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As the Clot Thickens: PT & PTT Testing
by Mr. David Berg
     This edition of “As the Clot 
Thickens” will explain how to 
get more useful information 
from two common coagulation 
tests, protime (PT) and partial 
thromboplastin time (aPTT or 
PTT). Both of these clot-based 
tests measure rate reaction 
analyses. The question is “how 
fast does the reaction occur” in 
the instrument. There are several 
insights that can give the clinician 
additional patient information. 
     These tests are rate reactions, 
which measure the time from the 
addition of the last reagent to 
the clot formation in the cuvette. 
Both tests can have a fast or slow 
clot formation. Various factors 
affect the results. Let’s examine 
the possibilities.
PROTIME (PT)
     The PT test is calibrated 
against a WHO standard to give 
a resultant INR (International 
Normalized Ratio) of 1.0. A labo-
ratory usually purchases enough 
of the same lot number of PT re-
agent to last a year, so it does not 
have to recalibrate frequently. By 
definition, the WHO standard is 
set to calibrate both the instru-
ment used and the reagent used 
so the time to clot formation will 
be a 1.0 INR. Thus, a patient can 
go anywhere in the country or 
world and have a PT run which 
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will give a consistent INR value to 
the lab back home. The seconds 
to clot time in the PT result is 
simply a number to calculate the 
INR. The standard value INR is 1.0. 
Thus, patients on a blood thinner 
like Coumadin® or warfarin, can 
compare the test INR to a range 
established by the clinician and 
therapy can be adjusted accord-
ingly. This is one use for the INR.  
     But what about the INR range 
given in the reference range of 
the laboratory result (usually 
0.9- 1.3)? Why is there a range? 
By definition, the INR is 1.0. Let’s 
look at both sides of 1.0. For this 
discussion, we are assuming that 
the patient is not on any blood 
thinners.
     The range of possibilities of 
an INR value is from 0.8 to 3 or 
higher. What causes the INR to be 
shorter than 1.0? What is allowing 
the reaction to be faster than the 
1.0?  The answer is tissue factor 
(TF) generation. The Protime reac-
tion is what is called the ‘extrinsic 
pathway of coagulation’ and the 
start of this reaction is tissue 
factor acting on the clotting factor 
VII. If there is increased tissue 
factor in the plasma of the patient, 
the INR will go down. 
     What is the source of the 
TF? Infections (pathogens trigger 
TF production in WBCs and 
endothelial cells), tumors (cancers 

produce cancer procoagulant and 
TF in order to form fibrin around 
the tumor) and acute phase or 
inflammatory reactions. In other 
words, the patient with a low INR 
is hypercoagulable. 
    What does an INR of 1.1-1.4 
indicate? The simple answer is 
decreased Vitamin K in the liver.  
Typically, the use of antibiotics in a 
patient wipes out the normal flo-
ra in the GI tract, which produces 
the vitamin K that the liver uses. 
The liver carboxylates some of 
the clotting factors to form active 
enzymes, which include Factors 
II, VII, IX, X, Protein C, Protein 
S and Protein Z. A decrease in 
the amount of vitamin K coming 
from the GI tract can slow down 
the carboxylation process. This 
process adds a second CH3− 
moiety to the clotting factor by 
which it can bind to calcium in 
the clotting process, making it 
a functional factor. Coumadin® 
inhibits the carboxylation process 
and decreases the functional 
liver clotting factors, resulting 
in moderate to high INRs. Thus, 
a mild to moderate vitamin K 
deficiency from antibiotic use can 
result in this 1.1 - 1.4 INR range. 
This should signal the clinician 
to supplement the patient with 
Vitamin K.          
PARTIAL THROMBO-
PLASTIN TIME 

David E. Berg, MS, CLS(NCA), FAHA 
was the director Arizona Coagulation 
Consultants (ACC) and HEMEX Labo-
ratories in Phoenix, Arizona for 25 years. 
He is a frequent workshop moderator 
and speaker. Mr. Berg’s research has 
been published in leading journals. He 
consults with clinicians and patients 
through ACC.
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(PTT or aPTT)
     The PTT is the same type 
of rate reaction as the Protime 
(PT). The reaction may be faster 
or slower than ‘normal.’ There is 
no standard for the PTT test. A 
good rule of thumb for a normal 
value would be the mean of the 
reference range +/- 3 seconds. 
If a reference range is 24 to 36 
seconds, then a normal value may 
be between 27 to 33 seconds.
     The PTT test is also called 
activated partial thromboplas-
tin time (aPTT), in some labs, 
depending on the reagent system 
used in the testing. Since there is 
no standard for this test, a labo-
ratory typically will draw a series 
of ‘normal’ volunteers (20 to 50 
people) who donate plasma for 
testing. These donor plasmas are 
tested against a given lot number 
of reagent (usually enough to last 
a year) and in a specific instru-
ment the lab uses. The resultant 
data is analyzed for the mean 
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Three-Drug Combination Therapy Still Controversial 
for Pulmonary Fibrosis
BACKGROUND: A combination of prednisone, azathioprine, and 
N-acetylcysteine (NAC) has been widely used as a treatment for id-
iopathic pulmonary fibrosis. The safety and efficacy of this three-drug 
regimen is unknown.
METHODS: In this randomized, double-blind, placebo-controlled 
trial, we assigned patients with idiopathic pulmonary fibrosis who had 
mild-to-moderate lung-function impairment to one of three groups 
— receiving a combination of prednisone, azathioprine, and NAC 
(combination therapy), NAC alone, or placebo — in a 1:1:1 ratio. The 
primary outcome was the change in longitudinal measurements of 
forced vital capacity during a 60-week treatment period.
RESULTS: When approximately 50% of data had been collected 
(with 77 patients in the combination-therapy group and 78 in the 
placebo group), a planned interim analysis revealed that patients in 
the combination-therapy group, as compared with the placebo group, 
had an increased rate of death (8 vs. 1, P = 0.01) and hospitalization 
(23 vs. 7, P<0.001). These observations, coupled with no evidence of 
physiological or clinical benefit for combination therapy, prompted 
the independent data and safety monitoring board to recommend 
termination of the combination-therapy group at a mean follow-up of 
32 weeks. Data from the ongoing comparison of the NAC-only group 
and the placebo group are not reported here.
CONCLUSIONS: Increased risks of death and hospitalization 
were observed in patients with idiopathic pulmonary fibrosis who 
were treated with a combination of prednisone, azathioprine, and 
NAC, as compared with placebo. These findings provide evidence 
against the use of this combination in such patients. 
Idiopathic Pulmonary Fibrosis Clinical Research Network, Raghu G, et al. 
Prednisone, Azathioprine, and N-Acetylcysteine for Pulmonary Fibrosis. N 
Engl J Med. 2012 May 24; 366(21): 1968–1977.

Cilostazol plus L-carnitine More Effective than Cilo-
stazol Alone in Treating Intermittent Claudication
ABSTRACT: Intermittent claudication (IC) is the predominant 
symptom of peripheral artery disease (PAD), and is associated with 
reduced exercise capacity. The pathophysiology of IC is related to re-
duced blood flow and impaired skeletal muscle oxidative metabolism; 
however, the efficacy of metabolic therapies is not well established. 
We evaluated the effect of cilostazol plus l-carnitine versus cilostazol 
alone on exercise performance, quality of life (QOL), and safety. In 
a double-blind, placebo-controlled trial, PAD patients with stable IC 
were randomized to either l-carnitine 1 g or matching placebo twice-
daily, on a background of cilostazol. Treadmill and QOL assessments 
were performed at baseline, 90, and 180 days. The primary endpoint 
was the difference between groups in the natural-log-transformed 
(ln) ratio in peak walking time (PWT) between baseline and 180 
days. The combination of cilostazol and l-carnitine was well toler-
ated. In the modified intent-to-treat population (n = 145), the mean 
ln ratio in PWT was 0.241 for cilostazol/l-carnitine versus 0.134 for 
cilostazol/placebo (p = 0.076), corresponding to mean increases of 
1.99 and 1.36 minutes, respectively. In the per-protocol population (n 
= 120), the mean ln ratio in PWT was 0.267 for cilostazol/l-carnitine 
versus 0.145 for cilostazol/placebo (p = 0.048). QOL measures were 

also improved in the cilostazol/l-carnitine group. These findings sup-
port larger trials of l-carnitine in combination with cilostazol in the 
treatment of IC.
Goldenberg NA, et al. L-Carnitine plus cilostazol versus cilostazol alone for 
the treatment of claudication in patients with peripheral artery disease: a 
multicenter, randomized, double-blind, placebo-controlled trial. Vasc Med. 
2012 Jun;17(3):145-54. 

Post Hip-Replacement Thromboprophylaxis for 21 
Days or Longer Could Reduce Thromboembolism with 
Minimal Bleeding Risks
BACKGROUND: The optimal duration of thromboprophylaxis 
after major orthopedic surgery is unclear.
PURPOSE: To compare the benefits and harms of prolonged 
versus standard-duration thromboprophylaxis after major orthopedic 
surgery in adults.
DATA SOURCES: Cochrane Central Register of Controlled Trials 
and Scopus from 1980 to July 2011 and MEDLINE from 1980 through 
November 2011, without language restrictions.
STUDY SELECTION: Randomized trials reporting thromboem-
bolic or bleeding outcomes that compared prolonged (≥21 days) with 
standard-duration (7 to 10 days) thromboprophylaxis.
DATA ABSTRACTION: Two independent reviewers abstracted 
data and rated study quality and strength of evidence.
DATA SYNTHESIS: Eight randomized, controlled trials (three of 
good-quality and five of fair-quality) met the inclusion criteria. High-
strength evidence showed that compared with standard-duration 
therapy, prolonged prophylaxis resulted in fewer cases of pulmonary 
embolism (PE) (five trials; odds ratio [OR], 0.14 [95% CI, 0.04 to 0.47]; 
absolute risk reduction [ARR], 0.8%), asymptomatic deep venous 
thrombosis (DVT) (four trials; relative risk [RR], 0.48 [CI, 0.31 to 
0.75]; ARR, 5.8%), symptomatic DVT (four trials; OR, 0.36 [CI, 0.16 
to 0.81]; ARR, 1.5%), and proximal DVT (six trials; RR, 0.29 [CI, 0.16 
to 0.52]; ARR, 7.1%). Moderate-strength evidence showed fewer 
symptomatic objectively confirmed episodes of venous thromboem-
bolism (four trials; RR, 0.38 [CI, 0.19 to 0.77]; ARR, 5.7%), nonfatal PE 
(4 trials; OR, 0.13 [CI, 0.03 to 0.54]; ARR, 0.7%), and DVT (seven trials; 
RR, 0.37 [CI, 0.21 to 0.64]; ARR, 12.1%) with prolonged prophylaxis. 
High-strength evidence showed more minor bleeding events with pro-
longed prophylaxis (OR, 2.44 [CI, 1.41 to 4.20]; absolute risk increase, 
6.3%), and insufficient evidence from one trial on hip fracture surgery 
suggested more surgical-site bleeding events (OR, 7.55 [CI, 1.51 to 
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    Words from the Publisher    

     Oral contraception is a primary form of 
birth control in today’s society, but how many 
females really understand how these pills af-
fect their bodies? Recently, I had a chance to 
review a copy of “The Pill Problem” by Ross 
Pelton, R.Ph, Ph.D. It was a concise, easy read 
that would be informative for any female, 
whether they are on the pill or not. Clinicians 
should consider having a copy of this book 
in their waiting rooms. To learn more about 
or to purchase this book, please visit their 
website at www.thepillproblem.com  
     It is well known that a hypoxic condition 

promotes angiogenesis and metastasis in 
solid tumors. Now researchers at Harvard 
Medical School have shown that a hypoxic 
condition is very likely equally detrimental 
to blood cancers as it promotes metastasis 
of multiple myeloma.1 Unfortunately, cur-
rent medical treatment offers no strategy 
for treating cancer-related hypoxia or 
hypercoagulation-caused hypoxia in cancer 
patients. Integrative practitioners should 
remember to address this issue when 
formulating a treatment plan for cancer 
patients. 
     Milk thistle is well known for its hepatic 
protective effects and is widely used by 
both hepatitis B and C patients. However, 
a study published in JAMA last year, cast 
doubt on the use of silymarin for treat-
ing chronic hepatitis C patients.2 What is 
interesting to note is that all the study 

subjects had previously failed interferon 
therapy! To me, this was a major flaw of the 
study. Would you test a new potential cancer 
drug on patients who have already failed 
chemotherapy? In contrast, an Iranian study 
published in 2011 showed silymarin improved 
liver enzymes, hepatic fibrosis, and quality of 
life in chronic hepatitis C patients in an open 
study without a placebo group. 3 What can 
we take from these studies? Silymarin likely  
helps patients with chronic hepatitis C, but 
less likely to help patients who have failed (or 
have been weakened by) interferon therapy.

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

R E F E R E N C E S
1. Azab AK, et al. Hypoxia promotes dissemination of 
multiple myeloma through acquisition of epithelial to 
mesenchymal transition-like features. Blood. 2012 Jun 
14;119(24):5782-94. 

2. Fried MW, et al. Effect of silymarin (milk thistle) on 
liver disease in patients with chronic hepatitis C unsuc-
cessfully treated with interferon therapy: a randomized 
controlled trial. JAMA. 2012 Jul 18;308(3):274-82.

3. J Res Med Sci. 2011Mar;16(3): 287-90. Effects of 
silybum marianum on patients with chronic hepatitis C. 
Kalantari H, Shahshahan Z, Hejazi SM, Ghafghazi T, 
Sebghatolahi V.
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37.64]) with prolonged prophylaxis.
LIMITATIONS: Data relevant to knee re-
placement or hip fracture surgery were scant 
and insufficient. Most trials had few events; 
the strength of evidence ratings that were 
used may not adequately capture uncertainty 
in such situations.
CONCLUSION: Prolonged prophylaxis 
decreases the risk for venous thromboem-
bolism, PE, and DVT while increasing the risk 
for minor bleeding in patients undergoing 
total hip replacement.
Sobierai DM, et al. Prolonged versus standard-
duration venous thromboprophylaxis in major 
orthopedic surgery: a systematic review. Ann 
Intern Med. 2012 May 15;156(10):720-7. 

Taking Proton Pump Inhibitors 
During Pregnancy Increases Asthma 
Risk in Children
BACKGROUND: Proton pump inhibitors 

(PPIs) may activate the immune system and 
cause asthma.
AIM: To investigate the association of 
prenatal exposure to PPIs and histamine 
2-receptor antagonists (H2RAs) with risk of 
asthma.
METHODS: In this cohort study, 197,060 
singletons born between 1996 and 2008 in 
northern Denmark were followed until the 
end of 2009. Data were obtained through 
Danish medical registries. Asthma in offspring 
was defined as at least two prescriptions of 
both a β-agonist and an inhaled glucocorti-
coid and/or a hospital diagnosis of asthma 
during the follow-up. Cox proportional-
hazard regression was used to compute 
incidence rate ratios, adjusting for covariates.
RESULTS: A total of 2,238 (1.1%) children 
were prenatally exposed to PPIs and 24,506 
(12.4%) children developed asthma during 
follow-up (median follow-up = 6.8 years). 
The adjusted IRR (aIRR) of asthma associ-

Drug Whisperer cont’d from p.2 ated with prenatal exposure to PPIs was 
1.41 (95% confidence interval (CI): 1.27-
1.56), compared with those unexposed. The 
association did not vary by trimester of 
exposure, and prenatal exposure to H2RAs 
was associated with similar increase in risk. 
The aIRR for maternal PPI and H2RA use in 
the year after, but not during pregnancy was 
1.32 (95% CI: 1.20-1.46) and 1.13 (0.93-1.36), 
respectively, compared with non-use during 
and in the year after pregnancy.
CONCLUSIONS: Prenatal exposure to 
both PPIs and H2RAs was associated with 
an increased risk of asthma in our study. 
Because the observed association is not 
drug specific and also observed for maternal 
postnatal use it may be explained by a ‘class 
effect’ or maternal underlying condition.
Andersen AB, et al. Prenatal exposure to acid-sup-
pressive drugs and the risk of childhood asthma: 
a population-based Danish cohort study.  Aliment 
Pharmacol Ther. 2012 May;35(10):1190-8. 
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patients with ACS. A total of 395 patients with ACS were included. 
Severity of CAD was assessed with the Gensini and Syntax scores. 
High levels of MPV were associated with the Gensini and Syntax 
scores, number of diseased vessels (>50%), number of critical lesions 
(>50% and >70%), and noncritical lesions. After multivariate analysis, 
high levels of MPV were independent predictors of multi-vessel 
CAD together with age. In patients with ACS, high MPV levels were 
associated with severity of CAD. It is possible that MPV can be a 
helpful marker in patients with CAD for the severity of coronary 
atherosclerosis.
Murat SN, et al. Relation between mean platelet volume and severity of 

atherosclerosis in patients with 
acute coronary syndromes.  Angi-
ology. 2013 Feb;64(2):131-6. 

Black Currant Anthocy-
anins Decrease Intraocu-
lar Pressure in Glaucoma 
Patients
PURPOSE: The purpose 
of the present study was to 
elucidate the effects of oral 
administration of black cur-
rant anthocyanins (BCACs) 
on intraocular pressure (IOP) 
in both healthy subjects and 
patients with glaucoma.
METHODS: (1) A placebo-
controlled, double-masked, 
crossover study (n=12) was 
conducted, during which 
BCACs (50 mg/day) or place-
bos were orally administered 

to 12 healthy subjects once daily for four weeks. (2) A total of 21 
glaucoma patients (BCACs, n=12; placebo, n=9) treated with a single 
antiglaucoma medication who had participated in a previous study (a 
randomized, double-masked, placebo-controlled trial, Ophthalmolog-
ica 2012) were selected and analyzed. Systemic blood pressure, pulse 
rates, IOP, and Humphrey visual-field mean deviation (MD) (program 
30-2, SITA standard) were evaluated.
RESULTS: (1) A statistically significant decrease in the mean IOP 
was observed at two weeks (P=0.002, paired t-test) and four weeks 
(P=0.039, paired t-test) from the baseline in BCAC-treated healthy 
subjects. This decrease, however, was not observed in the placebo 
group. In addition, at two weeks after the baseline, changes were 
also statistically significant between the groups (P=0.027, paired 
t-test). (2) Intergroup and between-group analyses revealed statisti-
cally significant decreases in mean IOP in the glaucoma patients 
taking BCACs (P=0.027, paired t-test; P=0.024, unpaired t-test) 
at 24 months after the baseline. In addition, mean changes of MD 
deterioration were significantly less in BCAC glaucoma patients 
administered with BCACs at 12 months (P=0.017, Mann-Whitney 
U test) and 18 months (P=0.050, Mann-Whitney U test) after the 
baseline. No clinically significant changes were observed in systemic 

Post-Surgical Parenteral Omega-3 Fatty Acid Support 
Improves Liver Transplant Outcomes
BACKGROUND: The effect of parenteral nutrition (PN) support 
supplemented with ω-3 fatty acids was investigated in a randomized, 
controlled clinical trial at the Affiliated Drum Tower Hospital, Medi-
cal School of Nanjing University.
MATERIALS AND METHODS: Ninety-eight patients with 
the diagnosis of end-stage liver disease or hepatic cellular carcinoma 
were admitted for orthotopic liver transplantation at the Affiliated 
Drum Tower Hospital. The patients were randomly divided into 
three groups: diet group (n = 32), PN group (n = 33), and polyunsat-
urated fatty acid (PUFA) 
group (n = 33). Patients in 
the PN and PUFA groups 
received isocaloric and 
isonitrogenous PN for 
seven days after surgery. 
Venous heparin blood 
samples were obtained for 
assay on days 2 and 9 after 
surgery. A pathological 
test was performed after 
reperfusion of the donor 
liver and on day 9.
RESULTS:  Alanine 
aminotransferase levels 
were improved signifi-
cantly by PUFA treatment 
compared with traditional 
PN support (P < .05). 
Compared with the results 
on day 9 in the PN group, 
a significant difference was 
seen in the extent of increase of the prognostic nutrition index and 
prealbumin in the PUFA group. The pathological results also showed 
that ω-3 fatty acid supplementation reduced hepatic cell injury. PUFA 
therapy also decreased the incidence of infectious morbidities and 
shortened the post-transplant hospital stay significantly.
CONCLUSION: Post-transplant PN support can greatly improve 
metabolism of protein and nutrition states of patients. ω-3 fatty acid-
supplemented PN significantly reduces injury of the transplanted 
liver, decreases the incidence of infectious morbidities, and shortens 
post-transplant hospital stay.
Zhu X, et al. Effects of ω-3 fish oil lipid emulsion combined with paren-
teral nutrition on patients undergoing liver transplantation. JPEN J Parenter 
Enteral Nutr. 2013 Jan;37(1):68-74. 

Under-utilized Mean Platelet Volume (MPV) could be 
Helpful in Acute Coronary Heart Patients
ABSTRACT: Platelets play a central role in the pathophysiology 
of coronary artery disease (CAD). Increased mean platelet volume 
(MPV) is an indicator of platelet function and associated with poor 
clinical outcome in patients with acute coronary syndrome (ACS). 
We evaluated the relationship between MPV and severity of CAD in 
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induced gingivitis were enrolled in a split mouth, randomized, con-
trolled trial. For each subject, scaling was randomly performed for 
any two quadrants, followed by the topical application of Co-Q10 
randomly in a previously scaled and as an unscaled quadrant for a 
period of 28 days. Four treatment options were planned: option A: 
scaling only; option B: Co-Q10 along with scaling; option C: Co-Q10.
RESULTS: Marked reduction in gingival, bleeding, and plaque 
scores were recorded at the sites where C0-Q10 was applied. 
Mean±S.D of aforementioned periodontal parameters at 28th day 
showed significant reduction for option A, B, and C when compared 
with baseline.
CONCLUSION: Promising results were obtained after the 
solitary application of Co-Q10 as well as when it was used as an 
adjunct to scaling and root planing for treatment of plaque induced 
gingivitis.
Chatterjee A, et al. Evaluation of Co-Q10 anti-gingivitis effect on plaque 
induced gingivitis: A randomized controlled clinical trial. J Indian Soc Peri-
odontol. 2012 Oct;16(4):539-42. 
 
Correcting Vitamin D Deficiency Improves Insulin Re-
sistance in Obese Adolescents
BACKGROUND: Obese adolescents are at a greater risk of vi-
tamin D deficiency because vitamin D is thought to be sequestered 
by excess adipose tissue. Poor vitamin D status has been associated 
with a higher prevalence of the metabolic syndrome, type 2 diabetes, 
or both in adults and adolescents.
OBJECTIVE: The objective was to determine in obese adoles-
cents the efficacy and safety of 4,000 IU vitamin D3/d and whether 
subsequent increased circulating concentrations of 25-hydroxyvita-
min D [25(OH)D] are associated with improved markers of insulin 
sensitivity and resistance and reduced inflammation.
DESIGN: Obese adolescent patients [n = 35; mean ± SD age: 14.1 
± 2.8 year; BMI (in kg/m(2)): 39.8 ± 6.1; 25(OH)D: 19.6 ± 7.1 ng/mL] 
were recruited from the University of Missouri Adolescent Diabetes 
and Obesity Clinic and were randomly assigned to receive either 
vitamin D3 (4,000 IU/d) or placebo as part of their standard care. 
Anthropometric measurements, inflammatory markers (IL-6, TNF-α, 
C-reactive protein), adipokines (leptin, adiponectin), fasting glucose, 
fasting insulin, and HOMA-IR values were measured at baseline and 
at two follow-up visits (three and six months).
RESULTS:  After six months, there were no significant differences 
in BMI, serum inflammatory markers, or plasma glucose concentra-
tions between groups. Participants supplemented with vitamin D3 
had increases in serum 25(OH)D concentrations (19.5 compared 
with 2.8 ng/mL for placebo; P < 0.001), fasting insulin (-6.5 compared 
with +1.2 μU/mL for placebo; P = 0.026), HOMA-IR (-1.363 com-
pared with +0.27 for placebo; P = 0.033), and leptin-to-adiponectin 
ratio (-1.41 compared with +0.10 for placebo; P = 0.045). Inflamma-
tory markers remained unchanged.
CONCLUSION: The correction of poor vitamin D status through 
dietary supplementation may be an effective addition to the standard 
treatment of obesity and its associated insulin resistance. 
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blood pressure or pulse rates in either trial.
CONCLUSIONS: Our results suggested that oral administra-
tion of BCACs may induce a beneficial decrease in IOP levels in 
healthy subjects as well as in patients with glaucoma.
Ohguro H, et al. Effects of black currant anthocyanins on intraocular 
pressure in healthy volunteers and patients with glaucoma. J Ocul Phar-
macol Ther. 2013 Feb;29(1):61-7.
 
Vitamin D Supplementation May Slow Down Dete-
rioration of Parkinson’s Disease
BACKGROUND: In our previous study, higher serum 25-hy-
droxyvitamin D [25(OH)D] concentrations and the vitamin D 
receptor (VDR) FokI CC genotype were associated with milder 
Parkinson’s disease (PD).
OBJECTIVE: We evaluated whether vitamin D3 supplementa-
tion inhibits the progression of PD on the basis of patient VDR 
subgroups.
DESIGN: Patients with PD (n = 114) were randomly assigned to 
receive vitamin D3 supplements (n = 56; 1200 IU/d) or a placebo 
(n = 58) for 12 months in a double-blind setting. Outcomes were 
clinical changes from baseline and the percentage of patients who 
showed no worsening of the modified Hoehn and Yahr (HY) stage 
and Unified Parkinson’s Disease Rating Scale (UPDRS).
RESULTS: Compared with the placebo, vitamin D3 significantly 
prevented the deterioration of the HY stage in patients [differ-
ence between groups: P = 0.005; mean ± SD change within vitamin 
D3 group: +0.02 ± 0.62 (P = 0.79); change within placebo group: 
+0.33 ± 0.70 (P = 0.0006)]. Interaction analyses showed that VDR 
FokI genotypes modified the effect of vitamin D3 on changes in 
the HY stage (P-interaction = 0.045), UPDRS total (P-interaction 
= 0.039), and UPDRS part II (P-interaction = 0.021). Compared 
with the placebo, vitamin D3 significantly prevented deteriora-
tion of the HY stage in patients with FokI TT [difference between 
groups: P = 0.009; change within vitamin D3 group: -0.38 ± 0.48 
(P = 0.91); change within placebo group, +0.63 ± 0.77 (P = 0.009)] 
and FokI CT [difference between groups: P = 0.020; change within 
vitamin D3 group: ±0.00 ± 0.60 (P = 0.78); change within placebo 
group: +0.37 ± 0.74 (P = 0.014)] but not FokI CC. Similar trends 
were observed in UPDRS total and part II.
CONCLUSION: Vitamin D3 supplementation may stabilize 
PD for a short period in patients with FokI TT or CT genotypes 
without triggering hypercalcemia, although this effect may be 
nonspecific for PD. 
Suzuki M, et al. Randomized, double-blind, placebo-controlled trial of 
vitamin D supplementation in Parkinson’s disease. Am J Clin Nutr. 2013 
May;97(5):1004-13. 

Topical Co-Q10 Application Helps Plaque-Induced 
Gingivitis
BACKGROUND: Deficiency of Co-Q10 has been found to be 
responsible for periodontal destruction; therefore, this study was 
undertaken to evaluate the anti-gingivitis effect of Co-Q10 on 
plaque-induced gingivitis.
MATERIALS AND METHODS: Thirty subjects with plaque 
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Belenchia AM, et al. Correcting vitamin D insufficiency improves insulin 
sensitivity in obese adolescents: a randomized controlled trial. Am J Clin 
Nutr. 2013 Apr;97(4):774-81. 

Inulin Supplementation Improves Blood Sugar Con-
trol in Women with Type 2 Diabetes
BACKGROUND: The purpose of this study was to evaluate the 
effects of high performance inulin supplementation on blood glyce-
mic control and antioxidant status in women with type 2 diabetes.
METHODS: In a randomized, triple-blind controlled trial, 49 
females (fiber intake <30 g/day, 25<body mass index <35 kg/m(2)) 
with type 2 diabetes were recruited from the Iran Diabetes Society 
and from endocrinology and metabolism clinics associated with the 
Tabriz University of Medical Science. The participants were divided 
into one of two groups in which the participants either received 10 
g/day of inulin (intervention, n=24) or maltodextrin (control, n=25) 
for two months. Fasting blood samples were obtained and both gly-
cemic control and antioxidant status were determined at baseline 
and at the end of the study.
RESULTS: At the end of the study period, there were significant 
decreases in fasting plasma glucose (8.47%), glycosylated hemoglo-
bin (10.43%), and malondialdehyde (37.21%) levels and significant 
increases in total antioxidant capacity (18.82%) and superoxide dis-
mutase activity (4.36%) in the inulin group when compared to the 
maltodextrin group (P<0.05). Changes in fasting insulin, homeostasis 
model assessment of insulin resistance, and catalase activity were 
not significant in the inulin group when compared with the malto-
dextrin group. Glutathione peroxidase activity remained unchanged 
in both groups.
CONCLUSION: Inulin supplementation may improve some gly-
cemic and antioxidant indices and decrease malondialdehyde levels 
in women with type 2 diabetes. Further investigations are needed 
in order to confirm the positive effects that inulin may have on the 
glycemic and antioxidant indices of patients with type 2 diabetes.
Pourghassem Gargari B, et al. Effects of high performance inulin supple-
mentation on glycemic control and antioxidant status in women with type 
2 diabetes. Diabetes Metab J. 2013 Apr;37(2):140-8. 
 
Omega-3 Fatty Acids Effective Primary Prevention 
for Postoperative Atrial Fibrillation, but not as Sec-
ondary Prevention.
BACKGROUND: The effects of omega-3 fatty acids (PUFA) on 
the prevention of atrial fibrillation performed a meta-analysis to as-
sess the efficacy and safety of PUFA for the primary and secondary 
prevention of AF.
METHODS: PubMed, EMBASE, Web of Science, Cochrane Library 
and the Chinese Biomedical Literature Database were searched 
for randomized controlled trials (published up to January 2012) 
that compared PUFA with control. All statistical analyses were 
performed with RevMan (version 5.1; The Cochrane Collaboration, 
Oxford, United Kingdom).
RESULTS: For primary prevention after open heart surgery: six 
studies with 928 patients were designed to evaluate the effects 

Clinical Quickies
continued from page 5

of PUFA on the incidence of postoperative AF. The use of PUFA 
significantly reduced the incidence of postoperative AF (odds ratio 
[OR] 0.66; 95% confidence interval [CI], 0.49 to 0.88; P = 0.004); 
there was no difference in complications or adverse events (OR, 
1.24; 95% CI, 0.58-2.62; P = 0.58). For secondary prevention, we 
analyzed five studies involving 1,256 patients designed to evaluate 
the effects of PUFA therapy on AF. The use of PUFA did not signifi-
cantly reduce the recurrence of AF (OR, 0.74; 95% CI, 0.39-1.42; P 
= 0.37); no difference was observed in complications or adverse 
events (OR, 1.10; 95% CI, 0.78-1.57; P = 0.58).
CONCLUSIONS: The meta-analysis shows that PUFA therapy 
is significantly associated with a decreased odds of incidence of AF 
after open heart surgery, but there is no significant difference in 
recurrence of AF between PUFA and control groups. PUFA is well-
tolerated, with no difference in complications or adverse events 
between PUFA and control groups.
He Z, et al. Efficacy and safety of omega-3 fatty acids for the prevention 
of atrial fibrillation: a meta-analysis. Can J Cardiol. 2013 Feb;29(2):196-
203. 

Niacin Improves Cholesterol Profile, While Inositol 
Hexanicotinate Does Not Work Well
BACKGROUND: Nicotinic acid (NA), long used for the 
treatment of dyslipidemia, has shown problems with undesir-
able side effects and safety issues. Wax-matrix, extended-release 
niacin (WMER) and inositol hexanicotinate (IHN) have both been 
formulated to increase patient tolerability. Several trials of WMER 
demonstrated good efficacy in improving dyslipidemia; however, 
there are few scientific data on the use of IHN.
OBJECTIVE: This study was designed to compare the efficacy 
and tolerability of WMER and IHN to each other and placebo to 
help clinicians make an informed choice of NA agents.
METHODS: This was a six-week blinded, placebo-controlled trial 
comparing 1,500 mg/d of WMER with 1,500 mg/d IHN. Subjects 
with mild-to-moderate dyslipidemia (low-density lipoprotein = 
130-190/dL) were randomized, after a four-week diet lead-in pe-
riod, to three parallel study arms (40 subjects/arm). Diet, pill com-
pliance, and side effects were monitored as well as lipid and blood 
chemistry profiles (baseline, six weeks). A dose-reduction protocol 
was included for subjects who did not tolerate the 1,500-mg dose 
of NA. A pharmacokinetic sub-study was conducted on subjects 
from the WMER (n = 5) and IHN (n = 5) groups.
RESULTS: WMER demonstrated significant improvements in 
total cholesterol = -11%, low-density lipoprotein = -18%, high-
density lipoprotein = +12%, and non-high-density lipoprotein = 
-15% (P < .001), whereas IHN and placebo showed no significant 
improvement in lipids. All groups had good medication compliance 
and treatment tolerance with only one dropout in the WMER 
group as the result of flushing. Blood chemistries showed small 
(24%-27%) mean increases in hepatic transaminases; six subjects 
completed the study at reduced dosage protocol with good lipid 
results. Pharmacokinetics demonstrated an intermediate release 
and absorption rate for WMER over six hours and IHN showed no 
evidence of bioavailability.
CONCLUSION: WMER demonstrated good tolerance and ef-

Clinical Quickies continued on p.9
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Recovery of platelet function after discontinuation of prasugrel or clopi-
dogrel maintenance dosing in aspirin-treated patients with stable coro-
nary disease: the recovery trial.
OBJECTIVES: The goal of this study was to assess the offset of the antiplatelet effects of 
prasugrel and clopidogrel.
BACKGROUND: Guidelines recommend discontinuing clopidogrel at least five days and 
prasugrel at least seven days before surgery. The pharmacodynamic basis for these recom-
mendations is limited.
METHODS: Aspirin-treated patients with coronary artery disease were randomly as-
signed to either prasugrel 10 mg or clopidogrel 75 mg daily for seven days. Platelet reactivity 
was measured before study drug administration and for up to 12 days during washout. The 
primary endpoint was the cumulative proportion of patients returning to baseline reactivity 
after study drug discontinuation.
RESULTS: A total of 56 patients were randomized; 54 were eligible for analysis. Platelet 
reactivity was lower 24 hours after the last dose of prasugrel compared with clopidogrel. 
After prasugrel, ≥75% of patients returned to baseline reactivity by washout day seven com-
pared with day five after clopidogrel. Recovery time was dependent on the level of platelet 
reactivity before study drug exposure and the initial degree of platelet inhibition after study 
drug discontinuation but not on treatment assignment.
CONCLUSIONS: Recovery time after thienopyridine discontinuation depends on the 
magnitude of on-treatment platelet inhibition, resulting, on average, in a more delayed recov-
ery with prasugrel compared with clopidogrel. The offset of prasugrel was consistent with 
current guidelines regarding the recommended waiting period for surgery after discontinua-
tion. 
Price MJ, et al. J Am Coll Cardiol. 2012 Jun 19;59(25):2338-43.

Dabigatran, rivaroxaban, or apixaban versus enoxaparin for thrombopro-
phylaxis after total hip or knee replacement: systematic review, meta-
analysis, and indirect treatment comparisons.
OBJECTIVE: To analyze clinical outcomes with new oral anticoagulants for prophylaxis 
against venous thromboembolism after total hip or knee replacement.
DESIGN: Systematic review, meta-analysis, and indirect treatment comparisons.
DATA SOURCES: Medline and CENTRAL (up to April 2011), clinical trials registers, 
conference proceedings, and websites of regulatory agencies.
STUDY SELECTION: Randomized controlled trials of rivaroxaban, dabigatran, or apixa-
ban compared with enoxaparin for prophylaxis against venous thromboembolism after total 
hip or knee replacement. Two investigators independently extracted data. Relative risks of 
symptomatic venous thromboembolism, clinically relevant bleeding, deaths, and a net clinical 
endpoint (composite of symptomatic venous thromboembolism, major bleeding, and death) 
were estimated using a random effect meta-analysis. RevMan and ITC software were used 
for direct and indirect comparisons, respectively.
RESULTS: 16 trials in 38,747 patients were included. Compared with enoxaparin, the risk 
of symptomatic venous thromboembolism was lower with rivaroxaban (relative risk 0.48, 
95% confidence interval 0.31 to 0.75) and similar with dabigatran (0.71, 0.23 to 2.12) and 
apixaban (0.82, 0.41 to 1.64). Compared with enoxaparin, the relative risk of clinically rel-
evant bleeding was higher with rivaroxaban (1.25, 1.05 to 1.49), similar with dabigatran (1.12, 
0.94 to 1.35), and lower with apixaban (0.82, 0.69 to 0.98). The treatments did not differ on 
the net clinical endpoint in direct or indirect comparisons.
CONCLUSIONS:  A higher efficacy of new anticoagulants was generally associated with a 
higher bleeding tendency. The new anticoagulants did not differ significantly for efficacy and 
safety.
Gómez-Outes A, et al. BMJ. 2012 Jun 14;344:e3675.

 T A R G E T E D   R E S E A R C H 
Coagulation- and Thrombosis-Related Research

Plasma D-dimer level as a mortality 
predictor in patients with advanced 
or recurrent colorectal cancer.
OBJECTIVE: Plasma D-dimer levels are 
elevated in patients with a variety of solid tu-
mors. Recently, it has been reported that the 
level before curative surgery is a prognostic 
factor for colorectal cancer (CRC). We in-
vestigated whether the plasma D-dimer level 
before systemic chemotherapies is a predic-
tor for advanced or recurrent unresectable 
CRC.
METHODS: This study included 42 
patients treated with systemic chemothera-
pies for advanced or recurrent unresectable 
CRC. Variables including clinicopathologi-
cal factors, plasma D-dimer levels and the 
modified Glasgow Prognostic Factor Score 
(mGPS) were evaluated.
RESULTS: The plasma D-dimer level was 
closely related to the mGPS. Survival was 
shorter for patients with plasma D-dimer 
levels >5 µg/ml than for those with lower 
levels. Compared with an mGPS of 0 or 1, an 
mGPS of 2 was predictive of poor prognosis 
(p < 0.0001). Old age, advanced stage, plasma 
D-dimer level and mGPS were significantly 
associated with mortality, but plasma D-
dimer level was the only independent risk 
factor in multivariate analysis, and was 
significant related to the clinical response to 
chemotherapy (p < 0.05).
CONCLUSIONS: Survival was significant-
ly shorter in patients with elevated plasma 
D-dimer levels having advanced or recurrent 
CRC. The plasma D-dimer level before sys-
temic chemotherapies was an independent 
mortality predictor.
Yamamoto M, et al. Oncology. 2012;83(1):10-5.

Boluoke® Q & A
Q: I have a 64 year old male patient 
who has gallbladder cancer. His 
platelet count is 105. My question is 
this: If a patient has a low platelet 
count, should they continue to take 
Boluoke®? I. Chung (Mansfield, OH)
Most active cancer patients are hypercoagu-
lable, and at risk for thromboembolism. To 
answer the question whether the patient 

                                  Boluoke® Q&A on p.12
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ficacy and extended-release kinetics. IHN was well tolerated but was 
no better than placebo in lipid improvement and showed no evidence 
of bioavailability.
Keenan JM. Wax-matrix extended-release niacin vs inositol hexanicotinate: a 
comparison of wax-matrix, extended-release niacin to inositol hexanicotinate 
“no-flush” niacin in persons with mild to moderate dyslipidemia. J Clin Lipidol. 
2013 Jan;7(1):14-23. 

Probiotics and Synbiotics Reduce Postoperative Sepsis 
in Elective Surgeries
BACKGROUND: Perioperative nutrition modulation of gut 
microbiota is increasingly used as a strategy for reducing the infective 
complications of elective surgery. This meta-analysis assessed the effect 
of probiotic and synbiotic preparations on the incidence of postopera-
tive sepsis.
METHODS: Randomized controlled trials that compared preopera-
tive dosing of probiotics and synbiotics in patients undergoing elective 
general surgical procedures were included. The primary outcome 
measure was the postoperative sepsis rate. Pooled outcome measures 
were determined using random effects models.
RESULTS: Thirteen randomized controlled trials totaling 962 
patients were included in this analysis (304 received synbiotics and 
182 received probiotics). The incidence of postoperative sepsis was 
reduced in the probiotic group vs the control (pooled odds ratio [OR] 
= 0.42; 95% confidence interval [CI], 0.23-0.75; P = .003) and in the 
synbiotic group vs the control (pooled OR = 0.25; 95% CI, 0.1-0.6; P = 
.002). However, subgroup analysis failed to identify a significant reduc-
tion in the incidence of pneumonia, urinary tract infections, or wound 
infections in the postoperative phase for either treatment group. 
Synbiotics reduced the length of postoperative antibiotic use (weighted 
mean differences = -1.71; 95% CI, -3.2 to -0.21; P = .03).
CONCLUSION: Probiotic and synbiotic nutrition strategies reduce 
the incidence of postoperative sepsis in the elective general surgery 
setting. These effects appear more pronounced with the use of syn-
biotics. High-powered, mechanistic studies are now required for the 
optimization of pro- and prebiotic regimens to further improve their 
efficacy.
Kinross JM, et al. A meta-analysis of probiotic and synbiotic use in elective 
surgery: does nutrition modulation of the gut microbiome improve clinical 
outcome? JPEN J Parenter Enteral Nutr. 2013 Mar;37(2):243-53. 

For Most Bystanders, CPR With Only Chest Compres-
sion May be a More Effective Rescue Technique
BACKGROUND: Little is known about the long-term survival 
effects of type-specific bystander cardiopulmonary resuscitation 
(CPR) in the community. We hypothesized that dispatcher instruction 
consisting of chest compression alone would be associated with better 
overall long-term prognosis in comparison with chest compression 
plus rescue breathing.
METHODS AND RESULTS: The investigation was a retrospec-
tive cohort study that combined two randomized trials comparing the 
short-term survival effects of dispatcher CPR instruction consisting 
either of chest compression alone or chest compression plus rescue 

breathing. Long-term vital status was ascertained by using the 
respective National and State death records through July 31, 2011. 
We performed Kaplan-Meier method and Cox regression to 
evaluate survival according to the type of CPR instruction. Of the 
2,496 subjects included in the current investigation, 1,243 (50%) 
were randomly assigned to chest compression alone and 1,253 
(50%) were randomly assigned to chest compression plus rescue 
breathing. Baseline characteristics were similar between the two 
CPR groups. During the 1,153.2 person-years of follow-up, there 
were 2,260 deaths and 236 long-term survivors. Randomization 
to chest compression alone in comparison with chest compres-
sion plus rescue breathing was associated with a lower risk of 
death after adjustment for potential confounders (adjusted hazard 
ratio, 0.91; 95% confidence interval, 0.83-0.99; P=0.02).
CONCLUSIONS: The findings provide strong support for 
long-term mortality benefit of dispatcher CPR instruction 
strategy consisting of chest compression alone rather than chest 
compression plus rescue breathing among adult patients with 
cardiac arrest requiring dispatcher assistance.
Dumas F, et al. Chest compression alone cardiopulmonary resuscitation 
is associated with better long-term survival compared with standard 
cardiopulmonary resuscitation. Circulation. 2013 Jan 29;127(4):435-41. 

Coronary Calcium Scan Helpful for Ruling Out Ob-
structive Coronary Artery Disease in Patients with 
Stable Angina
BACKGROUND: Although conventional (CAG) and comput-
ed tomography angiography (CTA) are reliable diagnostic modali-
ties for exclusion of obstructive coronary artery disease (CAD), 
they are costly and with considerable exposure to radiation and 
contrast media. We compared the accuracy of coronary calcium 
scanning (CCS) and exercise electrocardiography (X-ECG) as less 
expensive and non-invasive means to rule out obstructive CAD.
METHODS: In a rapid-access chest pain clinic, 791 consecutive 
patients with stable chest pain were planned to undergo X-ECG 
and dual-source CTA with CCS. According to the Duke pre-
test probability of CAD patients were classified as low (<30%), 
intermediate (30-70%) or high risk (>70%). Angiographic obstruc-
tive CAD (>50% stenosis by CAG or CTA) was found in 210/791 
(27%) patients, CAG overruling any CTA results.
RESULTS: Obstructive CAD was found in 12/281 (4%) patients 
with no coronary calcium and in 73/319 (23%) with a normal X-
ECG (p<0.001). No coronary calcium was associated with a sub-
stantially lower likelihood ratio compared to X-ECG; 0.11, 0.13 
and 0.13 vs. 0.93, 0.55 and 0.46 in the low, intermediate and high 
risk group. In low risk patients a negative calcium score reduced 
the likelihood of obstructive CAD to less than 5%, removing the 
need for further diagnostic work-up. CCS could be performed in 
754/756 (100%) patients, while X-ECG was diagnostic in 448/756 
(59%) patients (p<0.001).
CONCLUSIONS: In real-world patients with stable chest pain 
CCS is a reliable initial test to rule out obstructive CAD and can 
be performed in virtually all patients.
Dedic A, et al. First-line evaluation of coronary artery disease with 
coronary calcium scanning or exercise electrocardiography. Int J Cardiol. 
2013 Feb 20;163(2):190-5. 
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August 15-17
IAACN presents 22ND ANNUAL SCIENTIFIC 
SYMPOSIUM “EPIGENOMICS AND ORTHOMO-
LECULAR NUTRITION: KEYS TO SCULPTING 
OPTIMAL HEALTH.” Manchester Grand Hyatt San 
Diego; San Diego, CA. 
Contact: www.iaacn.org/scientificsymposium.htm

August 16-17
AMERICAN ACADEMY OF ANTI-AGING MEDI-
CINE GUT/BRAIN & AUTOIMMUNE SYMPO-
SIUM: The Role of Food. Los Angeles, CA. Also, primary 
care skin cancer medicine & skin cancer surgery. 
Contact: 888.997.0112 (US); 1.561.997.0112 (international); 
www.a4m.com/

August 23-25
Klinghardt Academy presents AUTONOMIC 
RESPONSE TESTING (Level 2) – WEST. Seattle, 
WA. Certification by appointment.  Contact: 908.899.1650;  
info@klinghardtacademy.com; www.klinghardtacademy.com

August 31-September 2
Cancer Control Society presents its 41st AN-
NUAL CONVENTION. Sheraton Universal; Universal 
City, CA. Doctor’s Symposium on September 3. 
Contact: 323.663.7801; www.cancercontrolsociety.com

September 5-8
FUNDAMENTALS AND CLINICAL APPLICA-
TIONS OF IV NUTRIENT THERAPY. Seattle, WA. 
This four-day workshop is approved for 30 hours CE credit 
for naturopathic physicians. 
Contact: http://ivnutritionaltherapy.com/seminars/

September 13-15
8th INTERNATIONAL ALTERNATIVE MEDICAL 
CONFERENCE. Frontenac Hilton Hotel, St. Louis, MO. 
Contact: www.iamconf.com/

September 14-15
Bastyr University presents: MEDICAL QIGONG 
1: Yi Ren Medical Qigong & Internal Qi-Energy 
Activation. Kenmore, WA (near Seattle). Contact: 
425.602.3152; www.bastyr.edu/continuing-education

September 20-22
INTEGRATIVE MEDICINE FOR MENTAL 
HEALTH 4TH ANNUAL CONFERENCE. Chicago, 
IL. CME/CEUs available.
Contact: www.mentalhealthconference2013.com

September 21-22
California Naturopathic Doctors Association 
presents MERGING MEDICINE XV – “OBESITY, 
DYSMETABOLIC SYNDROME AND WEIGHT 

MANAGEMENT: CLINICAL SOLUTIONS FROM 
NATUROPATHIC AND INTEGRATIVE MEDI-
CINE.” Hilton Pasadena, Pasadena, CA. 
Contact: www.calnd.org/ce-events

September 22-25
International Ozone Association presents THE 
THIRD JOINT IOA AND IUVA WORLD CON-
GRESS. The Mirage Hotel, Las Vegas, NV. 
Contact: www.ioa-pag.org/lasvegas2013.php

September 23-26
Innovations in Integrated Treatment of Addic-
tions and Psychological Trauma – “MOMENTS OF 
CHANGE.”  Palm Beach, FL. Contact: http://foundationsev-
ents.com/moments-of-change-2013/

September 28-29
PRINCIPLES OF CLINICAL NUTRITION with Dr. 
Michael Greer.  Dallas, TX. 16 CEUs. 
Contact: Standard Process of North Texas, 817-845-8325; 
www.standardnutritionalseminars.com

October 3-6
11TH ANNUAL INTERNATIONAL RESTORATIVE 
MEDICINE CONFERENCE.  Hyatt Regency Mission Bay 
Spa & Marina, San Diego, CA. 
Contact: http://restorativemedicine.org/sandiego/

October 5-6
Bastyr University presents INTEGRATIVE AS-
SESSMENT & TREATMENT OF PAIN, FATIGUE 
AND DEPRESSION. Kenmore, WA (near Seattle). Con-
tact: 425.602.3152; www.bastyr.edu/continuing-education

October 10-13
International College Of Integrative Medicine Fall 
Conference –“INNOVATION! MEETING TODAY’S 
MEDICAL CHALLENGES.” Columbus, OH. 
Contact: http://integrativemedicineconference.com/

October 11-13
IABDM Annual Meeting 2013. Hilton Houston North, 
Houston, TX. Contact: http://iabdm.org/events/annual-meeting

October 18-20
British Columbia Naturopathic Association 
presents ADVANCING NATURAL MEDICINE 11.  
Vancouver Convention Center East, Vancouver, BC. Contact: 
http://bcna.ca/files_3/documents/SpeakerSchedule.pdf

October 6
NEW YORK ASSOCIATION OF NATUROPATHIC 
PHYSICIANS ANNUAL CONFERENCE. The 3 West 
Club, New York City, NY. Contact: www.nyanp.org
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The Medical Orient Express

TCM Herbal Medicine May Improve 
Effectiveness of L-Dopa in Parkin-
son’s Patients
OBJECTIVE: To evaluate clinical effects 
of BuShenHuoXue (補腎活血) method in 
the treatment for Parkinson’s disease (PD) 
with unified Parkinson’s disease rating scale 
(UPDRS). 
METHOD: Sixty patients were equally ran-
domized into the treatment or control groups. 
All the patients were given Madopar, with the 
treatment group also receiving herbs of BuSh-
enHuoXue. The course of the treatment was 
six months and clinical efficacy was estimated 
with UPDRS. 
RESULT: Results of UPDRS were improved 
in both groups after treating (P <0.05), and the 
improvements of the treatment group were 
greater than that of the control group 
(P <0.05). Clinical efficacy of the treatment 
group was superior to that of the control 
group (P<0.01), and there were no obvious 
adverse reactions. 
CONCLUSION: BuShen HuoXue method 
in treating PD could obtain satisfactory effects 
and improve the scale of UPDRS.
Li M, et al. Clinical Study on BuShen HuoXue 
Method in Treating 30 Cases of Patients with 
Parkinson’s Disease. Western Journal of Traditional 
Chinese Medicine (Xi Bu Zhong Yi Yao). 2013; 
26(3):1-3.
Note from DMB editor: The control group received 
375-1000mg of L-Dopa in divided doses. The treat-
ment group received BuShenHuoXue (補腎活血) 
herbal formula, which consisted of Radix Polygoni 
Multiflori (He Shou Wu, 何首烏) 15g, Corni Fructus 
(Shan Zhu Yu, 山茱萸) 10g, Radix Angelicae 

(Dang Gui, 當歸) 10g, Cistanches Herba (Rou Cong Rong, 肉蓯蓉) 15g.

Restless Leg Syndrome Helped by Simple Acupuncture
SUMMARY: Sixty people meeting the 2003 NIH criteria for restless leg syndrome were 
randomly assigned into two groups. There were no statistical differences in age or sex be-
tween the control (n=29) or treatment (n=31) groups (P>0.05). The control group received 
125mg of L-Dopa before bedtime; and additional 2.5-5.0mg of diazepam, if they had insom-
nia. The treatment group received acupuncture treatment once daily for 30 minutes, six 
days per week. The acupuncture points used were ST-36 (Zu San Li, 足三里), SP-6 (San Yin 
Jiao, 三陰交), and LIV-3 (Tai Chong, 太bi). All patients were re-assessed after two months. 
A patient was considered 1) cured, if all symptoms were resolved; 2) significantly improved, 
if symptoms were mostly resolved with only mild leg discomfort before bedtime, with the 
discomfort not affecting sleep; 3) improved, if symptoms improved but patient still required 
massage or activity in order to sleep well or for the symptoms to resolve; 4) unresponsive, 
if there was no symptomatic improvement. The results showed that the treatment group 
had a better response than the control group (P<0.05).

Both groups were followed up six months after the end of the study. The control group 
had five cases (50%) of relapse among those who were considered cured, while the treat-
ment group only had one case (6.67%) of relapse. The difference was statistically significant 
(P<0.01). 
Jiang JZ. Shanghai Zhejiang Journal of Traditional Chinese Medicine (Zhe Jiang Zhong Yi Za Zhi). 
2013; 48(5):352.
 
Chinese Herbal Medicine Helps Severe Morning Sickness
SUMMARY: Forty-eight patients with hyperemesis gravidarum were included in this 
open study. Patients were between 24 to 35 years of age (average 27 years). Thirty-nine 
were primipara and nine were multipara with gestational age of 38 to 90 days. The longest 
duration of illness was 30 days and the shortest was eight days. Vomiting due to hepatitis, 
gastritis, appendicitis, etc… was ruled out in all patients. Each patient received one dose of 
herbal decoction in divided daily doses for seven days. The herbal decoction consisted of 
Codonopsis Radix (Dang Shen, 黨參) 10g, Rhizoma Pinelliae Ternatae (Ban Xia, 半夏) 10g, 
Ramulus Cinnamomi Cassiae (Gui Zhi, 桂枝) 10g, Paeoniae Radix alba (Bai Shao, 白芍) 10g, 
dried ginger (Gan Jiang, 乾薑) 10g, Radix Glycyrrhizae (Gan Cao, 甘草) 5g, Jujubae Fructus 
(Da Zao, 大棗) two pieces. For patients who had aversion to cold, the dosage of Gui Zhi 
was increased and the dried ginger was changed to fresh ginger. American ginseng was add-
ed to the herbal formula for patients who were Qi deficient. Digestive herbs JiaSanXian (焦
三仙) were added to the formula for patients with poor appetite. Each course of treatment 
lasted seven days and all patients received one to two courses of treatment before being 
re-assessed. A patient was considered 1) cured, if nausea and vomiting were resolved and 
normal diet was restored; 2) improved, if food intake was increased, and nausea and vomit-
ing were reduced but not resolved; 3) unresponsive, if there was no improvement in food 
intake or nausea. The results showed that 43 patients were cured (89.6%) after three to 10 
herbal doses, three patients were improved (6.3%), and two patients were non-responsive 
(4.2%). The total rate of effectiveness was 95.8%.
Fan JH, et al. China’s Naturopathy (Zhong Guo Min Jian Liao Fa). 2013; 21(3):40-41.
Note from DMB editor: Digestive herbs JiaoSanXian (焦三仙) consisted of pan-fried Crataegi 
Fructus (Jiao Shan Zha, 焦山楂), pan-fried barley malt (Jiao Mai Ya, 焦麥芽), and pan-fried Massa 
medicata fermentata (Jiao Shen Qu, 焦神曲).

This section provides practical clinical 
research summaries translated from 

Chinese journals. Copies of the original
journal articles are available for a small

fee. For more details, please visit 
www.dragonsmedicalbulletin.com.  

                                  Comparison of Treatment Effectiveness between Groups 
Group N= Cured Significantly 

Improved 
Improved Non-

Responsive 
Total Rate of  
Effectiveness  

Treatment 31 15 5 5 6 80.65% 
Control 29 10 2 4 13 55.17% 
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Dragon’sTesting continued from p.1
value and two standard deviations around the mean value. This becomes the reference range 
for the test. The problem with this process is that most laboratories do not screen the do-
nors for abnormal test results, like an elevated Factor VIII, Fibrinogen, Prothrombin Fragment 
1 + 2 and Thrombin/AntiThrombin Complexes. This screening process eliminates donors that 
may have a chronic or acute infection or some other reason for activation of the coagulation 
system. When this screening process is used, the reference range tends to be narrower, about 
26 to 34 seconds instead of the 24 to 36 seconds discussed above. Let’s look at what affects 
this reaction time. 
     What speeds up this reaction? Typically a high Factor VIII level, which is an acute phase 
inflammatory protein. The higher the Factor VIII, the shorter the PTT. Borderline low PTT 
values are a sign of hypercoagulability due to the high VIII, which is a sign of coagulation 
activation.  What slows down this reaction? There are many answers to this question so the 
clinician needs to check the patient for several possibilities when the PTT is at or slightly 
above the reference range. Type O blood type typically will have an upper end reference 
range PTT, as does a mild von Willebrand (vWF) patient. Factor VIII or IX deficiency or factor 
inhibitors increase the PTT. This may be true for any factor deficiency. Another reason is a 
Lupus Anticoagulant (LA) in a patient. The LA interferes with the test reagent itself, leading to 
a mild to moderate elevation of the PTT. These are the more common reasons for an upper 
end to mild elevation of the PTT. Knowing these possibilities will give the clinician clues as to 
where to check next.  

Boluoke ®Q&A continued from page 8
should continue with Boluoke®, you’ll have to run some coagulation tests:
1. First determine if the patient is hypercoagulable by testing for Prothrombin Fragment 1+2, 
Thrombin/Antithrombin Complex, and Soluble Firbin Monomer. If the patient is hypercoagu-
lable, then continue with Boluoke®; the patient is not likely to have a bleed issue even if his 
platelet number is a bit low (maybe more of an easy bruising). 2. If test results show the pa-
tient is no longer hypercoagulable, then Boluoke® should be stopped. 3. In general, as long as 
their platelet count is over 100, a patient won’t have a bleed issue as long as their coagulation 
system is intact (e.g. liver is not damaged). Of course, to be sure, do a platelet function test 
to see if the remaining platelets are still functioning normally. 4. Regardless, you should work 
towards getting the platelet count up. Our mushroom products CordImmune™ and Corio 
PSP™ can be quite supportive. 
   

Q: Do you have any comments on the new classes of anticoagulants and their inter-

actions with Boluoke®?                                            A. Bazzan, MD (Philadelphia, PA)

     Since Boluoke® does not interfere with coagulation cascade directly, it won’t affect INR or 
aPTT significantly and is compatible with warfarin or heparin. On the same note, it should be 
compatible with the newer anticoagulants (e.g. dabigatran, rivaroxaban, etc.); however, no spe-
cific studies have been done yet. If you are concerned, running some coagulations tests would 
be appropriate. Clinically, it’s prudent to check a patient’s coagulation status with the new 
anticoagulants. I’ve had one patient whose coagulation cascade was over-inhibited (per Sono-
clot® test) while on dabigatran (vs. when the patient was on warfarin); she was on 150mg bid. 

Q: I am interested in work done on nattokinase in regards to its high vitamin K2 

(MK-7) content which can help shift calcium from a calcified aortic valve area back 

into bone. My wife has a mild calcific aortic valve and uses lumbrokinase regulary.  I 

was wondering if lumbrokinase also contains any K2 (MK-7)? And if not, would there 

be any problem taking nattokinase along with lumbrokinase for benefits to heart, 

circulation and coagulation?     R. Parks, MD (Asheville, NC)

     Lumbrokinase does not contain vitamin K2. There is little vitamin K2 in nattokinase as 
most is removed during the manufacturing process. On the other hand, natto (raw fermented 
soy) is high in Vitamin K2 (MK-7) content.  No contraindications exist for taking both lum-
brokinase and nattokinase simultaneously.  However, since former is much stronger than the 
latter, it is not necessary to take both. It makes more sense to take lumbrokinase and pure 
MK7 instead.


