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ESSENCE OF ARTICLE

“Pomegranate fruit extracts (PFEs) possess polygteesnd other compounds with antiproliferativegr
apoptotic and anti-inflammatory effects in prostateg, and other cancers. Because nuclear tratiscri
factor-kB (NF-kB) is known to regulate cell survivparoliferation, tumorigenesis, and inflammatidn,
was postulated that PFEs may exert anticancerteffiédeast in part by modulating NF-kB activity.”



ARTICLE

Purpose. Pomegranate fruit extracts (PFEs) popségshenolic and other compounds with
antiproliferative, pro-apoptotic and anti-inflammat effects in prostate, lung, and other canceesaBse
nuclear transcription factor-kB (NF-kB) is knownregulate cell survival, proliferation, tumorigeises
and inflammation, it was postulated that PFEs mayteanticancer effects at least in part by modudat
NF-kB activity. Experimental design. The authorgastigated the effect of a novel, defined PFE
consisting of both fermented juice and seed oilhenNF-kB pathway, which is constitutively active i
aggressive breast cancer cell lines. The effeciseo0PFE on NF-kB—regulated cellular processes asch
cell survival, proliferation, and invasion wereabkxamined. Results. Analytical characterizatiothef
bioactive components of the PFE revealed activst@aents, mainly ellagitannins and phenolic aaids
the aqueous PFE and conjugated octadecatriendis icihe lipid PFE derived from seeds.The agueous
PFE dose-dependently inhibited NF-kB—dependentrtepgene expression associated with
proliferation, invasion, and motility in aggressimeast cancer phenotypes while decreasing RhoC and
RhoA protein expression. Conclusion. Inhibitiomadtility and invasion by PFEs, coincident with
suppressed RhoC and RhoA protein expression, sisggesle for these defined extracts in lowerirgy th
metastatic potential of aggressive breast canemiap

Key Words: breast cancer ¢ cancer prevention ttio gtudies ¢ Punica granatum
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ESSENCE OF ARTICLE

“Moreover, we have found a disassembling effeatashosine om-crystallin amyloid fibrils. Finally, we
show the ability of carnosine to restore most efléns transparency in organ-cultured rat lenspesed
to similar denaturing conditions that were usedffi@rin vitro experiments.”

ARTICLE
Abstract

Mildly denaturing conditions induce bovimecrystallin, the major structural lens protein stdf-
assemble into fibrillar structures in vitro. Theural dipeptide I-carnosine has been shown to have
potential protective and therapeutic significantenany diseases. Carnosine derivatives have been
proposed as potent agents for ophthalmic therabissnile cataracts and diabetic ocular complicatio
Here we report the inhibitory effect induced by geptide (I- and d-enantiomeric form) e+ctrystallin
fibrillation and the almost complete restoratiortted chaperone activity lost after denaturant angat
stress. Scanning force microscopy (SFM), thioflavimnd a turbidimetry assay have been used to
determine the morphology efcrystallin aggregates in the presence and abs#reznosine. DSC and a
near-UV CD assay evidenced that the structuralypsecs of amyloid fibrils are polypeptide chain
segments that lack stable structural elements. ddere we have found a disassembling effect of
carnosine om-crystallin amyloid fibrils. Finally, we show thdiity of carnosine to restore most of the
lens transparency in organ-cultured rat lensessegto similar denaturing conditions that were sed
the in vitro experiments.
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Abstract: Asp23-to-Asn mutation within the codirefigsence of-amyloid, called the lowa mutation, is
associated with early onset, familial Alzheimerisedise and cerebral amyloid angiopathy, in which
patients develop neuritic plaques and massive {ascu
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Abstract: We use electrospray ionization mass spaetry to quantify >100 phospholipid (PL)
components in detergent-resistant membrane (DRNMhadlts that are related to ordered membrane
compartments commonly known as lipid rafts. We fmesly compared PL ...
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for Multistate Regulatory GTPases
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Biochemistry 2009 48 (29), pp 6696-6704

Abstract: The GTP-binding proteins or GTPases csa@ superfamily of proteins that provide
molecular switches in numerous cellular procesBes."GTPase switch” paradigm, in which a GTPase
acts as a bimodal switch that is turned “on” anid oy external ...
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ESSENCE OF ARTICLE
Conclusions

“Over a mean of 8.1 years, a dietary interventiat teduced total fat intake and increased intakes
vegetables, fruits, and grains did not significanddduce the risk of CHD, stroke, or CVD in
postmenopausal women and achieved only modest&fiacCVD risk factors, suggesting that more
focused diet and lifestyle interventions may bedeeleto improve risk factors and reduce CVD risk. “

Context Multiple epidemiologic studies and soni@drhave linked diet with cardiovascular disease
(CVD) prevention, but long-term intervention date aeeded.

Objective To test the hypothesis that a dietatgrirention, intended to be low in fat and high in
vegetables, fruits, and grains to reduce canceauldveduce CVD risk.

Design, Setting, and Participants Randomized obett trial of 48 835 postmenopausal women aged 50
to 79 years, of diverse backgrounds and ethnicitibe participated in the Women's Health Initiative
Dietary Modification Trial. Women were randomly @gged to an intervention (19 541 [40%]) or
comparison group (29 294 [60%)]) in a free-livingtisg. Study enrollment occurred between 1993 and
1998 in 40 US clinical centers; mean follow-uphistanalysis was 8.1 years.

Intervention Intensive behavior modification irogp and individual sessions designed to reducefaita
intake to 20% of calories and increase intakesegktables/fruits to 5 servings/d and grains teadtl 6
servings/d. The comparison group received dietedladucation materials.

Main Outcome Measures Fatal and nonfatal coroneayt disease (CHD), fatal and nonfatal stroke, and
CVD (composite of CHD and stroke).

Results By year 6, mean fat intake decreased29 8f energy intake in the intervention vs the
comparison group, with small decreases in satu@®do), monounsaturated (3.3%), and



polyunsaturated (1.5%) fat; increases occurredtakies of vegetables/fruits (1.1 servings/d) amihgr
(0.5 serving/d). Low-density lipoprotein cholestdavels, diastolic blood pressure, and factor \féheels
were significantly reduced by 3.55 mg/dL, 0.31 mu Bind 4.29%, respectively; levels of high-density
lipoprotein cholesteroal, triglycerides, glucosedamsulin did not significantly differ in the integntion vs
comparison groups. The numbers who developed Ctifikes and CVD (annualized incidence rates)
were 1000 (0.63%), 434 (0.28%), and 1357 (0.86%thénintervention and 1549 (0.65%), 642 (0.27%),
and 2088 (0.88%) in the comparison group. Theldidtno significant effects on incidence of CHD
(hazard ratio [HR], 0.97; 95% confidence interv@l][ 0.90-1.06), stroke (HR, 1.02; 95% CI, 0.905),1
or CVD (HR, 0.98; 95% Cl, 0.92-1.05). Excluding figdpants with baseline CVD (3.4%), the HRs (95%
Cls) for CHD and stroke were 0.94 (0.86-1.02) arf® 10.90-1.17), respectively. Trends toward greate
reductions in CHD risk were observed in those \ther intakes of saturated fat or trans fat or bigh
intakes of vegetables/fruits.

Conclusions Over a mean of 8.1 years, a dietaeyiantion that reduced total fat intake and insega
intakes of vegetables, fruits, and grains did mgigcantly reduce the risk of CHD, stroke, or C\iD
postmenopausal women and achieved only modest&fiacCVD risk factors, suggesting that more
focused diet and lifestyle interventions may bedeeketo improve risk factors and reduce CVD risk.
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ESSENCE OF ARTICLE

“Conclusion In this study, a low-fat dietary pattéentervention did not reduce the risk of coloetct
cancer in postmenopausal women during 8.1 yedlofv-up. “

ARTICLE
Context

Observational studies and polyp recurrence trigdshat conclusive regarding the effects of a lotv-fa
dietary pattern on risk of colorectal cancer, nsitang a primary prevention trial.

Objective
To evaluate the effects of a low-fat eating pattammisk of colorectal cancer in postmenopausal @mm
Design, Setting, and Participants

The Women’s Health Initiative Dietary Modificatidmial, a randomized controlled trial conducted & 4
835 postmenopausal women aged 50 to 79 yearstemthetween 1993 and 1998 from 40 clinical
centers throughout the United States.

Interventions

Participants were randomly assigned to the dietaogification intervention (n = 19 541; 40%) or the
comparison group (n = 29 294; 60%).The intensivel®ral modification program aimed to motivate
and support reductions in dietary fat, to increamesumption of vegetables and fruits, and to irszea
grain servings by using group sessions, self-mdngdechniques, and other tailored and targeted
strategies. Women in the comparison group contintlied usual eating pattern.

Main Outcome Measure
Invasive colorectal cancer incidence.
Results

A total of 480 incident cases of invasive colorectmcer occurred during a mean follow-up of 8.0 (S
1.7) years. Intervention group participants siguaifitly reduced their percentage of energy fronbyat
10.7% more than did the comparison group at 1 et this difference between groups was mostly
maintained (8.1% at year 6). Statistically sigrfitincreases in vegetable, fruit, and grain segps/imere
also made. Despite these dietary changes, theraavagidence that the intervention reduced theaisk
invasive colorectal cancer during the follow-upipér There were 201 women with invasive colorectal
cancer (0.13% per year) in the intervention groogh 279 (0.12% per year) in the comparison group
(hazard ratio, 1.08; 95% confidence interval, G19%B). Secondary analyses suggested potential
interactions with baseline aspirin use and combesttbgen-progestin use status (P = .01 for each).
Colorectal examination rates, although not protaefined, were comparable between the intervention
and comparison groups. Similar results were seanatyses adjusting for adherence to the intereanti

Conclusion



In this study, a low-fat dietary pattern interventidid not reduce the risk of colorectal cancer in
postmenopausal women during 8.1 years of follow-up.
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ESSENCE OF ARTICLE

"Comment: These results demonstrate a continuutislofor developing type 2 diabetes, even for
patients whose fasting plasma glucose levels fillinvthe so-called normal range. The findings doul
serve as an incentive for patients with fastingge levels in the 90s to lose weight and increase
exercise."

ARTICLE
High-Normal Fasting Glucose and Diabetes Risk

Patients with fasting plasma glucose levels of th0O025 mg/dL are considered to have "impaired rigsti
glucose" because they are at increased risk forteally developing type 2 diabetes. In this studgaeli
researchers sought to determine whether a graofieisk exists even among people with normal fagstin
glucose levels.

The study included 13,163 male military personagk( 26-45 years) with baseline fasting plasma
glucose levels in the normal range (<100 mg/dL)imypan average follow-up of 5.7 years, 208 men
developed type 2 diabetes. The risk for diabete®ased progressively across quintiles of baseline
fasting glucose: For example, the risk ranged f@o8% among men whose baseline fasting glucose was
in the lowest quintile (50—81 mg/dL) to 2.8% amahgse whose baseline fasting glucose was in the
highest quintile (95-99 mg/dL). Even in a multiede analysis that adjusted for potentially conféngd
variables such as body-mass index and family histasting glucose in the upper end of the normal
range was associated independently with an incdeéslefor diabetes. Nevertheless, obesity did aagm
the risk.

Comment: These results demonstrate a continuuimslofar developing type 2 diabetes, even for pasien
whose fasting plasma glucose levels fall withingbecalled normal range. The findings could sesvara
incentive for patients with fasting glucose levielshe 90s to lose weight and increase exercise.

— Allan S. Brett, MD

http://content.nejm.org/cgi/content/abstract/358(454
Published in Journal Watch October 11, 2005
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Tirosh A et al. Normal fasting plasma glucose leaid type 2 diabetes in young men. N Engl J Med
2005 Oct 6; 353:1454-62.

Previous Volume 353:1454-1462 October 6, 2005 bami4
Normal Fasting Plasma Glucose Levels and Type 2 Diates in Young Men

Amir Tirosh, M.D., Ph.D., Iris Shai, R.D., Ph.D.pfit Tekes-Manova, M.D., Eran Israeli, M.D., David
Pereg, M.D., Tzippora Shochat, M.Sc., llan Koch¥d)., Assaf Rudich, M.D., Ph.D., for the Israeli
Diabetes Research Group



Editorial
by Arky, R. A.
ESSENCE OF ARTICLE

"A multivariate model, adjusted for age, familytbiy of diabetes, body-mass index, physical-agtivit
level, smoking status, and serum triglyceride Ievedvealed a progressively increased risk of B/pe
diabetes in men with fasting plasma glucose leoE87 mg per deciliter (4.83 mmol per liter) or rapas
compared with those whose levels were in the botjomtile (less than 81 mg per deciliter [4.5 mmol
per liter], P for trend <0.001)."

ARTICLE
ABSTRACT

Background The normal fasting plasma glucose lexsl recently defined as less than 100 mg per
deciliter (5.55 mmol per liter). Whether highertfag plasma glucose levels within this range
independently predict type 2 diabetes in youngtadslunclear.

Methods We obtained blood measurements, data flysigal examinations, and medical and lifestyle
information from men in the Israel Defense Forche were 26 to 45 years of age.

Results A total of 208 incident cases of type Deias occurred during 74,309 person-years of felipw
(from 1992 through 2004) among 13,163 subjects dtbbaseline fasting plasma glucose levels of less
than 100 mg per deciliter. A multivariate modeljusted for age, family history of diabetes, bodysma
index, physical-activity level, smoking status, aedum triglyceride levels, revealed a progresgivel
increased risk of type 2 diabetes in men with fagfilasma glucose levels of 87 mg per decilite334.
mmol per liter) or more, as compared with those sehlevels were in the bottom quintile (less than 81
mg per deciliter [4.5 mmol per liter], P for treg@.001). In multivariate models, men with serum
triglyceride levels of 150 mg per deciliter (1.69wl per liter) or more, combined with fasting plasm
glucose levels of 91 to 99 mg per deciliter (50550 mmol per liter), had a hazard ratio of §23
percent confidence interval, 3.6 to 19.0) for diabeas compared with men with a combined trigigeer
level of less than 150 mg per deciliter and fasghgose levels of less than 86 mg per decilitef{4
mmol per liter). The joint effect of a body-masdéx (the weight in kilograms divided by the squafre
the height in meters) of 30 or more and a fastiagma glucose level of 91 to 99 mg per decilitsuhed
in a hazard ratio of 8.29 (95 percent confidenterval, 3.8 to 17.8), as compared with a body-mass
index of less than 25 and a fasting plasma glutmgs of less than 86 mg per deciliter.

Conclusions Higher fasting plasma glucose levetsiwithe normoglycemic range constitute an
independent risk factor for type 2 diabetes amamgng men, and such levels may help, along with body
mass index and triglyceride levels, to identify agmtly healthy men at increased risk for diabetes.

Source Information

From the Medical Corps Headquarters (A.T., E.IS.TLK.) and the Center for Medical Services (B.T.
M.), Israel Defense Forces Medical Corps; the Dpamt of Internal Medicine A, Sheba Medical
Center, Tel-Hashomer (A.T.); the S. Daniel Abrahatarnational Center for Health and Nutrition (J.S.



A.R.), the Department of Epidemiology (1.S.), ahd Department of Clinical Biochemistry (A.R.),
Faculty of Health Sciences, Ben-Gurion Universityhe Negev, Beer-Sheva; and the Department of
Internal Medicine A, Meir Hospital, Sapir Medicaéter, Kfar-Sava (D.P.) — all in Israel.

Drs. Tirosh and Shai contributed equally to thelgtu
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Serum cryoglobulin and chronic hepatitis C virus dsease among Japanese patients.

Tanaka K, Aiyama T, Imai J, Morishita Y, FukatsuKgkumu S.

Department of Internal Medicine, Nagoya UniverShool of Medicine, Japan.

ESSENCE OF ARTICLE

“These findings suggest that HCV is a major cadseymglobulins and advanced liver damage.”
ARTICLE

OBJECTIVES: Hepatitis C virus (HCV)-associated naxaeyoglobulins appear to be detected often in
hepatitis C-related chronic liver disease. The eiation of the two phenomenon among Japanese fatien
is the subject of the present study. METHODS: Sdewmals of total hemolytic complement (CH50) and
anti-C3d-binding immune complex, as well as thevakence of cryoglobulins, were studied in 213
patients with chronic liver disease (hepatitis 85;lhepatitis B, 58). Cryoprecipitates were te$oedinti-
HCV Ab and HCV RNA. RESULTS: CH50 activity was sifycantly lower in patients with hepatitis C
than in those with hepatitis B except in respontieisterferon who showed a sustained loss of HCV
RNA. Cryoglobulins were detected in 24 (37%) ofpghients with hepatitis C; they generally consisted
of polyclonal immunoglobulins but one case. Crybglins were more frequently observed in cirrhotic
patients and in those with a longer duration oalé®. Cryoglobulinemia-related clinical signs sagh
vasculitis occurred in only three cases. Patieiitts evyoglobulins had lower CH50 activity and highe
immune complex values than those without cryoglimisulAnti-HCV Ab and HCV RNA were detected
in all cryoprecipitates tested. CONCLUSIONS: Thesdings suggest that HCV is a major cause of



cryoglobulins and advanced liver damage. Howeveyra cryoglobulins with polyclonal
immunoglobulins appear to be less frequent amopgrisse patients than among those studied in
Western countries.
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Substances:
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Cryoglobulinemia with vasculitis associated with hpatitis C virus infection.

Marcellin P, Descamps V, Martinot-Peignoux M, Ldr2y Xu L, Boyer N, Pham BN, Crickx B,
Guillevin L, Belaich S, et al.

Service d'Hepatologie and INSERM U 24, Hopital BeauClichy, France.
ESSENCE OF ARTICLE

“HCV infection is responsible for the productionafoglobulinemia and vasculitis. It is proposedtth
HCV infection is a cause of cryoglobulinemia asata with chronic hepatitis.”

ARTICLE

Essential mixed cryoglobulinemia is frequently ass@d with chronic hepatitis. This report presents
four cases of cryoglobulinemia with vasculitis asated with chronic hepatitis related to hepatitigirus
infection. Hepatitis C virus infection was ascearél in the four patients by both the presenceen th
serum of anti-HCV antibodies detected by the fauiggn recombinant immunoblot assay and of HCV
RNA detected by polymerase chain reaction. In tatbents tested, anti-HCV antibodies were not
detected after centrifugation in the purified crigdmilin but were detected in the supernatant. HQNAR
was detected in the purified cryoglobulin in allifgatients and was detected in the supernatdhtae
patients. In one patient receiving recombinantrfaten alfa, serum aminotransferases normalized and
cryoglobulin disappeared; in another patient rangivecombinant interferon alfa, serum
aminotransferases remained high and the cryoglolpglisisted. The presence of HCV RNA in the
cryoglobulin and the parallelism of the changethefcryoglobulinemia and of the serum
aminotransferases during recombinant interferce adfministration suggest that HCV infection is



responsible for the production of cryoglobulineraial vasculitis. It is proposed that HCV infectisrai
cause of cryoglobulinemia associated with chroeigdtitis.
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Effects of pantethine on action potential of caningapillary muscle during hypoxic perfusion.
Hayashi H, Kobayashi A, Terada H, Nagao B, NishigamKamikawa T, Yamazaki N.
Anthony Colpo is a certified fitness consultantmiail:

contact@theomnivore.com.

ESSENCE OF ARTICLE

“Pantethine, which is known to be converted to egeme A, has been reported to have antiarrhythmic
action on experimental cardiac arrhythmias.”

ARTICLE

Pantethine, which is known to be converted to cperzA, has been reported to have antiarrhythmic
action on experimental cardiac arrhythmias. Ustagdard microelectrode techniques, the
electrophysiological effects of pantethine undgrdyic (95% N2 + 5% CO2) perfusion were studied.
Hypoxia decreased resting membrane potential, mptidential amplitude and maximum velocity of
phase 0 and shortened action potential duratiorefiedtive refractory period. Application of paritete
5 X 10(-3) Gm/ml under hypoxic perfusion prolongeadion potential duration and effective refractory
period significantly. Prolongation of action potehturation by pantethine might be caused by an



increase in intracellular ATP. The findings in tetsdy could be an explanation of the possible
antiarrhythmic effects of pantethine.

PMID: 4009970 [PubMed - indexed for MEDLINE]
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LDL Cholesterol: "Bad" Cholesterol, or Bad Science?
Fall 2005; 10 (3): 83-89.

ESSENCE OF ARTICLE

ABSTRACT

“The belief that low-density lipoprotein (LDL) ctedterol causes atherosclerosis and subsequent heart
disease is a fundamental precept of modern medi€herapies aimed at reducing serum LDL
cholesterol are currently considered to be an ¢éistefement of any attempt to prevent coronarythea
disease (CHD).

While it currently enjoys widespread acceptanceragrteealth authorities and medical practitioners,
numerous lines of evidence raise questions abeutiit hypothesis. Native LDL cholesterol is a vyal
important substance and is not in any way atheiiogen

Statin drugs, the only LDL-lowering agents showiawe clinical benefit in reducing the incidence of
heart disease, have been shown to exert their iteewief mechanisms totally unrelated to LDL
cholesterol reduction.

A potential causative role in atherosclerosis amarhdisease has indeed been detected for oxidRed
but this form of LDL shows no correlation with sarlevels of native LDL. Rather, individual
antioxidant status appears to be a key factorénfting serum concentrations of oxidized LDL.”

“The change in CRP levels associated with pratiagt@atment was not correlated with the reduciion
LDL cholesterol levels. In the Effects of Atorvatitavs Simvastatin on Atherosclerosis Progression
(ASAP) study, baseline CRP values were similar agnatients given either simvastatin (40 mg/d) or
atorvastatin (80 mg/d), but declined over the r2eyears to a greater extent in the latter group. A
significant correlation was found between the desesof CRP and reduction in intima media thickness
(IMT) of carotid artery segments. No correlationsvedoserved between change in CRP and change in
lipids”
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