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i Why am I qualified?

= 179 papers (1989-2019)
= 4 review articles

= 3 book chapters

= 1 patent

= Review 300+/year

s Proposals/Manuscripts

= Technical writing/Experimental
designh courses
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Statins and risk of incident diabetes: a collaborative

@

meta-analysis of randomised statin trials

Lancet 2010; 375:735-42

Naveed Sattar, David Preiss, Heather M Murray, PaulWelsh, Brendan M Buckley, Anton | M de Craen, Sreenivasa Rao Kondapally Seshasai,

John ] McMurray, Dilys | Freeman, ] Wouter Jukema, Peter W Macfarlane, Chris | Packard, David | Stott, Rudi G Westendorp, James Shepherd,

Barry R Davis, Sara L Pressel, Roberto Marchioli, Rosa Maria Marfisi, Aldo P Maggioni, Luigi Tavazzi, Gianni Tognoni, John Kjekshus, Terje R Pedersen,
Thomas | Cook, Antonio M Gotto, Michael B Clearfield, John R Downs, Haruo Nakamura, Yasuo Ohashi, Kyoichi Mizuno, Kausik K Ray, lan Ford

Summary

Background Trials of statin therapy have had conflicting findings on the risk of development of diabetes mellitus in
patients given statins. We aimed to establish by a meta-analysis of published and unpublished data whether any
relation exists between statin use and development of diabetes.

Methods We searched Medline, Embase, and the Cochrane Central Register of Controlled Trials from 1994 to 2009,
for randomised controlled endpoint trials of statins. We included only trials with more than 1000 patients, with
identical follow-up in both groups and duration of more than 1 year. We excluded trials of patients with organ
transplants or who needed haemodialysis. We used the I2 statistic to measure heterogeneity between trials and
calculated risk estimates for incident diabetes with random-effect meta-analysis.

Findings We identified 13 statin trials with 91140 participants, of whom 4278 (2226 assigned statins and 2052 assigned
control treatment) developed diabetes during a mean of 4 years. Statin therapy was associated with a 9% increased
risk for incident diabetes (odds ratio [OR] 1-09; 95% CI 1.02-1.17), with little heterogeneity (2=11%) between trials.
Meta-regression showed that risk of development of diabetes with statins was highest in trials with older participants,
but neither baseline body-mass index nor change in LDL-cholesterol concentrations accounted for residual variation
in risk. Treatment of 255 (95% CI 150-852) patients with statins for 4 years resulted in one extra case of diabetes.

Interpretation Statin therapy is associated with a slightly increased risk of development of diabetes, but the risk is low
both in absolute terms and when compared with the reduction in coronary events. Clinical practice in patients with

moderate or high cardiovascular risk or existing cardiovascular disease should not change.

Funding None.

Lancet 2010; 375: 735-42

Published Online
February 17 2010
DO10.1016/50140-
6736(09)61965-6

See Comment page 700
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‘_L 1-1 Facts and Problems

Statin therapy is effective for
reduction of cardiovascular events!.?
and is generally recognised as being
safe and well tolerated.3

> However, researchers of six large
randomised placebo-control trials%~
have reported conflicting results about
the development of diabetes in
patients taking such drugs.



1-2a. Mini-review

> In the JUPITER* trial, 17802 adults
with no clinical or biochemical
diagnosis of diabetes based on
fasting glucose concentrations were
assigned rosuvastatin or placebo for
a median of 1.9 years.

-~ Significantly more individuals in the
statin group than in the placebo
group developed diabetes?©,



i 1-2b. Mini-review

y contrast, results from the
WOSCOP® study suggested that
pravastatin therapy might reduce the
frequency of diabetes.

» These findings have raised questions
about the safety of long-term use of
statins, 19 and led to calls for a
systematic exploration of the possible
effect of statin therapy on incident
diabetes.!!



Literature review

- References to previous & current
research

> Providing a fransition between
previous and current research

~ Arranging the order of all
references
~ Chronological
- Different approaches/models
- General/Specific to your own




Purpose of a Literature Review

*Establishes what is already known about a
particular topic and what methods have been used
in researching the topic

*Prevents you from reproducing what is already
known

*Exposes gaps in the literature and helps you
position your research



What should be covered in
‘_L literature review?

> What do scholars say about this topic?
> What are debates within this topic?

> What ideas do you agree (or disagree)
with?
> Why or why not?

> What has not been said about this
topic?




A Literature
Review

MY Literature Review

‘E} My view point
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i 1-3. Gap

> Overestimation of clinical
benefit or underestimation
of risk is potentially of
major public health
importance.



‘L Locate a Gap
>A gap or your
motivation of the study
-Describe a problem
-Propose a hypothesis
-Present a prediction




‘L 1-4. The present study

> To resolve this uncertainty, we
investigated this effect by
undertaking a meta-analysis of all
available published and
unpublished data from large
placebo-controlled and standard-
care-controlled statin trials,



Materials and Methods

> Study design is selected & the
subjects (patients, animals) to be
studied are defined.

> Interventions (treatment) are
decided on in detail.

> Measurements and other
observations to be made.

- Statistical procedures/limitations
for assessment of data.
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Seraching

abcam

Anti TRPMé antibody

d

Products Custom Support

Events Pathways

Products (1) Resources (0)

Contact us

Aboutus Careers

Filters
— Product types

Primary antibodies (1)

— Research areas

> Metabolism (1)

» Signal Transduction (1)

1 product result for Anti TRPM6 antibody

Anti-TRPMé antfibody (ab47017)

Specific References (1)

Description: Guinea pig polyclonal to TRPMé
Application: IHC-Fr

Reactivity: Rat (predicted: Mouse)
Conjugate: Unconjugated

(o 1)

[[] Compare (max 4)
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ome > Search Results > TRPM6 *

Products Analytics

Anti-TRPMG antibody (abcam)

Taconic - ) Mutations in Kelch-like 3 (Nature 2012 Aug 02)
Abgent . IS _ .. anti-KLHL3, 1:50 rabbit anti-CUL3, 1:800 or
" —— 8 392 | rne;;gns = 1:1200 guinea pig anti-TRPMG (ab66655, ab1871,
Abcam - W Recency fr— and ab47017; Abcam) and 1:400 or 1:800 goat anti-
AQP2 ..." (More...)
Creative BioMart i Quick View: Protocol Conditions v | Articles ¥
Novus .
Biorbyt . Anti-TRPMG6 (Abgent)
Aviva " oz /Siare The TRPM6/EGF Pathway Is Downregulated in a Rat
Mo... (PLoS One 2013 Feb 15) —
- ASSAYS (26) 3.00 Meoplions- S ‘. "Specific primary antibodies were applied overnight:
Expressing i ARRhy oo - ' ‘ anti-TRPM6 (Abgent, San Diego, USA), anti-TRPM7
Recency Assays

Activity = (Abcam, Cambridge, USA), anti-claudin-16
(Santa ..." (More...)

Mice -
Quick View: Protocol Conditions ¥ | Articles ¥
Sequencing E
+ Show More Anti-TRPMBG6 (Osenses)
- GENERAL Magnesium homeostasis in colon carcinoma-to¥o ) /i

s Bioz Stars cell... (Sci Rep 2015 Nov 13) 25 (o
e 3.00 Men o . |‘~ "... 100 mA for 16 h, and probed with anti-TRPM7

Collaborations Impact & nti-TRP -actin

e ey’




Laa=... SLc4A ¢ n PRODUCTS - ABOUT - SIGNIN |

Home > Search Results > SLC41A1 f

Products Analytics

Slc41a1 knockdown (KD Scientific)

KD Scientific - ) Knockdown of SLC41A1 magnesium transporter
Novus ¢ Bioz Stars promote... (Stem Cell Res Ther 20) S

Creative BioMart 465 :‘:19;;2"5 - ".' "... catenin , and Dkk1 in control (ctrl ) and Sic41a1

= knockdown (KD ) mMSCs with normal and high

; a W R
Aviva - Assays ‘ extracellular magnesium concentration ..." (More...)
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- ASSAYS (27)
' . Slc41a1 knockdown mMSCs (KD Scientific)
Expressing =
Mi — — ‘ Knockdown of SLC41A1 magnesium transporter
— Bioz Stars promote... (Stem Cell Res Ther 20)
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Show More
before ..." (More...)
GENERAL Quick View: Protocol Conditions | Articles v
Articles
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‘.h Results

~ Tables & Figures

> Viewing results

> Key results in detail
> Problems with results



Caloric Restriction Delays Disease
Onset and Mortality

CALORIE RESTRICTION DIET

Canto, 25

Although a senior citizen — the average rhesus monkey
lifespan in captivity is 27 — Canto, above, is aging fairly
well. Qutwardly, he has a nice coat, elastic skin, a smooth
gait, upright posture and an energetic demeanor. His
bloodwork shows he is as healthy as he looks.

Human equivalent Meals prepared by Mike Linksvayer, 36

Breakfast fermented Lunch tofu,
soybeans and garlic konyakku and carrots

MONKEY MENU
—— Daily calories =
445 885

Monkeys also receive an apple
each day.

HUMAN MENU
—— Daily calories =
2,000 3,000

Beverages, snacks and
desserts not shown. Diet varies
according o body lype, sex
and activity level

Dinner vegan sausage. kale,
tomate sauce and salad

in Rhesus Monkeys

NORMAL DIET

Owen, 26

He gets more foed, but Owen, above, isn't aging as well.
His posture has been affected by arthritis. His skin is
wrinkled and his hair is falling cut. Owen is frail and moves
slowly. His bloodwork shows unhealthy levels of glucose
and triglycerides.

Diet of an average, active human male of 36

Photos by Jim Wilsan and Tony Cenicola/The New York Times and Lars Klove for The New York Times
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Table 1. Clinical Features, Echocardiographic Measurements,
and Biochemical Values During Acute Hepatitis

1at Daw Tth Day
Svatolic arterial pressure 121.6 = 5.6 117.5 = 2.0
imm Hg)
hastohc arterial pressure 73.7Tx+ 1.5 2.7+ 2.1
imm Hg)
Heart rates (beata/min) T6.0 = 3.0 .
AST (ILI/L) 663.T = 168.5 EEI']’E+ 155-’1—
ALT (ITKYL) 1025.8 = 152.3 5594+ 155-5*
Total bilirubin (mg/dL) 6.1+ 1.2 2+ 1.0
ALB (g/dL) 2.T7T=x01 E.Ei DE
Prothrombin time (second) 12.0 = 1.0 12.4 + 0.3
Respiration rate { ime=/min) 18.2 = (L& 18.7T = 0.7

ALB, albumin; ALT, alanine aminotransferase; AST, aspartfafe
aminofransferase.

¥ P 0L05, upon admisston va. the 7th day. Resulis are expresaed
aa mean = SEM.
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‘_L Discussion m\
> Summarizing key results

> Mapping (relationship to
existing research)

> Achievement/Contribution

> Limitations/current and
future works/applications




Schematic representation of the mechanisms
involved in the neuroprotective effect of L-lactate
against excitotoxicity

From: L-Lactate protects neurons against excitotoxicity: implication of an ATP-mediated signaling cascade

K+
\/ 4/ \
k& ATP
Hyperpolarization
P e
— — Ca2t— Death °

.
NMDA Rc @)

Lactate (2)




i 4-1 summarizing key results

~ Initial phases of cellular death triggered by an
excessive glutamate stimulation are
characterized by a massive ionic and water
inflows.

» Taking advantage of the QP-DHM technique to
monitor transmembrane water fluxes.., we
demonstrate that L-Lactate acts as a signaling
molecule conferring neuroprotection against
excitotoxic insults through well-coordinated
mechanisms based on an increase neuronal
energy substrates availability.



4-2a Mapping (relationship to

i existing research)
Until now, the few in vitro studies exploring the

neuroprotective properties of L-Lactate have
suggested a mechanism of action involving the
maintenance of the cellular energy charge (18).

> Indeed, excitotoxicity is classically associated
with inhibition of oxidative phosphorylation
resulting in a loss of ATP to fuel ion pumps to
re-establish the ionic homeostasis (9,10).

> In agreement with that, the involvement of the
L-Lactate/Pyruvate pathway and the
mitochondrial activity was also observed in this
study.




4-2b Mapping (relationship to existing
research)

Another important data reported in the present study indicate
the existence of an additional mechanism independent of an
energetic role of L-Lactate linked to the formation of ATP ...

Indeed data indicate that ATP produced by the L-
Lactate/Pyruvate neuroenergetic pathway acts as signaling
molecule following its release through the ATP channels
pannexins, a mode of release in agreement with the biophysical
properties of the pannexins known to be a mechanosensitive
conduits for ATP sensitive to swelling (46,61).

Interestingly, ATP released by neurons acts in
autocrine/paracrine manner triggering an apyrase-sensitive
purinergic signaling (Fig. 5).



4-3 Achievement/contribution

Our study provides new evidences that L-Lactate can also
act as a signaling molecule in pathological contexts such
as excitotoxic processes.

Considering that astrocytes are the main producers of L-
Lactate in brain, our observations point to astrocytes as
pivotal cellular elements for neuronal protection against
excitotoxicity.

Therefore, during an excitotoxic situation, the
pathological release of glutamate from neurons would
strongly activate L-Lactate production and the release
from astrocytes which, in turn, would provide
neuroprotection by opening KATP channels, through the
P2Y2/PI3K pathway.



4-4 Limitations/current and
future work/applications

In this general context, it would be of interest to
determine whether differences in terms of levels of
expression and activation of the key elements involved in
the neuroprotective cascade induced by L-Lactate as
described in this study..

> ... could explain (or be involved in) the differential
physiological response of neurons to L-Lactate.

>

> The present results indicate that L-Lactate can be an
attractive candidate as a neuroprotective compound,
providing the opportunity to develop neuroprotective
strategies aimed at increasing the production of L-
Lactate by astrocytes.
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X UpToDate

In an all-new episode of UpToDate Talk, members of our clinical faculty discuss the
following important updates:

« Determining futility of resuscitation following out-of-hospital cardiac arrest
(Dr. Charles Pozner)

+ Management of hepatitis C in patients undergoing liver transplantation
(Dr. Rabert Brown)
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Wi ilson's disease

U PTO Date‘ Language Help
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"wilson ER'HHERR
FATE ET NN S = WRER

Wilson disease: Clinical manifestations, diagnosis, and natural history

...natural history of Wilson disease. The epidemiology, pathogenesis, and treatment of Wilson disease, as well
as a detailed discussion of the individual tests used to diagnose Wilson disease, are discussed separately ...

Diagnosis

Age at symptom onset

Low ceruloplasmin (<20 mg/dL or 200 mg/L), low serum copper concentration
Summary and recommendations

Dx Wilson disease (Algorithms)

Kayser Fleischer ring (Pictures)

Wilson disease: Diagnostic tests

...patients with Wilson disease should be screened for Wilson disease. This topic will review the specific
diagnostic tests used in the evaluation of patients with suspected Wilson disease. The epidemiology ...

Diagnostic approach
Serum copper concentration

Summary and recommendations




WILSON'S DISEASE
Wilson’s Disease

“"Hepatolenticular Degeneration”
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Wilson's disease: A Clinical autopsy case report with review of literature

Kalyani Raju, Gayathri Nagaraj Bangalore, Suresh Nagaraj Thuruvekere, and Venkatarathnamma Narayanappa
Pathavanalli’
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Abstract Go to: ()

Wilson's disease is an autosomal recessive disease resulting in defective copper metabolism, which is
usually seen in young adults, predominantly affecting liver and brain. Although it is not uncommon in
India, variation in epidemiology, clinical presentation and course are reported. However, community-based
incidence and prevalence rates are not available in India and incidences are limited to hospital based
reports. Most often, the diagnosis is delayed. We present a clinical autopsy case in a 39 year-old female
‘who had presented with clinical symptoms at 18 years of age. The duration of illness was 21 years. Patient's
parent had consanguineous marriage and the younger sibling had died at 5 years of age with similar
complaints.

Keywords: Clinical autopsy, Wilson's disease, autopsy, autosomal recessive disease

INTRODUCTION Go to: )

Wilson's disease (WD) is an autosomal recessive disease involving brain and liver secondary to altered
copper metabolism. About 47% and 55% of cases reported have positive family history and consanguinity,
respectively.[1] The symptoms are nonspecific and the disease may present as hepatic disease or
progressive neurological disorder (hepatic dysfunction being less apparent or occasionally absent) or as
psychiatric illness with liver disease. The liver disease may be asymptomatic. with only biochemical
abnormalities of cirrhosis.[1,2] A patient (5-40 years old) presenting with liver disease, with a decrease in

Med. 2015 Jan-Jun; 6(1): 248-252

World Journal of
Hepatology
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Phenotype-Genotype Correlation in Wilson Disease in a
Large Lebanese Family: Association of ¢.2299insC with
Hepatic and of p. Ala1003Thr with Neurologic Phenotype

Julnar Usta’, Antonios Wehbeh?, Khaled Rida", Omar El-Rifai’, Theresa Alicia Estiphan?,
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Impairment of time-based prospective memory
in patients with Wilson's disease
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Ablm = OBJECTIVE: The aim of this study ment of neuropsychiatricsymptoms™’. With neu-

investigate the effect of basal ganglia l&-  ropsychiatric symptoms. WD patients often man-
-b:n| Wilson's disease (WD) patients on ifest behavior or emational disorders (showing

- oy Y (EBPM) and .0 ive, instinctive behaviors, or depression
2 and mild cognitive deficir'®

Memory. an important cognitive function,

un:msmnzrnoos:‘mluf:wwn
patients and 30 age and education level
healti EBPM

were refers 1o the mental process in which individul
(an action whenever particulor words were experience 1s accumulated and preserved: it plays »
sented) and TBPM (an action at certain !lm!-) an important role in the entire mental activity.
:;': to test the of the  Cyurrently. two main types — retrospective memao-

ry (RM) and prospective memory (PM) — are
used 10 assess memory in 3 quantitative manner®.
RM refers to the memory of things or actions
that have occurred in the past, and PM refers to
the memory of completing a certzin activity at
the 2pprop time in the future. which can be
further divided into time-based prospective
memory (TBPM) and event-based prospective
memocy (EBPM)™. TBPM refers to the memory
of the execution of an action at a target time,
such as remembering to call a friend in 1 h.
EBPM refers to the memory of performing an sc-
tion when a specific target event occurs, such as
remembering 1o buy some fruits when passing by
a fruit stand. PM has important practical signifi-

pective rmmnz'ln WwD.
RESULTS: A significant difference was found
in the performance of TBPM (2.921.1 vs.
§.820.4, p<0.05), but not EBPM (5.420.7 vs.
§.520.7, p>0.05) in patients with WD compared
with lhe healthy controls.

CONCLUSIONS: Our resulis
that basal ganglia are involved in the prospec-
tive memory in patients with WD.

pective memary
CIVE meny.

Introduction

Wilson's discase (WD), a rare autosomal re-
cessive disorder of copper metabolism. is charac-
terized by copper accumulation m the liver, brain
and kidney!. Typically, WD begins with 2
presympiomatic period, during which copper ac-
cumulation I the liver causes subclinical hepati-
tis, and progresses to liver cirrhosis and develop-

activities of daily life. such as taking their med-
scation at a specific time.

Recent studies suggested that EBPM and
TBPM tasks may be mediated by different newnal
networks. By using positron emission tomogra-
phy technology. Okuda et al” showed that the
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prevalence of W should be higher than 1-30,000. The
difference between the number of diagnosed cases and
the thearetical value may be due to declined

ITRopucTIoN

Vilson's disease (WD), also named hepatoleaticular
degeneration, is an autosomal recessi enetic disonder
caused by defects of ATP7S gene! sease pecurs
sparadically all over |h. mxid is found in individuals
aged 3-80 years. bat m. childres and adolescents.
Males have a slightly rmm risk of developing WD than
females. possibly because of differeaces in estrogen
level and irom metabolism. Worldwide prevalence of

This

aried. mainly consisting of hepatic and
oms. Hepatic symptoms include acste
seases, for example. falminant hepatic
failure {also named as sbdominal Wilsonian disease) and
liver cirthosis. Neurological symptoms manly inclede
extrapyramidal symptams and neuropsy<histric symptams

sympams of WD) 2re often accompanied
and mocd disorder'™ Hemolytic amcmia and
musscle disarder are also presented ina Few paticnts.

384 mdividuals were randomly
sth ATP7H gene (1008 individuals. 1 & datny amd
. 14. 18 (5376 individuals. 5 k datz) were tested,
respectively. by gene sequencing. The Frequency of the 1 &
data is 00400056 and for the 5 k data, the frequency i
0.0044-00057. The result indicates that theoretically the

Once diagnosed with WD, the patient should have
a low-capper dict and receive anticopper treatment
fo. Western medicines for WD




irst sentences of 5 references

ilson’s disease (WD), a rare autosomal recessive disorder of copper
metabolism, is characterized by copper accumulation in the liver, brain
and kidney.

Initially described by Kinnear Wilson[1] in 1912, Wilson's disease
(WD), is the clinical condition resulting from mutations in the
chromosome 13q14 in the region coding for the protein product ATP7B,
and occurs in a sporadic fashion as well as inherited as an autosomal
recessive disease.

Wilson's disease (WD), also named hepatolenticular degeneration, is an
autosomal recessive genetic disorder caused by defects of ATP7B
gene.

Wilson's disease (WD) is an autosomal recessive disease involving brain
and liver secondary to altered copper metabolism.

Wilson disease (WD:; MIM# 277900) is an autosomal recessive, copper
transport disorder characterized by extensive phenotypic diversity.
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TRPM7 regulates sinoatrial node fibrosis in sick sinus syndrome rat by Angll/ Smads signaling pathway

Objective: To monitor the changes in the Ang II/TRPM7/Smads signaling pathway in sinoatrial node (SAN) tissue and its correlation with collagen synthesis; to study the role of TRPM7/Smads signaling pathway on Ang II-induced collagen synthesis in
cardiac fibroblasts (CFs) and investigate the possible regulatory mechanism of TRPM7/Smads on the fibrosis of SAN in rat with sick sinus syndrome (SSS).

> [eee

Methods: In the in vivo experiments of this study used 20% sodium hydroxide pinpoint pressing permeation method to establish SSS rat model. Forty-eight 12-week male Sprague Dawley (SD) rats were divided into six groups: normal control (control,
n=8); sham operation (sham, n=8); postoperative 1-week SSS (5551, n=8); postoperative 2-week SSS (5552, n=8); postoperative 3-week SSS (SSS3, n=8); and postoperative 4-week SSS (5554, n=8) groups. Distrbution and content of collagen in
the myocardium of all rats was assessed using PASM-Masson staining. Ang II, Col I, and Col III levels in Serum and SAN tissue of all rats were determined by ELISA. TRPM7 levels in SAN tissue in the rats were determined by immunohistochemistry.
TRPM7 mRNA expression was assessed by real-time PCR (RT-PCR); TRPM7, Smad2/p-Smad2 protein levels were determined by Western blot. In the in vitro experiments, the tissue explant cutture method was used to culture CFs from rat SAN
tissues, followed by immunocytochemistry and immunofiuorescence staining to identify the CFs. Supematant collagen levels in CFs were measured by ELISA, and TRPM7 mRNA expression in CFs was determined by RT-PCR. TRPM7 and Smad2/p-
Smad2 protein levels were determined by Western blot. After transfecting small interfering RNA (siRNA) to downregulate TRPM7 expression and transfecting plasmid DNA vector to gyerexpress TRPM7, the effect of TRPM7/Smad2 signaling protein on
Ang I1-induced CFs collagen synthesis was monitored.

Results: In the in vivo experiments, Ang II levels in serum and Ang II, Col I, and Col III expression in SAN tissues of the SSS1 group were significantly higher than in the sham group (P<0.05), and Ang II levels in serum and SAN tissues were peaked
in SSS rats at the third week after the operation. No significant differences in Ang II, Col I, or Col III levels in serum or SAN tissues were found between the sham and control groups (P>0.05); and no significant differences Col I and Col III levels in
serum were found among different groups (P>0.05). TRPM7 immunohistochemistry showed significantly higher levels of TRPM7 expression in SAN tissues in SSS1 group than in Sham group (P<0.05), and TRPM7 expression in SAN tissues were further
increased in 5552, SSS3, and 5554 groups (P<0.01). RT-PCR showed TRPM7 mRNA expression in SAN tissues of the SS51 group were significantly higher than in the sham group (P<0.01), and TRPM7 mRNA expression in SAN tissues were stil higher
in 5552, 5553, and 5554 groups than in sham group (P<0.01). Western blot analysis showed there were significantly more TRPM7 and p-Smad2 expression in SAN tissues of the SSS1 group than in control group (P<0.01), and there was stil more
TRPM?7 and p-Smad2 expression in SAN tissues in 5552, 5553, and 5554 groups (P<0.01). No significant difference in TRPM7 expression in SAN tissues was found between the sham and control groups (P>0.05). In the in vitro experiment showed that
Ang II promoted CFs collagen synthesis in dose-dependent manner. It also promoted TRPM7 and p-Smad2 expression in CFs. Reduced TRPM7 gene expression inhibited Ang II-induced p-Smad?2 protein expression and reduced Ang II-induced collagen
synthesis in CFs. Upregulated TRPM7 expression elevated Ang Il-induced p-Smad2 protein expression and promoted Ang II-induced collagen synthesis in CFs.

Conclusions: $SS promoted fibrosis of SAN tissues and enhanced Ang II and TRPM7/Smad2 signal protein expression in SAN tissues. Ang II-induced CFs collagen synthesis promoted TRPM7/Smad2 signal protein expression. Fibrosis of SAN tissues in
5SS rats might be taken place through the TRPM7/Smad?2 signaling pathway.

Keywords: Sick sinus syndrome; Sinoatrial node; angiotensin II; collagen type I, collagen type III, TRPM7, Smad2, p-Smad2. https - / /q uest_a pp a pps pot com /
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Introduction

AntConc is a freeware, multiplatform tool for carrying out corpus linguistics research and data-driven learning.
It runs on any computer running Microsoft Windows (tested on Win 98/Me/2000/NT, XP, Vista, Win 7),
Macintosh OS5 X (tested on 10.4.x, 10.5.x, 10.6.x), and Linux (tested on Ubuntu 10). It is developed in Perl using
ActiveState's PerlApp compiler to generate executables for the different operating systems.

Installation

Windows
On Windows systems, simply double click the AntConc icon and this will launch the program. Mo installation is
Necessary.

Macintosh 05 X
On Macintosh systems, first install and launch X11. X11 is a graphical toolkit that is available on the disks
included with the computer or via the Apple website. Next, double click double click the AntConc icon and this

will launch the program. No installation is necessary.
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e2let effect, oral Mg therapyvy has been shown to imnprove endothelial function significantly in patient:
water . may be a wuseful natural drink to improwe lipid metabolism and to prewvent atherosc
minerals like Mg, Fe, and Zn may also dmprowve haematopoisesis annd oxidatiwve stress becau
TLBRATY ET AL. werify this hypothesi=s and dmprowe  ouar understanding of  the significance of
Postnatal Mgsod infusion i=s safe and can idmprowe short-term outcome 1in infawnts with sewern
r¥r brain damage, enter injured tissue and dimprowe heurologic oubCcomes [253]. These results
minerals like Mg, Fe, and Zn may also dmprowve haematopoisesis annd oxidatiwve stress becau

11 against damage cauased by i=schemia and improwe its ability to  resist the effectk=s of o

ar di=sease [29] . Moreower, Mg supplements idmprowe diabetic state. Eight elderly, moderatelwy
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Analysis  System (SA8) system was used to perform the statistical analyses. A conditional
metric assay (i-Ca) (Bayer Diagnostics). To perform Erec-Mg measurements, red blood cells (K
s indicate that the choline exchang cann perform MgE+ efflux wia choline/MgZ+ exchange.
alleviated muscle spaswms occurring with jitEHSE perform wigorous physical actiwity, and physical exer
hem. Fertilization also uses micro-elements that perform a lot of important physiological functions
ould be expected that deficient wmice would perform poorly in this task. The purpose of
rence (PLED) test (one-tailed) was wused +to perform individual group comparisons when a sta
nt data on ionizged calcium and albumin to perform  additional analyses. We calculated nes
The function of NatMygét antiport is to perform efflux of Mgi+, to establish a low an
efflux [2]. The MNa+t+/ Mgzt anti- porter can perform £8Mgi+/24Mgz+ exchange [E]. Net uptake
5 significantly. It would be also of interest to perform other tests of nociception regarding the inf
olyte halance. Consedquently, the ability to perform physical work way be compromised. Many
neurclogical outcomes. Moreower, we did not perform pre-and postoperatiwve neuropsychological
f the present study is that we could not perform the assessment of total intracellular M
participant, all the women were adwized +to perform mild fto wmoderate physical activicy with
metaboliswm. It is therefore appropriate +to perform regression analysis, both with & and M
their relatiwve paucity in the diet and the body, perform important roles in regqulating whole-body met

of the influence of mineral status on ability to

newvertheless, it 1is ewvident that it could

perform

perform

under conditions that a physically actiwve ind

a physiclogical function within cells ¢




Suggest

1 the =ward samples from the area investigated suggest that fertilizmation and liming treatments on th
BPecently, it ha=s been Clinical finding=s suggest that maghesium depletion demonstrated that
weight and energy metabolism, some data suggest +that +this hormone could be involved in

atelet aggregation and arterial thrombosis s=suygest a wmechanism for atherothrombotic disease

o an insufficient medical survey. But we suggest that the decrease 1in melatonin levels at
itability, respectiwelwy. Thi=s lead=s wu=s to suggest the measurement of wmelatonin, extra-and i
to mag- Such geographical distributionh may suggest an  envi-nesium depletionn which may not b
ing ouantitatiwve pharmacokinetic models to suygest how it would be possible to become subs
nase acktiwity. Taken together, these data suggest that TRPMY?,; 1= role in cellular ion howmeo
ces antidepressant effects 1in rodents and suygest the involwvement of this=s ion in huaman  de;
ptom=s of migraine and postspinal headache =suggest a common pathophysioclogical correlate.  Maog

IMYEP may predispose to complications. The data suggest ahn autosomal dominant inheritawnce of IMWP that

d cardiac skeleton. Becently published reports suggest an autosomal dominant inheritance of the trait
vperlactataemia [£27, 5l]. Cohen =t al. [£22] =uggest that metabolism in IMVP is associated with inc
sma in the two groups. These results =strongly suggest a M in MVPS and indicate the low lewel of use

ol group who receiwed a placebo. These results suggest that the lessening of symptoms conld be duae to
ient=s. Certain clinical features in both groups suggest a relationship bhetween these two pathological
lled water jcontrol  group) . The=se result=s suggest that _deep sea water. may be a useful
ween [MgZ+]lc and MgE+ flux thus obtained =suggest  that MgEZ+ extcrusion is  steeply regulated
tered Ca EPF metcabolism. Our resultcs also suggest  thart higher lewels of Mg mwmay prewent th
t=s of bone loss [12]. These observations suggest that Mg bone, and plays inportant roles

high P diet. The result=s of this study suggest that increased dietary Mg supplementation

n the intestinal lumen [12]. Our result=s suggest that dietary Mg supplementation decreased
les= of circulating PTH concentration. We suggest that =suppression of bone resorption with
h P diet. In other word=s, these results suggest that bone resorption induaced by a high

oY O - The result=s in the present study suggest that high Ca intake had no preventcive e



‘L Create new sentences

> Magnesium supplements improve lipid
metabolism and prevent osteoporosis in
patients with DM.

> We could not perform the statistical
analyses in pre- and post-operative

> Our data suggest that the increased
dietary magnesium may be a useful...
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The Reviewology Scale

»>1: Deadly
»>2: Avoidable
> 3: Tolerable
>4: Okay
>5: Good

»>6: Amazing
»>7: Godlike




‘.h Possible Decisions

»Accept as is (rare)

»Accept if major or
minor revised

> Reconsider if revised
»Reject



i Good News

> Unconditional acceptance

~ Acceptance with minor revision

- Correction for spelling and grammatical
errors

» Improving illustration & tables
- Eliminating unmeaningful statements
- Shortening text or right fomat




Revising manuscript

~ Read all questions, comments and
opinions
> Read comments between the lines
> Point-by-point responses
- Answer to all comments
> Answer to the point
> Point-by-point
> Do not be frustrated by English
problem



‘L Manuscript gets reject

> Improper experimental design
> Data not support the conclusion

> Not provide new information
(originality, novelty and significance)
~ Attitude
> Not the end of the world
> Re-submission ?
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