 20 years. 
CASE SERIES: A case series of three patients 
with severe TBIs who were aggressively treated 
with vitamin D3, progesterone, omega 3-fatty ac-
ids, and enteral glutamine for six weeks, termed 
neuroceutical augmentation for traumatic brain 
injury (NATBI), with very favorable outcomes. 
CONCLUSION: A large clinical study trial us-
ing these four supplements (NATBI) together is 
warranted. 
Matthews LR, Danner OK, Ahmed YA, Dennis-Griggs 
DM, Frederick A, Clark C, Moore R, DuMornay W, 
Childs EW, Wilson KL. Combination therapy with vita-
min d3, progesterone, omega 3-fatty acids and gluta-
mine reverses coma and improves clinical outcomes 
in patients with severe traumatic brain injuries: A case 
series. International Journal of Case Reports and Im-
ages 2012;4(3):143–149.

Cranberry is Safe and Effective in Treating Infants and 
Children with Recurrent Urinary Tract Infections
OBJECTIVE: Cranberry prophylaxis of recurrent urinary tract in-
fection in infants has proven effective in the experimental model of 
the adult. There are few data on its efficacy, safety and recommended 
dose in the pediatric population.
METHODS: A controlled, double-blind Phase III clinical trial was 
conducted on children older than 1 month of age to evaluate the 
efficacy and safety of cranberry in recurrent urinary tract infection. 
The assumption was of the non-inferiority of cranberry versus tri-
methoprim. Statistical analysis was performed using Kaplan Meier 
analysis.
RESULTS: A total of 85 patients under 1 year of age and 107 over 
1 year were recruited. Trimethoprim was prescribed to 75 patients 
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the intervention data.
CONCLUSIONS: The IBS population exhibits significant levels of 
vitamin D insufficiency and would benefit from screening and possible 
supplementation. The impact of IBS on quality of life may be reduced 
by vitamin D level. Future trials should have a sample size of over 97.
Tazzyman S, et al. Vitamin D associates with improved quality of life in 
participants with irritable bowel syndrome: outcomes from a pilot trial. BMJ 
Open Gastroenterology. Published online December 21 2015

Cannabidiol May Help Treatment-Resistant Seizure
BACKGROUND: Almost a third of patients with epilepsy have a 
treatment-resistant form, which is associated with severe morbidity 
and increased mortality. Cannabis-based treatments for epilepsy have 
generated much interest, but scientific data are scarce. We aimed to 
establish whether addition of cannabidiol to existing anti-epileptic 
regimens would be safe, tolerated, and efficacious in children and 
young adults with treatment-resistant epilepsy.
METHODS: In this open-label trial, patients (aged 1–30 years) with 
severe, intractable, childhood-onset, treatment-
resistant epilepsy, who were receiving stable doses 
of antiepileptic drugs before study entry, were en-
rolled in an expanded-access programme at 11 epi-
lepsy centres across the USA. Patients were given 
oral cannabidiol at 2–5 mg/kg per day, up-titrated 
until intolerance or to a maximum dose of 25 mg/
kg or 50 mg/kg per day (dependent on study site). 
The primary objective was to establish the safety 
and tolerability of cannabidiol and the primary effi-
cacy endpoint was median percentage change in the 
mean monthly frequency of motor seizures at 12 
weeks. The efficacy analysis was by modified inten-
tion to treat. Comparisons of the percentage change 
in frequency of motor seizures were done with a 
Mann-Whitney U test.
RESULTS: Between Jan 15, 2014, and Jan 15, 
2015, 214 patients were enrolled; 162 (76%) pa-
tients who had at least 12 weeks of follow-up after the first dose 
of cannabidiol were included in the safety and tolerability analysis, 
and 137 (64%) patients were included in the efficacy analysis. In the 
safety group, 33 (20%) patients had Dravet syndrome and 31 (19%) 
patients had Lennox-Gastaut syndrome. The remaining patients had 
intractable epilepsies of different causes and type. Adverse events 
were reported in 128 (79%) of the 162 patients within the safety 
group. Adverse events reported in more than 10% of patients were 
somnolence (n=41 [25%]), decreased appetite (n=31 [19%]), diar-
rhoea (n=31 [19%]), fatigue (n=21 [13%]), and convulsion (n=18 
[11%]). Five (3%) patients discontinued treatment because of an ad-
verse event. Serious adverse events were reported in 48 (30%) pa-
tients, including one death—a sudden unexpected death in epilepsy 
regarded as unrelated to study drug. 20 (12%) patients had severe 
adverse events possibly related to cannabidiol use, the most com-
mon of which was status epilepticus (n=9 [6%]). The median monthly 
frequency of motor seizures was 30·0 (IQR 11·0–96·0) at baseline 
and 15·8 (5·6–57·6) over the 12 week treatment period. The me-
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and 117 received cranberry. The cumulative rate of urinary infec-
tionassociated with cranberry prophylaxis in children under 1 year 
was 46% (95% CI; 23-70) in children and 17% (95% CI; 0-38) in girls, 
effectively at doses inferior to trimethoprim. In children over 1 year-
old cranberry was not inferior to trimethoprim, with a cumulative 
rate of urine infection of 26% (95% CI; 12-41). The cranberry was 
well tolerated and with no new adverse effects.
CONCLUSIONS: Our study confirms that cranberry is safe and 
effective in the prophylaxis of recurrent urinary tract infection in 
infants and children. With the doses used, their efficiency is not less 
than that observed for trimethoprim among those over 1 year-old.
Fernández-Puentes V, et al. [Efficacy and safety profile of cranberry in in-
fants and children with recurrent urinary tract infection]. An Pediatr (Barc). 
2015 Jun;82(6):397-403. doi: 10.1016/j.anpedi.2014.08.012. Epub 
2014 Oct 7.

Vitamin D Supplementation Lowers Fall Incidence in 
Post-Menopausal Women
OBJECTIVE: To evaluate the effect of isolated vitamin D supple-
mentation (VITD) on the rate of falls and postural balance in post-
menopausal women fallers.
METHODS: In this double-blind, place-
bo-controlled trial, 160 Brazilian younger 
postmenopausal women were randomized 
into two groups: VITD group, vitamin D3 
supplementation 1,000 IU/day/orally (n = 
80) and placebo group (n = 80). Women 
with amenorrhea at least 12 months, age 
50 to 65 years, and a history of falls (pre-
vious 12 months) were included. Those 
with neurological or musculoskeletal dis-
orders, vestibulopathies, drugs use that 
could affect balance and osteoporosis 
were excluded. The intervention time was 
9 months. Postural balance was assessed 
by stabilometry (computerized force plat-
form) and investigation on the occurrence/
recurrence of falls was performed by interviews. The plasma concen-
tration of 25-hydroxyvitamin D [25(OH)D] was measured by high-
performance liquid chromatography. Statistical analysis was achieved 
by intention-to-treat, using analysis of variance, Student’s t test, Tukey 
test, chi-square, and logistic regression.
RESULTS: After 9 months, mean values of 25(OH)D increased 
from 15.0 ± 7.5 ng/mL to 27.5 ± 10.4 ng/mL (+45.4%) in the VITD 
group, and decreased from 16.9 ± 6.7 ng/mL to 13.8 ± 6.0 ng/mL 
(-18.5%) in the placebo group (P < 0.001). The occurrence of falls was 
higher in the placebo group (+46.3%) with an adjusted risk of 1.95 
(95% confidence interval [CI] 1.23-3.08) times more likely to fall and 
2.80 (95% CI 1.43-5.50) times higher for recurrent falls compared 
to the VITD group (P < 0.001). There was reduction in body sway by 
stabilometry, with lower amplitude of antero-posterior (-35.5%) and 
latero-lateral (-37.0%) oscillation, only in the VITD group (P < 0.001).
CONCLUSIONS: In Brazilian postmenopausal women fallers, iso-
lated vitamin D supplementation for 9 months resulted in a lower 

Clinical Quickies
continued from page 5

incidence of falls and improvement in postural balance.
Cangussu LM, et al. Effect of isolated vitamin D supplementation on the 
rate of falls and postural balance in postmenopausal women fallers: a 
randomized, double-blind, placebo-controlled trial. Menopause. 2015 Nov 
2. [Epub ahead of print]

Fecal Transplant Helps Clostridium Difficile Infection 
either Fresh or Frozen
IMPORTANCE: Clostridium difficile infection (CDI) is a major 
burden in health care and community settings. CDI recurrence is of 
particular concern because of limited treatment options and associ-
ated clinical and infection control issues. Fecal microbiota transplan-
tation (FMT) is a promising, but not readily available, intervention.
OBJECTIVE: To determine whether frozen-and-thawed (frozen, 
experimental) FMT is noninferior to fresh (standard) FMT in terms 
of clinical efficacy among patients with recurrent or refractory CDI 
and to assess the safety of both types of FMT.
DESIGN, SETTING, AND PARTICIPANTS: Randomized, 
double-blind, noninferiority trial enrolling 232 adults with recurrent 
or refractory CDI, conducted between July 2012 and September 
2014 at 6 academic medical centers in Canada.
INTERVENTIONS: Patients were randomly allocated to receive 
frozen (n = 114) or fresh (n = 118) FMT via enema.

MAIN OUTCOMES AND MEA-
SURES: The primary outcome mea-
sures were clinical resolution of diar-
rhea without relapse at 13 weeks and 
adverse events. Noninferiority margin 
was set at 15%.
RESULTS: A total of 219 patients 
(n = 108 in the frozen FMT group and 
n = 111 in the fresh FMT group) were 
included in the modified intention-to-
treat (mITT) population and 178 (fro-
zen FMT: n = 91, fresh FMT: n = 87) in the 
per-protocol population. In the per-pro-
tocol population, the proportion of pa-
tients with clinical resolution was 83.5% 
for the frozen FMT group and 85.1% for 

the fresh FMT group (difference, -1.6% 
[95% CI, -10.5% to ∞]; P = .01 for noninferiority). In the mITT popu-
lation the clinical resolution was 75.0% for the frozen FMT group 
and 70.3% for the fresh FMT group (difference, 4.7% [95% CI, -5.2% 
to ∞]; P < .001 for noninferiority). There were no differences in the 
proportion of adverse or serious adverse events between the treat-
ment groups.
CONCLUSIONS AND RELEVANCE: Among adults with re-
current or refractory CDI, the use of frozen compared with fresh 
FMT did not result in worse proportion of clinical resolution of 
diarrhea. Given the potential advantages of providing frozen FMT, its 
use is a reasonable option in this setting.
Lee CH, et al. Frozen vs Fresh Fecal Microbiota Transplantation and Clini-
cal Resolution of Diarrhea in Patients With Recurrent Clostridium difficile 
Infection: A Randomized Clinical Trial. JAMA. 2016 Jan 12;315(2):142-9. 
doi: 10.1001/jama.2015.18098.

Clinical Quickies continued on p.9



8   DMB  »  January-February 2016

Effects of Early Hypertension Con-
trol after Ischaemic Stroke on the 
Outcome: A Meta-Analysis
BACKGROUND: Accumulating evidence 
suggests that high blood pressure (BP) in-
creases the risk of cerebral oedema and 
haemorrhagic transformation of the isch-
aemic stroke (IS), and that low BP in acute 
ischaemic stroke (AIS) is associated with a 
poor prognosis. The best possible manage-
ment of hypertension after AIS is still uncer-
tain. 
MATERIALS AND METHODS: Eng-
lish databases were searched to identify rel-
evant randomized controlled trials assessing 
the effects of early BP lowering 
(started within the first 48 h) after IS on out-
come from January 1990 to August 2015. We 
set strict inclusion criteria and used the Re-
view Manager 5.2 software from Cochrane 
Collaboration to calculate the combined 
risk ratio (RR).
RESULT: Eight studies met our criteria. 
Early BP lowering after AIS did not signifi-
cantly affect the risk of early and long-term 
death (RR 1.22; 95% CI 0.69-2.16 and RR 
1.03; 95% CI 0.62-1.71), early and long-term 
dependency (RR 1.02; 95% CI 0.94-1.10 and 
RR 1.07; 95% CI 0.84-1.36), early and long-
term death or dependency (RR 1.04; 95% CI 
0.94-1.19 and RR 1.00; 95% CI 0.95-1.05), 
long-term stroke recurrence (RR 0.74; 95% 
CI 0.49-1.11), long-term myocardial infarc-
tion (RR 0.99; 95% CI 0.27-3.61), and long-
term vascular events 
(RR 0.97; 95% CI 0.72-1.31). 
CONCLUSION: Our results revealed 
neither support nor opposition to early BP 
lowering (started within 48 h) after AIS; in-
dividualized BP management based on the 
patients’ condition may be a good choice.  
Liu S, et al. Cerebrovasc Dis. 2015 Nov;40(5-
6):270-8. doi: 10.1159/000441097. Epub 
2015 Oct 22

Prior Asymptomatic Parenchymal 
Hemorrhage Does Not Increase 
the Risk for Intracranial Hemor-
rhage after Intravenous Throm-
bolysis.
BACKGROUND: The NINDS trial dem-
onstrated the efficacy of intravenous (IV) re-

 T A R G E T E D   R E S E A R C H 

Coagulation- and Thrombosis-Related Research
combinant tissue plasminogen activator 
(rtPA) in improving the neurologic outcome 
in patients presenting with acute ischemic 
strokes. Patients who had a prior history of 
intracranial hemorrhage (ICH) were exclud-
ed from this trial, possibly due to a hypothet-
ical increase in the subsequent bleeding risk. 
Thus, there is little data available, whether 
against or in favor of, the use of IV rtPA in 
patients with prior ICH. We aim to aid in 
determining the safety of IV rtPA in such 
patients through a retrospective hospital-
based single center study. 
METHODS: We reviewed the brain imag-
ing of all patients who received IV rtPA at 
our comprehensive stroke center from Janu-
ary 2006 to April 2014 for evidence of prior 
ICH at the time of IV rtPA administration. 
Their outcomes were determined in terms 
of subsequent development of symptomatic 

ICH as defined by the NINDS trial.
RESULTS: Brain imaging for 640 patients 
was reviewed. A total of 27 patients showed 
evidence of prior ICH at the time of IV 
thrombolysis, all intra-parenchymal. Only 1 
patient (3.7%) developed subsequent symp-
tomatic ICH after the administration of IV 
rtPA. Of the remaining 613 patients who re-
ceived IV rtPA, 25 patients (4.1%) developed 
symptomatic ICH.
CONCLUSION: This retrospective study 
provides Level C evidence that patients with 
imaging evidence of prior asymptomatic 
intra-parenchymal hemorrhage presenting 
with an acute ischemic stroke do not show 
an increased risk of developing symptomatic 
ICH after IV thrombolysis.
Cerebrovasc Dis. 2015 Nov;40(5-6):201-4. doi: 
10.1159/000439141. Epub 2015 Sep 25.

Q: For someone who is taking a 
statin drug and Plavix, can he take 
Boluoke® and then stop Plavix? )
J. Loring (San Francisco, California)      

A: Lumbrokinase has been co-adminis-
tered with statins and/or Plavix in various 
clinical studies, and appears to a safe combi-
nation. However, replacing Plavix with lum-
brokinase is not what we can recommend, 
but likely a viable option. Lumbrokinase is 
both a fibrinolytic agent and an anti-platelet 
agent, and it has been shown to be effective 
as a treatment, a primary prevention, and a 
secondary prevention for ischemic stroke 
in the literature. That is why we believe it 
is a viable option to Plavix; though there is 
not a head-to-head study so far. Their out-
comes were determined in terms of sub-
sequent development of symptomatic ICH 
as defined by the NINDS trial. Regardless 
of your decision, we believe proper moni-
toring (from time to time) is vital to the 
management of patients at risk of thrombo-
embolism. At my clinic, I use the Sonoclot® 
machine to assess the coagulation balance/
risk of the patient.  If you do not have ac-
cess to Sonoclot® machine, I would sug-
gest doing the following tests: Prothrombin 
Fragment 1+2, Thrombin/Antithrombin 

Product Q&A from Our Major Sponsor
Complex, Alpha-2-Antiplasmin and Fibrino-
gen.

Q: After a stroke, I am currently 
on Boluoke® instead of ELIQUIS 
(a new anticoagulant) and would 
like to know if there is any INR 
testing available for lumbroki-
nase. Thank you for your help.  
(R. Cater, M.D(Soledad,CA)

                   
A: There is no known contraindication be-
tween Boluoke® (lumbrokinase) and Gink-
go Biloba. Clinically, Boluoke® has been 
used together with aspirin or Plavix in vari-
ous studies with no adverse effects. Thus it 
should be compatible with Ginkgo Biloba, a 
herb also known to possess anti-platelet ef-
fects.If you plan to take Boluoke® for long-
term, you should have your coagulation 
balance/status tested from time to time to 
make sure Boluoke®’s dosage is correct or 
still needed. The following are the tests we 
often recommend: Prothrombin Fragment 
1+2, Thrombin/Antithrombin Complex, Al-
pha-2-Antiplasmin, and Fibrinogen
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Giving Breastfeeding Mothers High Dose Vitamin D is as 
Effective as Giving Vitamin D to Infants Directly
OBJECTIVE: Compare effectiveness of maternal vitamin D3 supple-
mentation with 6400 IU per day alone to maternal and infant supple-
mentation with 400 IU per day.
METHODS: Exclusively lactating women living in Charleston, SC, 
or Rochester, NY, at 4 to 6 weeks postpartum were randomized to 
either 400, 2400, or 6400 IU vitamin D3/day for 6 months. Breast-
feeding infants in 400 IU group received oral 400 IU vitamin D3/day; 
infants in 2400 and 6400 IU groups received 0 IU/day (placebo). Vitamin 
D deficiency was defined as 25-hydroxy-vitamin D (25(OH)D) <50 
nmol/L. 2400 IU group ended in 2009 as greater infant deficiency oc-
curred. Maternal serum vitamin D, 25(OH)D, calcium, and phosphorus 
concentrations and urinary calcium/creatinine ratios were measured at 
baseline then monthly, and infant blood parameters were measured at 
baseline and months 4 and 7.
RESULTS: Of the 334 mother-infant pairs in 400 IU and 6400 IU 
groups at enrollment, 216 (64.7%) were still breastfeeding at visit 1; 148 
(44.3%) continued full breastfeeding to 4 months and 95 (28.4%) to 7 
months. Vitamin D deficiency in breastfeeding infants was greatly af-
fected by race. Compared with 400 IU vitamin D3 per day, 6400 IU/day 
safely and significantly increased maternal vita-
min D and 25(OH)D from baseline (P < .0001). 
Compared with breastfeeding infant 25(OH)D 
in the 400 IU group receiving supplement, in-
fants in the 6400 IU group whose mothers only 
received supplement did not differ.
CONCLUSIONS: Maternal vitamin D sup-
plementation with 6400 IU/day safely supplies 
breast milk with adequate vitamin D to satisfy 
her nursing infant’s requirement and offers an 
alternate strategy to direct infant supplementa-
tion.
Hollis BW, et al. Maternal Versus Infant Vitamin D 
Supplementation During Lactation: A Randomized

Stevia Leaf Extract More Effective 
than Antibiotics Against Lyme-Causing Spirochetes In 
Vitro
ABSTRACT: Lyme disease is a tick-borne multisystemic disease 
caused by Borrelia burgdorferi. Administering antibiotics is the pri-
mary treatment for this disease; however, relapse often occurs when 
antibiotic treatment is discontinued. The reason for relapse remains 
unknown, but recent studies suggested the possibilities of the presence 
of antibiotic resistant  Borrelia persister cells and biofilms. In this study, 
we evaluated the effectiveness of whole leaf Stevia extract against B. 
burgdorferi spirochetes, persisters, and biofilm forms in vitro. The sus-
ceptibility of the different forms was evaluated by various quantitative 
techniques in addition to different microscopy methods. The effective-
ness of Stevia was compared to doxycycline, cefoperazone, daptomy-
cin, and their combinations. Our results demonstrated that Stevia had 
significant effect in eliminating B. burgdorferi spirochetes and persist-
ers.  Subculture experiments with Stevia and antibiotics treated cells 

were established for 7 and 14 days yielding,  no and 10% viable 
cells, respectively compared to the above-mentioned antibiotics 
and antibiotic combination. When Stevia and the three antibiotics 
were tested against attached biofilms, Stevia significantly reduced 
B. burgdorferi forms.Results from this study suggest that a natural 
product such as Stevia leaf extract could be considered as an effec-
tive agent against B. burgdorferi.
Theophilus PA, et al. Effectiveness of Stevia Rebaudiana Whole Leaf 
Extract Against the Various Morphological Forms of Borrelia Burgdor-
feri in Vitro. Eur J Microbiol Immunol (Bp). 2015 Nov 12;5(4):268-80. 
doi:10.1556/1886.2015.00031.eCollection 2015.

Review of Studies Supports Garlic Supplementation 
in Heart Disease Prevention
BACKGROUND: Thousands of studies have been published 
based on animal and human studies evaluating garlic’s effects and 
safety.
OBJECTIVE: We reviewed the available literature investigating 
the effects of garlic supplements on hypertension, hypercholester-
olemia, C-reactive protein (CRP), pulse wave velocity (PWV), and 
coronary artery calcium (CAC), as well as available data on side 
effects.
METHODS: We searched PubMed for all human studies using 
medical subject heading words through 30 May 2013 and assessed 
relevant review articles and original studies. Only double-blind, 

randomized, controlled trials and meta-
analyses of double-blind, randomized, 
controlled trials were included. The 
review of articles and data extraction 
were performed by 2 independent au-
thors, with any disagreements resolved 
by consensus.
RESULTS: Garlic supplementation re-
duced blood pressure by 7-16 mm Hg 
(systolic) and 5-9 mm Hg (diastolic) (4 
meta-analyses and 2 original studies). It 
reduced total cholesterol by 7.4-29.8 
mg/dL (8 meta-analyses). The most con-
sistent benefits were shown in studies 
that used aged garlic extract (AGE). A 
few small studies that used AGE also 

showed favorable effects on CAC, CRP, and PWV. Although garlic 
is generally safe, rare adverse reactions have been documented 
with limited causality established.
CONCLUSION: We conclude that garlic supplementation has 
the potential for cardiovascular protection based on risk factor re-
duction (hypertension and total cholesterol) and surrogate mark-
ers (CRP, PWV, and CAC) of atherosclerosis. Larger studies are 
warranted to evaluate these effects further.
Varshney R, et al. Garlic and Heart Disease. J Nutr. 2016 
Feb;146(2):416S-21S. doi: 10.3945/jn.114.202333. Epub 2016 Jan 13. 

L-Carnitine Righteous Again! Research Explains How 
L-Carnitine Prevents Atherosclerosis.
OBJECTIVE: Dietary l-carnitine can be metabolized by intes-

Clinical Quickies
continued from page 7

Clinical Quickies continued on p.12
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February 2016

February 18-21
SYNCOPATE MEETING AND EVENTS LLC presents 
HAWAII DOC TALKS 2016. Waiko-loa Beach Marriott, 
Kona, HI.  
Contact: www.sync-opate.com/events/doctalks

February 19-21
LDN 2016 CONFERENCE. Orlando, FL.  
Contact: www.ldn2016.com/townsend/

February 26-28
Oncology Association of Naturopathic Phy-sicians pres-
ents 5TH ANNUAL OncANP CONFERENCE. Hilton 
Squaw Peak Hotel, Phoenix, AZ.  
Contact: https://oncanp.org/events/

March 2016

March 3-6
ICIM SPRING CONFERENCE – IT’S A GUT FEELING. 
Atlanta Marriott Buckhead, Atlanta, GA.   
Contact: http://icimed.com/conferences-2015. 
php#Conferences2016

March 4-6
ENVIRONMENTAL HEALTH SYMPOSIUM ANNUAL 
CONFERENCE in San Diego, Ca
Contact:www.EnvironmentalHealthSymposium.com 

March 14-18
APPLYING FUNCTIONAL MEDICINE IN CLINICAL 
PRACTICE – 5 day foundational course in Phoenix, 
Arizona Contact: http://
www.functionalmedicine.org/AFMCP

March 21-23
AMERCIAN CENTER FOR INTEGRATIVE MEDICINE 
presents 13TH ANNUAL NUTRITION & HEALTH 
CONFERENCE in Denver, Colorado. 
Contact:http://www.nutritionandhealthconf.org/

MARCH 31 – April 3
ACA COUNCIL ON NUTRITION ANNUAL SEMI-
NAR at Grand Hyatt Hotel, San Antonio, TX.  
Contact: http://www.councilonnutrition.com/events/
symposium.php

March 31-April 3
ADVANCED TOPICS IN ENVIRONMENTAL MEDICINE 
in Dallas, Texas. Includes Dr. Alan McDaniel’s 2-Day endo-
crinology course  
Contact: American Academy of Environmental Medicine, 
316-684-5500; http://www.aaemconference.com

April 2016

April 4-6
NATIONAL CENTER FOR HOMEOPATHY presents 
11THE ANNUAL JOINT AMERICAN HOMEOPATHIC 
CONFERENCE at The Westin Westminster, Westminster, 
CO. 
INFO: http://www.homeopathycenter.org/2016-joint-amer-
ican-homeopathic-conference

April 7-9
HOLISTIC DENTAL ASSOCIATION presents 39TH 
ANNUAL SYMPOSIUM – “THE HEALING HANDS OF 
HOLISTIC DENTISTRY” at The Westin Atlanta Airport, 
Atlanta, GA.  
INFO: http:/icimed.comconferences-2015.
php#Conferences2016

April 9-10
CNDA presents MERGING MEDICINE XVIII NATURO-
PATHIC ENDOCRINOLOGY SUMMIT at Marriot Marina 
del Rey, Los Angeles, CA. 
INFO: http://www.calnd.org/

April 14-16
BEST ANSWER FOR CANCER FOUNDATION presents 
14TH ANNUAL INTERNATIONAL INTEGRTIVE ON-
COLOGY CONFERENCE at Town and Country Resort 
and Conventional Center, San Diego, CA.  
INFO: http://bestanswerforcancer.org/2016-conference/

April15-17
NWNPC presents 60TH ANNUAL CONVENTION at 
Portland Marriott Downtown Waterfront, Portland, OR. 
INFO: https://nwnpc.com/

April 22-24
INTERNATIONAL SOCIETY FOR ORTHOMOLECULAR 
MEDICINE presents ORTHOMOLECULAR MEDICINE 
TODAY 45TH ANNUAL INTERNATIONAL CONFER-
ENCE in Vancouver, BC.   
INFO: http://www.orthomed.org/omt/omt.html



of the above was met.    
According to the result, the total efficacy of treatment group was 
95%, which was significantly higher than control group (80%). Acu-
puncture on Yuan Source points are simple to practice, has minimal 
side effect and are effective in treating diabetic peripheral neuropa-
thy; therefore, this protocol can be considered as an alternative or 
conjunctive treatment for patients diabetic peripheral neuropathy.
Li YaXue, et al.. Acta Chinese Medicine and Pharmacology (Zhong Yi Yao 
Xue Bao). 2015. 43 (5): 24-25.

Ozone Acupoint Injection Treats Sinus Tarsi Syndrome
SUMMARY: 26 patients with sinus tarsi syndrome (9 males, 17 
females, mean age 32.22±14.32, mean course of disease 19.17±15.86 
months) were included in this study. Inclusion criteria: 1) History of 
inversion ankle sprain > 14 weeks;  2) Long-term history of ankle 
pain, worse after exercise and often accompanied by calf, heel, and 
foot pain; 3) Trigger point on anterior-inferior side of lateral ankle, 
with local edema or shooting pain radiating to toes and calf.  4) The 
following indicators were within normal range: uric acid, erythrocyte, 
erythrocyte sedimentation rate, anti-streptolysin O titer, C-reactive 
protein, and rheumatoid factor; 5) No orthopedic abnormality in the 
foot area was shown on X-ray. 6) Other diseases that could cause 
the similar symptom manifestations were excluded. The scores on 
the America Orthopedic Foot and Ankle Society (AOFAS) Ankle-
Hindfoot Scale were all between 0-89 for all subjects prior to treat-
ment. All subjects received ozonated water injection (3-5ml of ozone 
water, with an ozone concentration of 23mg/L) at Qiu Xu (丘墟, 
GB40). Treatment was repeated every 7 days, with no more than 3 
treatments in total. All subjects were instructed to start rehabilita-
tion exercises 24 hours after the treatment. Efficacy was assessed at 
72 hours and at 6 months after the last treatment. According to AO-
FAS Ankle-Hindfoot Scale, the efficacy was defined as: 1). Excellent, if 
the score was between 90-100; 2). Good, if the score was between 
75-89; 3). Average, if the score was between 50-74; 4). Poor, if the 
score was less than 50. Visual analogue scale (VAS) was also used to 
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Treating Diabetic Peripheral Neuropathy with Acu-
puncture on the Yuan Source Points
SUMMARY:  40 patients with diabetic peripheral neuropathy 
were randomly divided into treatment group and control group. All 
subjects were comparable in age, gender, course of disease, weight, 
waist-hip ratio, and level of blood glucose (P>0.05). All subjects met 
the diagnostic criteria of diabetic peripheral neuropathy accord-
ing to the WHOPNTF. In the treatment group, all subjects received 
acupuncture treatment at the Yuan Source points. For subjects with 
peripheral neuropathy in the lower extremities, the following Yuan 
Source points were used: Chong Yang (沖陽, ST-42), Tai Xi (太溪, 
KD-3), Qiu Xu (丘墟, GB-40), Tai Chong (太沖, LV-3), Jing Gu (京骨, 
UB-64); for patients also experienced peripheral neuropathy in the 
upper extremities, the following Yuan Source points were also used: 
Yang Chi (陽池, SJ-4), He Gu (合谷, LI-4), Wang Gu (腕骨, SI-4), Tai 
Yuan (太淵, LU-9), Da Ling (大陵, PC-7), and Shen Men (神門, HT-
7). After15 minutes of treatment, all needles were manipulated for 
15 seconds to increase the reaction of Qi. Treatment period was 
30 minutes and was repeated daily for 4 weeks. In control group, 
all subjects received 500ug intramuscular methycobal (mecobala-
min, manufactured by Japan’s Eisai Co., Ltd.), once every other day 
for 4 weeks. Toronto Clinical Scoring System (TCSS) and Clinical 
Guideline of New Drugs for Traditional Chinese Medicine in Treating 
Diabetes were used for evaluating treatment efficacy. A subject was 
considered as: 1). Cured:  if clinical symptoms and signs resolved or 
almost resolved, TCSS score reduced by > 195%; or if the velocity 
of sensory nerve conduction increased by 5m/s or more, or if the 
velocity returned to normal range; 2). Markedly Improved: if clinical 
symptoms and signs significantly improved, TCSS score reduced by 
> 70%; or if the velocity of sensory nerve conduction increased by 
2m/s or more; 3). Improved: if the clinical symptoms and signs im-
proved, TCSS score reduced by > 30%; or if the velocity of sensory 
nerve conduction increased by 1m/s or more; 4). Unresponsive: none 

According to the Table 1 and Table 2, both AOFAS Ankle-
Hindfoot Scale and VAS both significant improved after treat-
ment (P<0.05). This result indicates that local ozone injec-
tion with rehabilitation exercise is effective in treating sinus 
tarsi syndrome, and has shown to decrease the risk of relapse.  
Lin Guoping and Chen Jianhua. TCM Research (Zhong Yi Yan Jiu). 2015. 
28 (8): 36-37.  
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tinal microbiota to trimethylamine, which is absorbed by the gut and further oxidized to 
trimethylamine N-oxide (TMAO) in the liver. TMAO plasma levels have been associated with 
atherosclerosis development in ApoE(-/-) mice. To better understand the mechanisms behind 
this association, we conducted in vitro and in vivo studies looking at the effect of TMAO on 
different steps of atherosclerotic disease progression.
METHODS: J774 mouse macrophage cells were used to evaluate the effect of TMAO on 
foam cell formation. Male ApoE(-/-) mice transfected with human cholesteryl ester transfer 
protein (hCETP) were fed l-carnitine and/or methimazole, a flavin monooxygenase 3 (FMO3) 
inhibitor that prevents the formation of TMAO. Following 12 week treatment, l-carnitine and 
TMAO plasma levels, aortic lesion development, and lipid profiles were determined.
RESULTS: TMAO at concentrations up to 10-fold the Cmax reported in humans did not 
affect in vitro foam cell formation. In ApoE(-/-)mice expressing hCETP, high doses of l-carnitine 
resulted in a significant increase in plasma TMAO levels. Surprisingly, and independently from 
treatment group, TMAO levels inversely correlated with aortic lesion size in both aortic root 
and thoracic aorta. High TMAO levels were found to significantly correlate with smaller aortic 
lesion area. Plasma lipid and lipoprotein levels did not change with treatment nor with TMAO 
levels, suggesting that the observed effects on lesion area were independent from lipid changes.
CONCLUSION: These findings suggest that TMAO slows aortic lesion formation in this 
mouse model and may have a protective effect against atherosclerosis development in humans. 
Collins HL, et al. L-Carnitine intake and high trimethylamine N-oxide plasma levels correlate with low 
aortic lesions in ApoE(-)(/-) transgenic mice expressing CETP. Atherosclerosis. 2016 Jan;244:29-37. doi: 
10.1016/j.atherosclerosis.2015.10.108. Epub 2015 Nov 2.

 

before her period. This  treatment  proto-
col continued for 2 months until just before 
Spring break when students were ready for 
the holiday. 
“Crowd control,” sighed WM. This new 
stress triggered hot flushes (surge of adrena-
line due to extra stress on adrenals) a couple 
times and worsened her sleep issues. TCM 
formulas were discontinued and adrenal and 
sleep support supplements were given. ADR 
Life Force (Physica Energetics) then Bio-B 
complete (Vita Aid Professional Nutrition), 
and PRF (Priority One) which consisted of 
adrenal glandulars, vitamin Bs, calming herbs 
such as valerian, passion a flower, minerals 
and glutamic acid for neurotransmitter sup-
port (precursor of GABA). Alternating nasal 
breathing technique and homeopathic rem-
edies were also recommended. WM has been 
receiving monthly acupuncture 
for 1.5 years. Currently the working combi-
nation for best outcome for sleep and en-
ergy itheanine,5-HTP melatonin and 
(Webber’s Naturals) ands L-GABA after din-
ner and before bed. She is also doing seed 
cycling with fatty acids (flax and pumpkin 
seeds with omega 3s during follicular phase 
and sesame and sunflower seeds and GLA 

‘Insomnia’ cont’d from page 1
during luteal phase). Vitex (Seroyal) was 
also given to balance hormones at hypo-
thalamus-pituitary level. This protocol has 
sustained her through busy times such as 
during the stressful Christmas season. As a 
result, she felt that she was able to  manage 
stress better.
FINAL ASSESSMENT:
What I learned from this case was the im-
portance of offering adrenal support in the 
beginning for insomnia with sex hormone 
therapy balancing afterwards. Insomnia is 
such a tricky condition to treat as there are 
so many variables in play – blood glucose 
levels and food consumption before bed, ba-
sic sleep hygiene, neurotransmitters, endo-
crine imbalances such as adrenal hormones, 
thyroid hormones, sex hormones, mental 
emo-tional aspects, side effects of medica-
tions, GERD...etc. 
In this case, I  suspected low progesterone 
levels in WM. When stressed, steroidal path-
ways steal progesterone in order to pro-
duce more cortisol. GABA, one of inhibitory 
neurotransmitters requires progesterone 
to be activated. As a result, I suggested the 
implementation of Vitex, seed and oil cycling.


