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Abstract: Viruses depend on cell metabolism for their own propagation. The need to foster an intimate
relationship with the host has resulted in the development of various strategies designed to help virus
escape from the defense mechanisms present in the host. Over millions of years, the unremitting battle
between pathogens and their hosts has led to changes in evolution of the immune system. Snake venoms
are biological resources that have antiviral activity, hence substances of significant pharmacological value.
The biodiversity in Brazil with respect to snakes is one of the richest on the planet; nevertheless, studies
on the antiviral activity of venom from Brazilian snakes are scarce. The antiviral properties of snake venom
appear as new promising therapeutic alternative against the defense mechanisms developed by viruses. In
the current study, scientific papers published in recent years on the antiviral activity of venom from various
species of snakes were reviewed. The objective of this review is to discuss the mechanisms of resistance
developed by viruses and the components of snake venoms that present antiviral activity, particularly,
enzymes, amino acids, peptides and proteins.
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INTRODUCTION
Viruses are obligate intracellular parasites
that depend on cell metabolism for their own
propagation. This intimate virus-cell relationship
led viruses to develop numerous survival
strategies aimed at protecting themselves from
the host defense system (1-4).
One of the criteria for a successful viral
infection is the ability to remain inside the host
cell for the time required to allow replication of
the viral genomic nucleic acid, envelopment and
the production of new infectious virus progeny.
The first barrier to be overcome is the host innate
immune response (5).
The association between virus persistence
and disease in the host may lead to a long term
relationship that does not result in any chronic

virus-induced symptoms or in a fatal disease (6).
Persistent viral infections constitute an example of
immune evasion and, consequently, a successful
relationship (7).
Antiviral therapy has changed the natural
history of numerous viral infections, delaying
progression of the disease, improving the quality
of life of infected individuals and reducing the
frequency of hospitalization (8-10). Nevertheless,
one of the principal problems today is therapeutic
failure, including antiviral drug resistance (11, 12).
The rich biodiversity in Brazil is an important
source of wealth, since the country is home to
at least 14% of the world’s species, giving it an
enormous advantage over other countries with
poorer biodiversity, principally in a century in
which biotechnology is expected to play such an
important role in the global economy (13).
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Snake venoms are composed of a mixture
of proteins and peptides (90-95%), but also
include free amino acids, nucleotides, lipids,
carbohydrates and metalloproteinase enzymes
(5%) (14-19). Although snakebites may be deadly,
snake venoms comprise a biological resource that
contains components of significant therapeutic
value. Snake venoms have been shown to exert
beneficial effects in the treatment of certain
diseases, including drug resistant human
immunodeficiency virus (HIV) infection (20).
MECHANISMS OF VIRAL RESISTANCE
In response to selective pressure, viruses react
differently according to the type of nucleic acid
that forms their genome. The majority of RNAgenome viruses use all available means to diversify
their structures, which can function as antigenic
determinants of immune response. Viral evasion
may occur through genetic diversification. In
this process, the viral genome undergoes gradual
events of mutation such as point mutation, as
reflected in nucleotide substitution; insertions
and deletions; generation of protein domains
or de novo genes; gene duplication followed by
functional divergence; fusion; gene loss and
translocation; recombination or rearrangement
between related viruses; and gene capture from
the host cell or from another virus (21).
Gene capture function by viruses comprises
an adaptation mechanism to the host, and is not
exclusive to DNA-genome viruses such as the
poxviruses (with their cytoplasmic life cycle) and
herpes viruses (21). Herpes simplex virus (HSV)
is an example of a DNA virus that probably
evolved over a long period of time in parallel with
the host immune system (22).
Host gene capture is a process found in many
viral lineages during their evolution. Many viruses
have, for example, DNA or RNA polymerase and
helicase, functions that were probably required at
early stages in viral evolution and that presumably
had been captured (21).
RNA viruses have the highest mutation rates
in nature, around 10–3 to 10–5 per nucleotide
per replication cycle (23, 24). This means that a
wrong nucleotide may be incorporated in each
1,000 or 100,000 bases copied. The molecular
basis of the variability in RNA viruses is the result
of the absence of the overseeing activities of the
RNA polymerase and viral reverse transcriptase
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enzymes. Lack of this activity results in errors in
the incorporation of nucleotides, and the rate of
errors in DNA polymerases is 10–8 substitutions/
site/replication cycle. In the case of HIV-1, its
genome, which has approximately 10,000 base
pairs, acquires an average of one substitution
of nucleotide in each replication cycle (25).
Considering that on average thousands of new
viral particles are produced each day, it is possible
to imagine the immense diversity generated
throughout the long course of the infection (26).
Although the majority of the mutations produced
during the viral replication cycle exert a negative
effect on the capacity of the virus to adapt,
mutants containing advantageous mutations
replicate more effectively than the genomes
containing deleterious mutations, creating a
selective balance. A balance such as this leads to
the generation of a viral population composed of
a high number of single, albeit related genomes
(27, 28).
Other factors that affect the evolution of RNA
virus are that they have a short generation time
but are capable of constituting immense quantities
of viral populations (29, 30). All variables
combined contribute towards the existence of
rapid progression in RNA viral populations.
This continuous generation of genetic diversity
provides RNA viruses with immediate escape
from the immune activity of the host.
Cytomegalovirus (CMV), a member of
the Herpesviridae family, has also developed
mechanisms to escape the host immune system.
It has a distinctive characteristic in its capacity
for latency and can be reactivated under different
circumstances. In an immunocompetent
individual, most viruses are destroyed by CMVspecific cytotoxic T cells and the infection
progresses asymptomatically (31, 32).
CMV regulates the cell surface expression of
HLA class I (HLA-I) molecules, which protects
the CMV-infected cells from being recognized by
the cytotoxic T cells, and, consequently, constitute
an escape route for CMV (33).
Viruses that cause severe diseases and result
in the death of the victim within a short period
of time would be compromising their own future
existence. Therefore, to ensure their successful
survival, some viruses have developed other
strategies to adapt to the human species. The
mechanism consists of causing low mortality
rates in victims while provoking a dormant
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infection. This is the strategy used by the human
herpesvirus family, particularly by the varicella
zoster virus, which can remain inactive in the
nerve pathways for many years (34, 35).
RNA viruses that replicate in the cytoplasm
cannot reach host genes directly; therefore,
they have had to develop other immune escape
strategies. The “erroneous replication” escape
strategies used by RNA viruses end up overloading
the host immune system by continuously creating
new viral antigen determinants (6).
One consequence of the complexity of viral
populations is that these populations are able
to respond quickly and effectively to changes
in the environment in which they replicate,
since they offer a wide spectrum of mutants on
which natural selection may act. When changes
occur in the environment, for example, as a
result of the administration of antiviral drugs,
the presence of one or more mutants better
adapted to replication in this new environment
ensures that the population resulting from these
mutants increases its ability and likelihood to
survive. The selective pressure constantly exerted
by the immune system results in the adaptation
of the virus to the new target cells and in the
maintenance of a persistent infection (25).
Based on the type of nucleic acid in their
genome and the site of replication, viruses with
a DNA genome that replicate in the cell nucleus
may, during their process of evolution, be at an
advantage in being able to capture genes from the
host and then mimic, block and/or, in some other
way, regulate the key to the cell processes. One of
the strategies developed by viruses to escape the
action of the immune system is a process referred
to as molecular piracy, in which viruses codify
their own viral version of cell proteins. Molecular
piracy facilitates viral escape from the immune
pressure of the host. During the process of viral
piracy, viruses often integrate parts of the host
genome into their own genome or create their
own genes, which are similar to those of the host
(1-4).
In addition to errors in incorporating
nucleotides, a process known as homologous
recombination also contributes to the genetic
variability of viruses such as HIV-1. During
reverse transcription, the reverse transcriptase
enzyme may jump from one RNA strand to
another, producing a viral DNA strand that
contains segments of the two initial RNA (36).
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Nevertheless, to generate substantial diversity,
during recombination the two RNA strands in a
viral particle must be separated from each other,
i.e. heterozygous viral genomes must already
have been produced. Therefore, the formation of
heterozygous genomes depends on a single host
cell, at some moment, have been simultaneously
infected by two variants of the virus (36).
In recent years, although considerable
progress has been made in understanding viral
biology and numerous clinical trials have been
conducted with various candidate antiviral
drugs, many obstacles remain to be overcome,
including antigen diversity, the high frequency of
viral mutations, the destruction of the immune
system cells after infection and imperfect animal
models, among others (37). Moreover, the
pharmaceutical companies are not interested
in the development of new drugs based on this
antiviral active biomolecules derived from the
snake venom. Several studies have attempted to
evaluate alternative therapeutic strategies (38).
The antiviral activity of snake venoms represents
a new and promising therapeutic alternative
against the resistance mechanisms developed by
viruses.
SNAKE
VENOMS
PROPERTIES

WITH

ANTIVIRAL

The biomolecules that constitute snake venoms
have great therapeutic potential (15, 16). Recently
published studies report the existence of snake
venom fractions with an antiviral effect; however,
few studies have been conducted to evaluate
Brazilian snake venoms (39-49).
A new study employed non-cytotoxic venom
fractions from Crotalus durissus terrificus (Cdt)
and identified the effect of this snake venom
against the measles virus. At concentrations
below 100 μg/mL, the Cdt venom showed no
cell cytotoxicity. Replication of the measles virus
was inhibited in Vero cells when the venom was
added either prior to or during cell infection by
the virus. The concentrations that successfully
inhibited replication of the measles virus were 0.1
μg/mL and 100 μg/mL, respectively (41).
Another study that demonstrated the potential
therapeutic value of venoms was developed using
Naja nigricollis venom in human erythrocytes
infected with the Sendai virus. This research
found that cells infected by the Sendai virus
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were ten times more susceptible to lysis when
exposed to two of the five venoms tested. Four
cytotoxins isolated from Naja nigrocollis snake
venom also showed that cells infected by the virus
were ten times more susceptible to the cytotoxic
action of the venom when compared to normal
cells. Therefore, the study showed the clinical
importance of the selective destruction of cells
infected with the Sendai virus by the venom (39).
L-amino acid oxidases (LAAO), flavoenzymes
obtained from the venom of Bothrops jararaca,
were found to show antiviral activity against the
dengue virus. In a recent study, in cells infected
with the dengue type 3 virus (DENV-3) and
treated with LAAO isolated from the venom of
Bothrops jararaca, there was a reduction in viral
load compared to cells infected with the same
virus and not treated with enzymes from the
venom (48).
Immunokine, an oxidized derivative of the
α-toxin extracted from Naja siamensis snake
venom has shown to inhibit the infection of
lymphocytes by HIV and feline immunodeficiency
virus (FIV) through the chemokine receptors
CCR5 and CXCR4 (47). A group of investigators
in Asia reported a remarkable similarity between
the 164-174 sequence of the short segment of
gp120 of HIV-1 and 30-40 amino acid residues
of the long-chain neurotoxins in the venom of
snakes such as Naja siamensis and Bungarus
multicinctus (50, 51). Therefore, both are able to
compete for the same receptor or HIV binding
site.
Metalloproteinase inhibitors present in snake
venom may prevent the production of new
viruses by inhibiting protease enzymes (52, 53).
Protease inhibitors commonly block the protease
enzyme and prevent the cell from producing new
viral particles.
LAAO, obtained from the venom of the Asian
snake Trimeresurus stejnegeri, was purified and
cloned. At concentrations that had little effect
on cell viability, LAAO was able to inhibit the
infection and replication of HIV-1 in a dosedependent manner. This was the first report
of potential antiviral activity shown by LAAO
extracted from snake venom (42). LAAO, present
in the venom of Crotalus atrox, Pseudechis
australis and Trimeresurus stejnegeri inhibit the
infection and replication of HIV through the
p24 antigen in a dose-dependent manner (42,
54). The presence of the p24 antigen is directly
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related to viral load (55). As well as binding to
the cell membrane protein, hydrogen peroxide
(H2O2), an oxygen free radical, is able to inhibit
infection and the replication of HIV, further
improving its antiviral effect. In contrast, catalases
use H2O2 as a substrate, degrading it and thus
reducing its antiviral effect (42). LAAO is also an
important component of the venom of the snake
Calloselasma rhodostoma, found in southeastern
Asia, which induces cell apoptosis and exerts
antibacterial and anti-HIV effects (56).
Some studies conducted with the venoms of
various snakes such as Crotalus adamanteus,
Oxyuranus microlepidotus, Bungarus candidus,
Hydrophis cyanocinctus, Naja naja, Notechis
aterater, Naja sumatrana and Naja kaouthia have
demonstrated an anti-HIV effect (44-46).
Another example of the anti-HIV effect
of biomolecules extracted from venoms is
phospholipase A2 (PLA2). This phospholipase
has been associated with a variety of biological
effects such as avoiding the intracellular release
of the virus capsid protein through an unknown
mechanism, suggesting that this substance block
the entry of the virus into the cells prior to and
regardless of the use of a co-receptor. The antiviral
activity appears to involve a specific interaction
between PLA2 and the host cells.
Venom PLA2 protects the primary leukocytes
in human blood from the replication of HIV-1
variants (52, 53). PLA2, found in the venom of
many snakes, has been shown to block entry of
the virus into the cells prior to the virus uncoating
process by preventing the intracellular release of
proteins from the viral capsid (57).
A study developed with 12 synthetic peptides
derived from PLA2, contained in venom, showed
an anti-HIV effect. The p3bv peptide prevents
HIV-1 from binding to the T cells, since it binds
to the CXCR4 receptor (40). Therefore, the viral
particles are unable to bind to cells and after a
certain period of time they become unviable
since they are unable to multiply.
In a study conducted by Villarrubia et al.
(43), crotoxin – a phospholipase isolated from
the venom of Crotalus durissus terrificus (PLA2Cdt) – showed in vitro activity against HIV. The
anti-HIV effect of PLA2-Cdt (inhibition of gp24)
is probably the result of its capacity to destabilize
some binding receptors (cell-surface heparans).
Chemokines and their derivatives form a class
of HIV inhibitors that show promise as potential
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therapeutic agents (57). These substances are able
to compete with the glycoprotein (gp120) from
the viral envelope to bind with the receptor (5859). Furthermore, various low-molecular-weight
compounds that bind to CXCR4 and inhibit HIV1 replication have been identified (40). The ability
of peptides and small molecules to block the
entry of HIV through binding with CXCR4 has
already been described (60-62)
FINAL COMMENTS
The development and use of antiviral drugs for
the control of infectious diseases has produced
immediate clinical benefits. Nevertheless, the
efficacy of the mechanisms disappears with the
onset of viral resistance. Under these conditions,
since the available possibilities are limited and the
alternatives for effective and prolonged treatment
are finite, new therapeutic strategies must be
found to guarantee a long lasting therapeutic
effect (63).
The increasing rates of viral resistance must
be minimized by implementing effective means
of infection control, rational use of antivirals and
the identification of new natural molecules that
have a potent effect against such agents (64).
The pharmacological effects of snake venom
are complex and currently little is known about;
therefore, great interest has been generated in
evaluating their fractions and components. A
few studies have been conducted on the antiviral
activity of snake venoms. Due to the rich
biodiversity in Brazil, it is reasonable to suppose
that antiviral effects may be present in the venom
of some Brazilian species of snakes. Thus, further
research is required to determine the exact
mechanism of their antiviral effect.
ACKNOWLEDGEMENTS
We are thankful to the Coordination for the
Improvement of Higher Education Personnel
(CAPES) and the National Council for Scientific
and Technological Development (CNPq) for the
financial support.
COPYRIGHT
© CEVAP 2011
SUBMISSION STATUS
Received: May 10, 2011.
Accepted: August 24, 2011.
J Venom Anim Toxins incl Trop Dis | 2011 | volume 17 | issue 4

Abstract published online: August 25, 2011.
Full paper published online: November 30, 2011.
CONFLICTS OF INTEREST
There is no conflict.
FINANCIAL SOURCE
The Coordination for the Improvement of
Higher Education Personnel (CAPES) and the
National Council for Scientific and Technological
Development (CNPq) provided the financial
grants.
CORRESPONDENCE TO
JOSÉ VITELIO RUIZ RIVERO, Programa de
Pós-graduação em Ciências Ambientais e Saúde,
Pontifícia Universidade Católica de Goiás (PUC
Goiás), Rua 232, n.128, Setor Universitário, Área
V, 3º andar, 74605-140 Goiânia, GO, Brazil.
Phone: +55 62 3946 1403. Email: jvitelioruiz@
gmail.com.
REFERENCES

1.

2.

3.

4.

5.
6.

7.

8.

Nevins JR, Vogt PK. Cell transformation by viruses. In:
Fields BN, Knipe DM, Howley PM, editors. Virology.
3rd ed. New York: Lippincott-Raven; 1996. p. 301-43. v.
1.
Tyler KL, Fields BN. Pathogenesis of viral infections.
In: Fields BN, Knipe DM, Howley PM, editors. Fields
virology. 3rd ed. Philadelphia: Lippincott-Raven; 1996.
p. 173-203.
Poeschla E, Wong-Staal F. Etiology of cancer: RNA
viruses. In: DeVita VT Jr, Hellman S, Rosenberg SA,
editors. Cancer: principles and practice of oncology.
Philadelphia: Lippincott-Raven; 1997. p. 153-84.
Cremer KJ, Spring SB, Gruber J. Role of human
immunodeficiency virus type 1 and other
viruses in malignancies associated with acquired
immunodeficiency disease syndrome. J Natl Cancer
Inst. 1990;82(12):1016-24.
Haig DM. Subversion and piracy: DNA viruses and
immune evasion. Res Vet Sci. 2001;70(3):205-19.
Chaston TB, Lidbury BA. Genetic “budget” of viruses
and the cost to the infected host: a theory on the
relationship between the genetic capacity of viruses,
immune evasion, persistence and disease. Immunol
Cell Biol. 2001;79(1):62-6.
Lidbury BA. Was exposure to directly antiviral
cytokines during primary infection an important
selective pressure in the evolution of unique immune
evasion strategies by viruses? Immunol Cell Biol.
1994;72(4):347-50.
Schneider MM, Borleffs JC, Stolk RP, Jaspers CA,
Hoepelman AI. Discontinuation of prophylaxis for
Pneumocystis carinii pneumonia in HIV-1 infected
patients treated with highly active antiretroviral

391

Rivero JVR, et al. Mechanisms of virus resistance and antiviral activity of snake venoms

9.

10.

11.

12.

13.
14.

15.
16.

17.
18.
19.
20.

21.
22.
23.
24.
25.

therapy. Lancet. 1999;353(9148):201-3.
Mussini C, Pezzotti P, Govori A, Borghi V, Antinori A,
D’Armino M. Discontinuation of primary prophylaxis
for Pneumocystis carinii pneumonia and toxoplasmic
encephalitis in human immunodeficiency virus type
I-infected patients: the changes in opportunistic
prophylaxis study. J Infect Dis. 2000;181(5):1635-42.
De Quiroz J, Miro J, Pena J, Podzamezer D, Alberdi
JC, Martinez E, et al. A randomized trial of the
discontinuation of primary and secondary prophylaxis
against Pneumocystis carinii pneumonia after highly
active antiretroviral therapy in patients with HIV
infection. N Engl J Med. 2001;344(3):159-67.
Little SJ, Holte S, Routy JP, Daar ES, Markowitz M,
Collier AC, et al. Antiretroviral-drug resistance
among patients recently infected with HIV. N Engl J
Med. 2002;347(6):385-94.
Hirsch MS, Brun-Vézinet F, Clotet B, Conway B,
Kuritzkes DR, D’Aquila RT, et al. Antiretroviral
drug resistance testing in adults infected with
human immunodeficiency virus type 1: 2003
recommendations of an International AIDS SocietyUSA Panel. Clin Infect Dis. 2003;37(1):113-28.
Levinshon TM, Prado PI. Quantas espécies há no
Brasil? Megadiversidade. 2005;1(1):36-42.
Tu AT. Snake venoms: general background and
composition. In: Tu AT, editor. Venoms: chemistry
and molecular biology. New York: John Willey and
Sons; 1988. p. 1-19.
Stocker K. Composition of snake venom. In: Stocker
KF, editor. Medical use of snake venom proteins. Boca
Raton: CRC Press; 1990. p. 33-56.
Mion G, Olive F, Hernandez E, Martin YN, Vieillefosse
AS, Goyffon M. Action of venoms on blood
coagulation: diagnosis of hemorrhagic syndromes.
Bull Soc Pathol Exot. 2002;95(3):132-8.
Gornitskaia OV, Platonova TN, Volkov GL. Enzymes
of snake venom. Ukr Biokhim Zh. 2003;75(3):22-32.
Teixeira CF, Landucci EC, Antunes E, Chacur M, Cury
Y. Inflammatory effects of snake venom myotoxic
phospholipases A2. Toxicon. 2003;42(8):947-62.
Lewis RL, Gutmann L. Snake venoms and
the neuromuscular junction. Semin Neurol.
2004;24(2):175-9.
Ramachandran M, Shah S, Ponniah T. Hypothesis
of snake and insect venoms against human
immunodeficiency virus: a review. AIDS Res Ther.
2009;6(25):1-5.
Davison A. What sequence homology tells us about
the functions and origins of viral genes. Microbiol
Today. 1999;26(1):160-1.
Davis-Poynter NJ, Farrell HE. Masters of deception:
a review of herpesvirus immune evasion strategies.
Immunol Cell Biol. 1996;74(6):513-22.
Drake JW. Rates of spontaneous mutation among RNA
viruses. Proc Natl Acad Sci USA. 1993;90(9):4171-5.
Domingo E, Holland JJ. RNA virus mutations
and fitness for survival. Annu Rev Microbiol.
1997;51(1):151-78.
Overbaugh J, Bangham CR. Selection forces and
constrains on retroviral sequence variation. Science.

J Venom Anim Toxins incl Trop Dis | 2011 | volume 17 | issue 4

2001;292(5519):1106-9.
26. Markowitz M, Louie M, Hurley A, Sun E, Di Mascio
M, Perelson AS, et al. A novel antiviral intervention
results in more accurate assessment of human
immunodeficiency virus type 1 replication dynamics
and T-cell decay in vivo. J Virol. 2003;77(8):5037-8.
27. Domingo E, Sabo D, Taniguchi T, Weissmann C.
Nucleotide sequence heterogeneity of an RNA phage
population. Cell. 1978;13(4):735-44.
28. Domingo E, Biebricher CK, Eigen M, Holland JJ.
Quasispecies and RNA virus evolution: principles
and consequences. Landes Bioscience. Austin: Landes
Bioscience; 2001. 173 p.
29. Farrell HE, Davis-Poynter NJ. From sabotage to
camouflage: viral evasion of cytotoxic T lymphocyte
and natural killer cell-mediated immunity. Semin Cell
Dev Biol. 1998;9(3):369-78.
30. Wilson CC, Brown RC, Korber BT, Wilkes BM,
Ruhl DJ, Sakamoto D, et al. Frequent detection of
escape from cytotoxic T-lymphocyte recognition in
perinatal human immunodeficiency virus (HIV) type
1 transmission: the ariel project for the prevention of
transmission of HIV from mother to infant. J Virol.
1999;73(5):3975-85.
31. Junqueira JJ, Sancho TM, Dos Santos VA.
Citomegalovírus: revisão dos aspectos epidemiológicos,
clínicos, diagnósticos e de tratamento. NewsLab.
2008;86(1):88-104.
32. Couto JC, Rodrigues MV, Melo GE, Menezes GA, Leite
JM. Citomegalovírus e gestação: um antigo problema
sem novas soluções. Femina. 2003;31(6):509-16.
33. Tomasec P, Braud VM, Rickards C, Powell MB,
McSharry BP, Gadola S, et al. Surface Expression of
HLA-E, an inhibitor of natural killer cells, enhanced
by human cytomegalovirus gpUL40. Science.
2000;287(5455):1031-3.
34. Leal ES, Zanotto PM. Viral diseases and human
evolution. Mem Inst Oswaldo Cruz. 2000;95(Suppl
1):193-200.
35. Grose C. Varicella zoster virus: out of Africa and into
the research laboratory. Herpes. 2006;13(2):32-6.
36. Hu WS, Temin HM. Retroviral recombination and
reverse transcription. Science. 1990;250(1):1227-33.
37. Rosa DS, Ribeiro SP, Cunha-Neto E. Perspectivas e
estratégias no desenvolvimento de uma vacina AntiHIV. Tend HIV-AIDS. 2008;3 (3):10-20.
38. Peçanha EP, Antunes AC, Tanuri A. Estratégias
farmacológicas para a terapia anti-AIDS. Quim Nov.
2002;25(6b):1108-16.
39. Borkow G, Ovadia M. Selective lysis of virus-infected
cells by cobra snake cytotoxins: a sendai virus, human
erythrocytes and cytotoxin model. Biochem Biophys
Res Commun. 1999;264(1):63-8.
40. Fenard D, Lambeau G, Maurin T, Lefebvre JC, Doglio
A. A peptide derived from bee venom-secreted
phospholipase A2 inhibits replication of T-cell
tropic HIV-1 strains via interaction with the CXCR4
chemokine receptor. Mol Pharmacol. 2001;60(2):3417.
41. Petricevich VL, Mendoça RZ. Inhibitory potential of
Crotalus durissus terrificus venom on measles virus
392

Rivero JVR, et al. Mechanisms of virus resistance and antiviral activity of snake venoms

growth. Toxicon. 2003;42(2):143-53.
42. Zhang YJ, Wang JH, Lee WH, Wang Q, Liu H, Zheng
YT, et al. Molecular characterization of Trimeresurus
stejnegeri venom L-amino acid oxidase with potential
anti-HIV activity. Biochem Biophys Res Commun.
2003;309(3):598-604.
43. Villarrubia VG, Costa LA, Díez RA. Fosfolipasas A2
segregadas (sPLA2): ¿amigas o enemigas?¿Actores
de la resistencia antibacteriana y antivirus de la
inmunodeficiencia humana? Med Clin (Barc).
2004;123(19):749-57.
44. Radis-Baptista G, Moreno FB, de Lima Nogueira
L, Martins AM, de Oliveira D, Toyama MH, et al.
Crotacetin, a novel snake venom C-type lectin homolog
of convulxin, exhibits an unpredictable antimicrobial
activity. Cell Biochem Biophys. 2006;44(3):412-23.
45. Perumal Samy R, Pachiappan A, Gopalakrishnakone
P, Thwin MM, Hian YE, Chow VT, et al. In vitro
antimicrobial activity of natural toxins and animal
venoms tested against Burkholderia pseudomallei.
BMC Infect Dis. 2006; 6(1):100.
46. Nair DG, Fry BG, Alewood P, Kumar PP, Kini RM.
Antimicrobial activity of omwaprin, a new member of
the waprin family of snake venom proteins. Biochem
J. 2007;402(1):93-104.
47. Shivaji PG. Therapeutic alternatives from venoms and
toxins. Indian J Pharmacol. 2007;39(6)260-64.
48. Sant’Ana CD, Menaldo DL, Costa TR, Godoy H, Muller
VD, Aquino VH, et al. Antiviral and antiparasite
properties of an L-amino acid oxidase from the
snake Bothrops jararaca: cloning and identification
of a complete cDNA sequence. Biochem Pharmacol.
2008;76(2):279-88.
49. Ferreira SH. A bradykinin-potentiating factor (bfp)
present in the venom of Bothrops jararaca. Br J
Pharmacol Chemother. 1965;24(1):163-9.
50. Neri P, Bracci L, Rustici M, Santucci A. Sequence
homology between HIV gp120, rabies virus
glycoprotein, and snake venom neurotoxins. Is the
nicotinic acetylcholine receptor an HIV receptor?
Arch Virol. 1990;114(3-4):265-9.
51. Sönnerborg A, Johansson B. The neurotoxin-like
sequence of human immunodeficiency virus gp120:
a comparison of sequence data from patients with
and without neurological symptoms. Virus Genes.
1993;7(1):23-31.
52. Fenard D, Lambeau G, Valentin E, Lefebvre JC,
Lazdunski M, Doglio A. Secreted phospholipases
A(2), a new class of HIV inhibitors that block virus
entry into host cells. J Clin Invest. 1999;104(5):611-8.

J Venom Anim Toxins incl Trop Dis | 2011 | volume 17 | issue 4

53. da Silva JO, Fernandes RS, Ticli FK, Oliveira CZ,
Mazzi MV, Franco JJ, et al. Triterpenoid saponins, new
metalloprotease snake venom inhibitors isolated from
Pentaclethra macroloba. Toxicon. 2007;50(2):283-91.
54. Du XY, Clemetson KJ. Snake venom L-amino acid
oxidases. Toxicon. 2002; 40(6):659-65.
55. Brown AE, Vahey MT, Zhou SY, Chung RC, Ruiz
NM, Hofheinz D, et al. Quantitative relationship of
circulating p24 antigen with human immunodeficiency
virus (HIV) RNA and specific antibody in HIVinfected subjects receiving antiretroviral therapy. The
RV43 Study Group. J Infect Dis. 1995;172(4):1091-95.
56. Moustafa IM, Foster S, Lyubimov AY, Vrielink
A. Crystal structure of LAAO from Calloselasma
rhodostoma with an L-phenylalanine substrate:
insights into structure and mechanism. J Mol Biol.
2006;364(5):991-1002.
57. Berger EA, Murphy PM, Farber JM. Chemokine
receptors as HIV-1 coreceptors: roles in viral
entry, tropism, and disease. Annu Rev Immunol.
1999;17(1):657-700.
58. Chan DC, Kim PS. HIV entry and its inhibition. Cell.
1998;93(5):681-4.
59. Howard OM, Oppenheim JJ, Wang JM. Chemokines
as molecular targets for therapeutic intervention. J
Clin Immunol. 1999;19(5):280-92.
60. Doranz BJ, Grovit-Ferbas K, Sharron MP, Mao SH,
Goetz MB, Daar ES, et al. A small-molecule inhibitor
directed against the chemokine receptor CXCR4
prevents its use as an HIV-1 coreceptor. J Exp Med.
1997;186(8):1395-400.
61. Murakami T, Nakajima T, Koyanagi Y, Tachibana K,
Fujii N, Tamamura H, et al. A small molecule CXCR4
inhibitor that blocks T cell line-tropic HIV-1 infection.
J Exp Med. 1997;186(8):1389-93.
62. Schols D, Este JA, Henson G, De Clercq E. Bicyclams,
a class of potent anti-HIV agents, are targeted at
the HIV coreceptor fusin/CXCR-4. Antiviral Res.
1997;35(3):147-56.
63. Matos D. Interrupção estruturada da terapia AntiHIV-1. Tend HIV-AIDS. 2007;2(1):5-13.
64. Almeida FJ, Berezin EN, Rodrigues R, Sáfadi
MA, Arnoni MV, Oliveira C, et al. Diversidade e
prevalência das mutações de resistência genotípica aos
antirretrovirais entre crianças infectadas pelo HIV-1. J
Pediatr (Rio J). 2009;85(2):104-9.

393

