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Potentially desirable secondary effects of local anesthetics

Efeitos secunddrios potencialmente desejdveis dos anestésicos locais

Estela Maris Freitas Muri', Maria Matilde de Mello Sposito?, Leonardo Metsavaht?

ABSTRACT

Despite the use of local anesthetics (LAs) having the primary purpose  Keywords: Local Anesthetics/pharmacology, Sodium Channels,
of producing nerve blockages by the inhibition of Na+ channels, Literature Review by Topic
the literature has shown that these agents may have additional

pharmacological actions, also affecting the potassium and calcium

channels and acting on intracellular mechanisms. Besides causing

anesthesia, the LAs may act directly on other receptors and their

signaling pathways which are involved in processes of inflammation,

platelet activation, nociception, peripheral pain and arrhythmias,

among others, increasingly seeking better clinical efficacy and safety, in

addition to new and potentially useful properties for the LAs. Therefore,

the aim of this study is to search the scientific literature and review the

pharmacology and the additional potentially desirable effects of the

LAs used in medical clinic.

RESUMO

Apesar do uso dos anestésicos locais (ALs) ter a finalidade principal de  Palavras-chave: Anestésicos Locais/farmacologia, Canais de Sédio,
produzir blogueios nervosos pela inibi¢do dos canais de Na+, a literatura  Literatura de Revisdo como Assunto
tem mostrado que esses agentes podem ter acdes farmacoldgicas

adicionais, afetando também, os canais de potdssio e de cdlcio e agindo

em mecanismos intracelulares. Os ALs podem, além de causar anestesia,

agir diretamente sobre outros receptores e suas vias de sinaliza¢do que

estdo envolvidos nos processos de inflamagdo, ativa¢do plaquetdria,

nocicep¢do, dor periférica e arritmias, dentre outras, buscando cada

vez mais, uma melhor eficdcia e seguranga clinica, além de novas e

potencialmente Uteis propriedades para os ALs. Assim, o objetivo deste

estudo foi pesquisar em literatura cientifica e descrever uma revisdo da

farmacologia e dos efeitos adicionais potencialmente desejdveis dos

principais anestésicos locais usados na clinica médica.
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INTRODUCTION

The first local anesthetic (LA), discovered by
chance in the 19th century was cocaine. Al-
bert Niemann was the first to isolate cocaine in
1860. Later, Sigmund Freud studied its physi-
ological actions and Carl Koller introduced
cocaine into clinical practice, in 1884, as an
anesthetic for topical use in ophthalmologic
surgeries. Due to its toxicity and addictive
properties, research for the discovery of syn-
thetic substitutes was initiated, resulting in the
synthesis of procaine, which became the pro-
totype for all the LAs for about half a century.
In 1943, lidocaine was synthesized, thus origi-
nating the class of aminoamides.'

The action mechanism of the LAs is con-
nected to the reversible blockage of the Na+
channels dependent on voltage, impeding the
influx of Na+ necessary to initiate and propa-
gate the action potentials, maintaining the cell
in a state of rest. Local anesthetic acts by para-
lyzing the peripheral sensory nerve endings, or
by interrupting the transmission of sensitivity
to pain between the nerve endings (nocicep-
tors) and the encephalon. These agents can
also affect the potassium and calcium channels
and act in intracellular mechanisms.?

The LAs, in general, are weak bases, with
pk_ values of around 8 or 9, which is why they
are partially ionized in the physiological pH. In
their structure they present an ester or amide
link, which leads to a higher or lower suscepti-
bility to metabolic hydrolysis. Drugs contain-
ing the ester function, procaine for example,
are normally inactive in the plasma or tissues
by estearases.> Drugs containing the amide
function are more stable and generally have a
longer half-life.**

The desirable characteristics for an anes-
thetic molecule include, aside from a revers-
ible action of long duration and the selectivi-
ty between being a sensory block and a motor
block, the reduction of local or systemic tox-
icity. In addition it cannot be an irritant to
the tissues or cause permanent damage to the
nerve structures.’

In recent decades, new studies have revealed
other potentially desirable effects of Las, aside
from the effects of anesthesia, showing a prom-
ising future for this class of compounds.

-
METHOD

The strategy of bibliographical search was car-
ried out using the following data bases: Pubmed,
Medline, the Bireme base (Virtual Library on

health), Scopus and the Cochrane Library, in
addition to didactic books. All years available
were researched, by means of the following rel-
evant phrases and key words: Local anesthetics,
side effects of local anesthetics, secondary ef-
fects of LAs, lidocaine, procaine, bupivacaine,
ropivacaine, and uses for local anesthetics.

Undesirable effects of LAs

LAs interfere with the function of various
organs in which nerve impulses occur. The
main toxic effects of LAs come from systemic
absorption subsequent to regional adminis-
tration, and can lead to neurotoxicity and/
or cardiotoxicity. LAs can stimulate the CNS
causing agitation, jitters, and tremors. High
concentrations can trigger CNS depression
and respiratory insufficiency, leading to death.
Cardiac toxicity is characterized by a reduction
in electrical excitability, conduction, strength,
and myocardial contraction. LAs depress in-
testinal contractions and also relax the smooth
vascular and bronchial muscles. They also af-
fect the transmission at the neuromuscular
junction. Therefore the risk of toxicity can be
minimized according to the following prem-
ises: I) use the lowest concentration possible,
if necessary, dilute; ii) avoid injection directly
into the intravascular space; iii) use epineph-
rine to reduce absorption of the LA by the
bloodstream thereby prolonging the anesthet-
ic effects; iv) modify the dosage for patients
with greater risk of systemic toxicity."”*

Lidocaine (Xylocaine, Lignocaine)
Lidocaine represents the prototypical amide-
class LA. It produces anesthesia more quickly
and intensely than an equal concentration of
procaine. Its sympathetic-colytic actions in ad-
dition to its anesthetic action can replace pro-
caine for patients who have contra-indications
to derivatives of the p-amino-benzoic acid
group (PABA) or esters, but is S0% less vaso-
dilating than procaine. It must not be used in
cases of hyper-sensitivity to the amide group,
in patients with neurological, cardiac, or he-
patic disorders, or with severe arterial hyper-
or hypo-tension.

In low concentrations LAs are able to sup-
press the spontaneous neural discharges re-
sponsible for neuropathy. As such they have
long been used for the analgesia in diabetic neu-
ropathy, neuralgias, peripheral nerve damages,
and sympathetic reflex dystrophy. However, in
spite of their effectiveness in treating pain, sys-
tematic LAs are limited in use due to adverse
reactions from the central nervous system.

The use of topical LA formulations can
be an effective alternative for systemic release

systems in the treatment of chronic pain. Such
formulations are widely used as topical anes-
thetics for small surgical procedures and in the
treatment of post-herpetic neuralgia (PHN),
especially at ages at which the patient is more
susceptible to adverse systematic reactions.''?

Several works describe the efficacy of using
topical 5% lidocaine patches in the treatment
of PHN. The action mechanism proposed
for lidocaine is in reducing the generation
and conduction of peripheral nerve impulses
through the blockage of the Na* channels in
the injured nociceptors situated directly be-
neath the application. '>'3!*

The complex regional pain syndrome
(CRPS) can be treated with a regional block-
ing anesthetic to promote analgesia and enable
medical physical rehabilitation. Sympathetic
blocking through the use of intravenous lido-
caine which, actuating the “wind-up” phenom-
enon, helps desensitize the affected region, has
long been used in the treatment of CRPS."

The myofascial pain syndrome (MPS) is
one of the most common causes of muscular-
skeletal pain. One study was done to compare
the effects of lidocaine patches, placebos, and a
5% bipuvacaine injection on MPS symptoms
in terms of pain, disability, and local tissue
hyper sensibility. All pain symptoms were al-
leviated by using lidocaine patches and the bi-
puvacaine injection when compared with the
placebo, emphasizing a preferential therapy
with lidocaine patches in patients whose dis-
comfort with the injection was particularly
great.'® t is also known that lidocaine is capa-
ble of controlling pain, many times stabbing, in
the muscular spasms of dorsalgia.'”

Soft tissue injection with cortical steroids
and local anesthetics can bring relief from
chronic lumbar pain associated with myofas-
cial syndrome and fibromyalgia."® A clinical
study was made with 25 patients to demon-
strate the initial results obtained using injec-
tions of 1% lidocaine without a vasoconstric-
tor into the trigger points in the treatment of
chronic lumbar pain with myofascial origins.
The results confirmed the effectiveness of the
technique on chronic lumbar pain that showed
resistance to other forms of treatment, empha-
sizing the deactivation of the trigger points as
an efficient therapeutic modality."

EMLA cream (2.5% lidocaine + 2.5% pri-
locaine) is one of the best known topical for-
mulations containing lidocaine. It provides
the maximum benefit when applied with a
plaster, to improve absorption, in 30-60 min-
utes. EMLA is often used for skin anesthesia
for small vascular procedures and superficial
laser treatments.?**!
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The cream ELA-Max is marketed in Brazil
under the name Dermomax (4% lidocaine)
and is also a topical formulation very com-
monly used for temporary relief of pain asso-
ciated with small cuts that only affect the epi-
dermis, small burns (first degree), irritations,
and insect bites. It is also used before proce-
dures such as venipuncture or intradermal,
subcutaneous, or intramuscular injections, or
laser skin treatment. It is a topical anesthetic
with a technology that enhances the skin’s
absorption of the product and promotes the
rapid onset of action with a prolonged effect.
The medicine enables the dispersion of active
substances thanks to multi-layered phospho-
lipid spheres that mimic cutaneous lipids and
incorporate themselves into the corneal ex-
tract of the skin.?»*

Another pharmaceutical form used in the
treatment of PHN is a measured-dosage spray
of 8% lidocaine (Xylocaine pump spray’, XPS).
Double-blind random clinical testing against a
placebo was performed on patients with PHN
wherein 79% felt satisfied with the therapy due
to immediate pain relief, lack of adverse sys-
temic reactions, and the convenience of using a
spray.** The same lidocaine spray was success-
fully used in a clinical test in the treatment of
post-traumatic peripheral neuropathy, result-
ing in a reduction in the visual analog scale for
continuous pain.*®

Anti-arrhythmic drugs constitute the
main therapy in suppression of atrial fibril-
lation. The class I of these anti-arrhythmia
drugs are generally local anesthetics, which
act on the nerve membranes and myocardi-
um by reducing the inhibiting conduction to
the zero phase of the potential of action. In-
travenous lidocaine is specifically indicated in
ventricular arrhythmia related to myocardial
ischemia.?*?” Adverse reactions include vom-
iting and convulsions that predominantly in-
volve the CNS and the heart.?®

Various studies have demonstrated the
synergistic interaction of local anesthetics with
neuromuscular blockers (NMB) in vitro and in
vivo by venous and epidural means.”* The as-
sociation of a NMB and a local anesthetic re-
sults in an enhancement of the neuromuscular
blocking effects. Cardoso et al*! described the
effects of lidocaine on the pharmacodynamics
of rocuronium, an NMB indicated in situa-
tions where rapid tracheal intubation may be
necessary. In this study, lidocaine administered
prior to the rocuronium was not able to speed
the onset of this NMB’s action, but prolonged
its pharmacological duration without extend-
ing the time for complete recovery of neuro-
muscular function.

One alternative for the use of lidocaine is
based on its neuroprotecting effects in cases
of cerebral ischemia®* Lei et al**** studied
the neuroprotecting effects of small doses
(10pmol/L) of lidocaine in a cerebral isch-
emia model using rats and concluded that pre-
treatment with the LA significantly reduce the
amount of ischemic necrosis, improved the
neurological results, and inhibited post-isch-
emic weight loss. In spite the good results in
animal models, tests on humans are still neces-
sary for future inclusion into clinical practice.

Among the other anti-inflammatory and
anti-coagulant drugs tested, lidocaine showed
the best results as far as diminishing the inci-
dence of neurological decompression sickness
in a test on rats, having a better chance of suc-
cess in a support therapy for this disease.

Various studies have shown that using an in-
travenous infusion of lidocaine diminishes the
duration of hospitalization and improves anal-
gesia and post-operative gastro-intestinal motil-
ity (after ileal surgery). The anti-inflammatory
action of lidocaine could be the mechanism re-
sponsible for these beneficial effects.***’

LAs also show antiviral activity as de-
scribed in various works. One controlled dou-
ble-blind study against a placebo in patients
with herpes simplex virus showed good results
with a topical application of a lidocaine/prilo-
caine cream. This treatment resulted in a 50%
reduction of the symptoms and eruptions re-
sulting from the viral infection.***

Procaine (Novocaine)
Introduced in 1908, procaine was the first in-
jecting synthetic LA. These days it is only used
for infiltrations in soft tissue, blocking trigger
points and mesotherapy. Procaine can be used
as an alternative LA in cases of allergic reac-
tions to the LAs of the amide group.**
Procaine is used in penicillin G preparations
because the peak serum concentration of the
penicillin G declines rapidly after intramuscu-
lar injection owing to its half life being only 30
minutes. With procaine, penicillin G is released
slowly from the injection site and produces low
but continuous concentrations of the antibiotic
into the body, and can be found in the muscle
up to even five days after the injection. The pres-
ence of procaine also makes the injection less
painful due to its anesthetic effect.>*
Infiltrations with 0.5% procaine are an ef-
ficient therapeutic resource in cases of MPS.
The use of procaine is justified by its advantage
of giving a rapid effect and by its lower level of
local muscular toxicity. Also, the lower concen-
tration of anesthetic reduces the risk of adverse
systemic reactions.**

Jin et al described a study concerning the
development of new formulations of procaine
in a gel with appropriate bioadhesive proper-
ties. Different permeability enhancers were
studied such as glycoids and non-ionic surfac-
tants in an attempt to optimize the speed of
skin permeation. The procaine gel containing
oleo-ethers of polyoxyethylene showed twice
the analgesic activity compared to the control,
emphasizing the efficacy of using enhancers in
bioadhesive formulations of Las’ gels.*

Procaine and its derivatives have also been
studied as anti-cancer agents acting by inhib-
iting DNA methyltransferase and inhibiting
the growth of cancerous breast cells. Various
works have emphasized procaine as a prom-
ising future anti-cancer therapy based on epi-
genetics.”* Procaine hydrochloride has been
shown to increase anti-tumor activity as well
as reduce the nephro-and hemo-toxicity of
cisplatin, a drug often used in the treatment
of ovarian and testicular carcinomas in tests
on rats. The protective and enhancing effects
of procaine and its metabolites can be attrib-
uted to their direct and indirect effects on
the pharmacokinetics and pharmacodynam-
ics of cisplatin.*® The antitumor activity of a
hydrochloride complex of platinum (DPR)
formed between procaine and cisplatin is also
described. This study suggests that DPR acts
by inducing apoptosis and exhibits a selective
mechanism of action against two types of tu-
mors, neurobastoma and SCLC (small-cell
lung cancer). Despite being a monofunctional
platinum compound, DPR is capable of form-
ing a bifunctional adduct for the liberation of
procaine residue.’"*

When mixed with other medicines, pro-
caine diminishes vascular absorption and
increases the half-life, permitting rapid, com-
plete, and prolonged diffusion of medicines
despite its anesthetic potential being only one
fifth that of lidocaine and its length of action
being very short. Even though the efficacy of a
product within a local pathology is a function
of its length of time near the injury, procaine
can be considered an effective therapeutic vec-
tor. It is much less toxic than the majority of
lidocaines.™ All these characteristics probably
make procaine an attractive drug in the meso-
therapeutic method."”**

Bupivacaine (Marcaine,
Sensorcaine)

Bupivacaine is available for clinical use in its
enantiomeric racemic form. The S enantiomer,
levobupivacaine (Chirocaine), is less cardio-
toxic and seems to have less anesthetic po-
tency. Its use is described for epidural, caudal,
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and spinal anesthesia, also for peripheral nerve
blocks, for ophthalmic and dental anesthesia,
in varying pediatric applications, and regional
intravenous anesthesia.*

The LAs most widely used in the treatment
of chronic and acute pain are of the amino-
amide type. Bupivacaine is a potent anesthetic
capable of producing prolonged anesthesia.
This characteristic, along with its tendency to
provide more sensory blockage than motor,
makes it a popular drug for prolonged analge-
sia in the post-operative period.*>*

Various authors have described the sub-
stantial reduction of post-operative laparo-
scopic cholecystectomy with the use of local
intra-peritoneal anesthesia.””>* In one of these
clinical trials, 0.5% levobupivacaine was ad-
ministered to pre-surgical patients, resulting in
a significant diminution of pain and the need
for opioid, thereby emphasizing the efficacy
and safety of the technique.”

Local anesthetics can be used intra-ar-
ticularly to prevent pain after arthroscopic
knee surgery in a therapy of pre-emptive an-
algesia, which permits attenuation or preven-
tion of central sensitization induced by the
surgery.®*S" Nonetheless, the duration of the
analgesia furnished by these anesthetics is
short and the patients may need an analgesic
with opioids.”* Elsharnouby et al © studied
the influence of adding magnesium sulphate,
an antagonist of the N-methyl-D-aspartate
(NMDA) receptors, to the intra-articular bu-
pivacaine injection in post-surgical patients
in an attempt to improve and prolong the
analgesia induced by this local anesthetic. It
is known that the NMDA receptors located
along the peripheral and visceral pain path-
ways play an important role in nociception.
This study reveals a better post-operative
analgesia with bupivacaine-magnesium sul-
phate in comparison with the placebo.®

Clonidine, an adrenergic a, antagonist,
is added to intrathecal LAs to improve intra-
operative analgesia and to increase the dura-
tion of the sensory and motor blockage. It
enhances the effects of the opioid and LAs,
acting on the receptors coupled with the K*
channels, increasing the extracellular conduc-
tance of K*.667

A study seeking to distinguish the efficacy
of the analgesic properties of levobupivacaine
alone or in combination with clonidine,®
when administered as an epidural infusion was
made for the treatment of post-operative pain
in hip-replacement patients. The therapy with
the combination of the two drugs was well tol-
erated and presented better analgesia than that
using the LA alone.”

Taking into account that the desirable char-
acteristics of an LA are long-lasting action, se-
lectivity, and low local and/or systemic toxicity,
one successful alternative these days is a modi-
fied release, through the formation of inclusion
complexes with cyclodextrins or liposomes.”*”*
Moraes et al”* described a study concerning the
formation of inclusion complexes of levobupi-
vacaine with cyclodextrins, emphasizing the
release and characterization of these complexes.
This work showed that the complexation of LAs
causes changes in the properties of the medicine
such as increased solubility and modification of
the release profile.

Bupivacaine forms stable structures with
DNA plasmids encapsulated in liposomes.
Within these structures, the DNA is pro-
tected from degradation by the nuclease. In-
tramuscular and intradermal administration
of the DNA-bupivacaine mixtures generate
a better immune response than with using
DNA alone. The bupivacaine-DNA complex
serves as a DNA liberation system in vaccines
and gene therapy.”>”

Some LAs, including lidocaine, tetracaine,
prilocaine, and bupivacaine have the capacity
to inhibit the growth of Candida albicans. One
study with lidocaine and bupivacaine showed
that these agents present a fungistatic action at
low concentrations due to metabolic damage
to the fungus, while at higher concentrations,
they present fungicidal action due to direct
damage to the cytoplasmatic membrane.”

Ropivacaine (Naropin)

Ropivacaine and levobupivacaine are two
long-acting LAs recently introduced to the
market. Ropivacaine has a moderate onset,
long duration, conduction blockage, and sig-
nificant separation between sensory and mo-
tor blockage. It was developed as an alternative
to bupivacaine and, by being an isomerically
pure compound, appears to present fewer
CNS and cardiotoxic effects.”® It is useful ad-
ministered epidurally or by infiltration, and al-
leviates post-operative pain.”*”’

Aside from LAs being used as nerve block-
ages by inhibiting the Na* channels, it has be-
come clear that these agents can have addition-
al therapeutic actions, also affecting potassium
and calcium channels and acting in intracellu-
lar mechanisms.>”

The use of anesthesia and analgesia is as-
sociated with a significant reduction in the
incidence of deep vein thrombosis (DVT)
and pulmonary thrombi-embolism (PTE)
after orthopedic or urologic surgery. Epidu-
ral anesthesia exerts a protecting effect on
the coagulation system to prevent a state of

pre-operative hyper-coagulability. 7 Hoéne-
mann et al demonstrated the inhibition of
the thromboxane A, signal path (TXA,)
through the use of ropivacaine, bupiva-
caine, and lidocaine in a recombinant model
with interference to the platelet aggrega-
tion, which could partially explain the anti-
thrombotic actions of the epidural analgesic
and venous infusion of LAs. 7%

LAs have also shown anti-inflammatory
actions influencing various cellular func-
tions such as phagocytosis and the produc-
tion of peroxide (hydrogen peroxide??),
which are relevant in inflammatory pro-
cesses. *’ In this context, the work done by
Blumenthal et al*! described the anti-inflam-
matory effects of low and clinically-relevant
doses of ropivacaine on neutrophils and pul-
monary endothelial and epithelial cells in
vitro and in vivo.

The intravenous administration of LAs is
prescribed for patients with bronchial hyper-re-
activity as a method for mollifying bronchi-con-
striction during tracheal intubation. Groeben et
al concluded that lidocaine and ropivacaine sig-
nificantly attenuated bronchi-spasms induced
by histamine, emphasizing that other properties
of LAs, aside from just their anesthetic effects,
were responsible for the attenuation of bron-
chial hyper-reactivity. *>%3

Some studies suggest a microbial activity
of the LAs against a wide spectrum of hu-
man pathogens. The action mechanism for
the anti-bacterial activity has not yet been
totally clarified, but it is believed that this
activity owes itself to a rupture of the cell
membrane, leading to the cell components
spilling out and the consequent death of the
cell. 3% The anti-bacterial effects do not de-
pend solely on the length of the LA’ alkyl
chain, but also on the chemical configura-
tion of the compound, representing a greater
potency for the R isomer. This is why ropi-
vacaine, a pure S isomer, presents less anti-
bacterial activity than the other LAs such as
bupivacaine and lidocaine. *

-
CONCLUSION

LAs present a variety of pharmacological ac-
tivities, not only the local anesthesia by inhi-
bition of the Na* channels, but also by action
at other receptor sites and intracellular mecha-
nisms. In spite of the great interest in the scien-
tific community in these alternative therapeu-
tic actions, many studies have been conducted
only in animal models, further limiting the
additional uses of these compounds in other
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pathologies. Thus, more clinical trials on hu-
mans are necessary before the implementation
of alternative therapies with LAs.

The search for better clinical efficacy and

safety, as well as new and potentially useful
properties of LAs, should be the objective of
future research into this class of compounds.

-
REFERENCES

1.

1

o

11.

1

13.

14.

15.

16.

17.

18.

19.

N

Catterall WA, Mackie K. Local anesthetics. In: Hard-
mons J. Goodman and Gillman’s the pharmacologic
basis of therapeutics. 11" ed. Columbus, OH: Mc-
Graw Hill; 2006.

Pecher S, Béttiger BW, Graf B, Hollmann MW. Alter-
native effects of local anesthetic agents. Anaesthesist.
2004;53(4):316-25.

Jewell C, Ackermann C, Payne NA, Fate G, Voorman
R, Williams FM. Specificity of procaine and ester
hydrolysis by human, minipig, and rat skin and liver.
Drug Metab Dispos. 2007;35(11):2015-22.

Rang HP, Dale MM, Ritter JM, Flower RJ. Farmacolo-
gia. 6. Rio de Janeiro: Elsevier; 2007.

Rosenberg PH, Veering BT, Urmey WF. Maximum
recommended doses of local anesthetics: a multifacto-
rial concept. Reg Anesth Pain Med. 2004;29:564-75.
Paiva LCA, Cavalcanti AL. Anestésicos locais em
odontologia: uma revisio de literatura. Publ UEPG Ci
Biol Satide. 2005;11(2):35-42.

Harmatz, A. Local Anesthetics: Uses and Toxicities.
Surg Clin N Am. 2009;89(3): 587-98.

Sawynok J. Topical and Peripherally Acting Analge-
sics. Pharmacol Rev. 2003; 55(1):1-20.

Priest BT. Future potential and status of selective so-
dium channel blockers for the treatment of pain. Curr
Opin Drug Discov Devel. 2009;12(5):682-92.

. Jensen TS, Madsen CS, Finnerup NB. Pharmacology

and treatment of neuropathic pains. Curr Opin Neu-
rol. Curr Opin Neurol. 2009;22(5):467-74.

Devers A, GalerBS. Topical lidocaine patch relieves a
variety of neuropathic pain conditions: an open-label
study. Clin J Pain. 2000;16(3):205-8.

Sampathkumar P, Drage LA, Martin DP. Herpes zos-
ter (shingles) and postherpetic neuralgia. Mayo Clin
Proc. 2009;84(3):274-80.

Hempenstall K, Nurmikko TJ, Johnson RW, A’'Hern
RP, Rice AS. Analgesic therapy in postherpetic neu-
ralgia: a quantitative systematic review. PLoS Med.
2005;2(7):e164:0628-44.

Wallace MS. Calcium and sodium channel antago-
nists for the treatment of pain. Clin ] Pain. 2000;16(2
Suppl):S80-S.

Yeng LT, Godinho FLF, Teixeira MJ. Sindrome com-
plexa de dor regional. In: Teixeira MJ. Dor: contexto
interdisciplinar. Curitiba: Maio; 2003. p. 217-30.
Affaitati G, Fabrizio A, Savini A, Lerza R, Tafuri E,
Costantini R, et al. A randomized, controlled study com-
paring a lidocaine patch, a placebo patch, and anesthetic
injection for treatment of trigger points in patients with
myofascial pain syndrome: evaluation of pain and somat-
ic pain thresholds. Clin Ther. 2009;31(4):705-20.
Metsavaht L, Metsavaht O, Metsavaht R. Mesotera-
pia anitomo-clinica na dor musculo-esquelética. In:
Teixeira MJ. Dor: contexto interdisciplinar. Curitiba:
Maio: 2003. p. 673-88.

Braun W. Lombalgias. In: Teixeira MJ. Dor: contexto
interdisciplinar. Curitiba: Maio; 2003. p. 464-72.
Lima ICM, Seguchi HHK, Imamura M, Saito ET,
Pinho CP, Imamura ST. Tratamento da lombalgia
cronica pela inativacio de pontosgatilho miofasciais:
experiéncia da Divisao de Medicina Fisica da FMUSP.
Acta Fisiatr. 1999;6(1):10-3.

20.

2

—_

22.

23.

24.

25.

26.

27.

28.

29.

30.

3

—_

32.

33.

34.

3S.

36.

37.

Kaweski S. Topical anesthetic creams. Plast Reconstr
Surg. 2008;121(6):2161-S.

. Eldelman A, Weiss JM, Lau J, Carr DB. Topical an-

esthetics for dermal instrumentation: a systematic
review of randomized, controlled trials. Ann Emerg
Med. 2005;46(4):343-51.

Tang MB, Goon AT, Goh CL. Study on the effi-
cacy of ELA-Max (4% liposomal lidocaine) com-
pared with EMLA cream (eutectic mixture of lo-
cal anesthetics) using thermosensory threshold
analysis in adult volunteers. ] Dermatolog Treat.
2004;15(2):84-7.

Eichenfield LF, Funk A, Fallon-Friedlander S, Cun-
ningham BB. A clinical study to evaluate the efficacy
of ELA-Max (4% liposomal lidocaine) as compared
with eutectic mixture of local anesthetics cream for
pain reduction of venipuncture in children. Pediatrics.
2002;109(6):1093-9.

Kanai A, Kumaki C, Niki Y, Suzuki A, Tazawa T, Oka-
moto H. Efficacy of a metered-dose 8% lidocaine
pump spray for patients with post-herpetic neuralgia.
Pain Med. 2009;10(5):902-9.

Kanai A, Segawa Y, Okamoto T, Koto M, Okamoto H.
The analgesic effect of a metered-dose 8% lidocaine
pump spray in posttraumatic peripheral neuropathy: a
pilot study. Anesth Analg. 2009;108(3):987-91.
Burashnikov A, Di Diego JM, Zygmunt AC, Belardi-
nelli L, Antzelevitch C. Atrial-selective sodium chan-
nel block as a strategy for suppression of atrial fibrilla-
tion. Ann N'Y Acad Sci. 2008;1123:105-12.

Hanck DA, Nikitina E, McNulty MM, Fozzard HA,
Lipkind GM, Sheets MF. Using lidocaine and benzo-
caine to link sodium channel molecular conformations
to state-dependent antiarrhythmic drug affinity. Circ
Res. 2009;105(5):492-9.

Mehanna AS. Cardiac agents: cardiac glycosides, an-
tianginal and antiarhytmic drugs. in: Williams DA,
Foye WO, Lemke TL. Foye’s Principles of Medicinal
Chemistry. 5" ed. Philadelphia: Lippincott Williams &
Wilkins; 2002. p. 497-517.

Gracies JM, Simpson D. Neuromuscular blockers.
Phys Med Rehabil Clin N Am. 1999;10(2):357-83.
Taivainen T, Meretoja OA, Rosenberg PH. The effect
of epidural bupivacaine on vecuronium-induced neu-
romuscular blockade in children. Acta Anaesthesiol
Scand.1994;38(5):453-6.

. Cardoso LSM, Martins CR, Tardelli MA. Efeitos da

lidocaina por via venosa sobre a farmacodindmica do
rocurdnio. Rev Bras Anestesiol. 2005;55(4):371-80.
Cao H, Kass IS, Cottrell JE, Bergold PJ. Pre or pos-
tinsult administration of lidocaine or thiopental at-
tenuates cell death in rat hippocampal slice cultures
caused by oxygen-glucose deprivation. Anesth Analg.
2005;101(4):1163-9.

Lei B, Cottrell JE, Kass IS. Neuroprotective effect of
low-dose lidocaine in a rat model of transient focal ce-
rebral ischemia. Anesthesiology. 2001;95(2):445-51.
Lei B, Popp S, Capuano-Waters C, Cottrell JE,
Kass IS. Lidocaine attenuates apoptosis in the isch-
emic penumbra and reduces infarct size after tran-
sient focal cerebral ischemia in rats. Neuroscience.
2004;125(3):691-701.

Montcalm-Smith EA, Fahlman A, Kayar SR. Pharma-
cological interventions to decompression sickness in
rats: comparison of five agents. Aviat Space Environ
Med. 2008;79(1):7-13.

Herroeder S, Pecher S, Schénherr ME, Kaulitz G, Hah-
nenkamp K, Friess H, et al. Systemic lidocaine short-
ens length of hospital stay after colorectal surgery: a
double-blinded, randomized, placebo-controlled trial.
Ann Surg. 2007;246(2):192-200.

Kaba A, Laurent SR, Detroz BJ, Sessler DI, Durieux
ME, Lamy ML, Joris JL. Intravenous lidocaine infu-
sion facilitates acute rehabilitation after laparoscopic
colectomy. Anesthesiology. 2007;106(1):11-8.

. De Amici D, Ramaioli F, Ceriana P, Percivalle E. Anti-

viral activity of local anaesthetic agents. ] Antimicrob
Chemother. 1996;37(3):635.

39.

40.

41.

42.

43.

44.

4S.

46.

47.

48.

49.

50.

N

—_

S2.

S3.

54.

SS.

S6.

57.

S8.

Cassuto J, Sinclair R, Bonderovic M. Anti-inflamma-
tory properties of local anesthetics and their present
and potential clinical implications. Acta Anaesthesiol
Scand. 2006;50(3):265-82.

Morais-Almeida M, Gaspar A, Marinho S, Ro-
sado-Pinto J. Allergy to local anesthetics of the
amide group with tolerance to procaine. Allergy.
2003;58(8):827-8.

Ball C, Westhorpe R. Local anaesthetics--procaine
(Novocaine, Ethocaine). Anaesth Intensive Care.
2004;32(3):303.

Petri Jr, WA. Penicillins, Cephalosporins, and other
B-Lactam Antibiotics. In: Hardmons J. Goodman
and Gillman’s the pharmacologic basis of therapeu-
tics. 11" ed. Columbus, OH: McGraw Hill; 2006.
p. 1127-54.

Darmstadt GL, Batra M, Zaidi AK. Parenteral antibiot-
ics for the treatment of serious neonatal bacterial infec-
tions in developing country settings. Pediatr Infect Dis
J-2009 Jan;28(1 Suppl):S37-42.

Yeng LT, Kaziyama HHS, Teixeira MF. Sindrome do-
lorosa miofascial. In: Teixeira MJ. Dor: contexto inter-
disciplinar. Curitiba: Maio; 2003. p. 271-87.
McMillan AS, Nolan A, Kelly PJ. The efficacy of dry nee-
dling and procaine in the treatment of myofascial pain in
the jaw muscles. ] Orofac Pain. 1997;11(4):307-14.

Jin WG, Shin SC. Preparation and evaluation of pro-
caine gels for the enhanced local anesthetic action.
Arch Pharm Res. 2008;31(2):235-41.

Villar-Garea A, Fraga MF, Espada ], Esteller M. Pro-
caine Is a DNA-demethylating agent with growth-
inhibitory effects in human cancer cells. Cancer Res.
2003;63(16):4984-9.

Stresemann C, Brueckner B, Musch T, Stopper H,
Lyko F. Functional diversity of DNA methyltransfer-
ase inhibitors in human cancer cell lines. Cancer Res.
2006;66(5):2794-2800.

Castellano S, Kuck D, Sala M, Novellino E, Lyko F,
Sbardella G. Constrained analogues of procaine as
novel small molecule inhibitors of DNA methyltrans-
ferase-1.] Med Chem. 2008;51(7):2321-S.

Viale M, Vannozzi MO, Mandys V, Esposito M. Time-
dependent influence of procaine hydrochloride on cis-
platin antitumor activity in P388 tumor bearing mice.
Anticancer Res. 2001;21(1A):485-87.

. Mariggio MA, Cafaggi S, Ottone M, Parodi B, Van-

nozzi MO, Mandys V; et al. Inhibition of cell growth,
induction of apoptosis and mechanism of action of
the novel platinum compound cis-diaminechloro-[2-
(diethylamino) ethyl 4-amino-benzoate, N(4)]-chlo-
ride platinum (II) monohydrochloride monohydrate.
Invest New Drugs. 2004;22(1):3-16.

Ognio E, Chiavarina B, Caviglioli G, Lapide M, Viale
M. Transplacental passage of Pt after treatment with
the new triamine complex cis-diaminechloro-[2-
(diethylamino) ethyl 4-amino-benzoate, N4]-chlo-
ride platinum (II) monohydrochloride monohy-
drate. Arch Toxicol. 2004;78(10):584-8.

Kasaba T, Onizuka S, Takasaki M. Procaine and
mepivacaine have less toxicity in vitro than other
clinically used local anesthetics. Anesth Analg.
2003;97(1):85-90.

Le Coz, J. Mésothérapie em médicine générale.
Paris: Masson: 1993.

Urbanek B, Kapral S. Levobupivacaine for region-
al anesthesia. A systematic review. Anaesthesist.
2006;55(3):296-313.

Cavalcante VO, Rocha RO, Teixeira MJ. Agentes
Anestésicos e Toxina Botulinica no Tratamento da
Dor. In: Teixeira MJ. Dor: contexto interdisciplinar.
Curitiba: Maio; 2003. p.726-38.

Boddy AP, Mehta S, Rhodes M. The effect of intraperi-
toneal local anesthesia in laparoscopic cholecystec-
tomy: a systematic review and meta-analysis. Anesth
Analg. 2006;103(3):282-8.

Bisgaard T. Analgesic treatment after laparoscopic
cholecystectomy: a critical assessment of the evidence.
Anesthesiology. 2006;104(4):835-46.

32



ACTAFISIATR. 2010; 17(1): 28 - 33

Muri EMF, Sposito MMM, Metsavaht L.
Potentially desirable secondary effects of local anesthetics

S9.

60.

6

—

62.

63.

64.

65.

66.

67.

68.

69.

70.

7

—_

72.

73.

74.

75.

76.

77.

78.

Papadima A, Lagoudianakis EE, Antonakis P, Filis
K, Makri I, Markogiannakis H, et al. Repeated in-
traperitoneal instillation of levobupivacaine for the
management of pain after laparoscopic cholecystec-
tomy. Surgery. 2009;146(3):475-82.

Castro FE, Garcia JB. Preemptive analgesia with epi-
dural bupivacaine and S(+)ketamine in abdominal
hysterectomy. Rev Bras Anestesiol. 2005;55(1):28-39.

. Dahl JB, Moiniche S. Pre-emptive analgesia. Br Med

Bull. 2004;71:13-27.

Batra YK, Mahajan R, Bangalia SK, Nagi ON, Dhil-
lon MS. Bupivacaine/ketamine is superior to intra-
articular ketamine analgesia following arthroscopic
knee surgery. Can J Anaesth. 2005;52(8):832-6.
Petrenko AB, Yamakura T, Baba H, Shimoji K. The
role of N-methyl-D-aspartate (NMDA) receptors in
pain: a review. Anesth Analg. 2003;97(4):1108-16.
Bondok RS, Abd El-Hady AM. Intra-articular
magnesium is effective for postoperative anal-
gesia in arthroscopic knee surgery. Br J Anaesth.
2006;97(3):389-92.

Elsharnouby NM, Eid HE, Abou Elezz NF, Mo-
harram AN. Intraarticular injection of magnesium
sulphate and/or bupivacaine for postoperative anal-
gesia after arthroscopic knee surgery. Anesth Analg.
2008;106(5):1548-52.

Elia N, Culebras X, Mazza C, Schiffer E, Tramer
MR. Clonidine as an adjuvant to intrathecal lo-
cal anesthetics for surgery: systematic review
of randomized trials. Reg Anesth Pain Med.
2008;33(2):159-67.

Popping DM, Elia N, Marret E, Wenk M, Trameér
MR. Clonidine as an adjuvant to local anesthetics
for peripheral nerve and plexus blocks: a meta-
analysis of randomized trials. Anesthesiology.
2009;111(2):406-15.

Tang R, Evans H, Chaput A, Kim C. Multimodal an-
algesia for hip arthroplasty. Orthop Clin North Am.
2009;40(3):377-87.

Milligan KR, Convery PN, Weir P, Quinn P, Con-
nolly D. The efficacy and safety of epidural infu-
sions of levobupivacaine with and without cloni-
dine for postoperative pain relief in patients
undergoing total hip replacement. Anesth Analg.
2000;91(2):393-7.

Aratjo DR, Pinto LMA, Braga AFA, Paula E. For-
mulagdes de anestésicos locais de liberagao contro-
lada: aplicacdes terapéuticas. Rev Bras Anestesiol.
2003;53(5):663-71.

.Moraes CM, Abrami P, Gongalves MM, Andréo

Filho N, Fernandes AS, Paula E, Fraceto LF. Prepa-
ragio e caracterizagdo fisico-quimica de complexos
de inclusdo entre anestésicos locais e hidroxipropil-
B-ciclodextrina. Quim Nova. 2007;30(4):777-84.
Pachuk CJ, Ciccarelli RB, Samuel M, Bayer ME,
Troutman RD, Zurawski DV, et al. Characterization
of a new class of DNA delivery complexes formed
by the local anesthetic bupivacaine. Biochim Bio-
phys Acta. 2000;1468(1-2):20-30.

Hollmann MW, Durieux ME, Graf BM. Novel local
anaesthetics and novel indications for local anaes-
thetics. Curr Op Anaesth. 2001;14(6):741-9.
Pina-Vaz C, Rodrigues AG, Sansonetty F, Martinez-
de-Oliveira ], Fonseca AF, Mardh PA. Antifungal ac-
tivity of local anesthetics against Candida species.
Infect Dis Obstet Gynecol. 2000;8(3-4):124-37.
Leone S, Di Cianni S, Casati A, Fanelli G. Phar-
macology, toxicology, and clinical use of new long
acting local anesthetics, ropivacaine and levobupi-
vacaine. Acta Biomed. 2008;79(2):92-105.
Whiteside JB, Wildsmith JAW. Developments in local
anaesthetic drugs. BrJ Anesth. 2001;87(1):27-3S.

Di Cianni S, Rossi M, Casati A, Cocco C, Fanelli
G. Spinal anesthesia: an evergreen technique. Acta
Biomed. 2008;79(1):9-17.

Scholz A. Mechanisms of (local) anaesthetics on
voltage-gated sodium and other ion channels. Br J
Anaesth. 2002;89(1):52-61.

79.

80.

8

—_

82.

83.

Hollmann MW, Wieczorek KS, Smart M, Durieux
ME. Epidural anesthesia prevents hypercoagulation
in patients undergoing major orthopedic surgery.
Reg Anesth Pain Med. 2001;26(3):215-22.
Ho6nemann CW, Hahnenkamp K, Podranski T, Strumper
D, Hollmann MW, Durieux ME. Local anesthetics inhibit
thromboxane A2 signaling in Xenopus oocytes and hu-
man KS62 cells. Anesth Analg 2004;99(3):930-37.

. Blumenthal S, Borgeat A, Pasch T, Reyes L, Booy

C, Lambert M, Schimmer RC, Beck-Schimmer B.
Ropivacaine decreases inflammation in experimen-
tal endotoxin-induced lung injury. Anesthesiology.
2006;104(5):961-9.

Groeben H, Grosswendt T, Silvanus MT, Pavla-
kovic G, Peters J. Airway anesthesia alone does not
explain attenuation of histamine-induced broncho-
spasm by local anesthetics: a comparison of lido-
caine, ropivacaine, and dyclonine. Anesthesiology.
2001;94(3):423-8.

Groeben H, Peters J. Lidocaine exerts its effect on
induced bronchospasm by mitigating reflexes, rather
than by attenuation of smooth muscle contraction.
Acta Anaesthesiol Scand. 2007;51(3):359-64.

84. Johnson SM, Saint John BE, Dine AP. Local anes-

8S.

86.

thetics as antimicrobial agents: a review. Surg Infect
(Larchmt). 2008;9(2):205-13.

Aydin ON, Eyigor M, Aydin N. Antimicrobial activity
of ropivacaine and other local anaesthetics. Eur J An-
aesthesiol. 2001;18(10):687-94.

Batai I, Kerényi M, Falvai J, Szabé G. Bacterial
growth in ropivacaine hydrochloride. Anesth Analg.
2002;94(3):729-31.

33



