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Statins stimulate
atherosclerosis and heart
failure: pharmacological
mechanisms

Expert Rev. Clin. Pharmacol. 8(2), 189-199 (2015)

In contrast to the current belief that cholesterol reduction with stating decreases
atherosclerosis, we present a perspective that statins may be causative in coronary artery
caleification and can function as mitochendrial toxins that impair muscle function in the heart
and blood vessels through the depletion of coenzyme Qo and ‘heme A, and thereby ATP
generation. Statins inhibit the synthesis of vitamin K, the cofactor for matrix Gla-protein
activation, which in turn protects arteries from calcification. Statins inhibit the biosynthesis of
selenium containing proteins, one of which is glutathione peroxidase serving to suppress
peroxidative stress. An impairment of selenopratein biosynthesis may be a factor in congestive
heart failure, reminiscent of the dilated cardiomyopathies seen with selenium deficiency.
Thus, the epidemic of heart failure and atherosclerosis that plagues the modemn world may
paradoxically be aggravated by the pervasive use of statin drugs. We propose that current
statin treatment guidelines be critically reevaluated.

Kevwonrps: atherosclercsis « ATF generation » coenzyme Q10 » heart failure » mitochondrial taxn « selenoprotein
» statin « statin cardiomyopathy « vitamin K,

ly

Safety, life-saving efficacy of statins have been exaggerated, says

Pharmacist: Beware of side effects

when taking statins
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EXCLUSIVE: Statins linked to
20,000 side effects and 227
deaths
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1. Introduction

2. Polyphamady in the various
settings

3. Corsequences of
polypharmacy

4. Evidence that unnecessary
drug wse can be improved

5. Expert opinion

6. Conclusion
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Review

Clinical consequences of
polypharmacy in elderly

Robert L Maher”, Jaseph Hanlon & Emily R Hajjar
"Dugueme Uiniversiyy, Pharmacy, 321 Bayer Building, 600 Forber Avenue, Pindvurgh, PA, LISA

Introduction: Polypharmacy, defined as the use of multiple drugs or more
than are medically necessary, & a growing concem for older adults. MEDLINE
and EMBASE databases were searched from January 1, 1986 to June 30, 2013)
to identify relevant articles in people aged = 65 years.

Areas covered: We present information about: i) prevalence of polypharmacy
and unnecesary medication use; ii) negative consequences of polypharmacy;
and iii) interventions to improve polypharmacy.

Expert opinion: International research shows that polypharmacy & common in
older adults with the highest number of drugs taken by those residing in nurs-
ing homes. Neardy 50% of older adults take one or more medications that are
not medically necessary. Research has clearly established a strong relationship
between polypharmacy and negative clinical consequences. Moreover, well-
designed interprofessional {often induding clinical pharmacist) intervention
studies that focus on enrolling high-risk older patients with polypharmacy
have shown that they can be effective in reducing aspects of unnecesary
prescribing with mixed results on distal health outcomes.

Keywords: ag=d, drug uslimsion, palypharmacy, suboptimal drg e

Experr Clpin. Drug Saf (2014) 13(1):57-65
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= renplly There s a lack of a consensus on how w define polyphamacy.
Key rescarch findings o date are thar the percentage of older
Readers an aduls with polypharmacy defined by medication count varies

acmss numerus studies and healthcare sewings. There are few
studies thar have used a validared implicit measure of unnec-
essary deug we and examined i predictive validity with
impomant health outcomes. In conrest, research has clearly
erblished a srrong rehdonship berween polyphamacy and
negative dinical consequences. Moreover, well-designed inver-
professional inervention studies thar focus on enrolling high-
risk older patients with polyplamiacy have shown thar they
can he effective in mducing aspecs of unnecessary dug we
prescribing with mixed resuls on distal health ourcomes.

In the United Smues in 2006, Medicdon Therapy Man-
agement (MTM) Services began where a collaborative effort
of a qualified pharmacist, the patient, or the camegiver and
an asormment of ather licensed health professionak vo po-
mote safe and effective use of medicarions and help the con-
cemed patient reap all the benefits of his medication (7).
MTM has dowly evolved and with mecent changes in 2013,
it will be mandated rthar all Medicare D (US government pro-
gram that helps pay for prescription drug costs) patients are w
receive an annual MTM, Mediciion Management Therapy
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guideline recommendations
in Lyme disease: the clinical o FUTERIES, TEHAHE T
management of known tick ‘ N
bites, erythema migrans J& HIVETT 2 iY
rashes and persistent disease

Expert Rev. Anti Infect. Ther. 12(9), 11031135 (2014) ° ﬁ%ﬂé i,IE l7£: #é,%ﬁij'\j Ilﬁ}ﬂ‘{ I7£:

Daniel J Cameron*’, Evidence-based guidelines for the management of patients with Lyme disease were developed

Lorraine B Johnson? by the International Lyme and Associated Diseases Society (ILADS). The guidelines address N NS N
and three clinical questions — the usefulness of antibiotic prophylaxis for known tick bites, the /EE‘ El _:H: N Z—\ ) :[z ) ) A “\ 7’
Elizabeth L Maloney?® effectiveness of erythema migrans treatment and the role of antibiotic retreatment in patients }_\E /N I:l T

ey with persistent manifestations of Lyme disease. Healthcare providers who evaluate and

intemational Lyme and Asscciated ; ; i
s oo e B st manage patients with Lyme disease are the intended users of the new ILADS guidelines,

Bethends D) 908371451, USA which replace those issued in 2004 (Exp Rev Anti-infect Ther 2004;2:51-13). These clinical vy
i ymeDisease.org, PO Bax 1352, Chico, ~ practice guidelines are intended to assist clinicians by presenting evidence-based treatment )EH @}X
€A 95927, LSA recommendations, which follow the Grading of Recommendations Assessment, Development

5
Parnership for Healng and Health 11, 4 Eyaluation system. ILADS guidelines are not intended to be the sole source of guidance

PO Box 84, Wyoming, MN 55002, LSA
.mm,_«o,:wmommmmm n managing Lyme disease and they should not be viewed as a substitute for dlinical
Tel.: +1 014 666 4665 judgment nor used to establish treatment protocols.

contact@danisicameronmd.com

Kevwosns: antibiotic prophylaxis » antibiotics = erythema migrans » GRADE * Lyme disease » persistent disease
* treatment
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An update on pharmacotherapy
for the treatment of fibromyalgia

Elena P Calandre’, Fernando Rico-Villademoros & Mahmoud Slim
T Universidad de Granada, Institura de Newvociencias, Cranada, Spain

EXPERT
OPINION

1. Introduction

2. Drugs approved for use in

Introduction: Fibromyalgia is a syndrome characterized by chronic general-
fibromyalgia or recommended

ized pain in addition to different symptoms such as fatigue, sleep
disturbances, stiffness, cognitive impairment, and psychological distress.
Multidisciplinary treatment combining pharmacological and nonpharmaco-
logical therapies is advised.

Areas covered: Publications describing randomized controlled trials and long-
term extension studies evaluating drug treatment for fibromyalgia were
searched in PubMed and Scopus and included in this review.

Expert opinion: Different drugs are recommended for the treatment of
fibromyalgia by different published guidelines, although only three of them
have been approved for this indication by the US FDA, and none have been
approved by the European Medicines Agency. According to the available
evidence, pregabalin, duloxetine and milnacipran should be the drugs of
cheoice for the treatment of this disease, followed by amitriptyline and
cyclobenzaprine. Other drugs with at least one positive clinical trial include
some selective serotonin reuptake inhibitors, moclobemide, pirlindole,
gabapentin, tramadol, tropisetron, sodium oxybate and nabilone. None of
the currently available drugs are fully effective against the whole spectrum
of fibromyalgia symptoms, namely pain, fatigue, sleep disturbances and
depression, among the most relevant symptoms. Combination therapy is an
option that needs to be more thoroughly investigated in clinical trials.

by clinical practice guidelines
Investigational drugs

4.  Expert opinion

Bibliography
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. An interesting review about pain
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Article highlights.

« Pharmacological treatment for fibromyalgia provides
only partial relief for pain, fatigue, sleep disturbances
and psychological distress.

Only pregabalin, duloxetine and milnacipran have been
approved by some of the medicine agencies for the
treatment of fibromyalgia, and must be considered first-
chioice drugs.

Armitriptyline, altthough not licensed for the treatment of
fibromyalgia, has shown to improve fibromyalgia
symptomatology and must be also considered as a drug
of choice.

The combination of two or more drugs in patients with
only partial response is an option to be considered.

The treatment of fibromyalgia should combine
pharmacological and nonpharmacolegical measures in
most of the cases.

This box summarizes key points contained in the article.
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Clinically relevant interactions .
between newer antidepressants

and second-generation
antipsychotics

Edoardo SpinaT & Jose de Leon

'Um'nma'q- af Mewina, Policlinico Universitario, Department of Clivical and Experimental

X BRHT T TR 1
25, BRI IR

EXPERT
OPINION

1. Introduction

2. Basic mechanisms of Dis
between newer
antidepressants and 5GAs

3. Spexific Dls between newer

Medicine, Mesina, Ty
antidenreacante and SGAc

Table 4. Practical summary of newer antidepressants and SGA drug interactions.

Antidepressants SGAs Outcome Actions

1 level several weeks™ In the absence of TDM use dose
after adding fluoxetine comection factor:?!

| level several weeks™ 05

after D/C fluoxetine

PK DI. Fluoxetine

Aripiprazole, iloperidone,
risperidone,

o IEMTRERAS IR XS
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Asenapine, amisulpride,
lurasidone, olanzapine
paliperidone, quetiapine,
Ziprasidone

Possibly no clinically relevant changes

Wl

vl Clozapine, olanzapine 0.75

qCJ e o Q e Lurasidone, guetiapine Unknown in dinical conditions

B—] '—‘4 9§‘ — 1A Asenapine, amisulpride, Possibly no clinically relevant changes
N — 8 '

g IIDJ ;I:*H /fI:l I E/\J*EETLJ paliperidone, ziprasidone

a PK. DI. Paroxetine 1 level 1 week after In the absence of TOM use dose

© adding paroxetine correction factor:!

E Aripiprazole, risperidone, | level 1 week after 0.5

] iloperidone Dv¥C paroxetine

— Clozapine 08

E
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