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Gastropareésie : définition

e Syndrome : nausées, vomissements, satie
précoce, ballonnements

o Caracterise par une
vidange gastrique
ralentie
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ParkmarH et al,Neurogastroenteromotil 2010
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* Incidence = 8/100 000
e Sexratio F/H =4/1
 Age moyen de survenue = 37 ans

Jung HK et al;astroenterology 009
CamilleriM et al, Am BastroenteroR013



AUTRES CAUSES : médicaments, maladies de systéme

SEQUELLE : IDIOPATHIQUE

CHIRURGICALE

Etiologies

DIABETE

- ldiopathique 36%
- Diabetique 29 % (DT1 : 5%, DT2 : 1 %)
- Post opératoire 13 %

- Autres : Post infectieuse (EBV, VZV, CMV),
medicamenteuse, maladie de systeme
(sclerodermie, polymyosite), paraneoplasique,
Parkinson

Jung HK et al;astroenterology 009
CamilleriM et al, Am BastroenteroR013



Physiopathologie

 Donneées uniquement chez les diabétiques

e ROl e de | "autoi mmunit é
* Hyperglycémies répétées et chroniques (DT2)
 Neuropathie autonome (DT1 et 2)

A Altérations des plexus myentériques

A Disparition des cellules de Cajal

A Role protecteur de macrophages CD206+

TackJ et alCurrOp GastroenteroR016



Score GCSI (Gastroparesis cardinal
symptom index)

None Verymild Mild  Moderate  Severe  Very severe

naused (fecling sick to your stomach as if 0 ! 2 3 4 5
you were gomg to vomit or throw up)

e

retching (heaving as if to vomut, but nothing 0 I 2 L 4 5
comes up)

vomiting 0 1 2 ] 4 5
stomach fullness 0 I 2 3 4 5
not able to finish 4 normal-sized meal 0 | 2 3 4 5
feeling excessively full after meals 0 I 2 ] 4 5
loss of appetite 0 1 2 3 4 5
bloatmg (fecling like you need to loosen your clothes) 0 I 2 3 4 5
stomach or belly visibly larger 0 1 2 L 4 5
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RevickD et al,QualLifeRes2004



Tout mar Cc he

Table 2. Summary of the Effects of Placebo and Botulinum Toxin from Baseline to | Month After Injection

(ou p

Within Group

Between Group
Botulinum Toxin P Value Placebo P Value P Value

Improved (%a)* 37.5 56.3 0.29
GCSI Score —6.81+9.2 0.01 —10 2.7 0.01 0.42
GVAS Score —190 + 228 0.01 —176 + 256 0.02 0.88
% Gastric retention’

2h —163+229 0.02 —10.8 +20.6 0.08 0.52

4h —133+18.0 0.01 —36+£255 0.62 0.27

*Imiprovement defined as a =9-point reduction in the score of the Gastroparesis Cardinal Symptom Index.

TThrea patients randomized to placebo and one patient randomized to botulinum toxin did not complete a 1-month gastric empiving scan.

Friedenberd- et al, Am GastroenteroR008



Prokinétiques classiques

A Limites : tachyphylaxie, dyskinésies tardives (1%)

CamilleriM et al, Am Gastroenterol013



« Gastroparesis diet ?
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Régime

e N=56

o Gastroparesie diabétique
documentee

 Régime mouliné/mixe e
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OlaussorE et al, Am Gastroentero014



Traltement endoscopique : Botox

Dose of botulinum

Duration of

Reference #  Type ofstudy toxin NEtiology follow-up Outcome/Result A Gastric emptying
(121) Open label gou | DG 4 months Symptoms improved GE improved by 33 %
(122 Open label 200U IDG 4 = 10 weeks Symptoms improved
(123) Open label 20000 1 DG 4.5 months Symptoms improved GE improved by 43 %
(124) Open label loou 6 DG 6 weeks Symptoms decreased by 55 %  GE improved by 43 %
at 2 and 6 weeks at 2 and 6 weeks
(125) Open label 2001 BDG 12 weeks Symptoms improved by 58 %  GE improved in 50 %
of patients
(126) Open label B0~ 100 U 101G 4 weeks Symptoms improved by 38%  GE improved by 48 %
at | month at | month
(127) Open label 100 20 Total: 3 DG, I month Symptoms improved by 29%  GE of solids improved
171G at | month by 35 % at 1| month
(128) Open label 200U BDG 12 weeks Symptoms improved in 50 %
of patients
(129) Open label 100 - 200 U 63 Total: 26 DG, Mean 9.3 weeks  Symptoms improved in
351G 42 .9 % of patients
(1309 Open label oo 20 Total: 3 DG, 4 weeks Symptoms improved GE of solids improved
171G
{131} Randomized, 1o 23 Total: 2 DG, 4 weeks Symptoms improved similar GE improved
double-blind, 191G to placebo response
placebo-controlled
(132) Randomized, 2001 32 Towal: 18 DG, 4 weeks Symptoms improved similar GE improved
double-blind, 131G to placebo response
placebo-controlled
(133) Crpen label 100 — 200 U 179 Total: 81 DG, 1 — 4 months Symptoms improved in

B21G, 16 PG

514 % of patients; responses
depended on the dose

CamilleriM et al, Am Gastroenterol013




Traitement endoscopique : Dilatation

 N= 10 patients gastroparetiques,
compliance pylorique diminuée

Dilatation hydrostatique 20 mm 6atm
3x1mn et évaluation a J10
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N=13 patients, GP post opératoire G_ — . =
1-3 Dilatations pneumatiques 386 mm
Amélioration symptomatique significative
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GourcerolG et al, AlimenPharmacollher2015
Ericson] et alScand)Surg2013



Neurostimulation

, i v
El ectrodes placées dart |
Stimulateur dans la parol abdominale '

Mode d’ action mal d @ o
contraction lente, la relaxatiofundique

> 20 etudes publiées, la plupart non contrdlées et de
faibles effectifs

En faveur d’  une di mi nuti on 1
vomissements

10% de complications (migrations, infections)

CamilleriM et al, Am Gastroenterol013



Stimulation électrique gastrique pour
vomissements réefractaires: résultats d’une étude
controlée multicentrique en double aveugle

FP.DUCROTTE . B COFFIN, NNMVIATTHIEU. S FONTAINE, S BRULEY des VARANNES,
F.ZERBIB,  B. CAIAZZO, JICGRIMAUD, FMION, S HADJIADI C PETIT_LVUITTON,
A ROPERT RALTWEGG, PPOUDEROUX,  E.DORVAL M . DAPOIGNY, B . BONAZ,
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G GOURCEROL B GUERCO

JFHOD 18 Mars 2016

19 centres, 172 patients, double aveugle
Age 412 ans, M/F 34% / 66%
Vomissements quotidiens = 60 %

4 mois «ON» , 4 mois «OFF

e Fréquence des vomissements Fréquence des vomissements

vomissements
4 ‘

OENUWDL

: aucun p <0.001

p <0.01 p <0.02
< 1 /mois
< 1 [semaine 3

plusieurs/semaine p <0.009
quotidiens

.

l 1 .
Diabétiques Non Diabétiques
=ON OFF % ON » OFF




Technigues seconde intention:
pyloro-myotomie chirurgicale

Pyloromyotomie chirurgicale laparoscopique

N=50

Durée = 17956 minutes, complications = 0, conversions
=0

Réadmissions = 14%

Amélioration symptomatique =82%

Amélioration scintigraphique significative (p < 0.001)

ToroJ et al, J ArollSurg2013



Technigues de seconde intention
(suite)

e Gastrostomie de decharge
e Jéjunostomie d’”"ali ment &
e Gastrectomie partielle

CamilleriM et al, Am Jastroenterol013



Nouveautés



- 2 patchs (2x 1 semaine de traitement)

n =

Pas

A Prix ?
ADur éee
A Pas de bras contrdle

« Nouveaux» antiémetiqgues

51,

d 1}

Granisetron(anti 5>HT3) transdermique 2x 7]

GP d’ éti ol ogi es

ef f et

d }
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Var

| é e

Symptom Baseline Treatment Improvement in severity”  P-value
S
Navsea 417+0.73 299+1.12 1.18 0.000000028
Retching 260177 200167 0.60 0.058
Vomiting 257166 1.66+1.62 0.91 0.00020
Early satiety 412+106 341136 0.71 0.00083
Postprandial fullness 408+1.19 317142 091 0.000031
CStonmrh fullness 368+1.06 306+1.29 0.62 0.0010
Loss of appetite 380103 290147 090 0.000062
Stomach visibly larger 250+1.66 194173 0.56 0.029
Bloating 3.02+151 233158 0.69 0.0010
Upper abdominal pain 3.19+151 241154 0.78 0.0043
Upper abdominal discomfort 332+149 259+146 0.73 0.0017
Constipation 256+191 227+174 029 033
Drarrhea 185183 090144 0.95 0.00053

MidaniD et al, heurogastroenteroMotil 2016



Nouveaux prokinétiques

* Relamoreline : agoniste du récepteur de la ghréline
« N= 204 GP diabétiqués placebo ou relamoreline SC
» Accelération de la vidange gastrique (p<0.03)

Table 3.Vomiting End Points for the Relamorelin 10 pg Twice-Daily Group Versus Placebo: mITT Population and Subgroup of
Patients With Vomiting Symptoms at Baseline

LS mean difference % Difference from

Population/end point N= Baseline from placebo to week 4" placebo to week 4° P value®
miTT

Vomiting severity” 62 12 0.69 -58% J005

Vomiting episodes” 52 3.2 -2.0 -63% 033
Vomitng subgroup

Vomiting severity” 30 2.0 -1.18 -59% J006

Vomiting episodes’ 30 5.6 -3.5 -63% 041

e Pas d’' eff et sur | es doul eur s
e Pas d' effet 1 ndésirable sign

LemboA et al,Gastroenterology2016



Pyloromyotomie endoscopiquau GPOEM

THINKING OUTSIDE THE BOX

Gastric peroral endoscopic myotomy for refractory gastroparesis:
first human endoscopic pyloromyotomy (with video) (T

First European human gastric peroral endoscopic
myotomy, for treatment of refractory gastroparesis

Fig.1 Gastric peroral
endoscopic myotomy
(G-POEM) for refractory
gastroparesis in a pa-
tient with diabetes:
creation of the submu-
cosal tunnel by endo-
scopic dissection.

KashakVA et al,GastrointestinaEndoscopy013
GonzaleZmet al, Endoscopy2015



Fer meture d

muqueuse




Pyloromyotomie endoscopiguau GPOEM

1" Auteur Succes clinique | Succes Complicat
scintigrap | ions
hique
Kashab 30 75 (35223) mn 86% 82% 6.7% 5.5mois
Gonzalez 12 51 (32105) mn 85% 75% 0 3 mois
Schlomovitz 7 90 mn 86% 80% 29% 6.5 mois
A Faible suivi

A Absence de groupe controle

KashallMA et al,GastrointestinaEndoscopy016
Gonzalez JM et d&ndoscopy017
SchlomovitzE et alSurgendos@2015



Conclusions

Augmentation des diagnostics de GP previsible
(developpement de techniques alternatives a la
scintigraphie de vidange gastrigue)
Fondamentaux : dompéridone, érythromycine,
regime

Nouveau prokinétique : relamoréline

Cas réfractaires: neurostimulation, gastrostomie de
décharge, pyloromyotomie chirurgicale;ROEM



