AGEN​TI PRO​CI​NE​TI​CI

Gli agen​ti pro​ci​ne​ti​ci facilitano l'in​sor​gen​za dell'at​ti​vi​tà pro​pul​si​va,       
re​spon​sa​bi​le del​la pro​gres​sio​ne oro-abo​ra​le del con​te​nu​to en​do​lu​mi​na​le; sono pertanto ne​ces​sa​ri nei ca​si di dis​or​di​ni fun​zio​na​li mo​to​ri del tu​bo   di​ge​ren​te  spes​so as​so​cia​ti a nau​sea, vo​mi​to, 
dis​a​gio post-pran​dia​le

· ma​lat​tia da re​flus​so ga​stroe​so​fa​geo
· dis​pe​sia fun​zio​na​le 

· sta​si ga​stri​ca (idio​pa​ti​ca o se​con​da​ria ad al​tre ma​lat​tie)

· ostru​zio​ne in​te​sti​na​le
· co​sti​pa​zio​ne as​so​cia​ta a ri​tar​da​to trans​i​to co​lon​ret​ta​le co​me nell'iner​tia co​li​ca e nel me​ga​ret​to (que​sta in​di​ca​zio​ne va​le so​lo per la ci​sa​pri​de che a dif​fe​ren​za di MCP e dom​pe​ri​do​ne sti​mo​la la pe​ri​stal​si a li​vel​lo co​li​co)
La mo​ti​li​tà ga​stro-in​te​sti​na​le é re​go​la​ta dal​la:

· sti​mo​la​zio​ne me​dia​ta dai  neu​ro​ni co​li​ner​gi​ci

· ini​bi​zio​ne in​dot​ta dai neu​ro​ni do​pa​mi​ner​gi​ci che pro​vo​ca :

1. ri​du​zio​ne del to​no del​lo sfin​te​re eso​fa​geo

2. ri​du​zio​ne del to​no ga​stri​co

3. ini​bi​zio​ne del​la co​or​di​na​zio​ne an​tro-duo​de​na​le

4. mo​du​la​zio​ne eser​ci​ta​ta dal si​ste​ma ner​vo​so en​te​ri​co tra​mi​te 5-HT
FARMACI CHE STIMOLANO LA MOTILITA’ GASTRICA

[image: image1.png]



AN​TA​GO​NI​STI D2   
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AN​TA​GO​NI​STI 5-HT3
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AGO​NI​STI 5-HT4
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STI​MO​LAN​TI DEI RE​CET​TO​RI PER LA MO​TI​LI​NA 
METOCLOPRAMIDE

PRO​FI​LO FAR​MA​CO​CI​NE​TI​CO

As​sor​bi​men​to
ra​pi​do ma il me​ta​bo​li​smo epa​ti​co di pri​mo pas​sag​gio ri​du​ce la sua dis​po​ni​bi​li​tà a cir​ca il 75%

Dis​tri​bu​zio​ne
MCP si dis​tri​bui​sce nel​la mag​gior par​te dei tes​su​ti, at​tra​ver​sa la b.e.e. e la pla​cen​ta, nel lat​te ma​ter​no la conc. del far​ma​co può supe​ra​re quel​la pla​sma​ti​ca

Emi​vi​ta
4-6 ore ma può su​pe​ra​re le 24 ore in ca​so di al​te​ra​ta fun​zio​na​li​tà re​na​le

Eli​mi​na​zio​ne
+ del 30 % vie​ne escre​ta im​mo​di​fi​ca​ta con le​ uri​ne, il re​sto vie​ne eli​mi​na​ta nel​le uri​ne e nel​la bi​le do​po co​niu​ga​zio​ne con sol​fa​to o ac. gli​cu​ro​ni​co 

Do​se 
5-20 mg 3-4 vol​te /die  per os, i.m. 

IN​DI​CA​ZIO​NI COME PROCINETICO 

Pro​muo​ve  il ri​la​scio di ACh dai neu​ro​ni mioen​te​ri​ci pertanto po​ten​zia la mo​ti​li​tà del​la mu​sco​la​tu​ra li​scia dell'eso​fa​go fi​no all'in​te​sti​no te​nue quin​di sti​mo​la la pe​ri​stal​si ed il trans​i​to del bo​lo ali​men​ta​re dal duo​de​no al​la val​vo​la ileo-ce​ca​le.
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ESO​FA​GI​TE DA RE​FLUS​SO MCP an​ta​go​niz​za  il ri​las​sa​men​to del​la por​zio​ne su​pe​rio​re del​lo sto​ma​co e au​men​ta le con​tra​zio​ni an​tra​li ac​ce​le​ran​do lo svuo​ta​men​to ga​stri​co e ri​du​cen​do il re​flus​so ga​stro-eso​fa​geo; è il pro​ci​ne​ti​co di scel​ta per il trat​ta​men​to del​le eso​fa​gi​ti di lie​ve e mo​de​ra​ta in​ten​si​tà 
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STA​SI GA​STRI​CA MCP ( come dom​pe​ri​do​ne) fa​ci​li​ta lo svuo​ta​men​to ga​stri​co in pa​zien​ti con sta​si ga​stri​ca di va​ria ezio​lo​gia (par​ti​co​lar​men​te ef​fi​ca​ce nel​la ga​stro​pa​re​si dia​be​ti​ca
Or​di​ne di po​ten​za di va​ri de​ri​va​ti ben​za​mi​di​ci nel​lo sti​mo​la​re l'at​ti​vi​tà pe​ri​stal​ti​ca in un​ seg​men​to di ileo iso​la​to di ca​via che ri​spec​chia la lo​ro af​fi​ni​tà per i rec. 5-HT4 en​te​ri​ci:     ren​za​pri​de> ci​sa​pri​de> za​co​pri​de 
DOMPERIDONE

MEC​CA​NI​SMO D'AZIO​NE: bloc​co re​cet​to​ri D2; pe​ne​tra li​mi​ta​ta​men​te nel SNC
Pas​sag​gio BEE:
mol​to scar​so e ciò com​por​ta un mi​nor ri​schio di ef​fet​ti extra​pi​ra​mi​da​li

Bio​di​spo​ni​bi​li​ta':
so​lo 15% as​sor​bi​men​to ra​pi​do do​po do​se ora​le

Emi​vi​ta:
7-8 ore

Eli​mi​na​zio​ne: 
fe​ci

Do​se: 
20-40 mg pri​ma del pa​sto co​me pro​ci​ne​ti​co



10-20 mg ogni 4-8 ore co​me an​tie​me​ti​co 

IN​DI​CA​ZIO​NI: azio​ne pro​ci​ne​ti​ca (tra​scu​ra​bi​le ef​fet​to sul co​lon) 

MO​TI​LI​NA e MO​TI​LI​DI
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MECC​CA​NI​SMO D'AZIO​NE: In​te​ra​zio​ne con un re​cet​to​re spe​ci​fi​co per il pep​ti​de lo​ca​liz​za​to nell'an​tro e nel duo​de​no.
IN​DI​CA​ZIO​NI: azio​ne pro​ci​ne​ti​ca (in tut​ti i ca​si di dis​or​di​ni fun​zio​na​li as​so​cia​ti a ral​len​ta​men​to del​lo svuo​ta​men​to ga​stri​co e a pseu​do​stru​zio​ne in​te​ti​na​le)
MO​TI​LI​DI = ERI​TRO​MI​CI​NA e congeneri
· In​ter​fe​ri​sco​no con il bin​ding del​la mo​ti​li​na a li​vel​lo dei rec. del​la mo​ti​lina 

· Do​se di eri​tro​mi​ci​na succinato: 250 mgper os 3 vol​te/die

· Usa​ti fi​no da​gli an​ni '50 per il trat​ta​men​to del​le in​fe​zio​ni so​ste​nu​te spe​cial​men​te da bat​te​ri gram po​si​ti​vi. Dal​la lo​ro in​tro​du​zio​ne nel​la pra​ti​ca cli​ni​ca è sta​ta evi​den​zia​ta la com​par​sa di ef​fet​ti col​la​te​ra​li a ca​ri​co del si​ste​ma ga​stroin​te​sti​na​le qua​li: nau​sea, vo​mi​to, cram​pi ad​do​mi​na​li e diar​rea.

  Nuovi Mo​ti​li​di = Mo​ti​li​no-ago​ni​sti (es. ABT-229 e EM-536)
Br. J. Anaesthesia 86 (6): 869-871 (2001)

[image: image8.jpg]Gastric residual volume in children: a study comparing efficiency
of erythromycin and metoclopramide as prokinetic agents




[image: image9.jpg]Metoclopramide may be used to stimulate gastric emptying when anaesthetizing children for
emergency operations. Unfortunately, metoclopramide is associated with extrapyramidal side
effects. Erythromycin, a motilin receptor agonist, is a prokinetic agent but its use has been little
investigated in children. This randomized double-blind study compared the effects of premedic-
ation with oral metoclopramide 0.15 mg kg™' or erythromycin | mg kg™ on gastric emptying in
80 children undergoing tonsillectomy. Pre-operative fluids, premedication and anaesthetic tech-
nique were standardized and gastric volume was measured with an orogastric tube. Post-
operative nausea and vomiting was recorded. Metoclopramide and erythromycin produced
similar gastric volumes (0.29 and 0.24 ml kg™') and there was no difference in post-operative
vomiting. In the erythromycin group there were more patients with negative aspirates (45.9%)
than in the metoclopramide group (35.1%), but the difference was not statistically significant.
These results indicate that erythromycin may be as effective as metoclopramide as a prokinetic
agent.




[image: image10.jpg]Table 1 Gastric residual volume and incidence of vomiting.

Metoelopramide Erythromycin
@=37) @=37)
Gastric residual volume, mi kg™ 0.29 (0.5) 0.24 (0.3)
No. with zero gastric aspirate (%) 13 (35.1) 17 (45.9)
No. with gastric aspirate >0.4 ml kg~ (%) 8 (21.6) 8 (21.6)
No. of vomiting episodes 1(0-3) 1(0-3)
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Effects of erythromycin on human colonic circular muscle
in idiopathic chronic constipation
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Human circular colonic muscle strips.

Increase of basal tension induced by cumulative conc. of erythromycin and motilin.
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Figure 3 Human circular colonic muscle strips. Off-contraction
following inhibitory response induced by Electrical Field
Stimulation (EFS; 1-5 Hz) in idiopathic chronic constipation
(ICC) preparations. Effects of pretreatment with erythromycin
(a) and motilin (b).Values are the mean * SEM of eight
experiments. *P<0-05 vs. respective basal value.




New Engl. J. Med. 322:1028-1031 (1990)

[image: image14.jpg]IMPROVEMENT OF GASTRIC EMPTYING IN DIABETIC GASTROPARESIS BY
ERYTHROMYCIN




[image: image15.jpg]Solids
g
c
k=]
€
2
[
o

A ) Minutes

1004 Liquids
3
[~
2
§
[5}
o

- ~o-
~Q-aurg
o ¥ L] l L] L] 1
0 20 40 - 60 80 100 120
B ' Minutes

Figure 1 Speed of Gastric Emptying in Patients Taking Placebo
or Erythromycin and Healthy Subjects.

Panel A shows the rate of emptying of the solid part of the test
meal, expressed as the mean (+SE) percentage of isotope re-
maining in the stomach at various times after the ingestion of
the meal, in 10 patients with diabetes after the intravenous ad-
ministration of placebo (>———<) or 200 mg of erythromycin
(#———@) and in 10 healthy subjects. (O————<). Panel B
shows the rate of emptying of the liquid part of the test meal, ex-
pressed as the percentage of isotope remaining in 10 patients
with - dlabétes after the administration of placebo - (O———0)
~or erythromycin (6——@) and in 10 hea|thy
subjects (O——--0).




GUT 2001; 49:395-401

[image: image16.jpg]Effects of a motilin receptor agonist (ABT-229) on
upper gastrointestinal symptoms in type 1

diabetes mellitus: a randomised, double blind,
placebo controlled trial

N J Talley, M Verlinden, D J Geenen, R B Hogan, D Riff, R W McCallum, R J Mack




[image: image17.jpg]Introduction—Erythromycin, a metilin
agonist, is a potent prokinetic. ABT-229 is
a specific motilin agonist that dose de-
pendently accelerates gastric emptying.
Dyspepsia and gastroparesis are common
problems in type 1 diabetes mellitus. We
aimed to evaluate the efficacy of ABT-229
in symptomatic diabetic patients with and
without delayed gastric emptying.
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