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First Line Infertility Treatments No Better than Doing Nothing
by Dr. Carol Lin   
     A diagnosis of unexplained in-
fertility is warranted when no ab-
normalities are detected through 
standard infertility investigations 
including semen analysis, tubal 
patency, and ovulation testing. It 
is estimated that one in seven 
couples in the United Kingdom 
experience infertility and a quar-
ter of these couples are affected 
by unexplained infertility.
     A recently published study in 
the British Medical Journal (BMJ) 
found that commonly used first-
line treatments for unexplained 
infertility do not seem to enhance 
fertility.1 

     A total of 580 women experi-
encing unexplained infertility for 
more than two years were re-
cruited for a multi-centered ran-
domised controlled study. These 
women were randomly assigned 
to three groups: (1) the expect-
ant management group (n=193) 
which creceived only general ad-
vice about natural pregnancy but 
no medical intervention; (2) the 
clomifene citrate group (n=194) 
which received a 50 mg daily oral 
dose of the pituitary stimulating 
medication to promote ovulation 
between day two to day six of 
each cycle; and (3) the unstimu-
lated intrauterine insemination 
group (n=193) which received no 
medication, but a single insemina-
tion procedure when a surge of 
the mid-morning urine luteinizing 
hormone was detected.  
      The number of live births was 

the main study outcome measure.  
The researchers reported that 
the no medical intervention group 
had a live birth rate of 17%, the 
group with clomifene citrate had 
a live birth rate of 14%, and the 
group with unstimulated intra-
uterine insemination had a live 
birth rate of 23%.  
The comparable outcomes in the 
three treatment groups lead the 
researchers to call for the need 
to weigh the risks and benefits of 
clomifene treatment.      
     Women in the clomifene 
citrate group experienced more 
side effects such as abdominal 
pain, bloating, hot flashes, nausea, 
and headaches (13-24%) than 
those in the other groups (0-7%).  
Women from the no treatment 
group were less satisfied with the 
process and the outcome less, 
while all three groups experi-
enced parallel levels of anxiety 
and depression.
Commentary: I believe both 
the outcome and satisfaction rate 
would have been improved in the 
expectant management group if 
the women were given simple 
dietary and lifestyle modifications; 
“doing nothing’ was probably the 
main reason for the lower level 
of satisfaction in this group. Re-
search has shown that advancing 
age, psychological stress, history 
of sexually transmitted disease 
pelvic inflammatory disease, 
environmental pollutants, caffeine 
consumption, tobacco use, alco-
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hol ingestion, and extreme body 
weight (both under and over) 
have potential implications on 
fertility. 2, 3 Furthermore, a pilot 
study on a nutritional supplement 
containing Vitex agnus-castus 
(chasteberry), green tea extract, 
L-arginine, vitamins and miner-
als have been shown to improve 
fertility as measured by the 
increased mid-luteal progesterone 
level and increased number of 
days of basal body temperature 
above 37°C in the luteal phase. 4

I truly hope that one day, wholis-
tic treatment would be consid-
ered and included as a treatment 
arm in most outcome-based 
clinical studies, which would allow 

the doctor to implement the 
fundamental practices of naturo-
pathic medicine including the diet 
modification, lifestyle changes, nu-
tritional supplements, botanicals, 
homeopathics to each patient.  

1,2,3,4. References on page 11
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The Medical Orient Express

Traditional Formula “Cinnamon 
Twig and Poria Gel Caps” Found Ef-
fective for Uterine Fibroids
Summary: Dr. Lixia Chen at the Women’s 
and Children’s Hospital of Nanhai showed 
that “Cinnamon Twig and Poria Gel Caps” or 
CTP Gel Caps were an effective treatment 
for uterine fibroids. The gel caps are made by 
Kanion Pharmaceutical of Jiangsu Province 
and are based on a traditional Chinese herbal 
formula “Cinnamon Twig and Poria Pills” 
(桂枝茯苓丸), which consists of Gui Zhi 
(Ramulus Cinnamomi Cassiae), Fu Ling (Scle-
rotium Poriae Cocos), Shan Yao (Rhizoma Di-
oscoreae), Tao Ren (Semen Persicae), Mu Dan 
Pi (Cortex Moutan Radicis). Ninety females 
with uterine fibroids were randomly assigned 
to the follicular group, the luteal group, or the 
whole-cycle group. Patients were between 
18 to 60 years old, and had not had surgery, 
chemotherapy, nor hormonal treatment in the 
past six months.
    Patients in the follicular group received 
CTP Gel Cap 3 capsules three times daily 
for seven days, starting after menses finished. 
Patients in the luteal group received CTP Gel 
Cap 3 capsules three times daily for seven 
days, starting seven days before menstruation. 
Meanwhile, the whole-cycle group received 
CTP Gel Cap 3 capsules three times daily 
throughout the cycle, except during menstru-
ation. All patients were assessed after three 
months of treatment. 
     The treatment was considered 1) a cure, if 
the fibroids and clinical symptoms resolved;  
2) markedly effective, if the fibroids had 
shrunk more than 50% in size and at least 
three of the major clinical symptoms 
resolved; 3) effective, if the fibroids shrunk 
more than one-third in size and at least two 

diagnostic criteria for Kidney Yang Deficiency 
Syndrome in traditional Chinese medicine 
(TCM). Patients must not have had any endo-
crine disorders, conditions that would have 
affected bone metabolism, fractures in the 
past year or during treatment, and must not 
have taken any medication for osteoporosis at 
least six months prior to the enrollment. 
     All women received an herbal preparation 
formulated by the researchers. The prepara-
tion was named Qi Dan Di Huang Fang  
(芪丹地黃方), and consisted of Shu Di Huang 
(Radix Rehmanniae preparata), Yin Yang Huo 
(Herba Epimedii), Shan Zhu Yu (Fructus Cor-
ni), Shan Yao (Rhizoma Dioscoreae), Huang 
Qi (Radix Astragali), Dan Shen (Radix Salviae 
Miltiorrhizae), and Dang Gui (Radix Angelicae 
Sinensis); the exact ratio of each ingredient 
was not given in the paper. All patients took 
10g of the preparation twice daily for three 
months, at which time the bone density and 
blood profile were re-assessed. The blood 
profile included E2, BGP (bone gla protein), 
IL-6, TNF-alpha, OPG (osteoprotegerin), ALP 
(alkaline phosphatase), ACP (acid phospha-
tase), and IGF-1. 
     The treatment was considered 1) mark-
edly effective, if the chest/back/lumbar pain 
were mostly resolved and the range of 
motion mostly restored; 2) effective, if the 
chest/back/lumbar pain was reduced and the 

of the major clinical symptoms resolved;  
4) ineffective, if the fibroids shrunk less than 
one-third in size and less than two of the 
major clinical symptoms had resolved. 
     The major clinical symptoms included ex-
cessive menses, prolonged menstruation, dark 
red menses with clots, low back pain/ache, 
lower abdominal pain/bloating, dizziness, fre-
quent urination, and constipation. Six patients 
in the follicular group, eight in the luteal group, 
and ten in the whole-cycle group were cured. 
The overall effectiveness rate was 86% in the 
follicular group, 86.67% in the luteal group, 
and 93.33% in the whole-cycle group. The 
reduction in fibroid mass and the symptom-
atic improvement in the whole-cycle group 
compared to those of the other two groups 
were statistically significant.
Chen LX. Yunnan Journal of Traditional Chinese 
Medicine and Materia Medica (Yunnan Zhong Yi 
Zhong Yao Za Zhi) 2008;29:9-10.

Yes, Herbs May Improve Bone Den-
sity in Postmenopausal Women with 
Osteoporosis!
Summary: Researchers in Guangdong Prov-
ince, China showed that Chinese herbal medi-
cine may be effective in treating osteoporosis 
in certain postmenopausal women. Zhang et 
al. enrolled 58 post-menopausal females with 
osteoporosis into the study between March 
2004 and 
May 2007. 
The average 
age was 
63.97 years 
old, and 
the average 
years-post-
menopause 
was 13.13 
years. All 
patients 
were diag-
nosed by 
the clinical 
presenta-
tions and 
laboratory 
findings, 
which 
were then 
confirmed 
by DEXA 
bone 
density test. 
All subjects 
also had to 
meet the 
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 Melamine Contamination Shakes Consumer Confidence in China

     The heparin scare of 2007 and the recent 
baby formula contamination have severely 
shaken consumer confidence in Chinese 
products. The phrase “made in China” or 
“from China” naturally generates fear and 
distrust in most people. This has created a 
huge problem for Chinese export companies 
as well as food and nutraceutical companies 
worldwide, since China is one of the largest 
suppliers of raw materials in those industries. 
Such fear and mistrust are understand-
able, but they may not always be warranted; 
as many Chinese companies are honest, 
hard-working, and provide quality products. 
These companies are clearly the victims of a 

government that for years has not been regu-
lating the food and drug industries properly 
nor putting enough resources into enforcing 
the few regulations that do exist. As a result, 
China now has to work hard to regain the 
trust of rest of the world, and this may take 
many years. 
     Since the story broke about the contami-
nation of melamine in Chinese baby formula 
I did a brief search on the Internet about 
melamine. What is melamine?  What makes it 
so harmful?  Here is what I discovered.
     Melamine is a cyanamide trimer, which is 
66% nitrogen by mass. It is produced from 
urea or coal gasification technology and is 
also a metabolite of several pesticides. For 
decades, melamine has been used to make 
fire retardants, countertops, glues, fabrics, 
and countless other products. The other 
not-so-secret application of melamine is as 
an inexpensive non-protein nitrogen (NPN) 
additive to animal feed, though only ruminant 
animals can use it as a protein source via the 
slow and inefficient process of bacterial fer-
mentation in their GI tract. For humans and 
other animals like pigs, cats, and dogs, NPN is 
not an utilizable source of protein. 
     Furthermore, melamine is a very small 
molecule absorbed through the intestines 
before it is digested. Melamine is also quite 

range of motion basically restored; 3) ineffec-
tive, if chest/back/lumbar pain did not change 
and there was no improvement in the range 
of motion. 
     Of the 58 post-menopausal women, the 
treatment was markedly effective in 16, ef-
fective in 31, and ineffective in 11. The overall 
effectiveness rate was 81%. In terms of TCM 
Kidney Yang Deficiency symptoms and the 
aforementioned blood parameters, both 
showed statistically significant improvement 
after three months of treatment (P<0.01 and 
P<0.05 respectively). For example, on aver-
age the women had a 10% increase in bone 
density, a 16.67% increase in E2 level, and a 
17.9% reduction in IL-6 after three months of 
treatment. 
Zhang SJ, et al. Journal of New Chinese Medicine 
(Xin Zhong Yi) 2008;40:54-55.

Simple Acupuncture with Moxibus-
tion Alleviates Dysmenorrhea
Summary: Forty-one females with primary 
dysmenorrhea were treated with acupuncture 
plus moxibustion and showed great results. 
The patients ranged from 16 to 30 years 
of age, with an illness duration between six 
months and ten years. The treatment involved 

acupuncture at REN-3 (Zhong Ji) and SP-6 
(San Yin Jiao), with LIV-3 (Tai Chong) as the 
adjunct point for Qi and Blood Stagnation 
and PC-6 (Nei Guan) as the adjunct point 
for nausea and vomiting. Acupuncture was 
done at REN-3 with two cones of moxa lit 
sequentially at the head of the needle; the 
needle was withdrawn after the moxa cones 
were finished. On the other hand, SP-6 and 
the adjunct points were needled without 
burning the moxa cone on the needle head, 
and the needles were retained for 30 minutes. 
The treatment was done once daily one or 
two days prior to menstruation and contin-
ued on until menstruation was finished. Each 
patient received treatment for two or three 
menstrual cycles. 
     The patient was deemed 1) cured, if all 
symptoms resolved and there was no recur-
rence for at least three more menstrual cy-
cles; 2) improved, if pain was resolved but the 
effect did not last more than three months; 
3) unresponsive, if there was no reduction in 
menstrual pain. 
     The results showed that eight patients 
were cured after just one acupuncture treat-
ment, 21 patients were cured after three 
treatments, and the remaining 12 patients 

M.O.E. continued on page 12

water soluble and does not accumulate in 
fat. Rather, it circulates in the bloodstream 
and eventually gets eliminated in the urine; 
its half-life is only about three hours. Most 
animal studies to date show that melamine 
is nontoxic by itself at low doses, but can 
form insoluble melamine cyanurate stones 
and damage the kidney when combined with 
cyanuric acid. Cyanuric acid is a common 
by-product during melamine production, 
thus low grade melamine additives might be 
contaminated with cyanuric acid. This is the 
current theory as to why a supposedly low 
toxic water-soluble substance would cause 
kidney stones in animals and humans.
     Treating melamine cyanurate kidney 
stones focuses on symptom management 
and hydration to flush out the stones. Since 
it has a short half-life of when consumption 
of the contaminated source is stopped, most 
patients or animals should have a complete 
recovery with time. Dialysis and surgery are 
only needed in the most severe cases. How-
ever, there are no natural or pharmaceutical 
approaches that can help with dissolution of 
the melamine cyanurate stones.

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

were cured after two to three menstrual 
cycles. The cure rate was an astounding 100%. 
Ye GX. Journal of Acupuncture and Tuina Science 
(Zhen Jiu Tui Na Yi Xue). 2008;6:18181.
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Another Mechanism Showing Why DHA and EPA are 
Important to Cancer Patients
ABSTRACT: Polyunsaturated fatty acids (PUFAs) are normal con-
stituents of the diet, but have properties different from other fatty 
acids (e.g., through generation of signaling molecules). N-3 PUFAs 
reduce cancer cell growth, but no unified mechanism has been iden-
tified. We show that docosahexaenoic acid (DHA; 22:6 n-3) causes 
extensive changes in gene expression patterns at mRNA level in the 
colon cancer cell line SW620. Early changes include unfolded protein 
response (UPR) and increased levels of phosphorylated eIF2alpha as 
verified at protein level. The latter is considered a hallmark of endo-
plasmic reticulum (ER) stress and is abundantly present already after 
three hours. It may coordinate many of the downstream changes 
observed, including signaling pathways for cell cycle arrest/apoptosis, 
calcium homeostasis, cholesterol metabolism, ubiquitination, and 
proteasomal degradation. Also, eicosapentaenoic acid (EPA), but not 
oleic acid (OA), induced key mediators of ER stress and UPR at 
protein level. Accumulation of esterified cholesterol was not com-
pensated for by increased total levels of cholesterol, and mRNAs for 
cholesterol biosynthesis as well as de novo synthesis of cholesterol 
were reduced. These results suggest that cytotoxic effects of DHA 
are associated with signaling pathways involving lipid metabolism and 
ER stress.
Jakobsen CH, et al. DHA induces ER stress and growth arrest in human 
colon cancer cells: associations with cholesterol and calcium homeostasis. J 
Lipid Res. 2008;49(10):2089-100.

Lactoferrin is Synergistic to Antibiotics in Combating 
Neonatal Sepsis
ABSTRACT: Neonatal sepsis causes significant mortality and 
morbidity. Coagulase-negative staphylococci (CoNS) and Candida 

frequently cause neonatal sepsis at 
greater than 72 hours of age. Lactofer-
rin, which is present in human milk, is a 
component of innate immunity and has 
broad-spectrum antimicrobial activity. 
The synergistic effects of lactoferrin with 
antibiotics against neonatal isolates have 
not been systematically evaluated. Here, 
eight clinical strains (seven neonatal) of 
CoNS and three strains (two neonatal) 
of Candida albicans were studied. MIC50 
and MIC90 values of human recom-
binant lactoferrin (talactoferrin; TLF), 
vancomycin (VAN) and nafcillin (NAF) 
against CoNS, and of TLF, amphotericin 
B (AMB) and fluconazole (FLC) against 
C. albicans, were evaluated according 
to established guidelines. Antimicrobial 
combinations of TLF with NAF or VAN 
against CoNS, and TLF with AMB or 
FLC against C. albicans, were evaluated 
by a checkerboard method with serial 
twofold dilutions. Synergy was evaluated 

by the median effects principle, and com-
bination indices and dose reduction indices were reported at 50, 75 
and 90% inhibitory effect at several drug-dose ratios. It was found 
that TLF acted synergistically with NAF and VAN against CoNS, and 
with AMB and FLC against C. albicans, at multiple dose effects and 
drug-dose ratios with few exceptions. In synergistic combinations, 

More Evidence Showing that Lyme Spirochetes May 
Persist Even After Antibiotic Treatment
ABSTRACT: The effectiveness of antibiotic treatment was 
examined in a mouse model of Lyme borreliosis. Mice were treated 
with ceftriaxone or saline solution for one month, commencing 
during the early (three weeks) or chronic (four months) stages of 
infection with Borrelia burgdorferi. Tissues from mice were tested 
for infection by culture, PCR, xenodiagnosis, and transplantation of 
allografts at one and three months after completion of treatment. In 
addition, tissues were examined for the presence of spirochetes by 
immunohistochemistry. In contrast to saline solution-treated mice, 
mice treated with antibiotic were consistently culture negative, but 
tissues from some of the mice remained PCR positive, and spiro-
chetes could be visualized in collagen-rich tissues. Furthermore, 
when some of the antibiotic-treated mice were fed on by Ixodes 
scapularis ticks (xenodiagnosis), spirochetes were acquired by the 
ticks, as determined based upon PCR results, and ticks from those 
cohorts transmitted spirochetes to naïve SCID mice, which became 
PCR positive but culture negative. Results indicated that following 
antibiotic treatment, mice remained infected with non-dividing but 
infectious spirochetes, particularly when antibiotic treatment was 
commenced during the chronic stage of infection. 
Hodzic E, et al. Persistence of Borrelia burgdorferi following Antibiotic 
Treatment in Mice. Antimicrob Agents Chemother. 2008;52(5):1728-36.

Pomegranate Extract Potentially Helpful for Prostate 
Cancer Patients
ABSTRACT: Constitutive nuclear factor-kappaB (NF-kappaB) 
activation is observed in androgen-independent prostate cancer 
and represents a predictor for biochemical recurrence after radical 
prostatectomy. Dietary agents such as pomegranate extract (PE) 
have received increasing attention as 
potential agents to prevent the onset 
or progression of many malignancies, 
including prostate cancer. Here, we 
show that PE inhibited NF-kappaB 
and cell viability of prostate cancer 
cell lines in a dose-dependent fashion 
in vitro. Importantly, maximal PE-
induced apoptosis was dependent on 
PE-mediated NF-kappaB blockade. 
In the LAPC4 xenograft model, PE 
delayed the emergence of LAPC4 
androgen-independent xenografts in 
castrated mice through an inhibi-
tion of proliferation and induction of 
apoptosis. Moreover, the observed 
increase in NF-kappaB activity dur-
ing the transition from androgen 
dependence to androgen indepen-
dence in the LAPC4 xenograft model 
was abrogated by PE. Our study 
represents the first description of 
PE as a promising dietary agent for 
the prevention of the emergence of 
androgen independence that is driven in part by heightened NF-kap-
paB activity.
Rettig MB, et al. Pomegranate extract inhibits androgen-independent 
prostate cancer growth through a nuclear factor-{kappa}B-dependent 
mechanism. Mol Cancer Ther. 2008;7(9):2662-71.
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drug reduction indices indicated a significant reduction in doses of 
antibiotics, which may be clinically relevant. Thus TLF acts synergisti-
cally with anti-staphylococcal and anti-Candida agents commonly 
used in neonatal practice and is a promising agent that needs to be 
evaluated in clinical studies.
Venkatesh MP, et al. Human recombinant lactoferrin acts synergistically 
with antimicrobials commonly used in neonatal practice against coagulase-
negative staphylococci and Candida albicans causing neonatal sepsis. J 
Med Microbiol. 2008;57(Pt 9):1113-21.

Selenium May Prevent Breast Cancer Cells from De-
veloping Resistance to Tamoxifen
ABSTRACT:  Tamoxifen has efficacy as a breast cancer therapy 
and chemoprevention agent. However, toxicity and resistance to 
tamoxifen limit its clinical application. There is an urgent need to 
develop compounds that may be combined with tamoxifen to 
improve efficacy and overcome toxicity and resistance. We showed 
previously that the organoselenium compound methylseleninic acid 
(MSA) increased the growth-in-
hibitory effect of tamoxifen and 
reversed tamoxifen resistance in 
breast cancer cells. In this study, 
we examined the mechanism for 
induction of apoptosis by MSA 
combined with tamoxifen in 
tamoxifen-sensitive and tamoxi-
fen-resistant breast cancer cells. 
4-hydroxytamoxifen (TAM; 10(-
7) mol/L) alone resulted in cell 
cycle arrest but no apoptosis, 
whereas MSA alone (10 mumol/
L) induced apoptosis in tamoxi-
fen-sensitive cells. Combination 
of MSA with TAM resulted in 
a synergistic apoptosis in both 
tamoxifen-sensitive and tamoxi-
fen-resistant breast cancer cells 
compared with either agent 
alone. MSA and MSA combined 
with TAM induced apoptosis 
through the intrinsic, mitochon-
drial apoptotic pathway. MSA 
induced a sequential activation 
of caspase-9 and then caspase-8. 
These results indicate that the 
growth inhibition synergy and 
reversal of tamoxifen resistance 
by combination of selenium with tamoxifen occurs via a tamoxifen-
induced cell cycle arrest, allowing more cells to enter the intrinsic 
apoptotic pathway elicited by selenium.
Li Z, et al. Methylseleninic acid synergizes with tamoxifen to induce 
caspase-mediated apoptosis in breast cancer cells. Mol Cancer Ther. 
2008;7(9):3056-63.

hCG Injection May Have a Place in the Overall Treat-
ment of Breast Cancer
ABSTRACT:  Agents that induce apoptosis in breast cancer cells 
have great potential to facilitate chemotherapeutic intervention 
and improve patient outcomes. In this study, the effects of injecting 
purified human chorionic gonadotropin (hCG) directly into human 

breast cancer xenografts grown in nude mice were examined. It 
was shown that intratumoral injection of purified hCG increased 
the apoptotic index in breast cancer xenografts. These results were 
supported by the findings that exposure of breast cancer cells to pu-
rified hCG decreased cell viability in five different breast cancer cell 
lines. In some of these cell lines, the effects of hCG in cell viability 
appear to correlate with activation/expression of the hCG/lutein-
izing hormone receptor. Preoperative apoptotic induction by factors 
such as purified hCG may improve local control or work synergisti-
cally with neoadjuvant chemotherapy to improve complete patho-
logic response of locally advanced breast cancer.
Lopez D, et al. Purified human chorionic gonadotropin induces apoptosis in 
breast cancer. Mol Cancer Ther 2008;7(9):2837–44.

Don’t Forget to Support Collagen Formation with Vi-
tamin C in the Prevention of Osteoporosis
ABSTRACT:  Vitamin C is essential for collagen formation and 
normal bone development. We evaluated associations of total, 

supplemental, and dietary Vitamin 
C intake with bone mineral 
density (BMD) at the hip [femoral 
neck, trochanter], spine, and radial 
shaft and four-year BMD change 
in elderly participants from the 
Framingham Osteoporosis Study. 
Energy-adjusted Vitamin C intakes 
were estimated from the Wil-
lett FFQ in 1988-89. Mean BMD 
and four-year BMD change was 
estimated, for men and women, 
by tertile/category of Vitamin C 
intake, adjusting for covariates. 
We tested for interaction with 
smoking, calcium, and Vitamin E 
intake. Among 334 men and 540 
women, the mean age was 75 
years and mean Vitamin D intake 
was 8.25 µg/d (women) and 8.05 
µg/d (men). We observed negative 
associations between total and 
supplemental Vitamin C intake and 
trochanter-BMD among current 
male smokers (P-trend = 0.01). 
Among male nonsmokers, total Vi-
tamin C intake was positively asso-
ciated with femoral neck BMD (P-

trend = 0.04). Higher total Vitamin 
C intake was associated with less femoral neck and trochanter-BMD 
loss in men with low calcium (all P-trend  0.03) or Vitamin E intakes 
(all P-trend = 0.03). Higher dietary Vitamin C intake tended to be as-
sociated with lower femoral neck-BMD loss (P-trend = 0.09). These 
associations were attenuated but retained borderline significance 
(P-trend < 0.1) after adjusting for potassium intake (a marker of fruit 
and vegetable intake), suggesting that Vitamin C effects may not be 
separated from other protective factors in fruit and vegetables. Null 
associations were observed among women. These results suggest a 
possible protective role of Vitamin C for bone health in older men. 
Sahni S, et al. High Vitamin C Intake Is Associated with Lower 4-Year Bone 
Loss in Elderly Men. J. Nutr. 2008;138:1931-1938.
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Taking Vitamin D While Undergoing Chemotherapy 
Might not be Contraindicated
ABSTRACT: 1alpha,25-Dihydroxyvi-
tamin D(3) (1,25D(3)) exhibits antitumor 
activity in a variety of cancers including 
squamous cell carcinoma (SCC). Intrinsic 
resistance of SCC cells to cisplatin was 
observed and led to the investigation into 
whether 1,25D(3) sensitizes SCC cells 
to cisplatin. Pretreatment with 1,25D(3) 
followed by cisplatin enhanced growth 
inhibition in SCC cells compared with 
1,25D(3) alone as assessed by cytotoxicity 
and in vitro clonogenic assays. In addition, 
1,25D(3) sensitized SCC cells to cisplatin-
mediated apoptosis. Treatment of tumor-
bearing C3H mice with 1,25D(3) before 
cisplatin reduced clonogenic survival using 
in vivo excision clonogenic assay. These 
results were not observed in a 1,25D(3)-
resistant SCC variant, indicating the critical 
role of 1,25D(3) in sensitizing SCC cells 
to cisplatin. Further, a marked decrease 
in fractional tumor volume was observed 
when SCC tumor-bearing mice were 
treated with 1,25D(3) before cisplatin com-
pared with either agent administered alone. 
Cisplatin has been shown to modulate p73 protein level in certain 
cancer cells. Our data showed that p73 level was not affected by 
cisplatin but increased by 1,25D(3) in SCC cells. Knocking down 
p73 by small interfering RNA protected SCC cells against 1,25D(3) 
and cisplatin-mediated clonogenic cell kill and apoptosis. Increasing 
p73 protein level by knocking down UFD2a, which mediates p73 
degradation, promoted 1,25D(3) and cisplatin-mediated clonogenic 
cell kill. These results suggest that 1,25D(3) potentiates cisplatin an-
titumor activity in vitro and in vivo in a SCC model system possibly 
through p73 induction and apoptosis. The combination treatment 
may provide a more effective therapeutic regimen in cancer treat-
ment.
Ma Y, et al. 1{alpha},25-Dihydroxyvitamin D3 potentiates cisplatin antitu-
mor activity by p73 induction in a squamous cell carcinoma model. Mol 
Cancer Ther. 2008;7(9):3047-55

NAC May Minimize Kidney Damage in Obstructive 
Nephropathy
Background: Obstructive nephropathy decreases renal blood 
flow (RBF) and glomerular filtration rate (GFR), causing tubular 
abnormalities, such as urinary concentrating defect, as well as in-
creasing oxidative stress. This study aimed to evaluate the effects of 
N-acetylcysteine (NAC) on renal function, as well as on the protein 
expression of aquaporin 2 (AQP2) and endothelial nitric oxide 
synthase (eNOS), after the relief of bilateral ureteral obstruction 
(BUO). 
Methods: Adult male Wistar rats were divided into four groups: 
sham (sham operated); sham operated + 440 mg/kg body weight 
(BW) of NAC daily in drinking water, started two days before and 
maintained until 48 hours after the surgery; BUO (24-hour BUO 
only); BUO + NAC-pre (24-hour BUO plus 440 mg/kg BW of NAC 
daily in drinking water started two days before BUO); and BUO 

Clinical Quickies
continued from page 5

+ NAC-post (24-hour BUO plus 440 mg/kg BW of NAC daily in 
drinking water started on the day of BUO relief). Experiments were 
conducted 48 hours after BUO relief. 
Results: Serum levels of thiobarbituric reactive substances, which 
are markers of lipid peroxidation, were significantly lower in NAC-
treated rats than in the BUO group rats. The administration of NAC 
provided significant protection against post-BUO GFR drops and 

reductions in RBF. Renal cortices and BUO 
rats presented decreased eNOS protein 
expression of eNOS in the renal cortex of 
BUO group rats, whereas it was partially 
recovered in BUO + NAC-pre group rats. 
Urine osmolality was significantly lower 
in BUO rats than in sham group rats or 
NAC-treated rats, the last also presenting 
less interstitial fibrosis. Post-BUO down-
regulation of AQP2 protein expression was 
averted in the BUO + NAC-pre group rats. 
Conclusions: This study demonstrates 
that NAC administration ameliorates the 
renal function impairment observed 48 
hours after the relief of 24-hour BUO. Oxi-
dative stress is important for the suppres-
sion of GFR, RBF, tissue AQP2 and eNOS 
in the polyuric phase after the release of 
BUO.
Shimizu MH, et al. N-acetylcysteine pro-
tects against renal injury following bilateral 
ureteral obstruction. Nephrol Dial Transplant. 
2008;23(10):3067-73.

Does Low Protein Diet Prevent Kidney Function De-
cline in Diabetic Nephropathy?
Background: A low-protein diet (LPD) has been proposed 
for many years to delay the progression of diabetic nephropathy. 
However, the efficacy of an LPD with respect to renal outcome is 
disputed. 
Objective: We aimed to determine the effect of an LPD on renal 
function in patients with type 1 or 2 diabetic renal diseases by using 
a meta-analysis of randomized controlled trials. 
Design: Medline, EMBASE, and the Cochrane Central Register 
of Controlled Trials were searched. Eight studies met the inclu-
sion criteria for our meta-analysis: a duration of greater than six 
months, use of a randomized control group, availability of outcome 
data for changes in glomerular filtration rate (GFR) or creatinine 
clearance rate (CCR), and albuminuria or proteinuria in patients 
with type 1 or 2 diabetic nephropathy. Data were combined by 
means of a fixed-effects model. Weighted mean differences (WMD) 
were calculated for the change in GFR or CCR, glycated hemoglo-
bin (HbA(1c)), and serum albumin between the LPD and control 
groups. A random-effects model was also used to calculate the 
standardized mean difference for the change in urinary albumin 
excretion or proteinuria. 
Results: Overall, a change in WMD for GFR or CCR was not 
significantly associated with an LPD, but a decrease in WMD for 
HbA(1c) was significant in the LPD group (P = 0.005). Although the 
benefit of LPD therapy on proteinuria was significant (P = 0.003), 
great heterogeneity was observed. In a subgroup analysis, LPD 
resulted in lower serum albumin concentrations. 
Conclusion: LPD was not associated with a significant improve-
ment of renal function in patients with either types 1 or 2 diabetic 
nephropathy.
Pan Y. Low-protein diet for diabetic nephropathy: a meta-analysis of ran-
domized controlled trials. Am J Clin Nutr 2008;88(3):660-6.



8   DMB  »  Sept/Oct 2008

Q1. What is Boluoke® (lumbroki-
nase)?
Boluoke® is a pharmaceutical-grade enzyme 
extract from earthworms (Eisenia fetida). 
It does not only contain one enzyme, but a 
mixture of earthworm enzymes in propri-
etary ratios.

Q2. What are the known functions 
of earthworm enzymes (lumbroki-
nase)?
Lumbrokinase has been shown to activate 
the innate plasminogen system, hydrolyze 
fibrin directly, degrade fibrinogen, lower 
whole blood and plasma viscosities, reduce 
C-RP and ESR, decrease platelet aggregat-
ing ability, reduce P-Selectin and E-Selectin 
expressions, break down microbial biofilm, 
and much more.

Q3. What is the main application of 
Boluoke®?
Boluoke® is indicated whenever there is a 
presence of hypercoagulation - an imbal-
ance of the coagulation system where the 
procoagulant forces are much stronger than 
the anticoagulant/fibrinolytic forces. This 
imbalance is often seen in many chronic 
health conditions, including cardiovascular 
conditions, malignancies, diabetes, chronic 
infections, autoimmune conditions, etc. If hy-
percoagulation is left untreated, it is likely to 
contribute to the progression and complica-
tions of chronic conditions.

Q4. Then how would you know if 
someone is hypercoagulable or do-
ing better?
Since infection and inflammation can both 
trigger the coagulation cascade, an indirect 
way to check for hypercoagulability is by 
measuring Fibrinogen or C-Reactive Protein. 
If either is elevated, the patient is likely hy-
percoagulable. However, a normal Fibrinogen 
or C-RP does not rule out hypercoagulation. 
Of course, special hematology tests like 
Prothrombin Fragment 1+2, Thrombin/An-
tithrombin Complex, and Soluble Fibrin 
Monomer would be more definitive, but also 
more costly. For physicians whose prac-
tice focus is on cardiovascular conditions, 
malignancies, diabetes, chronic infections, 
or autoimmune conditions, a better long-
term option may be to have a coagulation 
analyzer (e.g. Sonoclot machine) in the 
clinic. Analyzers like the Sonoclot machine 
can provide cost-effective, immediate, and 
real-time functional measurements of the 
patient’s coagulation system. 

 SPONSOR INFORMATION: Clinical Boluoke® 101, Revisited 

Q5. How to best dose Boluoke®?
For maintenance, the dosage is one capsule 
one to three times daily. For most chronic 
conditions, the current recommendation is 
to start with two capsules three times daily 
for two to three weeks, then to lower the 
dose to maintenance level. Patients should 
be informed of possible Herxheimer reac-
tion if the chronic condition is due to an 
infectious etiology. For acute conditions, the 
dosage is two capsules three times daily for 
only three to six weeks, then as needed or 
on a maintenance dosage. Hypercoagulation 
is often the end result, and not the cause 
of most problems. Practitioners should 
consider Boluoke® as a crutch therapy in 
the overall treatment plan, and work on 
resolving the underlying causalities. How-
ever, people who have genetic coagulation 
protein defects may benefit from long-term 
use of Boluoke®.

Q6. How does lumbrokinase differ 
from other enzymes?
Lumbrokinase is a fibrinolytic enzyme, which 
means it has a high affinity towards fibrin 
over other substrates. Most other enzymes 
(e.g. pancreatin, bromelain, papain, serrapep-
tidase, Wobenzym, etc.) are broad spectrum 
proteolytic enzymes, and have only mild 
fibrinolytic effects. They should primarily 
be used for anti-inflammatory purposes. 
Thus, lumbrokinase would be the enzyme 
of choice if resolving hypercoagulation is 
the goal. Otherwise, other enzymes may be 
more appropriate.

Q7. Why is Boluoke® superior to 
other lumbrokinase products on 
the market?
First of all, Boluoke® is THE lumbrokinase 
that was tested through Phase I-III clinical 
trials in China. Secondly, Boluoke® does 
not significantly affect INR, or aPTT and is 
compatible with warfarin or heparin. Studies 
have shown that other lumbrokinase prod-
ucts may prolong PT or aPTT, and possibly 
create a problem when combined with an-
ticoagulants. And thirdly, Boluoke® contains 
lumbrokinase with the highest enzymatic 
strength on the market (15,000 lumbroki-
nase unit per mg). Some companies try to 
achieve the same total enzymatic activity 
by putting more lumbrokinase of lower 
enzymatic strength in the capsules. However, 
it is simply not possible to overcome the 
deficiency in enzymatic strength by having 
more of the lower strength enzymes.

Q8. Boluoke® is so expensive, why 
should I choose it over other fibri-
nolytic products?  
Boluoke® is simply the best fibrinolytic 
enzyme currently on the market. It is a bit 
pricey, but IT WORKS! Its actions are quick, 
strong, specific and measurable. Whenever 
you recommend Boluoke®, you are being 
backed by its 13 year record of established 
clinical safety and efficacy. For patients 
with mild conditions, other enzymes would 
probably do. However, when the patient’s 
health and your reputation are on the line, 
wouldn’t you rather choose a product with 
a proven track record?
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Background
Modern medicine fights diseases by the use of 
drugs, surgery, radiation and other therapies, but 
real health can only be attained by maintaining a 
healthy immune system.  It is the immune system 
that directs the healing process.  This system is 
the key to fighting every kind of insult to the body, 
from a small cut to complex viral, fungal, and 
bacterial assaults.   

A weakened immune system increases our sus-
ceptibility to every type of illness.  Common signs 
of a weakened immune system include fatigue, 
listlessness, repeated infections, inflammation, 
and compromised wound healing. 

At birth the immune system is functional but not 
at its best.  That is because immunity is some-
thing that is developed as the body learns to de-
fend itself against different foreign invaders.   

The primary function of the immune system is to 
identify and eliminate foreign, “non-self” materials 
that contact or enter the body and cause illness.  
To accomplish this task, the immune system pro-
duces lymphocytes which are responsible for dif-
ferent functions: 

T-cells which play an important role in cell-
mediated immunity. 

B-cells which are responsible for the produc-
tion of antibodies. 

NK cells also known as natural killer cells, 
which destroy cells that have been infected. 

NK cells are the front line of the immune system.  
They are programmed to kill abnormal cells on 
sight, without requiring special instructions from 
the immune system to attack the foreign cell.  NK 
cells inject tiny toxic granules into targets to de-
stroy them upon contact.   

This preprogramming of NK cells to recognize 
their targets enables them to respond rapidly, 
making them an integral part of the body’s daily 
struggle to remain healthy.   

New Research on NK Cell Function
Clinical research was presented at a recent medi-
cal conference which showed the positive impact 
of a nutraceutical on natural killer cell function.   

The new research utilized Researched Nutrition-
als’ Transfer Factor Multi-Immune™.  This prod-
uct is formulated to promote healthy natural killer 
cell function.  

Patients were chosen who demonstrated no 
more than 110% of the bottom reference range 
for NK cell activity criteria.  Patients were divided 
into two groups: 

Group 1: Ten patients given 2 capsules of  
      Transfer Factor Multi-Immune™ daily. 

Group 2: Ten patients were given 2 capsules 
of Transfer Factor Multi-Immune™ twice 
daily.

Pre and post study measurements were con-
ducted by an independent lab.  Each group took 
the product on an empty stomach.   

Research Results
After 30 days, NK cell function was measured. 
The group that took two capsules daily showed 
an increase of 235% in NK cell function, but the 
group that took four capsules daily showed an 
NK cell function increase of 620%.   

Observations
The increased dosage should be considered 
when beginning a program of support with pa-
tients who exhibit a much compromised immune 
system and/or are in an acute condition.  Al-
though this study did not report any Herxheimer 
reactions, extremely sensitive patients might ex-
perience them.  Sensitive patients should always 
be monitored when starting any new protocol. 

Treatment Group NK Cell Activity Increase 

2 capsules per day 235% 

2 capsules bid 620% 

Researched Nutr i t ionals  

RESEARCH ALERT

These statements have not been evaluated by the Food and Drug Administration.  
 This product is not intended to diagnose, treat, cure or prevent any disease.

____________________________________________________________________________________________ 
P.O. Box 224, Los Olivos, CA  93441 * Toll Free: 800.755.3402 * International Telephone: 1 805.693.1802 * Fax: 1 805.693.1806 

www.ResearchedNutritionals.com 

June 2008 
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E V E N T S  CA L E N DA R
 

October 16-19
AAAOM EXPO 2008 – ACUPUNCTURE AND 
ORIENTAL MEDICINE: Your Passport to Bet-
ter Health. Westin North Shore in Wheeling (Chicago), 
Illinois. Contact:  AAAOM, 866-455-7999; www.aaaomonline.
org

October17-19
FRONTIERS OF INTEGRATIVE ONCOLOGY. 
American College for Advancement in Medicine. The Rio All 
Suites Hotel, Las Vegas, NV; www.acamvegas.com

October 17-19
LYME DISEASE ASSOCIATION ANNUAL CON-
FERENCE (10/17) & 2008 INTERNATIONAL 
LYME and ASSOCIATED DISEASES SOCIETY 
SCIENTIFIC SESSION (10/18-19) in San Francisco, 
CA. Contact: www.lymediseaseassociation.org;  
www.ilads.org

October 23-26
HRT EDUCATIONAL PROGRAM.  American Acad-
emy of Anti-Aging Medicine, Bio-Identical Hormone Society, 
the International Hormone Society. Sponsored by Medical 
Educator Consortium. Holiday Inn, San Diego.CA.  A practi-
cal application in treating adult hormone and nutritional 
deficiencies utilizing advanced testing protocols, bio-identical 
hormones and nutraceuticals. (Up to 30.0 Category I AMA 
PRA hours) Contact: 866-444-9475 or 619-398-2740; 
www.bioidenticalhormonesociety.com

October 30 - November 2
AMERICAN ACADEMY OF ENVIRONMENTAL 
MEDICINE 43RD ANNUAL MEETING: Planet in 
Peril, Best Solutions for Tough Times. Hyatt Re-
gency Grand Cypress,  Orlando, FL. Contact: 316.684.5500; 
fax 316.684.5709;www.aaemonline.org

November 6-9
2008 AGE MANAGEMENT MEDICINE GROUP 
CONFERENCE. Red Rock Resort & Spa in Las Vegas, NV. 
Clinical applications for age management medicine, preven-
tive medicine, and early interventions for optimal health. 
Pre-conference on November 6: Hormone Optimization in 
Women’s Health & Office-Based Aesthetic Medicine.  
(28 PRA AMA Category 1 Credits available);  
http://www.agemed.org

November 7-9
5th ANNUAL CANADIAN INTERDISCIPLIN-
ARY NETWORK FOR COMPLEMENTARY AND 
ALTERNATIVE MEDICINE RESEARCH SYMPO-
SIUM. The Leslie Dan Faculty of Pharmacy, University of 
Toronto in Toronto, Ontario. Contact: n.kachan@utoronto.
ca; www.incamresearch.ca

November 7-10
WISE TRADITIONS 2008 - 9th ANNUAL 
CONFERENCE OF THE WESTON A. PRICE 
FOUNDATION – Life in Its Fullness: Nutrition 

for Mental and Emotional Health. Hyatt Regency San 
Francisco Airport, San Francisco, CA. Speakers include Julia 
Ross, author of The Mood Cure; Natasha Campbell-McBride, 
author of Gut and Psychology Syndrome; Tom Cowan, author 
of The Fourfold Path to Healing, Sally Fallon, author of Nourish-
ing Traditions. Contact: 240-379-7070;  
http://westonaprice.org/conference/2008/index.html

November 8-9
THE BASICS OF ZHU’S SCALP ACUPUNCTURE 
with Ming Qing Zhu, L.Ac. Bastyr University, Kenmore, 
WA. Contact: 425-602-3152; www.bastyr.edu/continuinged

November 17-21
THE SCIENCE AND CLINICAL APPLICATION OF 
INTEGRATIVE HOLISTIC MEDICINE. Scripps Centre 
for Integrative Medicine in collaboration with American Board 
of Holistic Medicine. Paradise Point Resort, San Diego, CA. 
Contact: 858.652.5400
www.integrativeonc.org/index.php?scn=upcoming_conference 

December 12-14
ACUPUNCTURE & ELECTRO-THERAPEUTICS IN 
CLINICAL PRACTICE SEMINAR & WORKSHOP. 
The International College of Acupuncture & Electrotherapeu-
tics. Holiday Inn Midtown, New York City, New York. Registra-
tion fee: $500 for 25 credit hours, discounts available for mem-
bers of the college and subscribers of the official journal. Also, 
January 23-25. Contact: Dr. Y. Omura, MD, ScD, 212-781-6262; 
fax 212-923-2279; Dianna Gerometta, 443-827-7480 (evenings 
only); www.icaet.org

December 11-14
16TH ANNUAL WORLD CONGRESS ON ANTI-
AGING MEDICINE.  American Academy of Anti-Aging 
Medicine Venetian Hotel, Las Vegas, Nevada;  
www.anti-agingevents.com/lasvegas

January 8-10, 2009
2ND ANNUAL EVIDENCE-BASED COMPLEMEN-
TARY AND ALTERNATIVE CANCER THERAPIES 
CONFERENCE. The Annie Appleseed Project.  West Palm 
Beach, FL; www.annieappleseedproject.org

January 8-11
CENTER FOR MIND-BODY MEDICINE presents 
FOOD AS MEDICINE – PROFESSIONAL NUTRI-
TION TRAINING PROGRAM. San Francisco Marriott, 
iSan Francisco, CA. The nation’s leading clinical training program 
for healthcare professionals. Contact: 202-966-7338. ext. 216; 
fam@cmbm.org
 
January 22-25, 2009
6th ANNUAL NATURAL SUPPLEMENTS: AN 
EVIDENCE-BASED UPDATE. Scripps Center for 
Integrative Medicine. Paradise Point Resort. San Diego, CA. This 
course provides practical information for health care profes-
sionals who make nutritional recommendations or manage 
dietary supplement use. Contact: 858-652-5400; med.edu@
scrippshealth.org; www.scripps.org/naturalsupplementsCME
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     I read your newsletter with new expectations this 
time. I see that Canada RNA Biochemical Inc. continues 
to be a major sponsor, as it was from the first issue. I’m 
writing to suggest that you to do another article on the 
gosh awful expensive Bolouke®. My background on the 
product is that it is an enzyme that lowers fibrinogen, 
thus “thinning” the blood. Fibrinogen is considered by 
some as a cardio risk factor. I’m interested in why/how 
the environment causes the fibrinogen to be too high. I 
would like to know the lab tests that measure fibrinogen 
(I understand there are several), the lab ranges, the 
functional healthy ranges (if they exist), how to dose, 
when to retest. The studies are nice, but I don’t under-
stand “study talk,” I need them interpreted and sum-
marized. In short, I need a summary lesson of why and 
when Boluoke® is needed and how to dose. Hope this 
makes sense.
     With regard to your thyroid article. I agree except 
for the Armour. In my view at 20% T3, it works great for 
a while, but the high T3 percentage is way too much 
and after two to six months the receptors start to down 
regulate as a protective measure, thus the patient starts 
presenting with hypothyroid symptoms again.  

Kind Regards, 
Harvey Rhoads, DC
Editors Note: Please see the Sponsor Information section (p..8) for 
a quick primer on Boluoke.®.

     This is an excellent publication, and I send my 
congratulations. I see that you are based in B.C.  I was 
born, raised and educated in the province of Nova Sco-
tia. Keep up the good work. I have an interest in virtu-
ally all of the abstracts that you distribute.

G. H. Ross, MD
Former President, American Academy of Environmental 
Medicine

~ ~ ~

Our Readers Respond
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1) cured, if all symptoms resolved and had 
not returned; 2) significantly improved, if 
there was recurrence initially but symptoms 
resolved totally shortly afterwards; 3) im-
proved, if symptoms were lessened but did 
not totally resolve; 4) unresponsive, if there 
was no improvement. 
     Forty-one of the 69 patients were cured, 
twenty-one significantly improved, five 
improved, and four were unresponsive to 
the treatment. The overall effectiveness rate 
was 94.2%. The results indicate that simple 
acupuncture treatment (only three points) 
can be quite an effective option for treating 
migraines, and should be promoted.
Zhong ZL. Journal of Clinical Acupuncture and 
Moxibustion (Zhen Jiu Lin Chuang Za Zhi). 
2008;24:18.

Summary: Dr. Zhong of Anhui Province in 
China reports excellent results treating mi-
graines with acupuncture between October 
2001 and September 2007. During this pe-
riod, Dr. Zhong treated 69 migraine patients 
between 21 and 72 years of age (22 males 
and 47 females). The treatment involved nee-
dling bilaterally LI-4 and LI-5 first, and then 
LU-7. All points were vigorously stimulated 
followed by needling the Tai Yang point 
(太陽穴) on the ipsilateral side as the 
migraine. 
     Needles were retained for 15 minutes 
with stimulation every five minutes dur-
ing the treatment. Patients received one 
treatment per day for 10 consecutive days, 
and were followed up 30 days after the end 
of treatment. The patient was considered 

Suffering from Migraines? Acupuncture Might be Worth a Try


