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Achalasie

Trouble moteur primitif de I'oesophage
Prévalence 1-2/100.000 population
Incidence 0,5/100.000/an
Caractéristiques principales:

— Apéristaltisme

— Pression de repos du SIO élevée

— Défaut de relaxation du SIO

Physiopathologie incompletement comprise.



Achalasie : aspects manometriques
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Achalasie : pathophysiologie (1)
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Achalasia : pathophysiology

Sympathique Vagal Vagal
excitateur inhibiteur
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M : Récepteur muscarinique  ACh : Acétyicholine
N : Récepteur nicotinique VIP : Vasoactive intestinal peptide
NE : Norépinéphrine




Quand traiter ?
Bilan clinique: Score d'Eckardt

Weight loss Dysphagia Regurgitation
non non non non

occasionnelle occasionnelle

<5Kg occasionnelle
5-10Kg quotidienne SuETREE quotidienne
>10Kg chaque repas chaquerepas chaque repas
Stade 0 scores0-1
Stade 1 scores 2 -3 _
Stade 2 scores4-5-6 — >3 — fraltement
Stade 3 scores > 6




Achalasie : objectifs du traitement

1. Controler les symptomes,
2. Ameliorer la vidange cesophagienne
3. Prevenir le developpement du megacesophage.



Achalasie : Approches thérapeutiques

Traitements pharmacologiques
Traltements endoscopiques
raitement chirurgical

. Etudes comparatives - Algoritmes
. Perspectives
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Traitements pharmacologiques

e Dérives Nitres
* Bloqueurs des canaux calciques
* |Inhibitors phosphodiesterase-5

Effets idésirables
Efficacité modeste

Diagnostic initial
Formes de début
Stratégie temporaire d’attente




Sildenafil et pression du SIO dans |'achalasie
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Traitements endoscopiques

e Toxine Botulique

e Dilatation Pneumatique




Toxine botulique blogue la liberation d'acetylcholine

controles |

Toxine botulique

0 20 40 60 80
[*H]-acetylcholine cpm.10™%/mg
Libération acétylcholine

Bigalke and Habermann 1980



Rémission apres une injection unique

Clinical
Improvement _
rate (%) [
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Cuillere et al., Gut 1997:41:87-92




Botulinum Toxin vs Pneumatic Dilation

116 patients

Dilation B. Toxin

57 Intention-To-Treat Analysis 59

6 Lost to follow-up 1
6 Additional treatment denied 9
1 Technical problem 1
1 Side effects 3
4 Early Failure (p <0.01) 15

Bruley des Varannes et al. Gastroenterology 1999;116:A129



Botulinum Toxin vs Pneumatic Dilation
One-year Remission Rate (ITT Analysis)

100 L
Remission g0 dilation
(%) |
60. 58.8%
| P =0.0002
40-
20-_ B. toxin 21 1%
O.
0 90 180 | 360
Time (days)

Bruley des Varannes et al. Gastroenterology 1999;116:A129



Factors Predictive of Therapeutic Response

Univariate analysis P
Treatment 0.0003
Age 0.033
Symptom score 0.0004

Multivariate analysis : Cox model

Treatment OR:5.4-95-Cl[2.3-12.6] 0.0001
Symptom score OR:1.4-95-CI[1.1-1.8] 0.0015

Bruley des Varannes et al. Gastroenterology 1999;116:A129



Toxine Botulique
Résultats et facteurs prédictifs de succes thérapeutique

Baisse de l'efficacité a long terme
Taux de récidive >50% a 1 an
Moins bonnes réponses aux injections successives

e Achalasie vigoureuse*
* Patients agés*
* Pression du SIO ne dépasse pas 50% de la limite supérieure.

* Réponse soutenue plus frequente




Achalasie : Dilatation pneumatique




Dilatations pneumatiques
procédure

Systeme Rigiflex

Dilatations graduelles 30, 35, 40 mm
Pression 6 — 15 psi (300 - 750 mm Hg) sur 15-60 s
En hopital de jour

Single vs serial progressive dilations
Approches itératives basées sur :

— Réapparition des symptémes
— Pression du SIO (< 10 mm Hg)



Patients remaininig in clinical remission at 5 years* have an
excellent chance of requiring no further therapy for prolonged time
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Eckardt F. et al. Gut 2004;53:629-633



Repeated dilation as long-term maintenance

—_—

Patients 1.00

N
remission
(%)

0.75 -

0.50

0.25

0.00

therapy in achalasia

: B8
K, | a8 . -
o, Repeated dilations
\
L
\'“"’ .............
t....!“-
=TT L L L
One set of dilation
0 30 80 90 120 150

Time (months)
Zerbib et al. Am J Gastroenterol 2006.



Patients in remission (%)

100

Need to standardize procedures

-o—First dilation only =+ With repeat dilation

Serial dilations - daily (for 3 days) to LES pressure < 15 mm Hg.

10 20 30 40 50 60 70 80 90 100
Follow-up (months)

Huselmans et al. Clin Gastroenterol Hepatol 2010;8:30-5



Probability of staying

in remission (%)

Remission rate after a first dilation
Better response In patients > 40yrs
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Eckardt F. et al. Gut 2004;53:629-633



Estimated probability of
staying in remission (%)

Remission rate after a first dilation
Better response with increasing age
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Probability of staying

in remission (%)

Post dilation LES pressure

IS a predictive factor of outcome
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Pneumatic dilations: summary (1)
Good - excellent outcome

50-93 %

Pooled results 1256 patients
20 months : 77%

Efficacy decreases with longer follow-up

Roberts et al. In Evidence-based gastroenterology and Hepatology 3™ Ed.
Feagan and Fennerty Blackwell Publishing Ltd 2010



Pneumatic dilations: summary (2)
Predictors of relapse

Related to patient
- Younger age
- Male gender
- Wide esophagus
Related to procedure
- Single dilation
- Small size balloon (< 30 mm)
- LES pressure > 10-15 mm Hg
- Poor esophageal emptying (baryum)
Related to manometry
- Type | and Il on HR manometry

Richter. J Neurogastroenterol Motil 2010;16:232-42.



Pneumatic dilations: summary (3)
Complications

Related to natural course of the disease
- Pulmonary diseases
- Megaesophagus
- Carcinoma (RR x 50)

Related to procedure

- Perforation (initial dilation)
- GERD - esophagitis

ASGE quideline
Surveillance for cancer after 15 yrs of symptoms

Patients with achalasia do not appear to experience a significant
compromise of their overall life expectancy (Eckardt 2008).



Laparoscopic Hellers” myotomy




Laparoscopic myotomy
with antireflux procedure

Good- excellent results
52-100 %*

Uncontrolled studies

Efficacy decreases with longer follow-up

HR manometric pattern Ill
LES resting pressure <30 mmHg
Previous pneumatic dilation
associated with negative outcome (Salvador et al 2010)

*Roberts et al. In Evidence-based gastroenterology and Hepatology 3" Ed.
Feagan and Fennerty Blackwell Publishing Ltd 2010



The key question ?
Should we dilate or operate on these patients ?

European Achalasia Trial
|G Boeckstaens et al]

Patients included (n=218)

Randomized (n=214)
I |

Lap. Heller Myotomy Pneumatic Dilation
(n=106) (n=108)
(n=97) Analysis 2 yrs (n=83)

Boeckxstaens et al. UEGW 2010



Pneumatic dilation or laparoscopic myotomy?
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Pneumatic dilation or laparoscopic myotomy

Predictors of treatment failure

Pre-existing daily chest pain HR 2.8 [1.1-7.1
Height of the baryum column 5 min HR 1.3 [1.1-1.5
Esophageal width >4 cm HR 3.5 [1.3-9.9]

Boeckxstaens et al. DDW 2010



Achalasia : treatment

Low surgical risk

Younger ?? Older ??
Men ?7? Women ?7?
Laparoscopic ) failure Pneumatic
myotomy dilation
fallure Repeat I
as needed Success
Refer to esophageal center
Pneumatic Repeat
. Esophagectomy
dilation myotomy

Modifed from Richter. J Neurogastroenterol Motil 2010;16:232-42.



Achalasia : treatment

High surgical risk or
unwilling to have surgery

Botulinum toxin

Failure Success

Ca channel
blockers/nitrates

Repeat as needed

Choice based on experience of surgeon and endoscopist

Modifed from Richter. J Neurogastroenterol Motil 2010;16:232-42.



Achalasia
Future therapeutic approaches (1)

Per-Oral Endoscopic Myotomy
Temporary stents?

lInoue et al
27Zhu et al



Per-Oral Endoscopic Myotomy (POEM)

Creation of submucosal tunnel (gastric cardia)
Dissection of inner circular muscle bundle

*Minami et al UEGW 2010
Pasricha, P.J., et al. Endoscopy, 2007;39:761-4.
Inoue, H., et al. Endoscopy 2009;42:265-71.



Neurogastroenterol Motil (2010) 22, 1240-e322 doi: 10.1111/j.1365-2982.2010.01573 x

Temporary self-expanding cardia stents for the treatment
of achalasia: an experimental study in dogs

Y.-Q. ZHU, " Y.-§. CHENG, T M.-H. LI,* J.-G. ZHAO, ™ F. LI* & N.-W. CHEN]

*Department of Radiology, The Sixth Affiliated People’s Hospital, Medical School of Shanghai Jiao Tong University, Shanghai,
China

tDepartment of Radiology, The Tenth Affiliated People’s Hospital, Medical School of Shanghai Tong]i University, Shanghai, China
iDepartment of Digestive System, The Sixth Affiliated People’s Hospital, Medical School of Shanghai Jiao Tong University,
Shanghai, China
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Achalasia
Future therapeutic approaches (2)

277

Early diagnosis
Immunosuppressive therapies
Cell stem transplantation?

277

IMicci et al
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