Accepted Manuscript

v N

Toxicon

A functional and thromboelastometric-based micromethod for assessing crotoxin
anticoagulant activity and antiserum relative potency against Crotalus durissus
terrificus venom

B.C. Prezoto, A.M. Tanaka-Azevedo, J.R. Marcelino, A.K. Tashima, E.S. Nishiduka,
J. Kapronezai, J.O. Mota, M.M.T. Rocha, C. Serino-Silva, N. Oguiura

PII: S0041-0101(18)30142-9
DOI: 10.1016/j.toxicon.2018.04.009
Reference: TOXCON 5858

To appearin:  Toxicon

Received Date: 8 December 2017
Revised Date: 5 April 2018
Accepted Date: 10 April 2018

Please cite this article as: Prezoto, B.C., Tanaka-Azevedo, A.M., Marcelino, J.R., Tashima, A.K.,
Nishiduka, E.S., Kapronezai, J., Mota, J.O., Rocha, M.M.T., Serino-Silva, C., Oguiura, N., A functional
and thromboelastometric-based micromethod for assessing crotoxin anticoagulant activity and
antiserum relative potency against Crotalus durissus terrificus venom, Toxicon (2018), doi: 10.1016/
j-toxicon.2018.04.009.

This is a PDF file of an unedited manuscript that has been accepted for publication. As a service to

our customers we are providing this early version of the manuscript. The manuscript will undergo
copyediting, typesetting, and review of the resulting proof before it is published in its final form. Please
note that during the production process errors may be discovered which could affect the content, and all
legal disclaimers that apply to the journal pertain.


https://doi.org/10.1016/j.toxicon.2018.04.009

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24
25
26
27
28
29
30
31
32
33
34
35
36
37
38

A functional and thromboelastometric-based micrdrodtfor
assessing crotoxin anticoagulant activity and antis relative
potency againstrotalus durissus terrificus venom

Prezoto BG Tanaka-Azevedo ARl Marcelino JR Tashima AK, Nishiduka E§
Kapronezai § Mota J&, Rocha MMT, Serino-Silva €& Oguiura N

& Laboratory of Pharmacology, the Butantan Institdte, Dr. Vital Brazil 1500, CEP
05503-900 S&o Paulo, SP, Brazil

® Laboratory of Herpetology, the Butantan Institube;,. Dr. Vital Brazil 1500, CEP
05503-900 S&o Paulo, SP, Brazil

¢ Immunology Service, the Butantan Institute, Av. Bital Brazil 1500, CEP 05503-
900 S&o Paulo, SP, Brazil

4 Department of Biochemistriscola Paulista de Medicina, Universidade Federal d
Séo Paulo (UNIFESPRua Botucatu 862, Ed. José Leal Prado, 1st floBR G4023-
901, Sao Paulo, SP, Brazil

®Ecology and Evolution Laboratory, the Butantanitngt, Av. Dr. Vital Brazil 1500,
CEP 05503-900 S&o Paulo, SP, Brazil

ABSTRACT

The assessment of the capacity of antivenomsutraieze the lethal activity of
shake venoms still relies on traditional rodemtvivo lethality assay. EE and LD
assays require large quantities of venoms andeardims, and besides leading to animal
suffering. Therefore,in vitro tests should be introduced for assessing antivenom
neutralizing capacity in intermediary steps of aeiom production. This task is
facilitated when one key lethal toxin is identifiedl good example is crotoxin, (&
neurotoxin phospholipase,Aike toxin that presents anticoagulant activityvitro and
is responsible for the lethality of venoms @fotalus durissus snakes. By using
rotational thromboelastometry, we reported recentlg sensitive coagulation assay for
assessing relative potency of the anti-bothropiureein neutralizing procoagulant
activity of Bothrops jararaca venom upon recalcified factor-XlI-deficient chicke
plasma samples (CPS). In this study, we stablisloedlitions for determining relative
potency of four batches of the anti-crotalic ser(ACS) (antagonist) in inactivating
crotoxin anticoagulant activity in CPS (target) sltaneously treated with one classical
activator of coagulation (agonists). The correlaticoefficient (r) between values

related the ACS potency in inactivating both imwitrotoxin anticoagulant activity and
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