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Let me welcome you to the second
issue of the medical newsletter, thank
you for the overwhelming positive
response that I have received after

the first issue. Our goal is to provide
wide range of general up-to-date
medical literature. | would like to
invite interested members to participate
in writing, this could be in the form

of short subject, very short case

report, comment, or opinion. And as

| was eager to get started with this
publication, | am eager to start getting
your contribution, to make it get to the
next level. | hope you will find this
issue also beneficial.
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'NEW TREATMENT FOR  NOVEL TREATMENT FOR
MULTIPLE SCLEROSIS ~ MULTIPLE SCLEROSIS

Cadribine How Muiniple Sclerosis Works Lemyelinizaton new oral drug, Fingolimod,
is an oral Ul 2 e nd itas Mucleus for relapsing remitting multiple

e sclerosis (RRMS) has been tested
in FREEDOMS, a phase Il1 clinical
selectively trial. Fingolimod works by a novel
depletes T and B _ mechanism. It is sphingosine 1-
lymphocytes. The _ Rompend # Bphosphate receptor modulators that
=y ' g8restrict lymphocytes to lymph nodes,
drug was assessed reduce the circulating lymphocyte
in the CLARITY count and prevent auto reactive cells
study, which included more than 1300 patients from entering the central nervous system. The FREEDOMS

chemotherapeutic
agent that
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efficacy of this

with relapsing remitting multiple sclerosis. study included more than 1200 patients with RRMS who
The annualized relapse rate were reduced were treated for 2 years with Fingolimod. The annualized

by 57% in patients who received 3.5 mg/ relapse rate (the primary end point) was 0.18 with a dose of
kg compared with placebo (0.14 vs. 0.33). 0.5 mg daily representing a decrease of 54% compared to
Disease progression and MRI activity also placebo. Secondary end points including disease progression
significantly favored Cladribine. The drug and MRI metrics also favored Fingolimod. This drug could
was submitted to the FDA for approval. (N. mark a new era in the management of multiple sclerosis.
EngL. J. Med. 2010; 362:416). This drug was submitted to the FDA for approval. (N. Engl.

J. Med. 2010; 362:387).
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Alzheimer disease (AD) is a devastating disease and a very important public health problem. Can the risk
of AD be reduced by consuming a certain diet? To answer this question,
researchers conducted a study to assess food combinations in relationship |
to AD risk. They studied dietary data obtained by food questionnaires on X
2148 individuals. During an average follow-up of 4 years, 253 subjects ﬂ
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developed AD. The investigators found one dietary pattern out of several :

ones to be strongly associated with AD prevention: a diet rich in Omega 3 Vygtet
and 6 polyunsaturated fatty acids, Vitamin E and Folate and poor in saturated -
fatty acids and vitamin B 12. This pattern correlated with high intake of
salad dressing, nuts, fish, tomatoes, poultry, cruciferous and dark leafy green vegetables and low intake of
high-fat dairy food such as butter and red meat. Primary physicians should inform their patients about the
protective effect of such a diet against AD (Arch. Neurol. 2010).




&9

O

| SSUET2R RO 320110

GAROLDJENDARIEREGIOMY@IJRRERERREDY REAIMEN 1@
@VER STENIE INTERIMIENALYSIS

What is the preferred treatment for carotid artery stenosis (CAS),
carotid stenting (CS) or carotid endarterectomy (CEA). Currently, CS
Is approved only for patients at high risk for surgical complications.
To compare both treatments, researchers conducted a large study of
1713 patients with recently symptomatic CAS who were treated with
CS or CEA. An interim safety analysis at 4 months was published
showing a non-significant difference in the rate of disabling stroke or
death between the CS group 4% and the CEA group 3.2%. However,
the incidence of primary end point (any stroke, death or myocardial
infarction) was 8.5% in the CS group and 5.2% in the CEA group,

a statistically significant difference. Furthermore, a subgroup study
consisting of 231 patients who had pre and post procedure diffusion-
weighted MRI showed new post procedure ischemic lesion in 50% of
CS patients and 17% of the CEA patients. Full analysis of the study
Is planned at 3 years. However, the interim analysis supports CEA as
the first choice for patients with symptomatic CAS who are suitable
candidates for surgery. (Lancet 2010; 375:985).

ANIRUATELETRTHERARY
DRUGZELUTINGISTENT

Dual antiplatelet therapy (DAPT) with clopidogrel and aspirin
Is recommended for patients who had drug eluting stents for

at least one year after implantation.
However, late in-stent thrombosis
was observed after clopidogrel
discontinuation. To assess the

effect of dual antiplatelet therapy
beyond one year, researchers
conducted a study including 2700
patients who received DES and who were taking DAPT for

one year. After one year, patients were randomized to either
continue DAPT (group 1) or to receive low-dose aspirin only
(group 2). At two years of follow-up the primary endpoint
(myocardial infarction and death) was not significantly different
between the two groups. 1.8% in group 1 and 1.2% in group 2.
Despite the result of this study, most experts will continue to
recommend prolonged DAPT for most patients who do not have
contraindications. (N. EngL. J. Med. 2010; 362:1374).
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TEN PERCENT OF SUPERHCIAL
VENOUS THROMBOSIS
PROGRESS TO DVT

Superficial venous thrombosis (SVT)
was thought to be insignificant.
Researchers assessed its risk

for progression to Deep Venous
Thrombosis (DVT) or pulmonary
embolism (PE) in 844 patients

with lower limb SVT. About

25% of the patients had DVT or
pulmonary embolism at study entry.
During follow-up of 3 months,

about 10% developed DVT or PE
despite treatment with short-term
anticoagulation. Therefore, superficial
venous thrombosis is not insignificant
as we thought and perhaps patients
should be treated and monitored to
prevent thrombus extending into deep
venous system. (Ann. Intern. Med.
2010; 152:218).




~ CALORIC SWEETENER
CONSUMPTION WORSENS HDL
CHOLESTEROL

Sixteen percent

of the average

daily calorie intake
comes from caloric
Sweeteners (sucrose
from cane or beets
or high-fructose cornf
syrup). Investigators
examined the
relationship between

added sugar and
dyslipidemia in a survey of 6,000 participants.
Analysis showed that adults who consume > 25%
of total calories as added sugar were three times
more likely to have low LDL (< 50 mg/dL for
women and < 40 mg/dL for men) than those whose
intake of added sugar was 5% of the total calories.
The mean HDL level for those who consumed

less than 5% of total calories as added sugar

was 58 compared with 47 for those consuming

> 25% of total calories as added sugar. These
findings indicate that high-added sugar intake may
promote atherosclerosis and that physicians should
recommend reduction in refined sugar intake to <
5% of the daily calorie intake. (JAMA 2010; 303:
1490).
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SEXUALLY TRANSMITTED INFECTIONS
ARE PREVALENT IN ADOLESCENTS

A prior study showed that 33% of women become
human papilloma virus (HPV) positive after 1 year
of initiation of sexual activity. In the current study,
researchers assessed the prevalence of 5 sexually
transmitted infections (STI) in female adolescents
using a representative sample of 833 females age
14-19. One half of the adolescents reported sexual
experience. The prevalence of infection with any STI
in the cohort was 25%, and 34% at age 18-19. The

prevalence was 20% when one sexual partner was
reported and 53% when 3 or more sexual partners were
reported. The most prevalent disease was HPV. Current
guidelines recommend HPV vaccine administered

to girls

beginning at

age 11-12.

(Pediatrics

2009; 124:

1505).

ANDROGEN RECEPTORS AND
LIVER CANCER

Chronic hepatitis B virus (HBV) and hepatic C virus
infections account for 78% of global HCC. Liver
cancer is more common in men than in women with
HBYV infection. Researchers found that androgen
receptors on the liver cells bind to a DNA sequence

on HBYV, increase HBV levels and help foster liver
tumorigenesis. Liver tumor size was substantially
inhibited in mice treated with a chemical that degrades
the androgen receptors. These findings suggest that
targeting the androgen
receptors could be
developed as a new
therapy for HBV-
induced liver cancer.
(Sci. Transl. Med.
2010; 2[32]: 2).
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DUJAL S REDUCEASE INGIEOR REDUCES
PIROSIEATTE GANGCER [IN RINSRERISE (MIEN

5a reductase inhibitor is used to treat benign prostatic hypertrophy.
It blocks the conversion of testosterone to dihydrotestosterone.
The previous PCP trial showed a 25% reduction in the incidence
of prostate cancer by finasteride when compared with placebo.
Dutasteride is a dual 5a reductase inhibitor. The current

REDUCE study examined the effect of dutasteride on the
incidence of prostate cancer among men at increased risk (age
50-75, elevated PSA level 2.5-10 and previous suspicions of
prostate cancer that led to negative prostate biopsy). In this study

> 6700 men were randomized to receive dutasteride (0.5 mg/day)
or placebo. Over 4 years of follow-up there was a 22.8% relative
risk reduction for prostate cancer with dutasteride treatment as
compared to placebo. Therefore, dutasteride may be considered as
a treatment option for men who are at increased risk for prostate cancer.
(N. Engl. J. Med. 2010; 362:1192).

INIGREASED GOILOIN GANIGER [MISIK
PATIENITS Wil LOW WIREAMIIN [0 [LEV/EL

L_ow serum vitamin D level has been

g SProad 1o ciher organs
" y 7 shown to be associated with increased risk
:_ ) /// o, %= for cancer. To examine the association
m_fﬁm“q &Z By s ;E; W | between serum 25-hydroxy vitamin D (25
., wm uuuuu ..~/ [OH] D) level and the risk for colorectal
S RSy cancer, a large case-control study involving
’ 520,000 participants was conducted. After
Stage IV 4 years of enrolment 1248 patients had

colorectal cancer. These individuals were

matched to 1248 healthy controls. The study

also showed that patients in the highest
serum 25 (OH) D quintile (> 100 nmol/L) had a 40% lower risk for colorectal cancer than those in
the lowest quintile (<25 nmol/L). The results of this study may lead many to recommend Vitamin D
supplementation to reduce the risk for colorectal cancer. (BMJ 2010).
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Some patients with atrial fibrillation are unsuitable for Warfarin treatment
and others may refuse this treatment. So what alternative strategy is
currently available to treat such patients? Dual antiplatelet therapy with
clopidogrel and aspirin reduces the incidence of stroke in atrial fibrillation
patients by 28%. This combination can be an acceptable alternative to
Warfarin. ACTIVE W trial showed that clopidogrel plus ASA was less
effective than Warfarin. ACTIVE A trial enrolled more than 7500 patients
unsuitable for Warfarin. The results of this study showed 28% reduction in
stroke risk with the addition of clopidogrel to ASA compared to placebo
plus ASA.

Active W trial showed the rate of bleeding was similar in patients on

Coumadin and patients who took dual antiplatelet therapy. In the ACTIVE
A trial, the risk of bleeding went from 1.3% per year with ASA to 2% with clopidogrel plus ASA. Analysis
of both studies showed the stroke rate with Warfarin was 1.4%, clopidogrel plus ASA was 2.4% and ASA
alone was 3.3%. Therefore, Warfarin is still the treatment of choice for atrial fibrillation to prevent stroke.
However, the alternative treatment with clopidogrel and ASA is an acceptable one.

DRONEDARONE REDUCES MORTALITY{IN'ATRIAL'FIBRILLATION

|V|u|taq (Dronedarone) is a new antiarrhythmic medication that was approved last year by the FDA

for the prevention of atrial fibrillation recurrence. Multaq is a derivative of Amiodarone; it has type

3 antiarrhythmic properties without the organ toxicity associated with Amiodarone. This medication was
tested in the landmark ATHENA study, the largest study ever performed with antiarrhythmic drugs in atrial
fibrillation. This study included more than 4600 patients with recurrent atrial
fibrillation. Multag on top of standard therapy including beta blockers reduced the
risk of cardiovascular hospitalization or death by 24% when compared to placebo.
This is the only antiarrhythmic study to have ever demonstrated a positive impact
on cardiovascular morbidity. ' i
Multaq is given in a fixed dose regimen of twice daily 400 mg tablets to be taken /MNULTAQ
with meals. Unlike Amiodarone, treatment with Multag does not require a loading
dose and can be initiated in an out-patient setting.

|V|u|taq (Dronedarone) is a significant step forward in the management of atrial
fibrillation. Analysis of the ATHENA trial showed that the addition of Multaq
400 mg twice a day to anti-thrombotic treatment and heart rate control reduces the risk of stroke
by 34%. Compared to the group who received placebo, Multaq reduced the risk of stroke from
1.8% per year to 1.2% per year (hazard ratio 0.66). The use of Multaq is not recommended for
patients with atrial fibrillation and advanced heart failure (CHF NYHA Class 1l and V).

dronedarone
Tablets 4 0 0‘ {
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CONTRALATERAL PROPHYLACTIC
MASTECTOMY IMPROVES SURVIVAL
IN ' YOUNG BREAST CANCER PATIENTS

The increasing use of MRI has led to detection of clinically silent contralateral breast cancer, which may
result in contralateral prophylactic mastectomy (CPM). However, | ¢

does CPM improve survival? Researchers used data base of

> 100,000 women who underwent mastectomy for breast cancer,
of whom 8900 patents underwent CPM. After approximately

one year of follow-up, patients who had CPM had lower risk for
death from breast cancer than did patients who had unilateral
mastectomy only. (Hazard ratio 0.63). The survival advantage of
CPM occurred in women < 50 who had early Stage (I-11) receptor
negative breast cancer (hazard ratio 0.68). Although the data

are provocative, CPM cannot be recommended at present. A randomized trial is needed for conclusive
evidence. (J. Natl. Cancer Inst. 2010; 102:401).

SCREENING WITH MRI'ALONE FOR YOUNG

WOMEN AT HIGRIRISK'FOR BREAST CANCER

W hat is the best screening test for detection of breast cancer (BC) in high risk women (personal or
family history, BRCA mutation). Different screening modalities (mammography, ultrasound and MRI)
were assessed in a prospective study of 680 high-risk (> 20% lifetime risk of breast cancer) women (mean
age 44). BRCA mutation was confirmed in 10% of women. After median follow-up of 29 months, 27
women were diagnosed with breast cancer

corresponding to an overall detection rate of
15.5/1000 women-years. Cancer detection
rates with ultrasound were 6/6000 and with
mammography 5.4/1000 and with both tests
combined 7.7/1000. However, detection rates
for MRI alone were much higher 15/1000 and|
changed a little when combined with other

modalities. These findings suggest that young
women at high risk for breast cancer might
consider screening with MRI alone. However,

mammaography continues to be the primary
tool in the general population. (J. Clin. Oncol. 2010; 28:1450).
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MEN ARE FROM JUPITER, WOMEN ARE FROM JUPITER

The JUPITER study provides
strong evidence on the role

of statin treatment in primary
prevention of cardiovascular
events (CVE) in women. In a
planned substudy of the JUPITER
trial involving 6801 women (>
60) with elevated high-sensitivity
C-reactive protein (Hs-CRP)
treated with rosuvastatin (Crestor
20 mg per day) decreased
womangs relative risk for major
CVE by 46% (vs. 42% in men)
when compared to placebo. The
estimated number needed to treat
with rosuvastatin for 5 years to
prevent a CVE was 36 (vs. 25

in men). Rosuvastatin was not
associated with increased rate of
cancer in men or women. However, the rate of diabetes was higher in women treated with rosuvastatin but
not in men. Therefore, women with no apparent risk factors for coronary artery disease, except elevated
levels of Hs-CRP, benefit significantly from treatment with Rosuvastatin. (Circulation 2010; 121:1069).

r/:wummm

L ittle is known about the efficacy of statin in the primary
prevention of cardiovascular events in the elderly. Secondary
analysis of the Jupiter trial has provided important data about the
benefit of statin in the elderly. The Jupiter trial included > 5600
elderly persons (> 70) with normal LDL and elevated high
sensitivity C-reactive protein (> 2). The efficacy of Rosuvastatin vs.
placebo was compared during a two-year follow up. The rate of the
primary end points (myocardial infarction, stroke, revascularization,
hospitalization from unstable angina or death from cardiovascular
disease) occurred in 1.22 and 1.99 per 100 person-years in the
Rosuvastatin and placebo respectively, (hazard ratio 0.61).

Similar reductions in event rates were seen in men and women.

The rate of all cause mortality was 1.6 and 2 per 100 person-years
in the Rosuvastatin and placebo respectively (HR 0.80). This study
indicates that even the elderly without hyperlipidemia benefits from
statin. (Ann. Intern. Med. 2010; 152:488).
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T he detrimental effect of cigarette smoking on lung function is well known. However, the effect of pipe
and cigar use is not well defined.

Investigators conducted a study

consisting of > 3500 adults, most

of whom were current or former

smokers. Nine percent of them

smoked pipes and 11% smoke cigars.

Urine Cotinine levels were highest

among current cigarette smokers.

They also were elevated among

pipe smokers and less so among

cigar smokers compared with never

smokers. Pipe or cigar smoking only (no cigarette smoking) is associated significantly with airflow
obstruction (FEV1/FVC ratio lower than normal; odds ratio 2). This study showed that all forms of
tobacco lead to obstructive lung disease. (Ann. Intern. Med. 2010; 152:201).
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" PREVALENCE OF
CHILDHOOD OBESITY
HAS NOT DECREASED.

17%. Obesity
in childhood
is a risk factor

has been a great

in recent years. However,
despite the increasing
effort to reduce
the prevalence of
childhood obesity,
recent analysis of
representative sample
of 4000 children showed
no statistically significant
linear trend in high body
mass index (BMI) among
girls of any age between
1999 and 2008. However,
the prevalence of BMI > 97
percentile in boys has increased.
Therefore, new strategies to reduce
the prevalence of childhood obesity
are needed. (JAMA 2010; 303:242).

EATING SLOWLY
REDUCES WEIGHT

T here is no evidence for effective intervention for
weight reduction in childhood obesity. Some studies
suggest that obese children eat faster than non-obese
children. In this study, researchers assessed the
effectiveness of using a mandometer device to train
children how slowly they have to eat. The device
graphs in real time how quickly a person
IS eating relative to a target rate and
alerts the person to slow down or eat
faster. The researchers randomized
106 obese children (ages 9-

17 years) to mandometer or
standard care. At one year, the
mandometer group lost more
weight than the standard
care group. They also had
significant reduction

in portion size and
improvement in their
HDL cholesterol. The
benefit continued
for six months
after intervention
ended. So training
to slow eating habits can

be an important strategy for weight
reduction in children. (BMJ 2010; 340:b5388).




