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As the Clot Thickens Part 3: AntiCoagulation, Fibrinolytics and Surgery
by David Berg
      The question of when to 
stop anticoagulants and/or 
fibrinolytics before surgery is 
often misunderstood by clini-
cians. Surgeons usually want 
any medication or supple-
ments cleared from a patient’s 
system one week before 
surgery. However, if someone 
has a chronic illness, it may 
not be practical to stop crucial 
therapies so early. Let’s con-
sider the various categories of 
anticoagulants and their effects 
on the body.
 
COUMARINS: The most 
common of all anticoagulants 
is Coumadin® (warfarin, 
coumarins).  This anticoagulant 
is a vitamin K antagonist to the 
body. Vitamin K is necessary 
for the carboxylation process, 
adding a COOH structure to 
the protein of the vitamin K 
dependant coagulation factors 
made in the liver. These are 
clotting factors II, VII, IX, X 
and the anticoagulant proteins 
protein C, protein S and pro-
tein Z. Coumarins block the 
COOH formation by limiting 
the regeneration of vitamin K 
in the liver. The effectiveness 
of anticoagulants is measured 
by the Prothrombin Time 
(ProTime, PT) and the INR (In-

ternational Normalized Ratio).  
No anticoagulation has an INR 
range of 0.9 - 1.1. Depending 
on the objective of drug use, 
an INR may be targeted from 
1.5 up to 3.5. The higher the 
INR, the greater the risk of 
bleeding which is a common 
side effect of coumarin therapy. 
Therapy may be monitored 
using weekly or biweekly PT 
with INR testing and may 
be discontinued one to two 
weeks before surgery and 
monitored until the INR is 1.0.
     Vitamin K is replenished in 
the body by friendly bacteria 
in the GI tract (E. Coli), green 
leafy vegetables, etc.  The high-
est natural source of vitamin K 
is avocado. Vitamin K (or K2) 
may be added by a clinician as 
a supplement if the patient has 
a deficiency.
 
HEPARIN THERAPY: 
Heparin therapy may be in 
the form of standard heparin 
(porcine derived heparin) or 
low molecular weight heparins 
(LMWH), such as Lovenox®, 
Fragmin®, etc…  Standard 
heparin has a half life of four 
to six hours which necessi-
tates repeated subcutaneous 
(SQ) injections every 12 hours. 
Prophylactic dosing may be 
based on body weight, using 
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100 units per kilogram BID. 
This level of heparin use will 
usually only elevate aPTT one 
to three seconds. Therapeu-
tic levels may be around 200 
units/kg and require frequent 
aPTT testing to monitor and 
prevent any bleeding. Lo-
venox® has a half life of seven 
to eight hours and is given 
once daily SQ for prophylaxis 
therapy. Some clinicians may 
choose to give Lovenox® BID 
to achieve best results. 
      A rare side effect of hepa-
rin therapy is called heparin‑in-
duced thrombocytopenia 
(HIT). This is defined as a drop 
in the platelet count of 50% or 
more, which may occur in up Clot cont’d on p.3

to1% of all patients. Thus, it is 
good for a clinician to have a 
baseline CBC, Platelet Count, 
PT, and aPTT before therapy 
begins and follow‑up studies 
for comparisons.
      Since it is common for 
chronically ill patients to be 
on heparin therapy, it can be 
stopped one day before sur-
gery when needed. This allows 
the heparin to be degraded 
before surgery. Some surgeries 
are actually performed under 
anticoagulation with heparin, 
such as heart and hip surger-
ies. Heparin therapy may be 
restarted 12 to 24 hours after 
a surgical event.
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Lipid-Lowering Treatment May not 
be Helpful for People over 80 Years 
of Age
Abstract: People aged 80 or older are 
the fastest growing population in high-in-
come countries. One of the most common 
causes of death among the elderly is the 
cardiovascular disease (CVD). Lipid‑lowering 
treatment is common, e.g. one‑third of 75 to 
84‑year‑old Swedes are treated with statins. 
The assumption that hypercholesterolaemia 
is a risk factor at the highest ages seems to 
be based on extrapolation from younger 
adults.  A review of observational studies 
shows a trend where all‑cause mortality was 
highest when total cholesterol (TC) was low-
est (‘a reverse J‑shaped’ association between 
TC and all‑cause mortality). Low TC (<5.5 
mmol/l) is associated with the highest mor-
tality rate in 80+‑year olds. No clear optimal 
level of TC was identified. A review of the 
few randomised controlled trials including 
80+‑year olds did not provide evidence of 
an effect of lipid-lowering treatment on total 
mortality in 80+‑year‑old people. There is not 
sufficient data to recommend anything re-
garding initiation or continuation of lipid-low-
ering treatment for the population aged 80+, 
with known CVD, and it is even possible that 
statins may increase all‑cause mortality in this 
group of elderly individuals without CVD.
Petersen LK, et al. Lipid-lowering treatment to 
the end? A review of observational studies and 
RCTs on cholesterol and mortality in 80+-year 
olds.  Age Ageing. 2010 Nov;39(6):674-80. Epub 
2010 Oct 14.
 
NAC Combined with Ciprofloxacin 
Benefits Patients with Partial Bili-
ary Obstruction

Abstract: This study investigates the 
potential benefits of antibiotics and N‑
acetylcysteine (NAC), a mucolytic agent, in 
patients who are candidates for endoscopic 
retrograde cholangiopancreatography (ERCP) 
due to partial bile duct obstruction. In total, 
102 patients who had choledocholithiasis and 
choledochal dilatations by abdominal ultra-
sonography were included in the study. The 
patients were divided into placebo and NAC 
therapy groups. Physiological saline (equal 
volume with NAC solution) and ciprofloxacin 
(2 × 200 mg/d intravenously) were adminis-
tered to the placebo group, and NAC (1800 
mg/d intravenously) and ciprofloxacin (2 × 
200 mg/d intravenously) were administered 
to the NAC group. In both groups, treatment 
protocols were administered for seven days 

before ERCP. Total and direct bilirubin, aspar-
tate aminotransferase (AST), alanine amino-
transferase (ALT), C‑reactive protein (CRP), 
alkaline phosphatase (ALP), gamma‑glutamyl 
transpeptidase (GGT), white blood cell 
(WBC) count, and neutrophil percent (NE%) 
levels were measured before the seven‑day 
treatment protocol. The same measurements 
were also evaluated before ERCP. In the NAC 
group, the levels of ALP, GGT, WBC, CRP, 
and NE% decreased significantly (P < .001), 
whereas a significant decrease did not occur 
in the placebo group. The combined usage of 
NAC and ciprofloxacin can be an alternative 
therapeutic option until ERCP is performed 
in partial cholestatic patients.
Ozdil B, et al. Potential benefits of combined 
N-acetylcysteine and ciprofloxacin therapy in 
partial biliary obstruction. J Clin Pharmacol. 2010 
Dec;50(12):1414-9. Epub 2010 Apr 13.
 
The Old Drug Colchicine Appears 
to Prevent Post-pericardiotomy 
Syndrome
Aims: No drug has been proven efficacious 
to prevent the post‑pericardiotomy syn-
drome (PPS), but colchicine seems safe and 
effective for the treatment and prevention 
of pericarditis. The aim of the COlchicine for 
the Prevention of the Post‑pericardiotomy 
Syndrome (COPPS) trial is to test the ef-
ficacy and safety of colchicine for the primary 
prevention of the PPS.

Methods and Results: The COPPS 
study is a multicentre, double‑blind, random-
ized trial. On the third post‑operative day, 

360 patients (mean age 65.7 ± 12.3 years, 
66% males), 180 in each treatment arm, were 
randomized to receive placebo or colchicine 
(1.0 mg twice daily for the first day followed 
by a maintenance dose of 0.5 mg twice daily 
for one month in patients ≥70 kg, and halved 
doses for patients <70 kg or intolerant to 
the highest dose). The primary efficacy end-
point was the incidence of PPS at 12 months. 
Secondary endpoint was the combined rate 
of disease‑related hospitalization, cardiac 
tamponade, constrictive pericarditis, and 
relapses. Baseline characteristics were well 
balanced between the study groups. Col-
chicine significantly reduced the incidence 
of the PPS at 12 months compared with 
placebo (respectively, 8.9 vs. 21.1%; P = 0.002; 
number needed to treat = 8). Colchicine also 
reduced the secondary endpoint (respec-
tively, 0.6 vs. 5.0%; P = 0.024). The rate of 
side effects (mainly related to gastrointestinal 
intolerance) was similar in the colchicine and 
placebo groups (respectively, 8.9 vs. 5.0%; P 
= 0.212).
Conclusion: Colchicine is safe and effica-
cious in the prevention of the PPS and its 
related complications and may halve the risk 
of developing the syndrome following cardiac 
surgery.
Imazio M, et al. Colchicine for the Prevention 
of the Post-pericardiotomy Syndrome (COPPS): 
a multicentre, randomized, double-blind, 
placebo-controlled trial. Eur Heart J. 2010 
Nov;31(22):2749-54. Epub 2010 Aug 30.

The Drug Whisperer
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 Words from the Publisher

  Welcome to the first issue of Dragon’s 
Medical Bulletin for 2011 and the begin-
ning of our fourth year of publication.  
I hope all of our readers had a joyful 
holiday. 
      Iron overload has been increasingly 
recognized as a major contributing fac-
tor in many medical conditions like heart 
disease, degenerative brain conditions, 
autoimmune conditions, and even aging. 
It appears that one of the main patholo-
gies of iron overload is oxidative damage 

to the mitochondria, and this theory has 
been gaining more research attention in 
the recent years.1 Clinically, I have seen 
elevated serum ferritin levels in patients 
suffering from chronic conditions, espe-
cially those involving an inflammatory or 
degenerative component. Raising serum 
ferritin levels to an ideal range can be 
crucial to getting patients well.
      According to the Chinese lunar cal-
endar, Chinese New Year fell on Febru-
ary 3rd, and it is the Year of Rabbit. It’s a 
year to recharge, refocus, and reestablish 
your goals. The DMB team wishes you all 
a healthy and fulfilling year!
 
Dr. Martin Kwok, ND, Dr. TCM 
Publisher and Editor

1. Xu J, et al. The emerging role of iron dysho-
meostasis in the mitochondrial decay of aging. 
Mech Ageing Dev. 2010 Jul-Aug;131(7-8):487-
93. Epub 2010 Apr 29.

 

KINASE THERAPY: Kinase therapy 
includes products from bromelain, sera-
peptidase, Wobenzym®, nattokinase and 
lumbrokinase. These products activate the 
fibrinloytic system in the circulation to 
dissolve debris and fibrin in the vessels. 
Nattokinase is derived from fermented 
soybeans called natto (by bacillus natto, 
a helpful bacteria). Nattokinase activates 
the fibrinolytic enzyme urokinase in the 
blood. Natto has been a delicacy in Japan 
for centuries and keeps the vessels clean 
of fibrin. Lumbrokinase is derived from 
earthworms and has been used for cen-
turies in many traditional Asian medicines. 
Lumbrokinase has six subenzymes with 
tPA‑like activities and activates the plasma 
protein plasminogen to plasmin (active 
enzyme in the blood) that dissolves fibrin 
and debris. Kinase therapies have half lives 

We invite readers’ comments 

and suggestions at 

editor@dragonsmedicalbulletin.com
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from four to eight hours and may require 
medicating twice or three times daily for 
maximum effectiveness. 
      Since the effect of these kinases is 
short lived, they may be stopped one 
day prior to surgery without any risk 
to the patient. When a major surgery is 
performed, kinase therapy should not 
be restarted for at least two weeks, in 
order to allow sufficient time for wound 
healing.
     Clearly, the standard one week guide-
line to clear medicine’s from one’s body 
does not apply to all anticoagulant thera-
pies. Heparin and kinase therapies may 
continue up to one day before surgery.

                   ~ ~ ~ ~ ~ 
Part 4 of  “As  the  Clot  Thickens,” will discuss 
antiplatelet therapy, including Plavix® and fish 
oils. Stay tuned!

David E. Berg, MS, CLS(NCA), FAHA was 
the director of Arizona Coagulation Con-
sultants (ACC) and HEMEX Laboratories 
in Phoenix, Arizona for 25 years. HEMEX 
performed special coagulation testing 
throughout North America. This led to 
new findings about chronic illnesses, fibrin 
deposition in these illnesses, and low level 
coagulation activation. A frequent workshop 
moderator and speaker, Mr. Berg’s research 
has been published in leading journals. He 
now consults with clinicians and patients 
through ACC. 

Dr. Martin Kwok is
now on Twitter. 
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received three weeks of daily intranasal oxytocin (titrated to 40 IU 
twice a day) and placebo adjunctive to their antipsychotics. Order 
of intranasal treatment was randomly assigned and there was a one‑
week washout between treatments.
Results: Analysis of the 15 subjects who completed all the study 
visits revealed that oxytocin significantly reduced scores on the 
Positive and Negative Symptom Scale (p < .001) and Clinical Global 
Impression‑Improvement Scale (p < .001) compared with placebo 
at the three‑week end point. No benefit was seen at the early time 
points. Oxytocin was well tolerated and produced no adverse ef-
fects based upon patient reports or laboratory analysis.
Conclusions: The results support the hypothesis that oxytocin 
has antipsychotic properties and is well tolerated. Higher doses and 

longer duration of treatment may 
produce larger benefits and should 
be evaluated in future studies.
Feifel D, et al. Adjunctive Intranasal Oxy-
tocin Reduces Symptoms in Schizophre-
nia Patients. Biol Psychiatry. 2010 Oct 
1;68(7):678-80. Epub 2010 Jul 7.
 
Trying to Have a Baby? 
Adding DHEA May Increase 
Chances
Backround: The aim of this 
study was to evaluate the effect of 
dehydroepiandrosterone (DHEA) 
supplementation on in vitro fertiliza-
tion (IVF) data and outcomes among 
poor-responder patients.
Methods:  A randomized, prospec-
tive, controlled study was conducted. 
All patients received the long‑pro-
tocol IVF. Those in the study group 
received 75 mg of DHEA once a day 
before starting the next IVF cycle 
and during treatment.
Results: Thirty‑three women 
with significantly diminished ovarian 

reserves were enrolled, 17 in the DHEA group and 16 in the control 
group. The 33 patients underwent 51 IVF cycles. The DHEA group 
demonstrated a non‑significant improvement in estradiol levels on 
day of hCG (P = 0.09) and improved embryo quality during treat-
ment (P = 0.04) between first and second cycles. Patients in the 
DHEA group also had a significantly higher live birth rate compared 
with controls (23.1% versus 4.0%; P = 0.05), respectively. Six of seven 
deliveries were among patients with secondary infertility (P = 0.006).
Conclusion: Dehydroepiandrosterone supplementation can have a 
beneficial effect on ovarian reserves for poor‑responder patients on 
IVF treatment.
Wiser A, et al. Addition of dehydroepiandrosterone (DHEA) for poor-
responder patients before and during IVF treatment improves the 
pregnancy rate: A randomized prospective study. Hum Reprod. 2010 
Oct;25(10):2496-500. Epub 2010 Aug 21.

To Minimize Heart Attack Risk, Optimize Free Testos-
terone and DHEAS Levels in Type 2 Diabetics
Background: Age-related decline in circulating androgens in men 
is associated with poor cardiovascular (CV) outcome. Men with type 
II diabetes mellitus (DM) are prone to develop androgen deficiency.
Objectives: We studied the prevalence and prognostic conse-
quences of deficiencies in circulating total and free testosterone (TT, 
FT) and dehydroepiandrosterone sulphate (DHEAS) in type II DM 
men with coronary artery disease (CAD).
Methods: We examined 153 diabetic men with stable CAD (age: 
65±9 years). Serum levels of FT were estimated (eFT) from TT and 
sex hormone binding globulin levels.
Results: TT, eFT and DHEAS deficiencies (serum levels≤the 10th 
percentile of healthy peers) were 
found in 22%, 33% and 77% of 
DM men with CAD, being more 
frequent than in healthy peers 
(all p<0.001). During follow‑up 
(median: 19 months), there were 
43 (28%) CV deaths. We identi-
fied four independent predictors 
of CV mortality: testosterone (TT, 
eFT) and DHEAS deficiencies, 
high plasma N‑terminal pro‑B‑
type natriuretic peptide (≥2661 
pg/mL, upper quartile), high serum 
high sensitivity C‑reactive protein 
(≥6.58 mg/L, upper quartile) (all 
p<0.01). There was a graded rela-
tion between the number of risk 
factors and increased CV mortality: 
hazard risk (95% confidence inter-
val) for 1, 2, 3‑4 vs. no risk factors, 
respectively: 5.9 (0.8‑45.6), p=0.09, 
9.2 (1.2‑69.2), 63.0 (8.0‑498.7), 
p<0.0001 (χ(2)=42.23, p<0.0001).
Conclusions: In diabetic men 
with stable CAD, testosterone and 
DHEAS deficiencies are common 
and related to high CV mortality. Whether an androgen substitution 
would improve prognosis in androgen deficient men with type II 
diabetes and stable CAD, requires further studies
Ponikowska B, et al. Gonadal and adrenal androgen deficiencies as inde-
pendent predictors of increased cardiovascular mortality in men with type 
II diabetes mellitus and stable coronary artery disease.  Int J Cardiol. 2010 
Sep 3;143(3):343-8. Epub 2009 Apr 22.
  
Does Oxytocin Have Antipsychotic Properties?
Background: Both human and animal studies suggest oxytocin 
may have antipsychotic properties. Therefore, we conducted a clini-
cal trial to directly test this notion.
Methods: Nineteen schizophrenia patients with residual symp-
toms despite being on a stable dose of at least one antipsychotic 
were enrolled in a randomized, double‑blind, crossover study. They 

Clinical Quickies
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dence suggesting that some of the cognitive impairments observed 
in persons who are GHD/GHI after TBI may be partially reversible 
with appropriate GH replacement therapy.
High WM Jr., et al. Effect of growth hormone replacement therapy on cog-
nition after traumatic brain injury. J Neurotrauma. 2010 Sep;27(9):1565-
75.
 
Newly Hospitalized Patients May Benefit from Routine 
Administration of Vitamin C
Objective: Hypovitaminosis C and D are highly prevalent in 
acutely hospitalized patients, but the clinical significance of these bio-
chemical abnormalities is not known. Because deficiencies of vitamin 
C and D have been linked to psychologic abnormalities, vitamin C or 

D provision could improve the mood 
state of acutely hospitalized patients.
Methods: Double‑blind clinical trial 
of the effect of vitamin C (500 mg 
twice daily) or vitamin D (1000 IU 
twice daily) on mood, as assessed with 
a validated instrument, the Profile of 
Mood States.
Results: Vitamin C therapy increased 
plasma (P < 0.0001) and mononuclear 
leukocyte (P = 0.014) vitamin C con-
centrations and was associated with a 
34% reduction in mood disturbance (P 
= 0.013). Vitamin D therapy increased 
plasma 25‑hydroxyvitamin D con-
centrations (P = 0.0004), but had no 
significant effect on mood.
Conclusions: Treatment of hypovita-
minosis C improves the mood state of 
acutely hospitalized patients.
Zhang M, et al. Vitamin C provision 
improves mood in acutely hospitalized 
patients. Nutrition. 2010 Aug 4. [Epub 
ahead of print]
 

Both Alzheimer’s and Parkinson’s Patients Appear to 
Be Deficient in Zinc
Abstract: To evaluate zinc status in Alzheimer’s disease and 
Parkinson’s disease, 29 patients with Alzheimer’s disease, 30 patients 
with Parkinson’s disease, and 29 age‑ and sex‑matched controls were 
studied. All patients and controls were older than age 50, and all zinc 
and copper supplements were prohibited beginning 30 days prior 
to study. Patients were diagnosed by standard criteria. Blood zinc 
and urine zinc were measured. Urine zinc was measured in a casual 
specimen, standardized for dilution by reference to creatinine con-
tent. Results showed a significantly lower blood zinc in patients with 
Alzheimer’s and patients with Parkinson’s than in controls. Urine 
zinc excretion, normalized to urine creatinine excretion, was not 
significantly different in either patient group compared to controls. 

Clinical Quickies continued on p.7

Clinical Quickies
Another Reason to Take Vitamin D Supplement Dur-
ing Pregnancy
Objective:  Vitamin D deficiency has been linked to adverse 
pregnancy outcomes. The purpose of this investigation was to assess 
total 25‑hydroxyvitamin D (25‑OH‑D) levels at diagnosis of early‑
onset severe preeclampsia (EOSPE).
Study Design: After institutional review board approval, we 
enrolled subjects with EOSPE (<34 weeks’ gestation with severe 
preeclampsia) in this case‑control investigation in a 1:2 ratio with 
gestation‑matched, contemporaneous control subjects. Demographic 
and outcome information was collected for each subject. Plasma 
total 25‑OH‑D levels were determined by radioimmunoassay and 
reported in nanograms per milliliter. Results were analyzed by Mann‑
Whitney U and multivariable regression.
Results: Subjects with EOSPE (n = 
50) were noted to have decreased total 
25‑OH‑D levels relative to healthy con-
trol subjects (n = 100; P < .001). This 
difference in total 25‑OH‑D remained 
significant after control for potential 
confounders.
Conclusion: Total 25‑OH‑D is 
decreased at diagnosis of EOSPE. 
Further study is needed to understand 
the impact of vitamin D deficiency on 
pregnancy outcomes.
Robinson CJ, et al. Plasma 25-hydroxyvi-
tamin D levels in early-onset severe 
preeclampsia. Am J Obstet Gynecol. 2010 
Oct;203(4):366.e1-6. Epub 2010 Aug 8.
 
Growth Hormone Replacement 
May Be Appropriate for Some 
Traumatic Brain Injury Patients
Abstract: Traumatic brain injury 
(TBI) is a major public health issue, 
and yet medical science has little to 
offer for the persistent symptoms that 
prevent many of these individuals from fully re‑entering society. 
Post‑traumatic hypopituitarism, and specifically growth hormone 
deficiency (GHD), has been found in a large percentage of individu-
als with chronic moderate to severe TBI. Presently, there are no 
published treatment studies of hormone replacement in this popula-
tion. In this study, 83 subjects with chronic TBI were screened for 
hypopituitarism. Forty‑two subjects were found to have either GHD 
or GH insufficiency (GHI), of which 23 agreed to be randomized to 
either a year of GH replacement or placebo. All subjects completed 
the study with no untoward side effects from treatment. A battery of 
neuropsychological tests and functional measures were administered 
before and after treatment. Improvement was seen on the following 
tests: Dominant Hand Finger Tapping Test, Wechsler Adult Intelli-
gence Scale III‑Information Processing Speed Index, California Verbal 
Learning Test II, and the Wisconsin Card Sorting Test (executive 
functioning). The findings of this pilot study provide preliminary evi-
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These patients are probably zinc deficient because of nutritional 
inadequacy.
Brewer GJ, et al. Subclinical Zinc Deficiency in Alzheimer’s Disease 
and Parkinson’s Disease. Am J Alzheimers Dis Other Demen. 2010 
Nov;25(7):572-5. Epub 2010 Sep 14.
 
Probiotic and Prebiotic Supplementation in Winter 
May Reduce Number of Sick Days in Children
Background and Aims: The purpose of this study was to 
investigate the efficacy of a synbiotic supplementation in reducing 
common winter diseases in children.
Methods: A randomized, double‑blind, 
placebo‑controlled, multicentre study 
was conducted in young school‑age 
children (3‑7 years old) during a winter 
period. Participants were otherwise 
healthy children who suffered from 
at least three episodes of ear, nose 
and throat (ENT), respiratory tract 
or gastrointestinal illness during the 
previous winter. They were supple-
mented daily with either a synbiotic 
preparation (Lactobacillus helveticus 
R0052, Bifidobacterium infantis R0033, 
Bifidobacterium bifidum R0071, and 
fructooligosaccharide) or a matched 
placebo for three months. Over this 
period, all emergent health episodes of 
any type were recorded by parents in a 
diary. They were checked by investiga-
tors at regular monthly visits. The main 
study outcome was the percentage of 
children free of any episode during the 
study course.
Results: We randomized 135 children 
(mean age: 4.1 +/‑ 1.0 years) to the syn-
biotic group (n = 62) or placebo (n = 73) group. At least one illness 
episode was reported in 32 children in the synbiotic group and 50 
in the placebo group (51.6% versus 68.5%). This corresponded to a 
significant 25% relative risk reduction (95% CI 0.6‑44.3%; p = 0.045). 
This difference was due to a decrease in the number of children 
who suffered from at least one ENT, respiratory tract or gastroin-
testinal disorder (50.0% with synbiotic versus 67.1% with placebo; p 
= 0.044). At least one sickness school day loss was noted in 25.8% 
of children with the synbiotic as compared with 42.5% with placebo 
(p = 0.043). No treatment related side effects were detected in 
either group.
Conclusions: This study suggests that a three‑month supple-
mentation with this synbiotic preparation can decrease the risk of 
occurrence of common infectious diseases in children and limits the 
risk of school day loss.
Cazzola M, et al. Efficacy of a synbiotic supplementation in the preven-
tion of common winter diseases in children: a randomized, double-blind, 

Clinical Quickies
continued from page 5

placebo-controlled pilot study. Ther Adv Respir Dis. 2010 Oct;4(5):271-8. 
Epub 2010 Aug 20.
 
Atopic Dermatitis May Be Reduced by Supplementing 
Infant Formula with Prebiotics
Background: Most infants developing atopic dermatitis have a 
low risk for atopy. Primary prevention of atopic dermatitis is dif-
ficult.
Objective: To assess the effect of supplementation of an infant 
and follow‑on formula with prebiotic and immunoactive oligosac-
charides on the occurrence of atopic dermatitis in the first year of 
life.
Methods: Healthy term infants from five European countries with 
low atopy risk were recruited before the age of eight weeks, either 
having started with formula feeding or being on full breast‑feed-

ing (breast‑feeding group). Formula‑fed 
infants were randomized to feeding with 
a regular formula containing a specific 
mixture of neutral oligosaccharides and 
pectin‑derived acidic oligosaccharides 
(prebiotic formula group) or regular for-
mula without oligosaccharides (control 
formula group).
Results:  A total of 414 infants were 
randomized to the prebiotic group 
and 416 infants to the control group. 
A total of 300 infants were followed in 
the breast‑feeding group. Up to the first 
birthday, atopic dermatitis occurred in 
significantly fewer infants from the prebi-
otic group (5.7%) than from the control 
group (9.7%; P = .04). The cumulative 
incidence of atopic dermatitis in the 
prebiotic group was in the low range 
of the breast‑feeding group (7.3%). In a 
Cox regression model, the rate of atopic 
dermatitis was significantly lower by 44% 
in the prebiotic group versus the control 
group (P = .04). The number needed to 
prevent one case of atopic dermatitis by 

supplementation of prebiotics was 25 infants.
Conclusion: Formula supplementation with a specific mixture 
of oligosaccharides was effective as primary prevention of atopic 
dermatitis in low atopy risk infants.
Grüber C, et al. Reduced occurrence of early atopic dermatitis because 
of immunoactive prebiotics among low-atopy-risk infants. J Allergy Clin 
Immunol. 2010 Oct;126(4):791-7. Epub 2010 Sep 15.
 
Intravenous DHA Benefits Spinal Cord Injury Patients
Abstract: We have previously shown that the omega‑3 fatty acid 
docosahexaenoic acid (DHA) significantly improves several histo-
logical and behavioral measures after spinal cord injury (SCI). White 
matter damage plays a key role in neurological outcome following 
SCI. Therefore, we examined the effects of the acute intravenous 
(IV) administration of DHA (250 nmol/kg) 30 min after thoracic 

Clinical Quickies continued on p.11
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Therapeutic Significance of a D-
dimer Cut-off Level of >3 {micro}g/
ml in Colorectal Cancer Patients 
Treated with Standard Chemother-
apy plus Bevacizumab.

Objective: The risk of venous thrombo-
embolism has been reported to increase 
when receiving bevacizumab. Many cancer 
patients are reported to have elevated D‑di-
mer levels. It is not clear what D‑dimer level 
might indicate an increased risk of venous 
thromboembolism in the colorectal cancer 
patients treated with bevacizumab‑contain-
ing chemotherapy.
Methods: The D‑dimer levels and any 
event concurrent with an elevated D‑dimer 
level were evaluated in patients receiving 
bevacizumab. The D‑dimer cut‑off level was 
determined using the receiver‑operating 
characteristic analysis. The selection criteria 
were as follows: histologically proven meta-
static and unresectable colorectal adenocar-
cinoma; no prior chemotherapy containing 
bevacizumab; D‑dimer test performed 
repetitively on the baseline and during 
bevacizumab administration; no venous 

 TARGETED RESEARCH 

thromboembolism identified at the baseline; 
and enhanced computed tomographic scan 
performed every two months.

Results: Sixty‑nine patients were included. 
The chemotherapy regimens with bevaci-
zumab included the regimen of 5‑fluoroura-
cil, leucovorin and oxaliplatin (FOLFOX), 
the regimen of 5‑fluorouracil, leucovorin 
and irinotecan (FOLFIRI), and leucovo-
rin‑modulated 5‑fluorouracil. The median 
baseline D‑dimer level was 1.2 microg/ml. 
The appropriate D‑dimer cut‑off level was 3 
microg/ml with the negative predictive value 
of 98% and relative risk of 6.9. Twenty‑one 
of 69 patients showed elevated D‑dimer 
levels of >3 microg/ml, with 11 patients for 
unknown reasons, six with tumor progres-
sion, three with venous thromboembolism 
and one with sepsis. In the remaining 48 
patients whose D‑dimer levels were </=3 
microg/ml, only one patient developed a 
venous thromboembolism.
Conclusions: A D‑dimer cut‑off level of 3 
microg/ml might be a useful indicator level 
to exclude venous thromboembolism or 

Coagulation- and Thrombosis-Related Research

BOLUOKE® Q & A
Q: I have purchased lumbrokinase 
from you previously for a client and 
am interested in if you have any 
data on lumbrokinase and uterine 
fibroids. Is there an applicable pro-
tocol that you might recommend? 
Thanks for your support.          
                  N. Savinelli (New Zealand)

In general, lumbrokinase is not indicated for 
uterine fibroids and there is no current data 
supporting such a use. The only time when 
lumbrokinase (or other fibrinolytic enzymes) 
may be helpful in treating uterine fibroids is 
when there is an accompanying hypercoagula-
tion issue, which is not uncommon for many 
chronic conditions. Sometimes uterine fibroids 
are associated with excessive uterine bleeding, 
and this can be a contra‑indication for using 
lumbrokinase. 
  
Q: Technical question: Is the corn-
starch in Boluoke® genetically modi-
fied?                                   
                                             D. Ingram
 
We double‑checked with our China supplier, 
and they confirmed that the corn starch used 
in Boluoke® is NOT from genetically modified 
corn.

 Q: I am a nutritionist with many 
cancer clients. Is lumbrokinase’s pro-
teolytic family of six enzymes from 
earthworms effective at degrading 
the 16 protein coats of cancer tu-
mour cells? Or are serratiopeptidase 
and nattokinase better?
 
Also, is lumbrokinase helpful for 
someone who has blood leakage in 
the feet and ankles, for example 
from old age and inflammation, or 
with younger people from (sports) 
injury? I have had the latter problem 
for three years, after a large sting 
ray slashed my left foot. It’s very 
purple and getting worse. But I don’t 
have the condition of hypercoagu-
lation; on the contrary, my blood 
is rather thin and I’m taking Life 
Extension’s Super K supplement. 
Thanks very much for your help!
             T. Nofziger (Laguna Beach, CA)
 
Currently, there is no direct evidence showing 
that lumbrokinase or nattokinase are effective 
in degrading protein coatings (16 of them?!) 
on cancer cells. However, by virtue of their 
mechanism, these enzymes are likely to break 
down the fibrin that coats the cells. The 

logic behind their use in cancer patients is to 
correct a patient’s hypercoagulation, which is 
usually quite severe and implicated in cancer 
growth and metastasis. As for serrapeptidase, 
it is a good general anti‑inflammatory, but 
evidence of it as a good fibrinolytic agent is 
lacking.

Subcutaneous bruising or blood leakage is 
most often due to blood vessel fragility or 
decreased platelet aggregating function. Even 
though older people bruise easily, this does 
not necessary rule out hypercoagulation; they 
are two different matters. 

As for sports injuries, as long as there is 
no active bleeding, lumbrokinase or other 
proteolytic enzymes are likely to be helpful. 
Lumbrokinase would not be the first choice 
due to its affinity towards fibrin and its high 
cost.

If your foot is becoming more purple and get-
ting worse, then it likely lacks blood and oxy-
gen. I am curious as to how you determined 
that your blood is too thin? Was a proper 
coagulation panel done? As I mentioned above, 
blood vessel fragility or easy bruising does not 
rule out hypercoagulation. 
 

show an increased risk for venous throm-
boembolism in colorectal cancer patients 
treated with bevacizumab‑containing 
chemotherapy.
Mochizuki S, et al. Jpn J Clin Oncol. 2010 
Oct;40(10):933-7. Epub 2010 May 21.

Acute Pharmacological DVT Pro-
phylaxis after SCI.
Abstract:  A systematic review of the 
literature was performed to address perti-
nent clinical questions regarding deep vein 
thrombosis (DVT) prophylaxis in the setting 
of acute spinal cord injury (SCI). Deep vein 
thromboses are a common occurrence fol-
lowing SCI. Administration of low-molecu-
lar‑weight heparin (LMWH) within 72 hours 
of injury is recommended to minimize the 
occurrence of DVT. Furthermore, when 
surgical intervention is required, LMWH 
should be held the morning of surgery, and 
resumed within 24 hours post‑operatively.
Christie S, et al. J Neurotrauma. 2010 Aug 26. 
[Epub ahead of print] 
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The Medical Orient Express

Auricular Acupuncture Helps Peri-
menopausal Insomnia
Summary: Eighty patients diagnosed with 
perimenopausal insomnia were randomized 
into the treatment (n=38) and the control 
(n=42) groups. The average age of all patients 
was 49.3 years, with the youngest being 41 
and the oldest being 59 years old. All patients 
had suffered from perimenopausal insomnia 
for at least five years and no longer than 10 
years. Fifty‑eight of the patients were taking 
drugs or traditional Chinese herbal medi-
cine for sleep; 23 were taking or had tried 
hormone replacement therapy; and none had 
tried acupuncture or auricular acupuncture 
treatment for insomnia. In the treatment 
group, each patient received taping of vicaria 
seeds at the Heart, Liver, Kidney, Endocrine, 
Sub‑Cortex, Shenmeng, Sympathetic, and Hy-
pothalamus points on one ear. Patients were 
instructed to massage each point for one 
minute upon waking, and again at bedtime. 
The massage could be repeated if patients 
did not fall asleep within one hour, or if they 
awoke at night and could not fall back asleep. 
In the control group, each patient received 
acupuncture six times per week at HT‑7 
(Shen Men, 神門), GV‑24 (Shen Ting, 神庭), 
PC‑6 (Nei Guan, 內關), LIV‑3 (Tai Chong, 太
冲), GV‑20 (Bai Hui, 百會), SP‑6 (San Yin Jiao, 
三陰交), and An‑Mian (Sleep‑Easy). Patients 
who were diagnosed as Yin‑Deficiency would 
also receive treatment UB‑18 (Gan Shu, 肝
俞) and KI‑3 (Tai Xi, 太溪), and those with 
Yang‑Deficiency would also received treat-
ment at UB‑20 (Pi Shu, 脾俞), UB‑23 (Shen 
Shu, 腎俞), and ST‑36 (Zu San Li, 足三里). 
After one month, all patients were assessed 
again according to their sleep quality, time 
required to fall asleep, sleep duration, sleep 

aid (drug or herbs) usage, and daytime func-
tionality. The resultsare shown in Chart 1 
above. The total rates of effectiveness were 
comparable between both groups. However, 
the significantly improved and cured rates in 
the treatment group were higher than those 
of the control group (P<0.05).

Xu WB. Journal of China Traditional Chinese 
Medicine Information (Zhong Guo Zhong Yi Yao 
Zi Xun). 2010;2(32):309.

Acupoint Injection of Vitamin B1 
Can Correct Hypotonic Uterine 
Inertia
Summary: The author analyzed her expe-
riences, over the past 10 years, of adding an 
acupoint injection component to the con-
ventional management of hypotonic uterine 
inertia. In total, 5,326 patients were included 
in the control group (conventional manage-
ment) and 5,328 patients were included in 
the treatment group (conventional manage-
ment + acupoint injection). There were 
no statistical differences between the two 
groups in terms of age and parity. The con-
ventional management involved reassurance, 
rest, and appropriate nutritional support. 
When necessary, the following procedures/
treatment were also employed: urinary 
catheterization, enema, sedation, 
artificial rupture of membrane, IV 
administration of oxytocin, and 
acupuncture. The common points 
selective in acupuncture were LI‑4 
(He Gu, 合谷), SP‑6 (San Yin Jiao, 
三陰交), LIV‑3 (Tai Chong, 太冲), 
CV‑3 (Zhong Ji, 中極), CV‑4 (Guan 
Yuan, 關元). Strong needle stimula-
tion would be applied, and then 
the needles were left in place for 20 to 30 
minutes. For the treatment group, patients 
would also receive acupoint injections on 
both sides, in addition to conventional man-
agement. The acupoint injections were done 
by injecting 0.1‑0.2ml of vitamin B1 into each 
point of ST‑36 (Zu San Li, 足三里), LI‑4 (He 
Gu, 合谷), and SP‑6 (San Yin Jiao, 三陰交). 

The injections might be repeated every 15 to 
30 minutes without exceeding a total volume 
of 2ml (100mg). The  chart below shows the 
results for each group.
Adding acupoint injection to the management 
of hypotonic uterine inertia appears to im-
prove the success rate by about 17%, in both 
nullipara and multipara patients.
Zhu HY. Journal of China Traditional Chinese 
Medicine Information (Zhong Guo Zhong Yi Yao 
Zi Xun). 2010;2(32):273.

This Herbal Tea May Reduce the 
Risk of C-Section
Summary: Seventy‑six pregnant women 
who were between 37 to 39 weeks of 
gestation were randomized into the control 
(n=38) and treatment (n=38) groups. The 
control group received standard conventional 
prenatal care. In addition to the standard care, 
the treatment group was given two to three 
doses of a simple herbal formula (or tea) in 
week 38 (none of the women at 39 weeks 
gestation were in the treatment group). This 
tea consisted of Testudinis Plastrum (prepared 
turtle shell, 炙龜版) 50g, Radix Angelica sinen-
sis (Dang Gui, 當歸) 30g, Rhizoma Ligustici 
Chuanxiong (Chuan Xiong, 川芎) 20g, Crinis 
carbonisatus (charred human hair, 血餘炭) 
20g. The following chart shows the results:

The data shows that taking this simple herbal 
formula in week 38 of gestation can greatly 
improve the birthing outcome, as well as 
shorten both the duration of labour and days 
with lochia.
Jiang HL, et. Zhejiang Journal of Traditional 
Chinese Medicine (Zhe Jiang Zhong Yi Za Zhi). 
2010;45(10):731.

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.

Chart 1
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February 25-26
Terra Medica presents PLEO-SANUM CON-
FERENCE.  Hyatt Regency Mission Bay Spa & Marina; 
San Diego, CA. Speakers include Thomas Rau, MD; Diet-
rich Klinghardt, MD; Byron Braid, MD; and Ara Elmajian, 
DDS. Contact: Terra Medica, 888.415.0535 or Biomed, 
800.665.8308; www.terra‑medica.com; 
www.biomedicine.com

March 4-6
Diversified Business Communications pres-
ents INTEGRATIVE HEALTHCARE SYMPO-
SIUM 2011.  Hilton New York; New York City, NY. 
Contact: info@ihsymposium.com;  www.ihsymposium.
com/11/public/MainHall.aspx?ID=22393&sortMenu=101
000

March 4-6
Ohm Society presents OBESITY, DIABETES, 
AND SEX – THE LINKS BETWEEN SEX AND 
HEALTH. San Francisco, CA. 
Contact: www.ohmsociety.com/future.htm

March 17-19
INTERNATIONAL ACADEMY OF ORAL 
MEDICINE AND TOXICOLOGY SPRING 
MEETING 2011. The Ritz‑Carlton; St. Louis, MO. 
Contact: www.iaomt.org/conference/index.asp

March 25-27 
Healthy Medicine Academy presents CAN-
CER STRATEGIES SYMPOSIUM: IMPROVING 
OUTCOMES AND QUALITY OF LIFE. Firesky 
Resort; Scottsdale, AZ. 
Contact: www.healthymedicineacademy.com

March 26-27
California Naturopathic Doctors Association 
presents “NATURAL ADVANCES IN ENDO-
CRINOLOGY.” Berkeley, CA. Contact: www.calnd.
org/cme‑events/12‑cnda‑merging‑medicine‑x‑conference

April 6-10
INTEGRATIVE MEDICINE OFFERING SCI-
ENCE-BASED ALTERNATIVES IN COLLABO-
RATION (iMosaic). Minneapolis, MI. The first‑ever 
joint conference of American Academy of Environmental 
Medicine (AAEM), American College for Advancement 
in Medicine (ACAM), American Holistic Medical Associa-
tion (AHMA), and the International College of Integrative 
Medicine (ICIM). 
Contact: www.imosaicconference.com

April 28-10
The Institute for Functional Medicine pres-
ents THE CHALLENGE OF EMERGING 
INFECTIONS IN THE 21ST CENTURY: TER-
RAIN, TOLERANCE, AND SUSCEPTIBIL-
ITY. Hyatt Regency; Bellevue, WA. Contact: www.
functionalmedicine.org/ifm_ecommerce/ProductDetails.
aspx?ProductID=285

April 30-May 1
3rd Annual Integrative and Holistic Nursing 
Conference: BRINGING HEALING TO YOU 
AND YOUR PATIENTS.  Hilton San Diego Resort; 
San Diego, CA. Scripps Center for Integrative Medicine 
will host a one‑of‑a‑kind CEU program for nurses who 
are interested in expanding their knowledge in mind‑
body‑spirit healing for themselves and their patients. 
From prevention and early detection to energy medicine 
and healthy eating, the attendees will learn about the 
scientifically validated integrative and complementary 
approaches that promote health, healing and changes in 
the healthcare paradigm. Contact: Scripps Conference 
Services & CME, 858.652.5400; med.edu@scrippshealth.
org; www.scripps.org/conferenceservices

May 6-8
British Columbia Naturopathic Association 
presents THE 55TH ANNUAL NORTHWEST 
NATUROPATHIC PHYSICIANS CONFER-
ENCE.  Hyatt Regency; Vancouver, BC. 
Contact: www.nwnpc.com.

May 13-15
NUTRITIONAL THERAPY IN MEDICAL 
PRACTICE with Jonathan V. Wright, MD and Alan R. 
Gaby, MD. Seattle, WA. CME credits pending. 
Contact: 603.225.0134; drgaby@earthlink.net

June 4
MIDWAY FOUNDATION’S SECOND ANNU-
AL CANCER CONFERENCE.  Lexington, Kentucky. 
Features herbalist Donald Yance, who has among the best 
cancer outcomes in the country. 
Contact: The Midway Center, 859.846.4445

June 24-26
CANADIAN NATUROPATHIC ASSOCIA-
TION Presents “HEALTH FUSION 2011.”  
Hyatt Regency Calgary; Calgary, Alberta. 
Contact: www.cand.ca/index.php?id=healthfusion&L=0
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compression SCI in rats, alone or in combination with a DHA‑en-
riched diet (400 mg/kg/d, administered for six weeks post‑injury), on 
white matter pathology. By one week post‑injury, the acute IV DHA 
injection led to significantly reduced axonal dysfunction, as indicated 
by accumulation of β‑amyloid precursor protein (‑55% compared to 
vehicle‑injected controls) in the dorsal columns. The loss of cyto-
skeletal proteins following SCI was also significantly reduced. There 
were 43% and 73% more axons immunoreactive for non‑phos-
phorylated 200‑kD neurofilament in the ventral white matter and 
ventrolateral white matter, respectively, in animals receiving DHA 
injections than vehicle‑injected rats. The acute DHA treatment also 
led to a significant improvement in microtubule‑associated protein‑
2 immunoreactivity. By six weeks, damage to myelin and serotoner-
gic fibers was also reduced. For some of the parameters measured, 
the combination of DHA injection 
and DHA‑enriched diet led to greater 
neuroprotection than DHA injection 
alone. These findings demonstrate the 
therapeutic potential of DHA in SCI, 
and clearly indicate that this fatty acid 
confers significant protection to the 
white matter.
Ward RE, et al. Docosahexaenoic Acid 
Prevents White Matter Damage after 
Spinal Cord Injury. J Neurotrauma. 2010 
Oct;27(10):1769-80. Epub 2010 Oct 6.
 
Cinnamon Supplementation 
Not Only Lowers HbA1c in 
Type 2 Diabetics, But Also 
Blood Pressure
Aims: To determine the blood glucose 
lowering effect of cinnamon on HbA1c, 
blood pressure and lipid profiles in 
people with type 2 diabetes.
Methods: 58 type 2 diabetic patients 
(25 males and 33 females), aged 54.9 
± 9.8, treated only with hypoglycemic 
agents and with an HbA1c more than 
7% were randomly assigned to receive 
either 2g of cinnamon or placebo daily 
for 12 weeks.
Results:  After intervention, the mean HbA1c was significantly 
decreased (P<0.005) in the cinnamon group (8.22% to 7.86%) 
compared with placebo group (8.55% to 8.68%). Mean systolic and 
diastolic blood pressures (SBP and DBP) were also significantly re-
duced (P<0.001) after 12 weeks in the cinnamon group (SBP: 132.6 
to 129.2 mmHg and DBP: 85.2 to 80.2 mmHg) compared with the 
placebo group (SBP: 134.5 to 134.9 mmHg and DBP: 86.8 to 86.1 
mmHg). A significant reduction in fasting plasma glucose (FPG), 
waist circumference and body mass index (BMI) was observed at 
week 12 compared to baseline in the cinnamon group, however, 
the changes were not significant when compared to placebo group. 

There were no significant differences in serum lipid profiles of 
total cholesterol, triglycerides, HDL and LDL cholesterols neither 
between nor within the groups.
Conclusions: Intake of 2g of cinnamon for 12 weeks significantly 
reduces the HbA1c, SBP and DBP among poorly controlled type 2 
diabetes patients. Cinnamon supplementation could be considered 
as an additional dietary supplement option to regulate blood glu-
cose and blood pressure levels along with conventional medications 
to treat type 2 diabetes mellitus.
Akilen R, et al. Glycated haemoglobin and blood pressure-lowering effect 
of cinnamon in multi-ethnic Type 2 diabetic patients in the UK: a random-
ized, placebo-controlled, double-blind clinical trial. Diabet Med. 2010 
Oct;27(10):1159-67.
 
Delayed-Release Phosphatidylcholine Looks Promis-
ing as a Treatment for Ulcerative Colitis
Abstract: Colonic mucus protects against attacks from bacteria in 
stool. One component of mucus is phosphatidylcholine (PC) which 

is thought to be arranged as continuous 
lamellar layer in the apical mucus and to 
be responsible for establishing a protec-
tive hydrophobic surface. This ‘intestinal 
surfactant’ plays a key role in mucosal 
defense. Thus, a defective PC layer con-
tributes to the development of inflamma-
tion. Analysis of rectoscopically acquired 
mucus aliquots revealed a 70% decrease 
in PC content in ulcerative colitis (UC) 
compared to Crohn’s disease (CD) and 
healthy controls ‑ independent of disease 
activity. Accordingly, we propose that lack 
of mucus PC is a key pathogenetic factor 
in UC. In clinical studies a delayed‑release 
oral PC preparation (rPC) was found to 
substitute the lack of PC in rectal mucus. 
Indeed, in non‑steroid‑treated active UC, 
53% of rPC patients reached remission 
[clinical activity index (CAI) ≤3] com-
pared to 10% of placebo patients (p ≤ 
0.001). Endoscopic and histologic findings 
improved concomitantly. A second trial 
with 60 chronic‑active, steroid‑dependent 
UC patients was conducted to test for 
steroid-sparing effects. Complete steroid 
withdrawal with a concomitant achieve-

ment of remission (CAI ≤3) or clinical response (≥50% CAI im-
provement) was reached in 15 PC‑treated patients (50%) but only 
in three (10%) placebo patients (p = 0.002). In conclusion, intrinsic 
reduction of PC (lecithin) in colonic mucus may be a key pathoge-
netic feature of UC. Topical supplement of PC by a delayed‑released 
oral PC preparation is effective in resolving inflammatory activity of 
UC and may develop to a first‑choice therapy for this disease.
Stremmel W, et al. Phosphatidylcholine (lecithin) and the mucus 
layer: evidence of therapeutic efficacy in ulcerative colitis? Dig Dis. 
2010;28(3):490-6. Epub 2010 Sep 30.

Clinical Quickies
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Male Diabetic Patients May Have 
Sub-Optimal Free Testosterone 
Levels
Objective: To determine the prevalence of 
subnormal testosterone concentrations in pa-
tients with obesity and with type 2 diabetes 
in a primary care clinic population.
Research Design and Methods: Free 
testosterone concentrations of 1,849 men 
(1,451 nondiabetic and 398 diabetic) in the 
Hypogonadism In Males (HIM) study were 
analyzed. The HIM study was a U.S.‑based 
cross‑sectional study designed to define the 
prevalence of hypogonadism in men aged >45 

years. Free testosterone was measured by equilibrium dialysis.
Results: The prevalence of subnormal free testosterone concentrations in lean, overweight, 
and obese nondiabetic men was 26% (n = 275), 29% (n = 687), and 40% (n = 489), respec-
tively (P < 0.001 for trend), and 44% (n = 36), 44% (n = 135), and 50% (n = 227), respectively, 
in diabetic men (P = 0.46 for trend within group and P < 0.05 compared with nondiabetic 
men). The mean free testosterone concentration of diabetic men was significantly lower than 
that of nondiabetic men. Free testosterone concentrations were negatively and significantly 
(P < 0.001) related to age (r = ‑0.37), BMI (r = ‑0.18), and sex hormone‑binding globulin (r = 
‑0.11) in multiple regression analysis. The average decline of free testosterone concentrations 
was 7.8 pg/ml per decade in nondiabetic men and 8.4 pg/ml per decade in diabetic men.
Conclusions: Forty percent of obese nondiabetic men and 50% of obese diabetic men 
aged >or=45 years have subnormal free testosterone concentrations. In view of its high 
prevalence, obesity is probably the condition most frequently associated with subnormal free 
testosterone concentrations in males. The concomitant presence of diabetes is associated 
with an additional increase in the prevalence of subnormal free testosterone concentrations.
Dhindsa S, et al. TESTOSTERONE CONCENTRATIONS IN DIABETIC AND NON-DIABETIC OBESE 
MEN. Diabetes Care. 2010 Jun;33(6):1186-92. Epub 2010 Mar 3.

Keeping Ferritin Level Under Check Might Improve Survival of Dialysis 
Patients
Background: The mortality in end‑stage renal disease patients with dialysis remains high. 
Serum ferritin is a useful surrogated marker of iron storage. It has not been elucidated 
whether the ferritin level can predict the prognosis of patients with dialysis but without obvi-
ous inflammation. To clarify whether the ferritin level is involved in the prognosis in dialyzed 
patients, we investigated the relation between ferritin level and mortality in hemodialyzed 
patients during long-term follow-up.
Methods: Ninety stable hemodialyzed patients were enrolled and followed for 107 months. 
Serum ferritin and related factors (dialysis, nutrition, iron metabolism, inflammation and 
oxidative stress) were measured and used for statistical analysis. Survival analysis of death for 
ferritin as a predictive variable was performed.
Results: A relatively high level of serum ferritin (> or =100 ng/ml) was associated with 
poor prognosis after adjustment for basic factors and C reactive protein (hazard ratio, 4.18). 
Hemoglobin‑stratified Kaplan‑Meier analysis showed that the prognosis for the high ferritin‑
low hemoglobin group was significantly poor.
Conclusion: This study suggests that the ferritin level is closely associated with high 
mortality in hemodialyzed patients. Further studies investigating the pathological role of iron 
storage on survival of hemodialyzed patients with large populations are needed.
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