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drug whisperer
It’s a no-brainer to 
supplement vitamin B12 
for patients taking these 
medications. Gout pa-
tients on low-dose aspirin 
should also take allopuri-
nol to prevent recurrence.

medical orient express
Do you know which traditional 
Chinese herbal formula com-
bines well with pharmaceuticals 
in the treatment of depression, 
or which TCM patent medicine 
can augment drugs to treat 
unstable angina?

clinical quickies 
There is currently no cure for 
Alzheimer’s disease, but find 
out which nutrient can slow 
down its progression. Plus, this 
nutrient extracted from broccoli 
may benefit young men with 
autism. 8

targeted research
Warfarin is the best anti-coagu-
lant for patients with mechanical 
heart valves.Diabetics’ elevated 
cardiovascular risk is not only 
due to increased inflammation, 
but also an under-performing 
fibrinolytic system.
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Your quick stop for integrated clinical research updates

     Canadians, let’s stand to-
gether and fight for our right 
to access safe and effective 
natural health products! Spe-
cifically, we need your support 
to bring back lumbrokinase (a 
complex earthworm protein 
extract) in Canada. Why is this 
important? 
     As Canadians, we are proud 
of our medical system that 
takes care of both the rich and 
the poor without prejudice. 
However, many of us believe in 
the philosophy of preventative 
natural health care, instead of 
the pharmaceutical approach of 
disease care. Integrative health 
practitioners also depend on 
the availability of natural health 
products in order to provide 
effective health care for their 
patients. Without a doubt, as 
Canadians we cherish our right 
to self-care, which includes 
being able to choose natural 
health products to achieve and 
maintain optimal health. 
     The Natural Health Product 
Directorate [now the Natural 
and Non-prescriptive Natural 
Health Product Directorate 
(NNHPD)] was established in 
year 2000. As stated on its web-
site, the NNHPD’s purpose is 
to ensure that Canadians have 
ready access to natural health 
products that are safe, effec-
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tive and of high quality while 
respecting freedom of choice 
and philosophical and cultural 
diversity. However, some may 
argue that the NNHPD has 
done exactly the opposite 
over the past 10 years. Since 
the enactment of the Natu-
ral Health Product Regulation 
Act in 2004, Canadians have 
lost access to many products 
and brand names (e.g. Allergy 
Research, Gaia Herbals, Herb-
Pharm, Natrol, etc.). Amongst 
these were safe and effective 
oral fibrinolytic enzymes like 
nattokinase and lumbrokinase. 
     How did Canadians lose so 
many natural health products 
from the market? It certainly 
was not due to a lack of safety 
because most, if not all, of these 
products or ingredients have an 
excellent safety record in Can-
ada and worldwide. It is mainly 
because the NNHPD assesses 
natural health products more 
as drugs than as health supple-
ments, and it trivializes the 
natural health products’ tradi-
tional empirical data and actual 
post-marketing safety histories. 
As a result, many products or 
ingredients that were available 
before 2004 (when the Regula-
tions came into effect) are no 
longer accessible to Canadians, 
including enzymes like nattoki-

nase and lumbrokinase. 
     As a naturopathic physician 
and an executive of a company 
that produces a lumbrokinase 
product, I have been working 
hard to bring back lumbro-
kinase for Canadian doctors 
and patients for the past eight 
years. Currently, we are near 
the end of the product assess-
ment process, and the NNHPD 
will likely make its final decision 
within the next few months. In 
the case of lumbrokinase, the 
submitted evidence was quite 
comprehensive and included 
Traditional Chinese Medicine 
texts, animal toxicity data, phar-
macokinetics data, Phase I-III 
clinical trial data, many double-
blind placebo-controlled data, 
systematic reviews, and post-
marketing safety data from Chi-
na and North America. Howev-
er, after personally dealing with 
the NNHPD for so many years, 
I have little faith that it will fulfill 
its mandate. Therefore, YOUR 
VOICE IS URGENTLY NEED-
ED!     
     I ask that you to write a 
letter to the Minister of Health, 
Ms. Rona Ambrose, and your 
local Member of Parliament de-
manding your right to self-care 
and the right to access prod-
ucts that are reasonably safe 
and effective. Specifically, you 

should request to have access 
to the enzyme lumbrokinase. If 
we can successfully bring back 
lumbrokinase, then there may 
still be hope for those natural 
health products that were re-
moved from Canadian market 
without just cause (e.g. natto-
kinase, shark liver oil, emu oil 
in capsule form, etc.) Unfortu-
nately there is no way to bring 
back all the banned products at 
once unless NNHPD is abol-
ished, which would be virtually 
impossible. 
     I encourage you to use your 
own words, but have provided 
some sample letters for your 
reference on www.FightFor-
LumbroAccess.com. I have 
also started an on-line petition 
to the Minister of Health on 
the following site: http://chn.
ge/1pW2qKN Please spread 
the word via your Facebook, 
LinkedIn, chat groups, etc. and 
ask your colleagues and friends 
to join the campaign.
     If you would like to learn 
more about this campaign, 
the lumbrokinase enzyme, or 
have any questions/comments, 
please visit the website: www.
FightForLumbroAccess.com. 

Sincerely,
Martin Kwok, ND, DrTCM

An Open Letter to All Canadians: Stand up for Your Right to Natural Health Products
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Use of PPIs or H2RAs is Associated with Vitamin B12 
Deficiency
IMPORTANCE: Proton pump inhibitors (PPIs) and histamine 2 
receptor antagonists (H2RAs) suppress the production of gastric acid 
and thus may lead to malabsorption of vitamin B12. However, few 
data exist regarding the associations between long-term exposure 
to these medications and vitamin B12 deficiency in large population-
based studies.
OBJECTIVE: To study the association between use of PPIs and 
H2RAs and vitamin B12 deficiency in a community-based setting in 
the United States.
DESIGN, SETTING, AND PATIENTS: We evaluated the 
association between vitamin B12 deficiency and prior use of acid-
suppressing medication using a case-control study within the Kaiser 
Permanente Northern California population. We compared 25,956 
patients having incident diagnoses of vitamin B12 deficiency between 
January 1997 and June 2011 with 184,199 patients without B12 
deficiency. Exposures and outcomes were ascertained via electronic 
pharmacy, laboratory, and diagnostic databases.
MAIN OUTCOMES AND MEASURES: Risk of vitamin B12 
deficiency was estimated using odds ratios (ORs) from conditional 
logistic regression.
RESULTS: Among patients with incident diagnoses of vitamin B12 
deficiency, 3,120 (12.0%) were dispensed a two or more years’ supply 
of PPIs, 1,087 (4.2%) were dispensed a two or more years’ supply of 
H2RAs (without any PPI use), and 21,749 (83.8%) had not received 
prescriptions for either PPIs or H2RAs. Among patients without 
vitamin B12 deficiency, 13,210 (7.2%) were dispensed a two or more 
years’ supply of PPIs, 5,897 (3.2%) were dispensed a two or more 
years’ supply of H2RAs (without any PPI use), and 165,092 (89.6%) 
had not received prescriptions for either PPIs or H2RAs. Both a two 
or more years’ supply of PPIs (OR, 1.65 [95% CI, 1.58-1.73]) and a 
two or more years’ supply of H2RAs (OR, 1.25 [95% CI, 1.17-1.34]) 
were associated with an increased risk for vitamin B12 deficiency. 
Doses more than 1.5 PPI pills/d were more strongly associated with 
vitamin B12 deficiency (OR, 1.95 [95% CI, 1.77-2.15]) than were 
doses less than 0.75 pills/d (OR, 1.63 [95% CI, 1.48-1.78]; P = .007 for 
interaction).
CONCLUSIONS AND RELEVANCE: Previous and current 
gastric acid inhibitor use was significantly associated with the pres-
ence of vitamin B12 deficiency. These findings should be considered 
when balancing the risks and benefits of using these medications.
Lam JR, et al. Proton pump inhibitor and histamine 2 receptor antagonist 
use and vitamin B12 deficiency.  JAMA. 2013 Dec 11;310(22):2435-42. 

Taking Aspirin Before Coronary Artery Bypass Graft 
Associated with Increased Risk of Post-Operative 
Bleeding
BACKGROUND: The administration of aspirin is traditionally 
discontinued prior to coronary artery bypass grafting (CABG), given 
a potential risk of excessive postoperative bleeding. Few studies have 
previously suggested the benefits of continuing aspirin until the time 
of surgery. The primary aim of this review is to evaluate the effects of 
preoperative aspirin therapy on several clinically important outcomes 
in patients undergoing CABG.

METHODS:  A meta-analysis of eligible studies of patients under-
going CABG, reporting preoperative aspirin in comparison with no 
aspirin/placebo and our outcomes, was carried out. The safety out-
comes included postoperative bleeding, packed red blood cell (PRBC) 
transfusion requirements, and reoperation for bleeding. The efficacy 
outcomes included perioperative myocardial infarction (MI), cerebro-
vascular accidents (CVAs), and mortality.
RESULTS: In eight randomized controlled trials (RCTs; n = 1,538), 
preoperative aspirin increased postoperative bleeding (difference in 
means = 132.30 mL; 95 % confidence interval [CI] 47.10-217.51; P 
= .002), PRBC transfusion requirements (difference in means = 0.67 
units; 95% CI 0.10-1.24; P = .02), and reoperation for bleeding (odds 
ratio [OR] = 1.76; 95% CI 1.05-2.93; P = .03). In 19 observational 
studies (n = 19551), preoperative aspirin increased postoperative 
bleeding (difference in means = 132.74 mL; 95% CI 45.77-219.72; P = 
.003) and PRBC transfusion requirements (difference in means = 0.19 
units; 95% CI 0.02-0.35; P = .02) but not reoperation for bleeding (OR 
= 1.13; 95% CI 0.91-1.42; P = .27). Subgroup analyses for RCTs dem-
onstrated that aspirin given at doses ≤ 100 mg/d might not increase 
the postoperative bleeding, and the dose of 325 mg/d might not be 
a cut-off value that has clinical and statistical significance. No statisti-
cally significant differences in the rate of perioperative MI, CVAs, or 
mortality were seen between the two groups.
CONCLUSIONS: Preoperative aspirin therapy is associated with 
increased postoperative bleeding, PRBC transfusion requirements, and 
reoperation for bleeding in patients undergoing CABG. Doses lower 
than 100 mg/d may minimize the risk of bleeding. Additional RCTs are 
needed to assess the effects of preoperative aspirin on the safety and 
efficacy outcomes in patients undergoing CABG.
Ma X, et al. Safety and efficacy outcomes of preoperative aspirin in patients 
undergoing coronary artery bypass grafting: a systematic review and meta-
analysis. J Cardiovasc Pharmacol Ther. 2014 Jan;19(1):97-113. 

Low-Dose Aspirin Use Associated with Increased Risk 
of Recurrent Gout Attack
OBJECTIVE: To examine the association between cardioprotective 
use of low-dose aspirin and the risk of recurrent gout attacks among 
gout patients.
METHODS: We conducted an online case-crossover study of 
individuals with gout over one year. The following information was 
obtained during gout attacks: the onset dates, symptoms and signs, 
medications, and exposure to potential risk factors, including daily 
aspirin use and dosage, during the two-day hazard period prior to the 
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    Words from the Publisher    

      My apologies for the late release of this 
October issue. I had to make sure the www.
FightForLumbroAccess.com website and 
the petition to the Minister of Health were 
ready(see open letter in this issue). It is not 
certain if we will be successful in bringing 
back lumbrokinase to Canada. However, if we 
do not try we’ll never know. If we are suc-

cessful, then there is hope yet for the other 
natural health products that were unjustly 
taken from Canadians to be brought back.
      We live in a polluted world, and there is 
no escape. Our water, air, and food, are no 
longer as clean they once were. The sad real-
ity is that exposure to pollutants often starts 
before we are born. Researchers from New 
Hampshire have found a way to estimate 
arsenic exposure in utero. Testing arsenic 
content in the toenail appears to be a reliable 
way of estimating exposure during preg-
nancy.1 If infant toenails can reflect in utero 
exposure to arsenic, maybe toenails are also 
a good way to estimate other heavy metal 
exposures.    Statistics are an integral part of 
all clinical trials. Some say that statistics make 

data more understandable. Others believe 
statistics are simply a way to manipulate the 
data. There is probably some truth to both 
sides of this argument. A recent article in 
JAMA points out that when randomized clini-
cal trials were reanalyzed with different ap-
proaches, up to 35% of the trial conclusions 
are different than the original!2 That makes 
me wonder about those trials that required 
thousands of people just to show a slight 
clinical benefit with a statistical significance. 
Were they accurate?
Dr. Martin Kwok, ND, Dr. TCM
Editor and Publisher

R E F E R E N C E S
1. Davis MA, et al. Infant toenails as a biomarker of in 
utero arsenic exposure. J Expo Sci Environ Epidemiol. 
2014 Sep-Oct;24(5):467-73.

2. Ebrahim S, et al. Reanalyses of randomized clinical 
trial data. JAMA. 2014 Sep 10;312(10):1024-32. 

Dr. Martin Kwok is
now on Twitter. 

Join today to start receiving 
Dragon’s Medical Bulletin 

updates.
http://twitter.com/dragonsmedical

gout attacks. The same exposure informa-
tion was also obtained over two-day control 
periods.
RESULTS: Of the 724 participants anal-
ysed, 40.5% took aspirin ≤325 mg/day during 
either a hazard or a control period. Com-
pared with no aspirin use, the adjusted OR 
of gout attacks increased by 81% (OR=1.81, 
95% CI 1.30 to 2.51) for ≤325 mg/day of 
aspirin use on two consecutive days. The cor-
responding ORs were stronger with lower 
doses (eg, OR=1.91 for ≤100 mg, 95% CI 
1.32 to 2.85). These associations persisted 
across subgroups by sex, age, body mass in-
dex categories and renal insufficiency status. 
Concomitant use of allopurinol nullified the 
detrimental effect of aspirin.
CONCLUSIONS: Our findings suggest 
that the use of low-dose aspirin on two con-
secutive days is associated with an increased 
risk of recurrent gout attacks. Recommended 
serum urate monitoring with concomitant 
use and dose adjustment of a urate-lowering 
therapy among patients with gout may be 
especially important to help avoid the risk of 

gout attacks associated with low-dose aspirin.
Zhang Y, et al. Low-dose aspirin use and 
recurrent gout attacks. Ann Rheum Dis. 2014 
Feb;73(2):385-90. 

Seven Days of Doxycycline After 
Acute Myocardial Infarction May 
Minimize Adverse Remodelling of 
Left Ventricle 
AIMS: Experimental studies suggest that 
doxycycline attenuates post-infarction 
remodelling and exerts protective effects 
on myocardial ischemia/reperfusion injury. 
However, the effects of the drug in the clini-
cal setting are unknown. The aim of this study 
was to examine the effect of doxycycline on 
left ventricular (LV) remodelling in patients 
with acute ST-segment elevation myocardial 
infarction (STEMI) and LV dysfunction.
METHODS AND RESULTS: Open-
label, randomized, phase II trial. Immediately 
after primary percutaneous coronary inter-
vention, patients with STEMI and LV ejection 
fraction < 40% were randomly assigned to 
doxycycline (100 mg b.i.d. for seven days) in 
addition to standard therapy, or to standard 
care. The echo LV end-diastolic volumes in-

We invite readers’ comments at 

editor@dragonsmedicalbulletin.com
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dex (LVEDVi) was determined at baseline and 
six months. (99m)Tc-Sestamibi-single-photon 
emission computed tomography infarct size 
and severity were assessed at six months. 
We calculated a sample size of 110 patients, 
assuming that doxycycline may reduce the 
increase in the LVEDVi from baseline to six 
months > 50% compared with the standard 
therapy (statistical power > 80% with a type 
I error = 0.05). The six-month changes in 
%LVEDVi were significant smaller in the doxy-
cycline group than in the control group [0.4% 
(IQR: -16.0 to 14.2%) vs.13.4% (IQR: -7.9 
to 29.3%); P = 0.012], as well as infarct size 
[5.5% (IQR: 0 to 18.8%) vs. 10.4% (IQR: 0.3 to 
29.9%) P = 0.052], and infarct severity [0.53 
(IQR: 0.43-0.62) vs. 0.44 (IQR: 0.29-0.60), P = 
0.014], respectively.
CONCLUSION: In patients with acute 
STEMI and LV dysfunction, doxycycline reduc-
es the adverse LV remodelling for comparable 
definite myocardial infarct size.
Cerisano G, et al. Early short-term doxycycline 
therapy in patients with acute myocardial infarc-
tion and left ventricular dysfunction to prevent the 
ominous progression to adverse remodelling: the 
TIPTOP trial. Eur Heart J. 2014 Jan;35(3):184-91. 
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and two patients met the inclusion criteria. 11% of the patients 
(n = 23) remained in the mild stage of the disease, 54% (n = 110) 
developed the moderate form in a mean time of 3 ± 1.4 years while 
35% (n = 69) developed the severe form in a mean time of 4.6 ± 
1.4 years. Time of progression to severe stage of Alzheimer’s disease 
was slower in patients under treatment with vitamin D compared 
with those without treatment (5.4 ± 0.4 years vs. 4.4 ± 0.16 years 
respectively, p=0.003). Treatment with vitamin D may be an indepen-
dent protecting factor in the progression of Alzheimer’s disease.
Chavez M, et al. [Treatment with vitamin D and slowing of progres-
sion to severe stage of Alzheimer’s disease]. Vertex. 2014 Mar-
Apr;25(114):85-91.

Fresh Bottle Gourd Extract Improves Lipid and Anti-
oxidant Status
ABSTRACT: The study validated the antidyslipidemic, antioxidant, 
and antihyperglycemic effects of Lagenaria siceraria fruit extract 
in human subjects with dyslipidemia along with subjects of normal 
health. A total of 200 mL of freshly prepared Lagenaria siceraria 
fruit extract was administered daily on empty stomach for 90 days. 
Significant reductions (P < .01) were found in triglycerides and total 
cholesterol levels in blood. Cardiac risk ratio, atherogenic coefficient, 
and atherogenicity index of plasma were also improved. Appreciable 
reductions in body mass index (P < .01) and blood pressure (systolic 
P < .01, diastolic P < .05) along with a significant reduction (P < 

.05) in fasting blood glucose levels were also 
observed in these subjects. Lagenaria siceraria 
fruit extract exhibited significant antioxidant 
activity in dyslipidemic subjects as evident from 
elevations in SOD (P < .05) and GSH levels (P 
< .01) with marked improvement in catalase 
(P < .01) and TBARS levels (P < .05). Phyto-
chemical screening confirmed the presence of 
saponins, glycosides, flavonoids, terpenoids, and 
phenolic compounds. Lagenaria siceraria fruit 
extract serves as dietary adjunct in treatment 
of human dyslipidemia and cardiovascular 
disease.
Katare C, et al. Lipid-lowering and antioxidant func-

tions of bottle gourd (Lagenaria siceraria) extract in human dyslipidemia. J 
Evid Based Complementary Altern Med. 2014 Apr;19(2):112-8. 

Correcting Vitamin D Deficiency May Improve Restless 
Leg Syndrome
PURPOSE: Clinical observation hinted improved symptoms of 
restless leg syndrome (RLS) after vitamin D supplements. Hence, the 
aim of this study is to evaluate the effect of vitamin D supplementa-
tion on the severity of RLS symptoms.
METHODS: Twelve adult subjects diagnosed with primary RLS 
and vitamin D deficiency were recruited. Patients with secondary 
RLS were excluded from this study. The complete cell count; serum 
levels of ferritin, iron, glycated hemoglobin, and vitamin D3 (25 (OH) 
vitamin D); and renal and bone profiles of the patients were assayed. 
Patients with vitamin D deficiency (<50 nmol/l) were treated with 

Propionyl-L-Carnitine May Assist in Treatment of 
Ulcerative Colitis
OBJECTIVES: Microvascular endothelial dysfunction characteriz-
es ulcerative colitis (UC), the most widespread form of inflammatory 
bowel disease. Intestinal mucosal microvessels in UC display aber-
rant expression of cell adhesion molecules (CAMs) and increased 
inflammatory cell recruitment. Propionyl-L-carnitine (PLC), an ester 
of L-carnitine required for the mitochondrial transport of fatty acids, 
ameliorates propionyl-CoA bioavailability and reduces oxidative 
stress in ischemic tissues. The present study aimed to document the 
efficacy of anti-oxidative stress properties of PLC in counteracting 
intestinal microvascular endothelial dysfunction and inflammation.
METHODS: To evaluate the efficacy in vivo, we analyzed the 
effects in intestinal biopsies of patients with mild-to-moderate UC 
receiving oral PLC co-treatment and in rat TNBS-induced colitis; in 
addition, we investigated antioxidant PLC action in TNF-α-stimulated 
human intestinal microvascular endothelial cells (HIMECs) in vitro.
RESULTS: Four-week PLC co-treatment reduced intestinal muco-
sal polymorph infiltration and CD4(+) lymphocytes, ICAM-1(+) and 
iNOS(+) microvessels compared with placebo-treated patients with 
UC. Oral and intrarectal administration of PLC but not L-carnitine 
or propionate reduced intestinal damage and microvascular dysfunc-
tion in rat TNBS-induced acute and reactivated colitis. In cultured 
TNF-α-stimulated HIMECs, PLC restored β-oxidation and counter-
acted NADPH oxidase 4-generated oxidative stress-induced CAM 
expression and leukocyte adhesion. Inhibition 
of β-oxidation by L-aminocarnitine increased 
reactive oxygen species production and PLC 
beneficial effects on endothelial dysfunction 
and leukocyte adhesion. Finally, PLC reduced 
iNOS activity and nitric oxide accumulation 
in rat TNBS-induced colitis and in HIMEC 
cultures.
CONCLUSIONS: Our results show that 
the beneficial antioxidant effect of PLC target-
ing intestinal microvasculature restores endo-
thelial β-oxidation and function, and reduces 
mucosal inflammation in UC patients.
Scioli MG, et al. Propionyl-L-Carnitine is Effica-
cious in Ulcerative Colitis Through its Action on the Immune Function and 
Microvasculature. Clin Transl Gastroenterol. 2014 Mar 20;5:e55. 

Vitamin D May Slow Down Deterioration of Alzheim-
er’s Patients
ABSTRACT: The aim of the study was to analyze the impact of 
treatment with vitamin D in the progression of Alzheimer’s disease. 
We performed a retrospective study including patients with mild 
stage of Alzheimer’s disease with more than four years of follow-up. 
The presence of cardiovascular risk factors, osteoporosis, treatment 
with memantine, acetylcholinesterase inhibitors drugs and vitamin 
D were analyzed as independent variables. Time of progression to 
moderate and severe Alzheimer’s disease was analyzed as dependent 
variable. The analysis was done using multivariate linear regression 
model, Kaplan Meier analysis, Chi-square and T test. Two hundred 
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linotropic/beta cell-stimulating activity with whey protein pre-load 
may have beneficial glucose-lowering effects in type 2 diabetes.
METHODS: In a randomised, open-label crossover clinical trial, 
we studied 15 individuals with well-controlled type 2 diabetes 
who were not taking any medications except for sulfonylurea or 
metformin. These participants consumed, on two separate days, 50 
g whey in 250 ml water or placebo (250 ml water) followed by a 
standardised high-glycaemic-index breakfast in a hospital setting. Par-
ticipants were randomised using a coin flip. The primary endpoints 
of the study were plasma concentrations of glucose, intact GLP-1 
and insulin during the 30 minutes following meal ingestion.
RESULTS: In each group, 15 patients were analysed. The results 
showed that over the whole 180 minutes post-meal period, glucose 
levels were reduced by 28% after whey pre-load with a uniform 
reduction during both early and late phases. Insulin and C-peptide 
responses were both significantly higher (by 105% and 43%, re-
spectively) with whey pre-load. Notably, the early insulin response 
was 96% higher after whey. Similarly, both total GLP-1 (tGLP-1) 
and intact GLP-1 (iGLP-1) levels were significantly higher (by 141% 
and 298%, respectively) with whey pre-load. Dipeptidyl peptidase 4 
plasma activity did not display any significant difference after break-
fast between the groups.
CONCLUSIONS/INTERPRETATION: In summary, con-

sumption of whey protein shortly before 
a high-glycaemic-index breakfast in-
creased the early prandial and late insulin 
secretion, augmented tGLP-1 and iGLP-1 
responses and reduced postprandial gly-
caemia in type 2 diabetic patients. Whey 
protein may therefore represent a novel 
approach for enhancing glucose-lowering 
strategies in type 2 diabetes. Trial regis-
tration ClinicalTrials.gov NCT01571622 
Funding The Israeli Ministry of Health 
and Milk Council funded the research.
Jakubowicz D, et al. Incretin, insulinotro-
pic and glucose-lowering effects of whey 
protein pre-load in type 2 diabetes: a 
randomised clinical trial.  Diabetologia. 2014 
Sep;57(9):1807-11. 

Vitamin D May Protect Against Heart Failure, but not 
Heart Attack or Stroke
BACKGROUND: Low 25-hydroxyvitamin D status has been 
associated with increased cardiovascular events in epidemiologic 
studies.
OBJECTIVE: We assessed whether vitamin D supplementa-
tion reduces cardiac failure, myocardial infarction (MI), and stroke 
through an analysis of the Randomized Evaluation of Calcium Or vi-
tamin D (RECORD) randomized controlled trial (RCT), a systematic 
review, and a meta-analysis.
DESIGN: Two analyses were undertaken. The first analysis was 
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vitamin D3 supplements (high oral dose or intramuscular injec-
tion). The severity scores of RLS were reassessed after the vitamin 
D3 level was corrected to >50 nmol/l and compared with those 
before the administration of the supplements.
RESULTS: The median pretreatment vitamin D level was 21.7 
nmol/l (13.45-57.4), which improved to 61.8 nmol/l (42.58-95.9) 
(P = 0.002) with the treatment. The median RLS severity score im-
proved significantly from 26 (15-35) at baseline to 10 (0-27) after 
correction of the vitamin D levels (P = 0.002).
CONCLUSION: This study indicates that vitamin D supple-
mentation improves the severity of RLS symptoms and advocates 
that vitamin D deficiency is conceivably associated with RLS.
Wali S, et al. The effect of vitamin D supplements on the severity of 
restless legs syndrome. Sleep Breath. 2014 Aug 23. [Epub ahead of 
print]

Beta-Blocker Nadolol Should not be taken with 
Green Tea 
ABSTRACT: This study aimed to evaluate the effects of green 
tea on the pharmacokinetics and pharmacodynamics of the Î²-
blocker nadolol. Ten healthy volunteers received a single oral dose 
of 30 mg nadolol with green tea or water after repeated con-
sumption of green tea (700 ml/day) or water for 14 days. Catechin 
concentrations in green tea and plasma 
were determined. Green tea mark-
edly decreased the maximum plasma 
concentration (Cmax) and area under 
the plasma concentration-time curve 
(AUC0-48) of nadolol by 85.3% and 
85.0%, respectively (P < 0.01), without 
altering renal clearance of nadolol. The 
effects of nadolol on systolic blood 
pressure were significantly reduced by 
green tea. [3H]-Nadolol uptake assays 
in human embryonic kidney 293 cells 
stably expressing the organic anion-
transporting polypeptides OATP1A2 
and OATP2B1 revealed that nadolol is a 
substrate of OATP1A2 (Michaelis con-
stant (Km) = 84.3 Î¼mol/l) but not of 
OATP2B1. Moreover, green tea significantly inhibited OATP1A2-
mediated nadolol uptake (half-maximal inhibitory concentration, 
IC50 = 1.36%). These results suggest that green tea reduces 
plasma concentrations of nadolol possibly in part by inhibition of 
OATP1A2-mediated uptake of nadolol in the intestine.
Misaka S, et al. Green Tea Ingestion Greatly Reduces Plasma Concentra-
tions of Nadolol in Healthy Subjects. Clinical Pharmacology & Therapeu-
tics  2014;95(4):432.

Drinking Whey Protein before a High-Glycemic Meal 
May Attenuate Post-Prandial Glucose Increase
AIMS/HYPOTHESIS: Since protein ingestion is known to 
stimulate the secretion of glucagon-like peptide-1 (GLP-1), we 
hypothesised that enhancing GLP-1 secretion to harness its insu-
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Still the Best

Canada RNA Biochemical Inc. 
Tel: (604) 273-2233  • www.canadaRNA.com 1-866-287-4986
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a trial analysis. The RECORD was a factorial RCT that compared 
vitamin D3 (800 IU/d), calcium (1000 mg/d), vitamin D plus calcium, 
and a placebo. Cardiovascular events were collected throughout 
the trial and three-year post-trial follow-up. Data were analyzed by 
using Cox regression. The second analysis was a systematic review. 
MEDLINE, EMBASE, CENTRAL, conference abstracts, and ongoing 
trials were searched for RCTs that evaluated vitamin D from 1980 
to 2013. RCTs with ≥1 year of follow-up and participants mean or 
median age ≥60 years were included. Meta-analyses were based on 
a Bayesian fixed-effects model by using a complementary log-log 
link function to account for varying lengths of follow-up.
RESULTS: In the trial analysis, we showed that, for the 5,292 
participants in the RECORD trial, HRs (95% CIs) for vitamin D 
compared with no vitamin D for cardiac failure, MI, and stroke were 
0.75 (0.58, 0.97), 0.97 (0.75,1.26), and 1.06 (0.8, 1.32), respectively. 
Twenty-one studies met the inclusion criteria for the systematic 
review (n = 13,033). Estimated HRs 
(credible intervals) for vitamin D 
compared with the placebo or con-
trol for on-study events for cardiac 
failure, MI, and stroke were 0.82 (0.58, 
1.15), 0.96 ( 0.83, 1.10), and 1.07 (0.91, 
1.29), respectively.
CONCLUSION: Vitamin D supple-
mentation might protect against 
cardiac failure in older people but 
does not appear to protect against MI 
or stroke.
Ford JA, et al. Cardiovascular disease and 
vitamin D supplementation: trial analysis, 
systematic review, and meta-analysis. Am 
J Clin Nutr. 2014 Sep;100(3):746-55. 

Sulphoraphane Extracted 
from Broccoli Sprouts Helps Autistic Young Men
ABSTRACT: Autism spectrum disorder (ASD), character-
ized by both impaired communication and social interaction, 
and by stereotypic behavior, affects about 1 in 68, predominantly 
males. The medico-economic burdens of ASD are enormous, and 
no recognized treatment targets the core features of ASD. In a 
placebo-controlled, double-blind, randomized trial, young men (aged 
13–27) with moderate to severe ASD received the phytochemical 
sulforaphane (n = 29)—derived from broccoli sprout extracts—or 
indistinguishable placebo (n = 15). The effects on behavior of daily 
oral doses of sulforaphane (50–150 µmol) for 18 weeks, followed 
by four weeks without treatment, were quantified by three widely 
accepted behavioral measures completed by parents/caregivers and 
physicians: the Aberrant Behavior Checklist (ABC), Social Respon-
siveness Scale (SRS), and Clinical Global Impression Improvement 
Scale (CGI-I). Initial scores for ABC and SRS were closely matched 
for participants assigned to placebo and sulforaphane. After 18 
weeks, participants receiving placebo experienced minimal change 
(<3.3%), whereas those receiving sulforaphane showed substantial 

Clinical Quickies
continued from page 5

declines (improvement of behavior): 34% for ABC (P < 0.001, com-
paring treatments) and 17% for SRS scores (P = 0.017). On CGI-I, a 
significantly greater number of participants receiving sulforaphane 
had improvement in social interaction, abnormal behavior, and 
verbal communication (P = 0.015–0.007). Upon discontinuation 
of sulforaphane, total scores on all scales rose toward pretreat-
ment levels. Dietary sulforaphane, of recognized low toxicity, was 
selected for its capacity to reverse abnormalities that have been as-
sociated with ASD, including oxidative stress and lower antioxidant 
capacity, depressed glutathione synthesis, reduced mitochondrial 
function and oxidative phosphorylation, increased lipid peroxida-
tion, and neuroinflammmation.
Singh K, et. al. Sulforaphane treatment of autism spectrum disorder 
(ASD). PNAS, October 13, 2014 DOI:10.1073/pnas. 1416940111

Medically Induced Hookworm Infection Looks Prom-
ising As Treatment for Celiac Disease
BACKGROUND: Celiac disease (CeD) is a common gluten-
sensitive autoimmune enteropathy. A gluten-free diet is an effective 
treatment, but compliance is demanding; hence, new treatment 

strategies for CeD are required.
OBJECTIVE: Parasitic helminths 
hold promise for treating inflamma-
tory disorders, so we examined the 
influence of experimental hookworm 
infection on the predicted outcomes 
of escalating gluten challenges in CeD 
subjects.
METHODS: A 52-week study was 
conducted involving 12 adults with 
diet-managed CeD. Subjects were 
inoculated with 20 Necator ameri-
canus larvae, and escalating gluten 
challenges consumed as pasta were 
subsequently administered: (1) 10 to 
50 mg for 12 weeks (microchallenge); 
(2) 25 mg daily + 1 g twice weekly for 
12 weeks (GC-1g); and (3) 3 g daily 

(60-75 straws of spaghetti) for two weeks (GC-3g). Symptomatic, 
serologic, and histological outcomes evaluated gluten toxicity. Regu-
latory and inflammatory T cell populations in blood and mucosa 
were examined.
RESULTS: Two gluten-intolerant subjects were withdrawn after 
microchallenge. Ten completed GC-1g, eight of whom enrolled in 
and completed GC-3g. Primary outcomes: median villous height-
to-crypt depth ratios (2.60-2.63; P = .98) did not decrease as pre-
dicted after GC-1g, and the mean IgA-tissue transglutaminase titers 
declined, contrary to the predicted rise after GC-3g. Secondary 
outcomes: quality of life scores improved (46.3-40.6; P = .05); celiac 
symptom indices (24.3-24.3; P = .53), intra-epithelial lymphocyte 
percentages (32.5-35.0; P = .47), and Marsh scores were unchanged 
by gluten challenge. Intestinal T cells expressing IFNγ were reduced 
following hookworm infection (23.9%-11.5%; P = .04), with cor-
responding increases in CD4+ Foxp3+ regulatory T cells (0.19%-
1.12%; P = .001).

Clinical Quickies continued on p.9
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Diabetes is associated with posttranslational modifications in plasmino-
gen resulting in reduced plasmin generation and enzyme-specific activity.
ABSTRACT: Diabetes is associated with hypofibrinolysis by mechanisms that are only 
partially understood. We investigated the effects of in vivo plasminogen glycation on fibri-
nolysis, plasmin generation, protein proteolytic activity, and plasminogen-fibrin interactions. 
Plasma was collected from healthy controls and individuals with type 1 diabetes before and 
after improving glycemia. Plasma-purified plasmin(ogen) functional activity was evaluated by 
chromogenic, turbidimetric, and plasmin conversion assays, with surface plasmon resonance 
employed for fibrin-plasminogen interactions. Plasminogen posttranslational modifications 
were quantified by mass spectrometry and glycation sites located by peptide mapping. 
Diabetes was associated with impaired plasma fibrin network lysis, which partly normal-
ized upon improving glycaemia. Purified plasmin(ogen) from diabetic subjects had impaired 
fibrinolytic activity compared with controls (723 ± 16 and 317 ± 4 s, respectively; P < .01), 
mainly related to decreased fibrin-dependent plasmin generation and reduced protease 
activity (Kcat/KM 2.57 ± 1.02 × 10-³-and 5.67 ± 0.98 × 10-³ M-¹s-¹, respectively; P < .05). Nε-
fructosyl-lysine residue on plasminogen was increased in diabetes compared with controls 
(6.26 ± 3.43 and 1.82 ± 0.95%mol, respectively; P < .01) with preferential glycation of lysines 
107 and 557, sites involved in fibrin binding and plasmin(ogen) cleavage, respectively. Glyca-
tion of plasminogen in diabetes directly affects fibrinolysis by decreasing plasmin generation 
and reducing protein-specific activity, changes that are reversible with modest improvement 
in glycemic control.
Blood. 2013 Jul 4;122(1):134-42.

Lipoprotein-associated phospholipase A2 and venous thromboembolism: 
a prospective study.
INTRODUCTION: Plasma lipoprotein-associated phospholipase A2 (Lp-PLA2) is an 
inflammatory marker associated positively with atherothrombotic risk. Whether Lp-PLA2 is 
related to risk of venous thromboembolism (VTE) is incompletely studied.
METHODS: We assessed Lp-PLA2 activity in 10,687 Atherosclerosis Risk in Communities 
(ARIC) Study participants and followed them a median of 8.3 years (from 1996-98 through 
2005) for VTE occurrence (n=226).
RESULTS: There was no significant association between baseline Lp-PLA2 quartiles and 
risk of VTE, neither overall nor stratified as provoked or unprovoked. Adjusted for other risk 
factors, the hazard ratios (95% confidence interval) of total VTE across quartiles of Lp-PLA2 
were 1.0 (reference), 0.95 (0.64, 1.42), 1.03 (0.69, 1.56), and 1.26 (0.83, 1.91). In the subset 
of participants with LDL-cholesterol ≥130 mg/dL, hazard ratios of total VTE were 1.00, 1.39 
(0.44, 4.44), 2.45 (0.84, 7.11), and 2.84 (0.99, 8.14).
CONCLUSION: Our study does not support the overall hypothesis that elevated Lp-
PLA2 contributes to VTE occurrence in the general population. However, in the presence of 
high LDL-cholesterol there was some evidence that Lp-PLA2 may increase VTE risk.
Thromb Res. 2013 Jul;132(1):44-6. doi: 10.1016/j.thromres.2013.05.014. Epub 2013 Jun 6. 

Dabigatran versus warfarin in patients with mechanical heart valves.
BACKGROUND: Dabigatran is an oral direct thrombin inhibitor that has been shown to 
be an effective alternative to warfarin in patients with atrial fibrillation. We evaluated the use 
of dabigatran in patients with mechanical heart valves.
METHODS: In this phase 2 dose-validation study, we studied two populations of patients: 
those who had undergone aortic- or mitral-valve replacement within the past seven days 
and those who had undergone such replacement at least three months earlier. Patients were 
randomly assigned in a 2:1 ratio to receive either dabigatran or warfarin. The selection of the 
initial dabigatran dose (150, 220, or 300 mg twice daily) was based on kidney function. Doses 
were adjusted to obtain a trough plasma level of at least 50 ng per milliliter. The warfarin 
dose was adjusted to obtain an international normalized ratio of 2 to 3 or 2.5 to 3.5 on the 
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basis of thromboembolic risk. The primary 
end point was the trough plasma level of 
dabigatran.
RESULTS: The trial was terminated pre-
maturely after the enrollment of 252 patients 
because of an excess of thromboembolic and 
bleeding events among patients in the dabi-
gatran group. In the as-treated analysis, dose 
adjustment or discontinuation of dabigatran 
was required in 52 of 162 patients (32%). 
Ischemic or unspecified stroke occurred in 
nine patients (5%) in the dabigatran group 
and in no patients in the warfarin group; 
major bleeding occurred in seven patients 
(4%) and two patients (2%), respectively. All 
patients with major bleeding had pericardial 
bleeding.
CONCLUSIONS: The use of dabigatran 
in patients with mechanical heart valves was 
associated with increased rates of throm-
boembolic and bleeding complications, as 
compared with warfarin, thus showing no 
benefit and an excess risk. (Funded by Boeh-
ringer Ingelheim; ClinicalTrials.gov numbers, 
NCT01452347 and NCT01505881.).
N Engl J Med. 2013 Sep 26;369(13):1206-14. 

Product Q & A from Canada RNA
Q: I have recently been diagnosed with 
essential thrombocythemia and my doctor 
wants to put me on hydroxyurea. I am 63 
years old and have tested positive for the 
JAK2 mutation. Plus, I had a bone marrow 
biopsy done recently and everything was 
normal. I went to our local acupuncture and 
herbology clinic where the practitioner sug-
gested that I use Boluoke® to thin my blood. 
I brought your product sheet to my blood 
doctor and he said that Boluoke® would 
thin my blood, but he didn’t know of a blood 
test to check whether the supplement was 
working. Do you know of such a blood test? I 
really want to lower my platelets naturally. My 
doctor isn’t schooled on alternative medicine, 
but prescribed Boluoke® along with a baby 
aspirin, which I have been taking daily, 30 min-
utes before meals for almost a month with 
breakfast. At present, I have no symptoms. My 
high platelet count (800+) was found after 
a routine test to check my cholesterol. Any 
information you can give me would be greatly 
appreciated                Margie A. (Bandon, OR)

                      Product Q&A cont’d on p.12
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CONCLUSIONS: Necator americanus and gluten microchallenge 
promoted tolerance and stabilized or improved all tested indices of 
gluten toxicity in CeD subjects.
Croese J, et al. Experimental hookworm infection and gluten microchallenge 
promote tolerance in celiac disease. J Allergy Clin Immunol. 2014 Aug 29. 
[Epub ahead of print]

Oral Glutamine Before Exercise Can Reduce Exercise-
Induced GI Permeability and Inflammation 
ABSTRACT: Chronic glutamine supplementation reduces exercise-
induced intestinal permeability and inhibits the NF-κB pro-inflammato-
ry pathway in human peripheral blood mononuclear cells. These effects 
were correlated with activation of HSP70. The purpose of this paper 
is to test if an acute dose of oral glutamine prior to exercise reduces 
intestinal permeability along with activation of the heat shock response 
leading to inhibition of pro-inflammatory markers. Physically active 
subjects (N = 7) completed baseline and exercise intestinal permeabil-
ity tests, determined by the percent ratio of urinary lactulose (5 g) to 
rhamnose (2 g). Exercise included two 60-minute treadmill runs at 70 
% of VO2max at 30 °C after ingestion of glutamine (Gln) or placebo 
(Pla). Plasma levels of endotoxin and TNF-α, along with peripheral 
blood mononuclear cell (PBMC) protein expression of HSP70 and 
IκBα, were measured pre- and post-exercise and two and four hours 
post-exercise. Permeability increased in the Pla trial compared to 
that at rest (0.06 ± 0.01 vs. 0.02 ± 0.018) and did not increase in the 
Gln trial. Plasma endotoxin was lower at the four-hour time point in 
the Gln vs. four hours in the Pla (6.715 ± 0.046 pg/ml vs. 7.952 ± 1.11 
pg/ml). TNF-α was lower four hours post-exercise in the Gln vs. Pla 
(1.64 ± 0.09 pg/ml vs. 1.87 ± 0.12 pg/ml). PBMC expression of IkBα was 
higher 4 hours post-exercise in the Gln vs. 4 h in the Pla (1.29 ± 0.43 
vs. 0.8892 ± 0.040). HSP70 was higher pre-exercise and 2 hour post-
exercise in the Gln vs. Pla (1.35 ± 0.21 vs. 1.000 ± 0.000 and 1.65 ± 0.21 
vs. 1.27 ± 0.40). Acute oral glutamine supplementation prevents an 
exercise-induced rise in intestinal permeability and suppresses NF-κB 
activation in peripheral blood mononuclear cells.
Zuhl M, et al. The effects of acute oral glutamine supplementation on 
exercise-induced gastrointestinal permeability and heat shock protein expres-
sion in peripheral blood mononuclear cells. Cell Stress Chaperones. 2014 Jul 
26. [Epub ahead of print]

Taking Feces in Capsule Form May Help Patients with 
Recurrent Clostridium Difficile Infection
IMPORTANCE: Fecal microbiota transplantation (FMT) has been 
shown to be effective in treating relapsing or refractory Clostridium 
difficile infection, but practical barriers and safety concerns have pre-
vented its widespread use.
OBJECTIVE: To evaluate the safety and rate of resolution of 
diarrhea following administration of frozen FMT capsules from 
prescreened unrelated donors to patients with recurrent C difficile 
infection.
DESIGN, SETTING AND PARTICIPANTS: Open-label, 
single-group, preliminary feasibility study conducted from August 2013 
through June 2014 at Massachusetts General Hospital, Boston. Twenty 

patients (median age, 64.5 years; range, 11-89 years) with at least 
three episodes of mild to moderate C difficile infection and failure 
of a 6- to eight-week taper with vancomycin or at least two 
episodes of severe C difficile infection requiring hospitalization 
were enrolled.
INTERVENTIONS: Healthy volunteers were screened as 
potential donors and FMT capsules were generated and stored at 
−80°C (−112°F). Patients received 15 capsules on two consecu-
tive days and were followed up for symptom resolution and 
adverse events for up to six months.
MAIN OUTCOMES AND MEASURES: The primary end 
points were safety, assessed by adverse events of grade 2 or 
above, and clinical resolution of diarrhea with no relapse at eight 
weeks. Secondary end points included improvement in subjective 
well-being per standardized questionnaires and daily number of 
bowel movements.
RESULTS: No serious adverse events attributed to FMT were 
observed. Resolution of diarrhea was achieved in 14 patients 
(70%; 95% CI, 47%-85%) after a single capsule-based FMT. All six 
non-responders were re-treated; four had resolution of diarrhea, 
resulting in an overall 90% (95% CI, 68%-98%) rate of clinical 
resolution of diarrhea (18/20). Daily number of bowel move-
ments decreased from a median of 5 (interquartile range [IQR], 
3-6) the day prior to administration to two (IQR, 1-3) at day 3 
(P = .001) and 1 (IQR, 1-2) at eight weeks (P < .001). Self-ranked 
health scores improved significantly on a scale of 1 to 10 from a 
median of 5 (IQR, 5-7) for overall health and 4.5 (IQR, 3-7) for 
gastrointestinal-specific health on the day prior to FMT to 8 (IQR, 
7-9) after FMT administration for both overall and gastrointestinal 
health (P = .001). Patients needing a second treatment to obtain 
resolution of diarrhea had lower pretreatment health scores 
(median, 6.5 [IQR, 5-7.3] vs 5 [IQR, 2.8-5]; P = .02).
CONCLUSIONS AND RELEVANCE: This preliminary 
study among patients with relapsing C difficileinfection provides 
data on adverse events and rates of resolution of diarrhea fol-
lowing administration of FMT using frozen encapsulated inoculum 
from unrelated donors. Larger studies are needed to confirm 
these results and to evaluate long-term safety and effectiveness.
Youngster I, et al. Oral, Capsulized, Frozen Fecal Microbiota Transplanta-
tion for Relapsing Clostridium difficileInfection. JAMA. Published online 
October 11, 2014. 
Inhaling Lavender Oil May Ease Menstrual Cramps
OBJECTIVE: The purpose of this study was to explore the 
effect of Lavandula angustifolia (lavender) inhalation on the symp-
toms of dysmenorrhea and the amount of menstrual bleeding in 
female students with primary dysmenorrhea.
DESIGN: This study is an experimental clinical trial. The subjects 
were 96 female students residing in dormitory at Tehran Univer-
sity of Medical Sciences in 2011 and suffering from level two or 
three dysmenorrhea according to the verbal multi-dimensional 
scoring system. The inclusion criteria were as: being single, suffer-
ing from primary dysmenorrhea, having no genital organs disorder, 
having no systemic disease, having regular menstrual cycles, using 
no contraceptives, etc. The follow-up time was four menstrual 
cycles.

Clinical Quickies
continued from page 7

Clinical Quickies continued on p.12
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November 6-9
American Functional Medical Association pres-
ents 2014 ANNUAL FUNCTIONAL MEDICINE 
CONFERENCE. Hyatt Regency Atlanta, Atlanta, GA. 
Contact: www.afmassociation.com/

November 14-15
New Hampshire Association of Naturopathic 
Doctors presents 2014 ANNUAL CONFERENCE. 
Courtyard by Marriott, Nashua, NH. 
Contact: www.nhand.org/pp.php

November 14-16
American College for Advancement in Medicine 
presents 2014 FALL MEETING. Green Valley Ranch 
Resort, Las Vegas, NV. 
Contact: https://acam.site-ym.com/?14Welcome

January 23-25
Integrative Therapies Institute presents 4TH 
ANNUAL CONFERENCE AND EXPO. Bahia Resort 
Hotel, San Diego, CA  Contact: www.iti2015.com

November 7-8
AzNMA FALL CME CONFERENCE. Hilton Scottsdale 
Resort & Villa, Scottsdale, AZ. Contact: www.aznma.org

November 7-10
Health Medicine Academy presents FOURTH 
ANNUAL CANCER STRATEGIES SYMPOSIUM. 
Hyatt Regency Phoenix, Phoenix, AZ.  
Contact: www.healthymedicineacademy.com

November 21-23
Ontario Association of  Naturopathic Doctors 
presents 2014 CONVENTION AND TRADE-
SHOW. Scotiabank Convention Centre, Niagara Falls, ON. 
Contact: www.oand.com

December 6
Trubalance Healthcare presents BIOIDENTICAL 
HORMONE RESTORATION THERAPY SEMI-
NAR. Park Hyatt Hotel, Toronto, ON. Contact: www.trub-
alancehealthcare.com/pg/2/BHRT-Physician-Educ-DEC-6.aspx

December 10-13
American Academy of Anti-Aging Medicine 
presents 22nd ANNUAL WORLD CONGRESS 
ON ANTI-AGING, REGENERATIVE AND AES-
THETIC MEDICINE. The Venetian/Palazzo Hotel, Las 
Vegas, NV.  Contact: www.A4M.com

January 16-18
Scripps Health presents 12TH ANNUAL NATURAL 
SUPPLEMENTS: AN EVIDENCE-BASED UPDATE. 
Paradise Point Resort, San Diego, CA. Contact: http://www.
scripps.org/sparkle-assets/documents/natural_supplements_bro-
chure_2015.pdf

January 29-31
Parker University presents PARKER SEMINARS 
VEGAS. The Mandalay Bay Hotel & Casino, Las Vegas, NV. 
Contact: http://seminarsvegas.wpengine.com/#vegas-2015

February 13-15
Oncology Association of Naturopathic Physicians 
presents 4TH ANNUAL ONCANP CONFERENCE.  
Arizona Grand Resort & Spa, Phoenix, AZ. 
Contact: http://oncanp.org/2015conference.html

February 19-21
Diversified Business Communications presents 
INTEGRATIVE HEALTH SYMPOSIUM ANNUAL 
CONFERENCE NEW YORK. New York Hilton Midtown, 
New York, NY. 
Contact: www.ihsymposium.com/annual-conference/

February 19-21
The American Academy of Ozonotherapy presents 
2015 AAO ANNUAL MEETING. Omni Dallas Park West 
Hotel, Dallas, TX. Contact: www.aaot.us/meetings-training/

February 26-28
The Annie Appleseed Project presents 9TH EVI-
DENCE-BASED COMPLEMENTARY AND ALTER-
NATIVE CANCER THERAPIES CONFERENCE. 
Embassy Suite Hotel, West Palm Beach, FL. Contact: http://
annieappleseedproject.org/cancer-clinics/cancer-therapies-con-
ference
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The Medical Orient Express

Chinese Herbal Formula Works Well With Antide-
pressants to Relieve Depression
BACKGROUND: Chinese herbal Xiaoyao formula (XYF, 逍遙
散) has been widely used as an adjuvant treatment for depression 
in China. The objective of this meta-analysis was to assess the ef-
ficacy and safety of XYF in relieving depression. 
METHODS: Systematic literature searches were carried out on 
the Pubmed, Embase, Cochrane Library, China National Knowledge 
Infrastructure, and Wanfang database (prior to June 2013). Only 
randomized controlled trials (RCTs) comparing XYF plus antide-
pressants with antidepressants alone for patients with depression 
were selected. The main outcomes were changes in weighted mean 
difference (WMD) and 95% confidence interval (CI) of the Hamil-
ton depression scale (HAMD) and risk ratios (RRs) and 95% CI for 
adverse events.
RESULTS: Ten RCTs involving 735 patients were identified and 
analyzed. All of the included RCTs were associated with a moderate 
to high risk of bias. In the meta-analysis, XYF plus antidepressants 
reduced the HAMD scores compared with antidepressants alone 
(WMD -2.15; 95% CI -3.56 to -0.74) in a random effect model. In 
subgroup analysis, XYF plus antidepressants reduced WMD was not 
observed in the treatment duration less than eight weeks subgroup 
(WMD -1.37; 95% CI -2.92 to 0.19) and XYF powder subgroup 
(WMD -2.87; 95% CI -7.40 to 1.66). The adverse events included 
hyperhidrosis, dry mouth, nausea, and constipation. No serious 
adverse events were reported in any of the included trials.
CONCLUSIONS: XYF as an adjuvant treatment appeared to 
have benefits on depressive patients. In addition, XYP appeared to 
reduce insomnia and constipation related to antidepressants.
Man C, et al. Meta-analysis of Chinese herbal Xiaoyao formula as an 
adjuvant treatment in relieving depression in Chinese patients. Comple-
mentary Therapies in Medicine 2014; 22(2): 362-370.

Chinese Herbal Medicine Combines Well with Ozone 
Therapy to Treat Chronic Hepatitis B 

SUMMARY: Forty-seven chronic hepatitis B patients were ran-
domized into two groups, with 24 subjects in the treatment group 
and 23 subjects in the control group. Both groups were statisti-
cally comparable in the age, sex, and duration of illness. Exclusion 
criteria: < 18 or > 65 years of age; multiple viral hepatitis or severe 
hepatitis; non-viral hepatitis; hepatic encephalopathy; hepatoma; 
upper GI hemorrhage; severe cardiovascular, pulmonary, urinary, en-
docrine, or hematopoietic conditions; psychiatric conditions; allergic 
constitution; or being uncooperative. The control group received 
daily IV infusion of 5% dextrose, with two ampoules of magnesium 
isoglycyrrhizinate (50mg/ampoule) for one month. The treatment 
group received decoction of Bupleurum Powder For Dispersing 
Depressed Liver Qi (Chai Hu Shu Gan San, 柴胡疏肝散) in two 
divided daily doses, and ozone treatment three times per week. The 
ozone treatment was done by withdrawing 100ml of venous blood 

and mixing it with 100ml of ozone, then infusing the ozonated 
blood back into the patient. All patients were assessed according to 
their symptomology (e.g. hypochondriac pain, bloating, fatigue, poor 
appetite, dysthymia) and given a score before and after the study.  A 
patient was considered 1) markedly improved, if the symptomatic 
score was reduced ≥ 70%; 2) improved, if the symptomatic score 
was reduced <70% and ≥ 30%; 3) unresponsive, if the improvement 
in symptomatic score was < 30%. Liver enzymes ALT and AST were 
also tested before and after the study. 

This section provides practical clinical 
research summaries translated

from Chinese journals.  Copies of the 
original journal articles 

are available for a small fee. 
Please visit www.dragonsmedicalbulletin.

The results showed that combining ozone therapy with the tradi-
tional Chinese herbal formula can be an effective treatment for pa-
tients with chronic hepatitis B.
Tan WH, et al. Guangxi Journal of Traditional Chinese Medicine (Guang Xi 
Zhong Yi Yao) 2014;37(2):44-45.

Chinese Patent Medicine A Good Add-on for Treating 
Unstable Angina
BACKGROUND: Xuefu Zhuyu Capsule (XFZY, 血府逐瘀丸) has 
been commonly used for relieving chest pain in patients with coro-
nary heart disease (CHD). Randomized controlled trials (RCTs) on 
XFZY in treating unstable angina (UA) have not been systematically 
reviewed.
OBJECTIVE: This study aims to provide a PRISMA-compliant sys-
tematic review to evaluate the efficacy of XFZY in treating UA.
METHODS: An extensive search of seven medical databases was 
performed up to June 2013. RCTs involving XFZY or combined with 
conventional drugs versus conventional drugs were identified. Me-
ta-analysis was performed to evaluate the cardiovascular effects of 
XFZY. Rev Man 5.0 was used for data analysis.
RESULTS: Eight RCTs were included in this review. Statistical anal-
ysis of the results showed that XFZY combined with conventional 
drugs had a significant effect on relieving angina symptoms (RR: 1.26 
[1.16, 1.38]; P<0.00001) and improving ECG (RR: 1.20 [1.04, 1.38]; 
P=0.01) compared with conventional drugs alone. No severe adverse 
events were reported.
CONCLUSIONS: XFZY combined with conventional drugs ap-
pears to have potential cardiovascular effects in treatment of UA 
with few adverse events. However, more rigorously designed trials 
are needed.
Yang X, et al. Chinese patent medicine Xuefu Zhuyu capsule for the treat-
ment of unstable angina pectoris: A systematic review of randomized con-
trolled trials. Complement Ther Med. 2014 Apr;22(2):391-9.

Comparison of Treatment Effectiveness Between Groups 
Group N= Markedly 

Improved 
Improved Unresponsiv

e 
Rate of Marked 
Improvement 

Overall Rate of  
Responsiveness 

Treatment 24 20 3 1 83.33% 95.83%* 
Control 23 11 10 2 47.84% 91.30%* 

* p<0.05 compared within the group 

Comparison of Liver Enzyme Changes Between Groups 
Group N= ALT AST 

Before Tx After Tx Before Tx After Tx 
Treatment 24 144.65±21.27 28.20±10.22** 125.78±16.43 33.91±10.63** 

Control 23 146.22±20.74 32.54±11.12* 127.09±15.79 36.04±10.90* 
* p<0.01 compared within the group    *p>0.05 compared to control group 
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Dragon’s
Clinical Quickies cont’d from page 9

INTERVENTIONS: The subjects were randomized into two groups: experimental (n = 
48) who inhaled lavender based on sesame oil, and placebo (n = 48) who inhaled sesame oil 
only.
MAIN OUTCOME MEASURES: The severity of dysmenorrhea symptoms was 
measured through a questionnaire, and the amount of menstrual bleeding was measured by 
sanitary towel usage.
METHODS: Ordinal logistic regression and generalized estimating equation (GEE) were 
used to analyze the data.
RESULTS: The symptoms of dysmenorrhea were significantly lowered in the lavender 
group compared to the placebo group (p < 0.001). The amount of menstrual bleeding in the 
lavender group was reduced in comparison to the placebo group but the difference was 
not statistically significant (p = 0.25). No significant difference was observed for blood clot 
among the students (p = 0.666).
CONCLUSIONS: This study showed that lavender inhalation was effective in alleviating 
dysmenorrhea symptoms, suggesting that it could be applied by midwives in a safe manner 
because of no side effects, simplicity and cost-effectiveness for all patients.
Dehkordi ZR, et al. Effect of lavender inhalation on the symptoms of primary dysmenorrhea and the 
amount of menstrual bleeding: A randomized clinical trial. Complementary Therapies in Medicine 
2014 Apr;22(2):212-219. 

A: There are two ways to check for the effectiveness of Boluoke®: 
1. The Sonoclot® test, which is simple, fast and cheap, but not readily available. The National 
College of Naturopathic Medicine clinic (in Portland, OR) may have this machine. If not, 
Bastyr University (in Kenmore, WA) has one.
2. The other option is to run the following tests via regular labs (e.g. Quest or LabCorp): 
Prothrombin Fragment 1+2, Thrombin/  Antithrombin Complex, Soluble Fibrin Monomer, and 
Alpha-2-Antiplasmin. 
Either of the above options should give you a good sense if Boluoke® with aspirin is giving 
you sufficient protection. 

Q: I have recently been treating an 18-year old boy. He has very little speech, speaking one 
word at a time and even this is very garbled and hard to understand. He was born several 
months prematurely and prior to pregnancy, his mother had uterine fibroids. His parents are 
native to Nigeria. I wonder about the possibility that she transmitted malaria to him while in 
utero (this is certainly speculation, however almost everyone in Nigeria gets malaria). I have 
prescribed Boluoke® at a dosage of two capsules twice per day. We have also prescribed fish 
oil from Thorne Research for anti-inflammatory, and blood thinning effects. Each capsule has 
425 mg EPA and 270 mg DHA. We were giving him 10 capsules per day. He has also had 40 
treatments of hyperbaric oxygen therapy. We have not seen as much progress as I had hoped. 
I’m wondering if I should increase the dose of Boluoke®? And if so, what should be the 
maximum? He is on no medication and has no history of seizures. We would greatly appreci-
ate any other suggestions Dr. H. Grams, DC (Vienna, ME).

A: Assuming this patient has been shown to be hypercoagulable (e.g. chronic elevated C-RP 
or fibrinogen, or via specific coagulation panels) and he has not responded to two caps bid 
of Boluoke®, then it may be worthwhile to try higher doses. Most research on lumbrokinase 
has used two caps tid (1,800,000 units per day). However the maximal human dose was 
determined to be 72,000 units/kg/day, which would translate to 12 capsules per day for a 
50kg person (each capsule contains 300,000 units). At high doses (above six caps/day), the 
most common complaint was bloating or loose stool in about 1-2% of patients. If the patient 
does not respond to the higher doses and is still be hypercoagulable, then add heparin to the 
treatment protocol. If the patient does not have a hypercoagulation issue to start with, then 
Boluoke® would not be applicable.

Product Q&A continued from page 8


