Farmacologia da Juncao Neuromuscular
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Toxina botulinica—Usos clinicos (sempre aplicacéo localizada):
1)Neurologia: Sindromes espasticas musculares (blefaroespasmo)
2)Oftalmologia: Estrabismo

3)Cosmetico

4)Bexiga hiperativa



Blogueadores da juncao neuromuscular



Transmissdo colinérgica
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Mecanismo de acdo dos bloqueadores neuromusculares competitivos
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Mecanismo de acdo dos blogueadores neuromusculares competitivos
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O bloqueio neuromuscular induzido pelo rocuronio é revertido
por sugamadex, farmaco quelante deste bloqueador
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Bloqueio por Desporalizagao Fase 1

succinilcolina
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A membrana despolariza, resulta em uma descarga inicial que
produz fasciculacdes transientes seguidas de paralisia flacida



Bloqueio por Desporaliza¢ao Fase 2

succinilcolina
+++++++ +++++++

A membrana repolariza mas o receptor esta dessensibilizado
ao efeito da Ach



Bloqueadores da JNM

Usos:
1)Relaxamento muscular esquelético para facilitar cirurgias
2) Facilitacao da intubacao endotraqueal



Efeitos adversos: succinilcolina
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Facilitadores da transmissao neuromuscular: anticolinesterasicos



Colinérgicos de acéo indireta: anticolinesterasicos
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Usos clinicos

Neostigmina: reversao da acéo de bloqueadores competitivos no fim da
cirurgia. Atropina para limitar efeitos parassimpatomimeéticos

Neostigmina: nédo reverte o bloqueio despolarizante. Pode até reforcar o
blogueio.

Neostigmina: tratamento da Miastenia gravis

Edrofénio: teste para Miastenia gravis para distinguir fragueza causada
por overdose de anticolinesterasico (“crise colinérgica”) da fraqueza da
propria miastenia (“crise miasténica”)



Miastenia Grave

Doenca autoimune contra receptores nicotinicos da
JNM

Fraqueza muscular: em decorréncia da falha da
transmisséao neuromuscular.

Paralisia na crise miasténica

Paciente miasténico: mais sensivel ao blogqueador
competitivo e mais resistente aos despolarizantes



Table 10-1

Chemical Classification of Representative Organophosphorus Compounds of Particular Pharmacotogical or
Toxicological Interest

General formula B
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Group A. X = halogen. cyanide. or thiocyanate leaving group: group B, X = alkylthio. arylthio, alkoxy, or aryloxy leaving
group; group C, thionophosphorus or thio-thionophosphorus compounds: group I, quaternary arnmonium leaving group.
R, can be an alkyl (phosphonates), alkoxy (phosphorates) or an alkylamino (phosphoramidates) group.
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COMMON, CHEMICAL, AND OTHER NAMES

DFP; Isoflurophate;
diisopropyl fluorophosphate

Tabun
Ethyl N-

dimethylphosphoramidocyanidate

Sarin (GB)
Isopropyl
methylphosphonofiuoridate

Soman (GD)
Pinacolyl
methylphosphonofluoridate

Paraoxon (MINTACOL), E 600
€. (-Dicthyl O-(4-mirophenyl)-
phosphate

Malaoxon

O.0O-Dimethyl S-
(1.2-dicarboxycthyl)-
phosphorothioate

Parathion

O, 0-Diethyl O-
(4-nitrophenyl)-
phosphorothioate

Diazinon. Dimpylate
O, 0-Diethyl O-
{2-isopropyl-6-methyl-

4-pyrimidinyl) phosphorothiocate

Chlorpyrifos
O, 0-Diethyl O-(3,5.6-trichloro-2-

pyridyl) phosphorothioate

Malathion

O.0O-Dimcthyl S-
(1.2-dicarbethoxyethyl)
phosphorodithicate

FEchothiophate (PIIOSPIIOLINE
IODIDE). MI-217

Diethoxyphosphinylthiocholine
iodide

COMMENTS

Potent, nreversible
inactivator

Extremely toxic “nerve gas™

Exuemely toxic “nerve gas™

Extremely toxic “nerve gas™;
arcatest potential for
irreversible action/
rapid aging

Active metabolite of
parathion

Active metabolite of
malathion

Agricultural insecticide,
resulting in numerous
cases of accidental
poisoning; phased
out in 2003,

Insecticide: use limited
1o non-residential
agricultural settings

Insecticide:; use
THmited to non-residential
agricultural settings

Widely employed insecticide
of greater safety than
parathion or other agents
because of rapid
detoxification by higher
organisms

Extremcly potent choline
derivatve; administered
locally m treatment of
glaucoma: relatively stable
in aqueous solution
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Intoxicacdo por anticolinesterasicos organofosforados:
Bloqueio despolarizante da juncdo neuromuscular (reforco da
acdo nicotinica) + refor¢o da acdo muscarinica
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