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Your quick stop for integrated clinical research updates

by Dr. Leila Sahabi, BSc, ND
     Anal fistulas are essentially a 
tunnel that develops between the 
skin and the end of the anal ca-
nal. It is not quite clear why they 
develop, hence the condition is 
challenging to treat effectively 
with conventional medical inter-
ventions. 
     Potential causes include an 
infection in the connective tis-
sue that causes tissue destruction 
and loss of integrity of the peri-
neal muscle and connective tissue 
due to oxidative stress. Oxidative 
stress can be caused by lack or 
exercise, poor diet, smoking, or 
sleep disturbances, among other 
things.
     Stephen was a patient I first 
met in 2009, when he was 35 
years of age. He sought treatment 
for what he described as a ‘boil’ 
in the peri-anal area. The patient 
recalled that in 2000 he had had 
a similar peri-anal lesion, much 
larger in size, which somehow 
resolved without medical inter-
vention. He had a second episode 
was in 2007 that turned into a 
fistula, which eventually had to be 
operated on because draining the 
lesion provided no relief. Other 
than a 15-year habit of smoking 
cigarettes (10 per day), Stephen 
was generally healthy.  
     I started treating the fistula 
with a topical application of tra-
ditional Chinese medicine (TCM) 
herbs to drain the damp heat 
(based on Chinese medicine point 
of view). I also prescribed oral an-
ti-inflammatory compounds. The 
herbal mixture consisted of Ku 
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Shen (Radix Sophorae Flavescen-
tis), She Chuang Zi (Fructus Cnidii 
Monnieri) and Tao Ren (Persicae 
Semen). 
     For two months, Stephen came 
in every other day to receive the 
topical treatment. At each visit, I 
carefully packed the fistula with a 
string of gauze soaked in a paste 
made from mixing the TCM herbs 
with a small amount of water. The 
purpose was to drain the fistula, 
prevent it from getting infected, 
and speed up healing. The fistula 
slowly got smaller, shallower and 
less tender. By the end of two 
months, the lesion had closed and 
elicited only minimal discomfort 
upon sitting down. I did not see 
Stephen again for five years.
     Stephen returned to the clinic 
in March of 2014. He reported 
that since 2010, he had had two 
more operations for the anal fis-
tula, and is still getting occasional 
perianal boils/fistulas. I ordered a 
comprehensive gastrointestinal 
pathogen panel using stool speci-
mens to check for any pathogenic 
parasites or microorganisms.      
     Once an infection was ruled 
out, I then decided to use ozone 
as the primary treatment. Local 
injection of ozone is believed to 
kill pathogens, promote healing of 
connective tissue, enhance blood 
circulation and reduce inflamma-
tion. 
     Over the past year, Stephen 
has been receiving local subcuta-
neous ozone injections (5-10 cc 
of 41 gamma ozone). Whenever 
he had any signs of a flare-up, I 

would perform weekly injections 
of 5-10 cc of 41 gamma ozone 
subcutaneously in the tissue sur-
rounding the target area. In most 
cases, the flare-up would subside 
within two to six treatments. The 
patient’s flare-ups have decreased 
in frequency and have gradually 
required fewer treatments to re-
solve. 
     If this trend continues, my hope 
is that the flare-ups will resolve 
permanently. I look forward to 
sharing updates on this case in a 
future issue of the DMB.

Dr. Leila Sahabi, BSc, 
ND, received her un-
dergraduate degree in 
Science and Psychology 
from the University of 
British Columbia and 
her Doctor of Naturo-
pathic Medicine from 

the Boucher Institute of Naturopathic 
Medicine. She practices at the Richmond 
Alternative Medical Clinic in Richmond, 
BC, with special focuses on female hor-
monal imbalances, gastrointestinal condi-
tions, allergies, and pain management. 
Dr. Sahabi often incorporates acupunc-
ture, homeopathy, First Line Therapy,™ 
and Bowen therapy in her patient care.

Pain in the Butt: Treating Anal Fistula with Chinese Herbs and Ozone 
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ACEIs Better than ARBs for Reducing Cardiovascu-
lar and All-Cause Mortalities in Diabetics
IMPORTANCE: Angiotensin-converting enzyme inhibitors 
(ACEIs) and angiotensin II receptor blockers (ARBs) may have 
different effects on cardiovascular (CV) events in patients with 
diabetes mellitus (DM).
OBJECTIVE: To conduct a meta-analysis to separately evaluate 
the effects of ACEIs and ARBs on all-cause mortality, CV deaths, 
and major CV events in patients with DM. DATA SOURCES Data 
sources included MEDLINE (1966-2012), EMBASE (1988-2012), 
the Cochrane Central Register of Controlled Trials, conference 
proceedings, and article reference lists.
STUDY SELECTION: We included randomized clinical 
trials reporting the effects of ACEI and ARB regimens for DM 
on all-cause mortality, CV deaths, and major CV events with an 
observation period of at least 12 months. Studies were excluded 
if they were crossover trials.
DATA EXTRACTION AND SYNTHESIS: Dichotomous 
outcome data from individual trials were analyzed using the risk 
ratio (RR) measure and its 95% CI with random-effects mod-
els. We estimated the difference between the estimates of the 
subgroups according to tests for interaction. We performed meta-
regression analyses to identify sources of heterogeneity.
MAIN OUTCOMES AND MEASURES: Primary end 
points were all-cause mortality and death from CV causes. Sec-
ondary end points were the effects of ACEIs and ARBs on major 
CV events.
RESULTS: Twenty-three of 35 identified trials compared ACEIs 
with placebo or active drugs (32,827 patients) and 13 compared 
ARBs with no therapy (controls) (23,867 patients). When com-
pared with controls (placebo/active treatment), ACEIs significantly 
reduced the risk of all-cause mortality by 13% (RR, 0.87; 95% CI, 
0.78-0.98), CV deaths by 17% (0.83; 0.70-0.99), and major CV 
events by 14% (0.86; 0.77-0.95), including myocardial infarction by 
21% (0.79; 0.65-0.95) and heart failure by 19% (0.81; 0.71-0.93). 
Treatment with ARBs did not significantly affect all-cause mortal-
ity (RR, 0.94; 95% CI, 0.82-1.08), CV death rate (1.21; 0.81-1.80), 
and major CV events (0.94; 0.85-1.01) with the exception of 
heart failure (0.70; 0.59-0.82). Both ACEIs and ARBs were not 
associated with a decrease in the risk for stroke in patients with 
DM. Meta-regression analysis showed that the ACEI treatment ef-
fect on all-cause mortality and CV death did not vary significantly 
with the starting baseline blood pressure and proteinuria of the 
trial participants and the type of ACEI and DM.
CONCLUSIONS AND RELEVANCE: Angiotensin-con-
verting enzyme inhibitors reduced all-cause mortality, CV mortal-
ity, and major CV events in patients with DM, whereas ARBs had 
no benefits on these outcomes. Thus, ACEIs should be considered 
as first-line therapy to limit excess mortality and morbidity in this 
population.
Cheng J, et al. Effect of angiotensin-converting enzyme inhibitors and 
angiotensin II receptor blockers on all-cause mortality, cardiovascular 
deaths, and cardiovascular events in patients with diabetes mellitus: a 
meta-analysis.  JAMA Intern Med. 2014 May;174(5):773-85. 

NSAIDS Use Increases Risk of Venous Thromboem-
bolism by Almost Two Fold
OBJECTIVE: The aim of this study was to integrate and exam-
ine the association between NSAID use and venous thromboem-
bolism (VTE).
METHODS: We conducted a systematic review and meta-analy-
sis of studies that reported odds ratios, relative risks, hazard ratios 
or standardized incidence ratios for VTE among NSAID users 
compared with non-users. Pooled risk ratios and 95% CIs were 
calculated using a random effects generic inverse variance model.
RESULTS: Six studies with 21,401 VTE events were identified 
and included in the data analysis. The pooled risk ratio of VTE in 
NSAID users was 1.80 (95% CI 1.28, 2.52).
CONCLUSION: Our study demonstrated a statistically sig-
nificant increased risk of VTE among NSAID users. This finding 
has important public health implications given the prevalence of 
NSAID use in the general population.
Unqprasert P, et al. Non-steroidal anti-inflammatory drugs and risk of 
venous thromboembolism: a systematic review and meta-analysis. Rheu-
matology (Oxford). 2014 Sep 24. pii: keu408. [Epub ahead of print]

Viagra Use Associated with Increased Risk of Devel-
oping Melanoma in US Men
IMPORTANCE: The RAS/RAF/mitogen-activated protein 
kinase and extracellular signal-regulated kinase (ERK) kinase/ERK 
cascade plays a crucial role in melanoma cell proliferation and 
survival. Sildenafil citrate (Viagra) is a phosphodiesterase (PDE) 5A 
inhibitor commonly used for erectile dysfunction. Recent studies 
have shown that BRAF activation down-regulates PDE5A levels, 
and low PDE5A expression by BRAF activation or sildenafil use 
increases the invasiveness of melanoma cells, which raises the pos-
sible adverse effect of sildenafil use on melanoma risk.
OBJECTIVE: To evaluate the association between sildenafil use 
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    Words from the Publisher    

     With the recent outbreaks of measles 
in North America, the vaccination debate is 
heating up again. It seems the media reports 
mostly on the pro-vaccination opinion, while 
almost ignoring the pro-choice (or anti-
vaccination) views. But what does scientific 
evidence say about the safety and effective-
ness of vaccinations? Do they hurt or help? 
     I believe vaccinations are not as danger-
ous as some anti-vaccination groups portray 
them to be, considering the millions of 
doses being administered each year. How-
ever, vaccine-induced side effects and deaths 
have also been documented, so vaccinations 
are also not as harmless as pro-vaccination 
groups claim. 
     But how effective are vaccinations at 

preventing disease? Do they work for 
everyone? Most people simply believe that 
vaccines protect them completely, but is this 
really true? History shows otherwise. In the 
past, we have seen whooping cough and oth-
er viral outbreaks in populations that were 
supposedly fully vaccinated and protected. 
Yet, only a few ever question the effective-
ness of the vaccines. 
     In 2014, a paper published in PLOS 
showed that despite a 99% vaccination 
rate, the incidences of measles, mumps and 
rubella remained high in Zhejiang Prov-
ince of China.1 So, as responsible clinicians, 
shouldn’t we start to question whether vac-
cines really do provide as much protection 
against viruses as we suppose? 
     Instead, parents and doctors who dare 
to challenge the status quo or ask questions 
are often simply put in the “anti-vaccination” 
camp, and governments appear poised to 
pass legislation requiring mandatory vaccina-
tion for everyone. If you live in the United 

States and are against forced vaccination, 
here is a petition site you can consider: 
https://petitions.whitehouse.gov/petition/
prohibit-any-laws-mandating-force-and-
requirement-vaccinations-any-kind/HW-
1B3YKz
     I would like to remind those readers 
who have not signed the Fight For Lumbro 
Access petition to please go to the following 
website to do so:  http://chn.ge/1pW2qKN. 
We are still far away from our goal of 
10,000 signatures. It takes just 60 seconds 
to show your support. And please do spread 
the word via your social media connections. 
Thank you all again!

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

R E F E R E N C E S
1.  Wang Z, Yan R, He H, Li Q, Chen G, et al. 
(2014) Difficulties in Eliminating Measles and 
Controlling Rubella and Mumps: A Cross-
Sectional Study of a First Measles and Rubella 
Vaccination and a Second Measles, Mumps, and 
Rubella Vaccination. PLoS ONE 9(2): e89361. 
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and risk of incident melanoma among men 
in the United States.
DESIGN, SETTING, AND PAR-
TICIPANTS: Our study is a prospec-
tive cohort study. In 2000, participants 
in the Health Professionals’ Follow-up 
Study were questioned regarding sildenafil 
use for erectile dysfunction. Participants 
who reported cancers at baseline were 
excluded. A total of 25,848 men remained 
in the analysis.
MAIN OUTCOMES AND MEA-
SURES: The incidence of skin cancers, 
including melanoma, squamous cell 
carcinoma (SCC), and basal cell carcinoma 
(BCC), was obtained in the self-reported 

questionnaires biennially. The diagnosis of 
melanoma and SCC was pathologically 
confirmed.
RESULTS: We identified 142 melanoma, 
580 SCC, and 3,030 BCC cases during 
follow-up (2000-2010). Recent sildenafil 
use at baseline was significantly associated 
with an increased risk of subsequent mela-
noma with a multivariate-adjusted hazard 
ratio (HR) of 1.84 (95% CI, 1.04-3.22). In 
contrast, we did not observe an increase in 
risk of SCC (HR, 0.84; 95% CI, 0.59-1.20) 
or BCC (1.08; 0.93-1.25) associated with 
sildenafil use. Moreover, erectile function 
itself was not associated with an altered 
risk of melanoma. Ever use of sildenafil 
was also associated with a higher risk of 
melanoma (HR, 1.92; 95% CI, 1.14-3.22). A 

Drug Whisperer cont’d from p.2 secondary analysis excluding those report-
ing major chronic diseases at baseline did 
not appreciably change the findings; the HR 
of melanoma was 2.24 (95% CI, 1.05-4.78) 
for sildenafil use at baseline and 2.77 (1.32-
5.85) for ever use.
CONCLUSIONS AND RELE-
VANCE: Sildenafil use may be associated 
with an increased risk of developing mela-
noma. Although this study is insufficient to 
alter clinical recommendations, we support 
a need for continued investigation of this 
association.
Li WQ, et al. Sildenafil use and increased risk 
of incident melanoma in US men: a prospec-
tive cohort study. JAMA Intern Med. 2014 
Jun;174(6):964-70. doi: 10.1001/jamain-
ternmed.2014.594.
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vitamins). Remission of symptoms was achieved by 78.1 and 79.4% 
of participants treated with placebo and vitamins by week 12 (P = 
0.840), by 76.5 and 85.3% at week 26 and 75.8 and 85.5% at week 52 
(effect of intervention over 52 weeks: odds ratio (OR) = 2.49, 95% CI 
1.12-5.51). Group differences in MADRS scores over time were not 
significant (P = 0.739). The risk of subsequent relapse among those 
who had achieved remission of symptoms at week 12 was lower in 
the vitamins than placebo group (OR = 0.33, 95% CI 0.12-0.94).
CONCLUSIONS: B vitamins did not increase the 12-week efficacy 
of antidepressant treatment, but enhanced and sustained antidepres-
sant response over one year. Replication of these findings would man-
date that treatment guidelines adopt the adjunctive use of B vitamins 

as a safe and inexpensive strategy to man-
age major depression in middle-aged and 
older adults.
Almeida OP, et al. B vitamins to enhance 
treatment response to antidepressants in 
middle-aged and older adults: results from 
the B-VITAGE randomized, double-blind, 
placebo-controlled trial. Br J Psychiatry. 2014 
Dec;205(6):450-7. 

Prolotherapy Improves Pain and 
Function of Knee Osteoarthritis
OBJECTIVES: This study determined 
whether injection with hypertonic dex-
trose and morrhuate sodium (prolothera-
py) using a pragmatic, clinically determined 

injection schedule for knee osteoarthritis (KOA) results in improved 
knee pain, function, and stiffness compared to baseline status.
DESIGN: This was a prospective three-arm uncontrolled study with 
one-year follow-up.
SETTING: The setting was outpatient.
PARTICIPANTS: The participants were 38 adults who had at 
least three months of symptomatic KOA and who were in the control 
groups of a prior prolotherapy randomized controlled trial (RCT) 
(Prior-Control), were ineligible for the RCT (Prior-Ineligible), or were 
eligible but declined the RCT (Prior-Declined).
INTERVENTION: The injection sessions at occurred at 1, 5, and 
9 weeks with as-needed treatment at weeks 13 and 17. Extra-ar-
ticular injections of 15% dextrose and 5% morrhuate sodium were 
done at peri-articular tendon and ligament insertions. A single intra-
articular injection of 6 mL 25% dextrose was performed through an 
inferomedial approach.
OUTCOME MEASURES: The primary outcome measure was 
the validated Western Ontario McMaster University Osteoarthritis 
Index (WOMAC). The secondary outcome measure was the Knee 
Pain Scale and post-procedure opioid medication use and participant 
satisfaction.
RESULTS: The Prior-Declined group reported the most severe 
baseline WOMAC score (p=0.02). Compared to baseline status, 
participants in the Prior-Control group reported a score change of 
12.4±3.5 points (19.5%, p=0.002). Prior-Decline and Prior-Ineligible 
groups improved by 19.4±7.0 (42.9%, p=0.05) and 17.8±3.9 (28.4%, 

Pycnogenol® A Good Adjunct Treatment for Postpar-
tum Hemorrhoids
AIM: The aim of this registry study was to evaluate the efficacy of 
Pycnogenol® (Horphag Research Ltd.), a standardized extract from 
the French maritime pine bark, to control signs/symptoms and pre-
vent complications associated with hemorrhoids in the months after 
delivery in healthy women.
METHODS: Women with hemorrhoids after their second preg-
nancy were included within the third month after pregnancy. Pycno-
genol® dosage was 150 mg/day for six months. Symptoms for fourth 
and third degree hemorrhoids were evaluated.
RESULTS: The registry groups were comparable. For fourth degree 
hemorrhoids, main symptoms were re-
duced after six months in all patients, but 
the group using Pycnogenol® in addition 
to standard best management showed 
more improvement. In patients with third 
degree hemorrhoids, symptoms were re-
duced in both management groups at six 
months; with Pycnogenol® the reduction 
in symptoms scores was significantly bet-
ter. At six months 18/24 subjects (75%) in 
the Pycnogenol® group were symptom-
free in comparison with 14/25 (56%) in 
controls. In the fourth degree hemorrhoid 
group, 7/10 patients (70%) in the Pycno-
genol® group were symptom-free at six 
months in comparison with 4/11 subjects 
(36%) in the best management group. No significant side effects were 
observed.
CONCLUSION: Pycnogenol® appears to positively affect hemor-
rhoid signs and symptoms in the months after pregnancy.
Belcaro G, et al., Pycnogenol® in postpartum symptomatic hemorrhoids. 
Minerva Ginecol. 2014 Feb;66(1):77-84.

B-Complex Improves Long-Term Response to Antide-
pressants
BACKGROUND: Depression is common and the efficacy of anti-
depressants is suboptimal. High plasma homocysteine has been con-
sistently associated with depression, and treatment with certain B 
vitamins demonstrably reduces its concentration.
AIMS: To determine whether vitamins B6, B12 and folic acid en-
hance response to antidepressant treatment over 52 weeks.
METHOD: Randomized, double-blind, placebo-controlled trial 
of citalopram (20-40 g) together with 0.5 mg of vitamin B12, 2 mg 
of folic acid and 25 mg of vitamin B6 for 52 weeks (Australian and 
New Zealand Clinical Trials Registry: 12609000256279). Participants 
were community-dwelling adults aged 50 years or over with DSM-IV-
TR major depression. We measured severity of symptoms with the 
Montgomery-Åsberg Depression Rating Scale (MADRS). The primary 
outcome was remission of the depressive episode after 12, 26 and 52 
weeks. Secondary outcomes included reduction of MADRS scores 
over time and relapse of major depression after recovery by week 
12. Results in total, 153 people were randomized (76 placebo, 77 
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specific mortality are uncommon and reductions in all-cause mortal-
ity are very rare or non-existent.
Saquib N, et al. Does screening for disease save lives in asymptomatic 
adults? Systematic review of meta-analyses and randomized trials. Int J 
Epidemiol. 2015 Jan 15. pii: dyu140. [Epub ahead of print]

Glutamine Improves Body Composition and Some Car-
diovascular Risk Factors
OBJECTIVE: The aim of this study was to assess clinical relevance 
of long-term oral glutamine supplementation on lipid profile and in-
flammatory and metabolic factors in patients with diabetes.
METHOD: Sixty-six patients with type 2 diabetes between the ages 
of 18 and 65 years were randomized to receive glutamine 30 g/d
(10 g powder, three times a day) or placebo, in a double-blind, place-
bo-controlled trial during a six-week treatment period. Fifty-three 
patients completed the trial. Independent samples t test and analysis 
of covariance were used.
RESULTS: After a six week treatment period, a significant differ-

ence was observed between the 
two groups in body fat mass (P 
= 0.01) and percentage of body 
fat (P = 0.008). Moreover, a sig-
nificant reduction in waist cir-
cumference (P < 0.001) and a 
tendency for an increase in fat-
free mass (P = 0.03), with no 
change in body weight and body 
mass index (BMI) was found. En-
hancement in body fat-free mass 
was mainly attributed to trunk (P 
= 0.03). There was a downward 
trend in systolic blood pressure 
(P = 0.005) but not diastolic. Fast-
ing blood glucose (mmol/L) con-
centration significantly decreased 
after the six weekintervention (P 
= 0.04). Mean hemoglobin A1c 
was significantly different be-

tween the groups at week six (P = 0.04). No significant difference was 
detected for fasting insulin, homeostasis model assessment for insulin 
resistance and quantitative insulin sensitivity index between groups 
(P > 0.05). No significant difference was observed between groups 
in total cholesterol, high-density lipoprotein cholesterol, low-density 
lipoprotein cholesterol and triglyceride. No treatment effect on C-
reactive protein was found (P = 0.44).
CONCLUSION: We demonstrated that the six weeksupplementa-
tion with 30 g/d glutamine markedly improved some cardiovascular 
risk factors, as well as body composition, in patients with type 2 dia-
betes. Future glutamine dose-response studies are warranted in these 
areas.
Mansour A, et al. Effect of glutamine supplementation on cardiovascular risk 
factors in patients with type 2 diabetes. Nutrition. 2015 Jan;31(1):119-26. 
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p=0.008) points, respectively; 55.6% of Prior-Control, 75% of Prior-
Decline, and 50% of Prior-Ineligible participants reported score im-
provement in excess of the 12-point minimal clinical important dif-
ference on the WOMAC measure. Post-procedure opioid medication 
resulted in rapid diminution of prolotherapy injection pain. Satisfac-
tion was high and there were no adverse events.
CONCLUSIONS: Prolotherapy using dextrose and morrhuate so-
dium injections for participants with mild-to-severe KOA resulted in 
safe, significant, sustained improvement of WOMAC-based knee pain, 
function, and stiffness scores compared to baseline status.
Rabago D, et al. Dextrose and morrhuate sodium injections (prolotherapy) 
for knee osteoarthritis: a prospective open-label trial. J Altern Complement 
Med. 2014 May;20(5):383-91. 

With A Few Exceptions, Most Screening Medical Tests 
Do Not Appear to Save Lives
BACKGROUND: Several popular screening tests, such as mam-
mography and prostate-specific antigen, have met with wide con-
troversy and/or have lost their 
endorsement recently. We sys-
tematically evaluated evidence 
from randomized controlled trials 
(RCTs) as to whether screening 
decreases mortality from diseases 
where death is a common out-
come.
METHODS: We searched three 
sources: United States Preventive 
Services Task Force (USPSTF), Co-
chrane Database of Systematic Re-
views, and PubMed. We extracted 
recommendation status, category 
of evidence and RCT availability 
on mortality for screening tests 
for diseases on asymptomatic 
adults (excluding pregnant women 
and children) from USPSTF. We 
identified meta-analyses and indi-
vidual RCTs on screening and mortality from Cochrane and PubMed.
RESULTS: We selected 19 diseases (39 tests) out of 50 diseases/
disorders for which USPSTF provides screening evaluation. Screening 
is recommended for six diseases (12 tests) out of the 19. We as-
sessed nine non-overlapping meta-analyses and 48 individual trials for 
these 19 diseases. Among the results of the meta-analyses, reductions 
where the 95% confidence intervals (CIs) excluded the null occurred 
for four disease-specific mortality estimates (ultrasound for abdomi-
nal aortic aneurysm in men; mammography for breast cancer; fecal 
occult blood test and flexible sigmoidoscopy for colorectal cancer) 
and for none of the all-cause mortality estimates. Among individual 
RCTs, reductions in disease-specific and all-cause mortality where 
the 95% CIs excluded the null occurred in 30% and 11% of the esti-
mates, respectively.
CONCLUSIONS: Among currently available screening tests for 
diseases where death is a common outcome, reductions in disease-
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N-Acetylcysteine Reduces Need for Bronchodilators 
in Patients with Hypersensitivity to Diesel Exhaust
BACKGROUND: Inhalation of diesel exhaust (DE) at moderate 
concentrations causes increased airway responsiveness in asthmat-
ics and increased airway resistance in both healthy and asthmatic 
subjects, but the effect of baseline airway responsiveness and anti-
oxidant supplementation on this dynamic is unknown.
OBJECTIVES: We aimed to determine if changes in airway re-
sponsiveness due to DE are attenuated by thiol anti-oxidant sup-
plementation, particularly in those with underlying airway hyper-
responsiveness.
METHODS: Participants took N-acetylcysteine (600 mg) or pla-
cebo capsules three times daily for six days. On the last of these 
six days, participants were exposed for 
two hours  h to either filtered air (FA) 
or DE (300 μg/m(3) of particulate mat-
ter smaller than 2.5 microns). Twenty-
six non-smokers were studied under 
each of three experimental conditions 
(filtered air with placebo, diesel exhaust 
with placebo, and diesel exhaust with 
N-acetylcysteine) using a randomized, 
double-blind, crossover design, with 
a two-week washout between condi-
tions. Methacholine challenge was per-
formed pre-exposure (baseline airway 
responsiveness) and post-exposure (ef-
fect of exposure).
RESULTS: Anti-oxidant supplemen-
tation reduced baseline airway re-
sponsiveness in hyper-responsive individuals by 20% (p = 0.001). In 
hyper-responsive individuals, airway responsiveness increased 42% 
following DE compared with FA (p = 0.03) and this increase was 
abrogated with anti-oxidant supplementation (diesel exhaust with 
N-acetylcysteine vs. filtered air with placebo, p = 0.85).
CONCLUSIONS: Anti-oxidant (N-acetylcysteine) supplementa-
tion protects against increased airway responsiveness associated 
with DE inhalation and reduces need for supplement bronchodila-
tors in those with baseline airway hyper-responsiveness. Individuals 
with variants in genes of oxidative stress metabolism when exposed 
to DE are protected from increases in airway responsiveness if tak-
ing anti-oxidant supplementation.
Caristen C, et al. Anti-oxidant N-acetylcysteine diminishes diesel exhaust-
induced increased airway responsiveness in person with airway hyper-
reactivity. Toxicol Sci. 2014 Jun;139(2):479-87. 

Polyphenol-Rich Capsules Slow Down PSA Rise in Lo-
calized Prostate Cancer
BACKGROUND: Polyphenol-rich foods such as pomegranate, 
green tea, broccoli and turmeric have demonstrated anti-neoplastic 
effects in laboratory models involving angiogenesis, apoptosis and 
proliferation. Although some have been investigated in small, phase 
II studies, this combination has never been evaluated within an ad-

Clinical Quickies
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equately powered randomised controlled trial.
METHODS: In total, 199 men, average age 74 years, with localized 
prostate cancer, 60% managed with primary active surveillance (AS) 
or 40% with watchful waiting (WW) following previous interven-
tions, were randomized (2:1) to receive an oral capsule containing a 
blend of pomegranate, green tea, broccoli and turmeric, or an identi-
cal placebo for six months.
RESULTS: The median rise in PSA in the food supplement group 
(FSG) was 14.7% (95% confidence intervals (CIs) 3.4-36.7%), as op-
posed to 78.5% in the placebo group (PG) (95% CI 48.1-115.5%), 
difference 63.8% (P=0.0008). In all, 8.2% of men in the FSG and 27.7% 
in the PG opted to leave surveillance at the end of the intervention 
(χ2 P=0.014). There were no significant differences within the pre-
determined subgroups of age, Gleason grade, treatment category or 
body mass index. There were no differences in cholesterol, blood 
pressure, blood sugar, C-reactive protein or adverse events.
CONCLUSIONS: This study found a significant short-term, fa-

vourable effect on the percentage rise 
in PSA in men managed with AS and 
WW following ingestion of this well-
tolerated, specific blend of concentrated 
foods. Its influence on decision-making 
suggests that this intervention is clini-
cally meaningful, but further trials will 
evaluate longer term clinical effects, and 
other makers of disease progression.
Thomas R, et al. A double-blind, placebo-
controlled randomized trial evaluating 
the effect of a polyphenol-rich whole food 
supplement on PSA progression in men 
with prostate cancer--the U.K. NCRN Pomi-
T study. Prostate Cancer Prostatic Dis. 2014 
Jun;17(2):180-6. 

Splinting Finger Joint at Night Reduces Pain and Stiff-
ness of Hand Osteoarthritis
OBJECTIVE: DIP joint OA is common but has few cost-effective, 
evidence-based interventions. Pain and deformity [radial or ulnar de-
viation of the joint or loss of full extension (extension lag)] frequent-
ly lead to functional and cosmetic issues. We investigated whether 
splinting the DIP joint would improve pain, function and deformity.
METHODS: A prospective, radiologist-blinded, non-randomized, 
internally controlled trial of custom splinting of the DIP joint was 
carried out. Twenty-six subjects with painful, deforming DIP joint 
hand OA gave written, informed consent. One intervention joint and 
one control joint were nominated. A custom gutter splint was worn 
nightly for three months on the intervention joint, with clinical and 
radiological assessment at baseline, three and six months. Differenc-
es in the change were compared by the Wilcoxon signed rank test.
RESULTS: The median average pain at baseline was similar in the 
intervention (6/10) and control joints (5/10). Average pain (primary 
outcome measure) and worst pain in the intervention joint were 
significantly lower at three months compared with baseline (P = 
0.002, P = 0.02). Differences between intervention and control joint 
average pain reached significance at six months (P = 0.049). Exten-
sion lag deformity was significantly improved in intervention joints 

Clinical Quickies continued on p.9
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Thromboelastography identifies 
hypercoagulablilty and predicts 
thromboembolic complications in 
patients with prostate cancer.
ABSTRACT: Cancer patients are at high-
er risk for thromboembolism compared to 
the normal population. This may be related 
to tumour burden and/or enhanced by sys-
temic therapy. While there is ample evidence 
regarding venous thromboembolism, system-
atic studies investigating arterial thrombotic 
events are scarce. Conventional coagulation 
tests have limited capacity in evaluating the 
coagulability or the need for anticoagulant 
prophylaxis. In this pilot study, we investi-
gated whether assessment of global hemo-
stasis using thromboelastography (TEG) 
and quantification of plasma pro-coagulant 
microparticles can help determine the risk 
of adverse thrombotic events in patients with 
prostate cancer (PCa). Thirty two patients 
were recruited a priori into three groups: 11 
men on ‘watchful waiting’ following recurrent 
disease after definitive treatment (Group 
A); 10 patients with metastatic disease on 
Androgen deprivation therapy (ADT) (Group 
B); and 11 with castration resistant cancer 
(Group C) and followed up over a period of 
12 months. These patients were compared to 
a control group composed of eight men with 
negative prostate biopsy. Whole blood TEG 
and plasma tissue factor-carrying microparti-
cles (TF-MPs) in addition to basic coagulation 
testing, plasma fibrinogen and d-dimer were 
performed. 22/32 (68.8%) of the patients 
demonstrated hypercoagulable TEG traces. 
Hypercoagulability was marked in group B 
compared to the control. Plasma MPs were 
significantly elevated in patients compared to 
the controls with significant increase in group 
B. All other coagulation tests were normal. 
Seven of the 22 hypercoagulable patients 
(31.8%) developed one or more thrombo-
embolic events over 12 months follow up 
period. The data in this pilot study show that 
PCa patients are hypercoagulable, particularly 
those with advanced disease on ADT and 
that this hypercoagulability can be identified 
by TEG. While this needs to be verified in a 
larger study, the data indicate TEG may aid in 
thrombosis risk stratification and determin-
ing the subsequent need for anticoagulant 

 T A R G E T E D   R E S E A R C H 
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prophylaxis in PCa patients.
Toukh M, et al. Thromb Res. 2014 Jan;133(1):88-
95. doi: 10.1016/j.thromres.2013.10.007. Epub 
2013 Oct 12.

Incidence and risk factors of symp-
tomatic venous thromboembolism 
related to implanted ports in cancer 
patients.
INTRODUCTION: The true incidence of 
symptomatic implanted port related venous 
thromboembolism (VTE) in cancer patients is 
unclear and there is very limited data on its 
associated risk factors.
MATERIALS AND METHODS: We 
performed a retrospective cohort study of 
consecutive cancer outpatients who received 
an ultrasound guided implanted port insertion 
for the administration of chemotherapy. The 
primary outcome measure was symptomatic 
VTE. Univariable and multivariable logistic 
regression analyses were used to identify risk 
factors for symptomatic VTE.
RESULTS: A total of 400 cancer patients 
with a newly inserted implanted port for 
deliverance of chemotherapy were included 
in the study. Median age was 58 years (range 
of 21 to 85 years) and 120 (30%) were males. 
Patients were followed for a median of 12 
months and none received thrombophro-
phylaxis. Of the 400 patients included in the 
analysis, 34 patients (8.5%; 95% CI: 6.0 to 
11.7%) had symptomatic VTE (16 DVTs, 16                       Product Q&A cont’d on p.12

PEs, and two with both). In the univariate 
analyses, metastatic disease, male gender 
and right-sided implanted port insertion 
were significantly associated with the risk of 
VTE. In the multiple-variable analysis, male 
gender (OR 2.17, p=0.04) and presence 
of metastases (OR 8.22, p<0.01) were the 
two significant independent predictors of 
implanted port related VTE.
CONCLUSION: Symptomatic VTE is a 
frequent complication in cancer patients 
with implanted port receiving chemotherapy. 
Gender and presence of metastatic disease 
are independent risk factors for symptom-
atic VTE. Future trials assessing the role of 
thromboprophylaxis among these higher 
risk patients are needed.
Piran S, et al. Thromb Res. 2014 Jan;133(1):30-
3. doi: 10.1016/j.thromres.2013.10.026. Epub 
2013 Oct 23.

Anticoagulation inhibits tumor 
cell-mediated release of platelet 
angiogenic proteins and diminishes 
platelet angiogenic response.
ABSTRACT: Platelets are a reservoir 
for angiogenic proteins that are secreted in 
a differentially regulated process. Because 
of the propensity for clotting, patients with 
malignancy are often anticoagulated with 
heparin products, which paradoxically offer 
a survival benefit by an unknown mecha-



Jan/Feb 2014 «  DMB  9

at three months and in splinted joints compared with matched contra-
lateral joints (P = 0.016).
CONCLUSION: Short-term night-time DIP joint splinting is a safe, 
simple treatment modality that reduces DIP joint pain and improves ex-
tension of the digit, and does not appear to give rise to non-compliance, 
increased stiffness or joint restriction.
Watt FE, et al. Night-time immobilization of the distal interphalangeal joint 
reduces pain and extension deformity in hand osteoarthritis. Rheumatology 
(Oxford). 2014 Jun;53(6):1142-9. 

Treating Vitamin D Insufficiency Improves Disease Con-
trol in Cutaneous Lupus Erythematosus 
BACKGROUND: The main vitamin D source is exposure to ultra-
violet radiation, which aggravates cutaneous lupus erythematosus (CLE).
OBJECTIVES: The aims of this study were to identify variables as-
sociated with lower serum 25-hydroxyvitamin D [25(OH)D] levels in 
CLE patients and assess the effect of vitamin D restoration on disease 
severity.
METHODS: Vitamin D status in 60 CLE patients and 117 apparently 
healthy subjects was compared. We recommended oral vitamin D3 to 
27 CLE patients. After one year of treatment, changes in disease sever-
ity were assessed and compared to 25 untreated CLE patients. Disease 
severity was measured by the Cutaneous Lupus Erythematosus Disease 
Area and Severity Index (CLASI), number of exacerbations, duration of 
active lesions and patient assessment.
RESULTS: Presence of CLE raised the odds of having vitamin D defi-
ciency (OR 3.47, 95% CI 1.79-6.69). Increasing age and disease duration 
were associated with higher odds of having vitamin D deficiency. After 
a one-year follow-up, disease activity improved in the treatment group 
(CLASI A 2.7 ± 2.9 vs. 0.9 ± 1.4) (p = 0.003), as confirmed by the patient 
assessment (p = 0.01).
CONCLUSIONS: Vitamin D inadequacy is more prevalent in CLE 
participants than in healthy controls. Treating vitamin D insufficiency is 
associated with improved disease severity according to physician and 
patient assessments.
Cutillas-Marco E, et al. Vitamin D and cutaneous lupus erythematosus: ef-
fect of vitamin D replacement on disease severity. Lupus. 2014 Feb 6. [Epub 
ahead of print]

NAC Reduces Oral Mucositis in Patients Receiving High-
Dose Chemotherapy for Bone Marrow Transplant
ABSTRACT: Oral mucositis (OM) is a complication of high-dose che-
motherapy (HDC) which is frequently observed in hematopoietic SCT 
settings. Antioxidant agents have been proposed to prevent OM and 
therefore N-acetyl cysteine (NAC) could have an important role. In the 
present study, we conducted a double-blind, randomized, placebo-con-
trolled study to evaluate the NAC effect on OM incidence and severity, 
and also glutathione peroxidase-1 activity. Leukemia patients undergoing 
allogeneic hematopoietic SCT preceded by HDC were recruited into 
the study and received either NAC (100 mg/kg/day) (n=38) or placebo 
(n=42) from the starting day of HDC until day +15 after transplantation. 
OM was evaluated daily for 21 days after transplantation according to 
World Health Organization oral toxicity scale. The incidence of severe 

OM (grades 3–4) was significantly lower in the NAC group (23.7% 
vs 45.3%, P=0.04). Moreover, the mean duration of OM was signifi-
cantly shorter in the intervention group (6.24(2.96) vs 8.12(3.97) 
days, P=0.02). The glutathione peroxidase-1 activity was also signifi-
cantly higher in the NAC group seven days after transplantation 
(3.38(2.19) vs 2.41(1.70) ng/mL, P=0.003). It is concluded that par-
enteral NAC is effective in reducing the incidence of severe cases 
and the total duration of OM.
Moslehi A, et al. N-acetyl cysteine for prevention of oral mucositis in 
hematopoietic SCT: a double-blind, randomized, placebo-controlled trial. 
Bone Marrow Transplantation 2004 June; 49: 818-823.

Chitosan Appears to Improve Lipid Profile
ABSTRACT: Chitosan can favorably modulate plasma lipids, 
but the available data are not conclusive. We evaluated the effect 
of chitosan on plasma lipids and lipoproteins in 28 patients with 
plasma triglyceride levels >150 mg/dL (mean age: 63 ± 12 years), 
not taking other lipid-lowering agents. All patients received a chito-
san derived from fungal mycelium (Xantonet, Bromatech, Italy) at 
a fixed dose of 125 mg/d in addition to their current medications 
for four months. Polyacrylamide gel electrophoresis was used to 
measure low-density lipoprotein (LDL) subclasses. After treatment, 
total cholesterol reduced by 8%, LDL cholesterol by 2%, and tri-
glycerides by 19%, with a concomitant 14% increase in high-density 
lipoprotein cholesterol. We also found a beneficial effect of chito-
san on LDL subclasses, with a significant increase in LDL-2 particles 
(from 37 ± 8% to 47 ± 8%, P = .0001) and a decrease (although not 
significant) in atherogenic small, dense LDL. Whether these findings 
may affect cardiovascular risk remains to be established in future 
studies. 
Rizzo M, et. al. Effects of Chitosan on Plasma Lipids and Lipoproteins: A 
4-Month Prospective Pilot Study. Angiology. 2013 Jun 18;65(6):538-542. 

Pycnogenol® Improves Endothelial Function in Bor-
derline Hypertensive Hyperlipidemic Hyperglycemic 
Patients
AIM: This registry study aimed to evaluate the effects of supple-
mentation with Pycnogenol® on altered endothelial function (EF) 
in borderline hypertensive, hyperlipidemic and hyperglycemic sub-
jects without atherosclerotic changes in their main arteries and no 
coronary artery disease.
METHODS: Flow mediated dilatation (FMD) and endothelium-
independent (EID) dilatation were measured with brachial ultra-
sound after occlusion. Also, after occlusion, laser Doppler (LDF) 
flux and distal strain gauge flow were measured. Oxidative stress 
(oxstress) was evaluated at eight and 12 weeks. 93 subjects with 
borderline symptoms were enrolled into the study: 32 hyperten-
sives, 31 hyperlipidemics, 30 hyperglycemics. All participants were 
instructed to follow the best available management to control their 
symptoms. In addition to best management, half of the subjects 
in each group used 150 mg/day Pycnogenol®. 31 normal subjects 
were included as control.
RESULTS: After 12 weeks metabolic values and blood pres-
sure were back to normal in all subjects. Values were slightly bet-
ter under Pycnogenol®. FMD increased after eight weeks from an 
average 5.3;3.4% to 8.2;2.2% with a further increase to 8.8;3.1% 

Clinical Quickies
continued from page 7
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February 19-21
Diversified Business Communications pres-
ents 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 
EVIDENCE-BASED COMPLEMENTARY 
AND ALTERNATIVE CANCER THERAPIES 
CONFERENCE. Embassy Suite Hotel, West Palm 
Beach, FL. 
Contact: http://annieappleseedproject.org/cancer-
clinics/cancer-therapies-conference

March 5-7
International Academy of Oral Medicine 
and Toxicology (IAOMT) presents 2015 
SPRING CONFERENCE. Wyndham Grand, Rio 
Grande, PR. Contact: http://iaomt.org/conference/
conference_agend/

March 12-14
Medical Academy of Pediatric Special Needs 
presents MAPS 2015 SPRING MEDICAL FO-
RUM. Hilton Orange County, Costa Mesa, CA. 
Contact: www.medmaps.org/conference/

April 10-12
Herbal Educational Services presents 
SOUTHWEST CONFERENCE ON BOTANI-
CAL MEDICINE 2015. Southwest College of 
Naturopathic Medicine, Tempe, AZ.  Contact: http://
botanicalmedicine.org/conferences/index.htm

April 16-18
Holistic Dental Association presents 38th 
ANNUAL SYMPOSIUM - “THE HOLISTIC 
APPROACH TO TMJ TREATMENT.” Tuscany 
Hotel, Las Vegas, NV.  
Contact: http://holisticdental.org/upcoming-events

April 18-19
California Naturopathic Doctors Associa-
tion presents “MERGING MEDICINE 17 – 

ENDOCRINOLOGY.” Marriott Marina del Rey, Los 
Angeles, CA.  Contact: www.calnd.org/ce-events

April 23-26
The Council of Diagnosis and Internal Disor-
ders and the Council on Nutrition presents 
“NATURE VERSUS NATURE RECONSID-
ERED.” Hyatt Regency, Fort Lauderdale, FL. 
Contact: www.councilonnutrition.com/events/sympo-
sium.php

April 24-26
CSOM presents 44TH ANNUAL INTERNA-
TIONAL ORTHOMOLECULAR MEDICINE TO-
DAY CONFERENCE. Fairmont Royal York, Toronto, 
ON.  Contact: www.csom.ca/orthomolecular-medicine-
today-conference/

April 30-May 02
Best Answer for Cancer Foundation & IOICP 
presents 13TH INTERNATIONAL INTEGRA-
TIVE ONCOLOGY CONFERENCE. Silver Legacy 
Resort, Reno, NV.  Contact: www.bestanswerforcancer.
org/annual-conference/2015-conference/

April 30-May 3
National Association for Nutrition Profession-
als 10TH ANNUAL CONFERENCE & EXPO. St. 
Paul, MN. CEUs for NDs and nutritionists. 
Contact: www.nanp.org/conference/

May 1-3
Northwest Naturopathic Physicians Conven-
tion presents 59TH NWNPC – “WISDOM OF 
OUR ELDERS.”  Hilton Seattle Airport and Confer-
ence Center, Seattle, WA.  Contact: www.nwnpc.com

May 4-6
Arizona Center For Integrative Medicine pres-
ents 12TH ANNUAL NUTRITION & HEALTH 
CONFERENCE. Arizona Biltmore Hotel, Phoenix, AZ. 
Contact: http://nutritionandhealthconf.org/

May 6-9
The American Academy of Anti-Aging Medi-
cine presents the 23RD ANNUAL WORLD 
CONGRESS ON ANTI-AGING MEDICINE. 
Diplomat Resort and Spa, Hollywood, FL. Contact: www.
a4m.com/anti-aging-conference-2015-hollywood.html
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The Medical Orient Express

Moxibustion Treatment on Baihui (DU-20) Effective 
in Treating Insomnia 
Summary: 80 subjects with insomnia were randomly divided 
into treatment (moxa) group and control (conventional drug 
treatment) groups, with 40 subjects in each group. All subjects met 
the diagnostic criteria of insomnia established by CCMD-3. Both 
groups were statistically comparable in gender, age and course of 
illness (P>0.05). Exclusion criteria: 1. age <18 or > 70 years old; 2. 
pregnant or breastfeeding; 3. any systemic diseases, such as pain, 
fever, cough, surgery, etc.…, as well as subjects with insomnia due 
to environmental factors; 4. primary disease such as cardiac, he-
patic, renal and hematopoietic system disease; 5. mental illness. The 
treatment group received moxibustion on Baihui (DU-20) using 
moxa box for 30 minutes, once per day in the afternoon for 20 
days. The control group received estazolam tablets, 1mg per day 
taken one hour before bed, also for 20 days.
Efficacy was evaluated according to the “Guiding Principles for 
Clinical Study of New Chinese Medicine.” A patient was consid-
ered: 1) Cured, if duration of sleep returned to normal or patient 
was able to sleep for more than six hours at night, able to main-
tain deep sleep without excessive dreaming, and had good energy 
upon waking; 2) Markedly improved, if quality of sleep significantly 
improved, duration of sleep increased by more than three hours 
and depth of sleep improved; 3) Improved, if symptoms improved 
but duration of sleep increased by less than three hours; 4) Un-
responsive, if they showed no improvement or exacerbation after 
treatment.

The markedly effective rate (cured + markedly improved) was 
72.5% in treatment group and 50.0% in control group. The total 
efficacy was 95.0%in treatment group and 80.0% in control group 
(P<0.05, indicating that moxibustion treatment on Baihui (DU-20) 
by using moxa box may be more effectively than conventional drug 
treatment for insomnia.
Weng JY. Zhejiang Journal of Traditional Chinese Medicine. 2014; 49 
(10): 755

Ozone Injection at Yaotu Point Effective for Lumbar 
Intervertebral Disc Protrusion 
Summary: 96 subjects with lumbar intervertebral disc pro-
trusion (LIDP) were randomly divided into treatment group and 
control groups. Both groups were statistically comparable in age, 

gender, and course of illness (P>0.05). All subjects met the diag-
nostic criteria of “Standards of Diagnosis and Therapeutic Effect 
for Diseases and Patterns in Chinese Medicine” and showed symp-
toms of lumbar back pain or radicular pain, with no severe neu-
rological function deficit. Diagnosis of mild or moderate LIDP was 
confirmed by CT or MRI, and showed clinical signs of localization. 

Exclusion criteria: LIDP patients with severe neurological 
function deficit, severe spinal stenosis, calcification of protrusion, 
protrusion occupying more than 30% of spinal canal volume, se-
questered disc prolapse, spondylolisthesis, risk of surgery and 
psychological disorders, hyperthyroidism, G6-PD deficiency, bleed-
ing tendency and subjects who were not able to comply with the 
treatment plan. The treatment group received ozone injection 
treatment at Yaotu point (10ml at 30ug/ml), three times every oth-
er day, while the control group was treated by electroacupuncture 
at Yaotu point (15Hz, 0.6ms, 0.5mA and increased up to patient 
tolerance), 30 minutes a day for seven days. Yaotu points are locat-
ed one cun (body inch) lateral to the affected intervertebral disc.
Intensity of pain level was evaluated by visual analogue scale (VAS), 
and a subject was considered as 1)cured, if they had no lumbar or 
leg pain, and were able to lift leg up for > 70o and able to return to 
work; 2) Improved, if they showed relief in lumbar and leg pain and 
improvement in lumbar mobility; 3) Unresponsive, if no improve-
ment in signs and symptoms. 

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.

                                                      Comparison of Treatment Efficacy Between Groups  

Group n Cured Markedly 
Improved Improved Unresponsive Markedly 

Effective Rate 
Total 

Efficacy 
Treatment 40 13 16 9 2 72.5% 95.0% 

Control 40 11 9 12 8 50.0% 80.0% 

	  

Table 1. VAS Score Before and After Treatment ( ) 
Group n Before Treatment After Treatment 

Treatment 48 7.27 1.81∆ 3.09  1.39∆∆ 

Control 48 7.22 1.26 5.48 1.67 
Note: Compare to control group, ∆P>0.05, ∆ ∆P<0.05  

Table 2. Comparison in Level of Pain Relief Between the Two Groups 
Group n Cured Improved Unresponsive Total Efficacy 

Treatment 48 26           29 2 96.8%# 

Control 48 20 19 9 81.3% 

Note: Compare to control group, #P<0.05  
 
Table 3. Comparison in Level of Pain Relief during Follow-up Between the Two Groups  

Group n Cured Improved Unresponsive Total Efficacy 
Treatment 48 25 20 3 93.8%## 

Control 48 18 17 14 72.9% 

Note: Compare to control group, ##P<0.05  

The treatment group showed a more significant decreased in VAS 
compared to the control group (Table 1). The total rate of efficacy 
in pain relief was 96.8% in the treatment group and 81.3% in the 
control group (Table 2), and the total rate of efficacy was 93.8% in 
the treatment group and 72.9% in the control group during the fol-
low-up period (Table 3). The difference was statistically significant 
(P<0.05). The results indicate that ozone injection at Yaotu point is 
a more effective treatment for LIDP compared to electroacupun-
cure treatment at Yaotu point. 
Li W, et al. Journal of Clinical Acupuncture and Moxibustion. 2014; 30 
(9): 7-9
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(P<0.05) at 12 weeks. No effects were found in controls and normal subjects. EID of normal 
subjects was consistently higher with 26%. LDF skin flux increased with Pycnogenol® at eight 
weeks and 12 weeks. The final flux increase was not different from normal values. In controls 
flux after occlusion was not improved at eight weeks; there was a significant but minor in-
crease at 12 weeks. Flux increases were superior in all Pycnogenol® subjects. In Pycnogenol® 
subjects, limb flow after occlusion increased at eight weeks with a further increase at 12 
weeks. In controls inclusion flow after occlusion was comparable at eight and 12 weeks. Oxi-
dative stress was significantly decreased in Pycnogenol® subjects at eight and 12 weeks. Minor 
differences were observed in controls.
CONCLUSION: This open registry study indicates that Pycnogenol® improves EF in pre-
clinical, borderline subjects in a macro-microcirculatory model. This observation may suggest 
an important preventive possibility for borderline hypertensive, hyperglycemic and hyperlip-
idemic subjects.
Hu S, et al. Effects of Pycnogenol® on endothelial dysfunction in borderline hypertensive, hyperlip-
idemic, and hyperglycemic individuals: the borderline study. Int Angiol. 2015 Feb;34(1):43-52. Epub 
2014 Nov 13.

nism. We hypothesized that antithrombotic 
agents alter the release of angiogenesis 
regulatory proteins from platelets. Our data 
revealed that platelets exposed to heparins 
released significantly decreased vascular en-
dothelial growth factor (VEGF) in response 
to adenosine 5’-diphosphate or tumor cells 
(MCF-7 cells) and exhibited a decreased 
angiogenic potential. The releasate from 
these platelets contained decreased proan-
giogenic proteins. The novel anticoagulant 
fondaparinux (Xa inhibitor) demonstrated 
a similar impact on the platelet angiogenic 
potential. Because these anticoagulants 
decrease thrombin generation, we hypoth-
esized that they disrupt signaling through 
the platelet protease-activated receptor 1 
(PAR1) receptor. Addition of PAR1 antago-
nists to platelets decreased VEGF release and 
angiogenic potential. Exposure to a PAR1 
agonist in the presence of anticoagulants res-
cued the angiogenic potential. In vivo studies 
demonstrated that platelets from anticoagu-
lated patients had decreased VEGF release 
and angiogenic potential. Our data suggest 
that the mechanism by which antithrombotic 
agents increase survival and decrease metas-
tasis in cancer patients is through attenua-
tion of platelet angiogenic potential.
Battinelli EM, et al. Blood. 2014 Jan 2; 123(1): 
101-12. doi: 10.1182/blood-2013-02-485011. 
Epub 2013 Sep 24.

Product Q&A
Q: I’ve been taking two Boluoke® 
capsules daily for several years. I 

also take a couple of “mega” bro-
melain tablets daily. Does brome-
lain undercut the effectiveness of 
Boluoke®? Should they be taken 
separately during the day?  
                      J. Wittes (Princeton, NJ)
A: Theoretically, proteolytic enzymes (like 
bromelain) could potentially make the 
enzymes in Boluoke® less effective. Thus, we 
recommend taking Boluoke® first, and then 
waiting 30 minutes before taking bromelain or 
other proteolytic enzymes. 

Q: I was told that Boluoke®’s op-
timal dosage is three capsules TID. 
Is it possible to have an overdose 
on Boluoke® at this dosage? What 
would be the effects of an overdose? 
From my research, lumbrokinase 
does not cause bleeding complica-
tions at all. Please verify that this is 
correct.      S. Ariyavicha (Thailand)

A: Most clinical studies of Boluoke® have 
used two capsule three times daily. However, 
some doctors may prescribe higher doses. It is 
very difficult to overdose on Boluoke® since 
the LD50 is about 2,000x of acute clinical 
dosage. When the dosage is six capsules per 
day or more, the most common side effects 
are gas, bloating, or loose stool. Lumbrokinase 
is considered very safe, with little to no risk 
of bleeding side effects in all clinical studies. 
However, if the patient is also taking other 
anti-coagulants or anti-platelets, the inherent 
bleeding risk of those agents still exists.

Targeted Research cont’d from p.8 


