AChE Inhibitors

REVERSIBLE

Drug
Type, Action
AChE

Hydrlysis
DOA
Admin
Specificity
Side FX
Intox
Dx
Therapeutic

Use

Edrophonium(
REVERS,

Competes agonist 4 esteratic & anionic sites, 
No
5min

Short, rapid elim by kidneys

direct agonist effect @ Nic Rc @ MEP of NMJ,

Can be musc or nic in nature
Contraind asthmatics (broncial constric, (bronch sec, ( urin freq, GI cramp, sweat, diarrhea

Myasth grav (given IV(rapid improv in mm strength
Control of pyridostigmine dosing levels. (see below)

Supravent tac( (safer than direct musc receptor agonist Methacholine cuz could(complete AV blk)

antidotes for curare like competitive blker – d-tubocurarine, vecuronium

Gastric atony, Bladder atony, narrow/wide( glauc, myesthenia gravis, , reversal of photophobia &mydriasis, terminate????

Produce muscle strength in pt w/ myasth grav even w/o ACh

Neostigmine(
REVERS

Compet AChEi
Yes, hydrol 2  edrophon.
2-4hrs

Short

direct agonist effect @ Nic Rc @ MEP of NMJ
GI distress


Stim GI motility (gastric atony).  Some gang stim occurs(activation of GI cuz parasymp dominance, restores bladder fxn (bethena\echol better cuz of absorption), wide/narrow(glauc but limited cuz of (
Poor absorb( little drug reaches NMJ so not used for Myasth Grav

d-tubocurarine overdoses

Pyridostigmine(
REVERS

Compet

AChEi

3-6hrs

avail in time release

direct agonist effect @ Nic Rc @ MEP of NMJ



Better than neostigmine( in Tx myasth grav cuz better oral absorb and longer DOA and fewer GI tract effects

Produces muscle strength in pt w/ myasth grav even w/o ACh

Physostigmine
REVERS,

Carbamylates esteratic site on AChE (covalent)
Yes, ???
1-2hrs, rapid elim 

Acts central  & periph NO q, ( Musc & Nic sites affected
Dysphoria restlssness


Combined w/ pilocarpine to Tx narrow(glauc

Antidote for atropine intox

Paralytic ileus, bladder atony, wide/narrow(glauc

Tacrine
REVERS AChE inhib



No q, ( Musc & Nic sites affected



Alzheimers, (ACh in hippocampus

Donepezil




Less hepatotox than Tacrine

No q, ( Musc & Nic sites affected



Alzheimers, (ACh in hippocampus

AChE Inhibitors

IRREVERSIBLE

Drug
Type, Action
AChE

Hydrlysis
DOA
Admin
Specificity
Side FX
Intox
Antidote
Therapeutic Use

Echothiophate(
IRREV,

P esteratic site on AchE, stronger bond than 3 above
NO
2wks, 

long

stable in sol’n

new AChE must be sythesized to brk ACh down
NOT IV, very dangerous
direct agonist effect @ Nic Rc @ MEP of NMJ
Bronchial constrict, salivate, sweat, miosis, GI distress, Kill by resp paralysis, 

Can cause delayed neurotoxicity:ataxia, muscle paralysis, demyelination 7-14 days after drug exposure

Extended use ((6mo)(cataracts
Blood sample of pt w/ organoP intox: (AChE and pseudoAChE activity
1)Pralidoxime (see below) pulls organoP off esteratic site of AChE, given rapidly to prevent “aging” 

2)Atropine

No drug antidote for delayed neurotox
Wide(glaud, but not drug-o-choice.  

Produce muscle strength in pt w/ myasth grav even w/o ACh

Mipafox

DFP

(ORGANOP)
IRREV

Pesteratic site on AchE, “aging” of enzyme




Delayed neurotox 7-14 days after exposure. Start w/ ataxia(paralysis

1)Pralidoxime (pulls organoP off esteratic site of AChE, given rapidly to prevent “aging” 

2)Atropine

No drug antidote for delayed neurotox
Insecticide

Produce muscle strength in pt w/ myasth grav even w/o Ach

DFP no longer used therapeutically (delayed neurotox)

