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Siglo XXI

Cancer Ulcera Dispepsia ERGE
Gastrico Peptica Funcional
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Modificacion del estilo de vida

Dejar de fumar

Reducir peso
Reducir consumo de alcohol

Con sintomas nocturnos
evitar comer tres horas antes de acostarse

elevacion de cabecera de cama

Sintomas postprandiales
consumir comidas pequenas y mas frecuente

evitar supino después de comer

Obesidad abdominal
evitar ropa apretada

Kahrilas PJ N Engl J Med 2008;359:1700-1707




Being overweight is associated with higher chance of GERD

GERD defined as symptoms, esophagitis or both
Overweight defined as BMI 25 - 28

combined -

Effect Estimate

Corley DA et al. Am J Gastroenterol 2006;108:2619-2628




Being obese is associated with higher chance of GERD

GERD defined as symptoms, esophagitis or both
Obese defined as BMI>28

OR=2.15
combined - e
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Effect Estimate

Corley DA et al. Am J Gastroenterol 2006;108:2619-2628
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cimetidine
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ranitidine
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esomeprazole
40 mg




Eficacia de los inhibidores de la secrecion acida en dosis estandar

PPI HoRA Placebo
Healing of esophagitis 90% 92% 8%
Complete resolution of heartburn 40% 36% 15%

Aumentar las dosis mejora los resultados?




High dose PPI versus standard dose PPI
Effect on healing of esophagitis

Study or subgroup High dose PRI Standard dose PP Rk Ratic Weight Rick Ratio
/N /N M-H Random 5% C1 M-HRandomd5% O
Bardhan 1955 | &75 1477 I T2% LI7[06Z 223 ]
Castell 2002 | 9472624 1267 bl 133 % Qs [ 056, 079 ]
Cloud 19598 426 4725 -1 0% D96 [ L7, 343 ]
Earmest [998 A7 65 - 1 14% |23 [028, 525 ]
Gillesen 2004 11103 034 - Q7% 21001 [ .26, 35167 ]
Herweder 2002 18141 16143 I 73% L4061, 2157
Kahrilas 3000 IE54 H5/850 —=— 108 % (4é [ 032, 066 ]
Karmer 2003 500332 53337 - 109 % 096 [ 0e7, 1.37]
Labenz 2005 001562 | 277 582 = I 1.5 % 056 [ 042 074]
Mulder 1996 BIDS &106 S 4.1 % 135 [ 048, 375 ]
Richter 2001 Te2le 1501209 = 123 % (40 [ Q31,052
Santag 1992 253 1553 -1 33% |02 [ 064, 1.64]
Van Rensburg 1996 355 |5/57 67 % DBE [ 045, |76 ]
Total (95% CI} 7095 7102 - 100.0 % 0.76 [ 0.59, 0.97 |
Total events 529 (High dose PPI), 832 (Standard dose PPI)
Heterogeneity: Tau® = 0.1 1; Ohit = 4178, df = |7 (F = 0.00002); P =77% N N T B =25
Test for overall effect 7 = 18 (F = 0079)

Moayyedi P et al. Cochrane Database Syst Rev 2010; CD003244



Mas no siempre es mejor
Efecto de los IBP en pacientes con ERG no erosiva

% de pacientes con resolucion completa de la pirosis

60
40
m omeprazole 20 mg n=434
mesomeprazole 20 mg n=423
20 = esomeprazole 40 mg n=425
O -

14 weeks 28 weeks

Armstrong D et al. APT 2004:20:413-421



PPl induces reflux symptoms in healthy volunteers

1.6 -

*

1.4
*
reflux symptom PP \
score . —+—PPI
' m —=—Placebo
P—-——=_

0.8

o 1 2 3 4 S5 6 7 8 9 10 11 12

weeks

34% of those randomized to PPI reported relevant heartburn or regurgitation
in weeks 9-12

Reimer C et al. Gastroenterology 2009;137:80-87
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Effect of Nissen fundoplication on reflux events
24-hour esophageal pH-impedance monitoring

100 — Acid reflux
BD —
60 —

40 —

Number/24 h

20 —

Baseline Postoperative

Bredenoord AJ et al. Gut 2008;57:161-166

Seven-year follow-up of a randomized clinical trial comparing
PPI with surgical therapy for reflux esophagitis
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0 1 2 3 4 5 6 7
Time from start of therapy (years)
No. at risk
Omeprazole 154 127 93 80 59
Surgery 144 122 98 81 60

Lundell L et al. Br J Surg 2007;94:198-203



Nissen versus Toupet

Nissen Toupet
360 ° posterior 270 ° posterior




Meta-analysis of 7 RCTs
comparing Nissen (n=404) and Toupet (N=388)

Undesired effects occur less frequently after Toupet

RR Cl P
Dvysphagia 1.61 1.06 —2.44 0.02
Dilatation for dysphagia 2.45 1.06 — 5.68 0.04
Surgical reintervention 2.19 1.09 —4.40 0.03
Inability to belch 2.04 1.19 — 3.49 0.009
Gas bloating 1.58 1.21 —2.05 0.001

Broeders JAJL et al. Brit J Surg 2010;927:1318-1330

Meta-analysis of 7 RCTs
comparing Nissen (N=404) and Toupet (Nn=388)
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Efficacy of Toupet is similar to that of Nissen

RR Cl P
Esophageal acid exposure 1.26 1.06 — 2.44 0.29
Esophagitis 1.20 0.v8 —1.85 0.40
Reflux symptoms 1.1 075 —1.63 0.61
Patient satisfaction 1.01 0.95 — 1.06 077

Broeders JAJL et al/. Brit J Surg 2010;27:1318-1330



Magnetic bracelet sphincter augmentation

Linx ™ (Torax)

pre-op 1 yr post-op 2 yr post-op
n=44 n=39 n=20

time with pH <4 11.9 % 3.1 % 24 %

“Early dysphagia occurred in 43% of the patients and self-resolved
by 90 days. One device was laparoscopically explanted for persistent

dysphagia.”

Bonavina L et al. Ann Surg 2010;252:857—-862




Endoscopic treatment of GERD

radio-
frequency
ablation

injection / suturing techniques

implantation

A
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Transient LES relaxation (TLESR)

nucleus ambiguus

respiratory center

| phrenic nucleus

' Vagus nerve

diaphragm




Pharmacological agents that reduce TLESR incidence

nitric oxide synthase inhibitors
L-NAME, L-NMMA
CCK1 receptor antagonists
loxiglumide, devazepide
muscarinic receptor antagonists
atropine
U opioid receptor agonists
morphine
CB1 receptor agonists
WINSS5, 212-2, D-9-tetrahydrocannabinol
GABA-B receptor agonists
baclofen, lesogaberan (AZD3355), arbaclofen placarbil
mGIuRS receptor antagonists
MTEP, MPEP, ADX10059, AZD2066




Long-term effect of baclofen (40 mg daily for 4 weeks)
on acid reflux in patients with GORD
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% of time with pH <4

Nr of reflux episodes

Baclofen Baclafen

placebo placebo

Nr of reflux episodes
% of time with pH <4

Placeba Basal Plocebo

Ciccaglione AF and Marzio L Gut 2003;52:464-470







Primary endpoint
PAGI-SYM scores(symptom severity), pH-
negative

Heartburn & upper abdominal post prandial
Regurgitation pain fullness
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Secondary endpoints :
Percentage of heartburn free days

Increment of percentage of heartburn free days
during treatment

omeprazole
H fluoxetine
placebo

pH-positive pH-negative






Bismuth-based quadruple therapy
Results of the Pylera study (PP)

% eradication ;o  99-3

90 -
80 -
70 -
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{} —
OAC

Malfertheiner et al., Lancet, 2011




Clarithromycin resistance
of H. pylori

Prevalence in adults

>20%

>20%
No Data

No Data

Data from 3rd European Multicentric
Study April 2008-June 2009




Sequential therapy

Regimen:
5 days Amoxicillin 1g + PPI bd

followed by 5 days of clarithromycin 500 mg
+ metronidazole 500 mg + PPl bd

Zullo et al. Aliment Pharmacol Ther 2000;14:715-8




Comparison of sequential therapy to
standard triple therapy
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Gisbert et al., J Clin Gastroenterol 2010;44:313-25



Meta-analysis comparing H. pylori eradication efficacy
(intention-to-treat) with sequential regimen versus

standard triple therapy

Sequential Standard Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% ClI
De Francesco 2001 61 63 43 64 37% 14.90 [3.32, 66.89] 2001 . 4
Focaretta 2002 90 o4 5 93 55% 5.40[1.75, 16.65] 2002 e
Focaretta 2003 166 174 149 184 B2% 4.87[2.19,10.84] 2003 -
Zullo 2003 481 522 389 527 133% 4 16 [2.87,6.05) 2003 —
De Francesco (b) 2004 110 116 93 116 69% 453[1.77,11.61] 2004 —
De Francesco (a) 2004 43 45 42 2 34% 512 [1.06, 24 77] 2004 .
Francavilla 2005 36 38 28 37 33% 5.79[1.16, 28.94] 2005 "
Zullo 2005 84 89 2 90 6.1% 420[1.49,11.88] 2005 I T
Lerro 2006 23 25 20 25 29% 2.88[050, 16.48] 2006 "
Scaccianoce 2006 68 72 M 71 52% 3.81[1.18,12.33] 2006 — %
Vaira 2007 134 150 116 150 99% 245[1.29, 467]) 2007 —
Ruiz-Obaldia 2008 65 76 2 82 T1% 0.82[0.33, 2.06] 2008 T
Choi 2008 60 T 58 81 9.0% 1.40[0.68, 2.89] 2008 — -
Kalach 2008 11 13 12 15 24% 1.38[0.19, 9.83] 2008 -
Paoluzi 2008 77 90 5 90 B89% 3.11[1.50, 6.46] 2008 —
Park 2009 21 26 22 XN 4% 095[0.24,3.78] 2009
Total (95% CI) 1670 1704 10).0% 3.10 [2.23, 4.29 2 2
Total events 1530 i

Heterogeneity: Tau? = 0.17; Chi® = 27 45 df = 15 (P = 0.03); I* = 45%

Test for overall effect. Z=6.77 (P < 0.00001) - il : ol iy

Standard Therapy Sequental Therapy

Gisbert et al., J Clin Gastroenterol 2010;44:313-25



Tratamiento del la infeccidon por H. pylori

-La terapia secuencial es, con la terapia cuadruple basado con bismuto,
el tratamiento de eleccion para la erradicacion del la infeccidn
por H. pylori en el 2011.

-En areas de baja resistencia a la claritromicina (<10%), es posible continuar
con el uso de la terapia triple estandar.

-En 3dreas de alta resistencia a la claritromicina (>20%), es mandatorio
no utilizar |la terapia triple estandar
o utilizar test de susceptibilidad previo al tratamiento.




Chemoprevention in Barrett’s esophagus
with NSAIDs and statins

Results of a Large Multicenter Prospective Cohort Study

F. Kastelein! M.C.W. Spaander’, K. Biermann?, E.W. Steyerberg?®, H. Geldof®, P.C.J. ter Borg®,
W. Lesterhuis’, E.C. Klinkenberg® F. ter Borg®, J.J. Kolkman'®, B. den Hartog!, A.J.P. van Tilburg'2,
T.G. Tan™ F.T.M. Peters' B.E. Schenk™, L G.J B. Engels'® E.J. Kuipers'#and M.J. Bruno!

Department of Gastroenterology & Hepatology', Pathology?, Public health?® and Intemal medicine*
Erasmus MC, Rotterdam; Department of Gastroenterology & Hepatology, lJsselland®, Capelle a/d lJssel;
lkazia® Rotterdam, Albert Schweitzer’, Dordrecht; VUMCE, Amsterdam; Deventer Hospital’, Deventer,
MST™ Enschede; Rijnstate’, Amhem; St. Franciscus Gasthuis'?, Rotterdam; ZGT", Hengelo;
UMCG"™, Groningen; Isala Clinics™ Zwolle; Orbis MC'®, Sittard, the Netherlands




Chemoprevention

Chemoprevention with NSAIDs and statins Is effective
In the prevention of cancer

Arachidonic acid HMG-coA

U NSAIDs JURNBI@Y cox-1/COX-2 " Statins JURNRNEY HVG reductase

Prostaglandins Isoprenoids

Inflammation RAS activation

& A

t proliferation T proliferation
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Barrett’s esophagus -

Barrett's esophagus (BE):
 |s a premalignant condition
 Increased risk of esophageal adenocarcinoma (EAC)

 Incidence of 0.9% per year

The incidence of BE and EAC has risen in the Netherlands:

e MVDITIE

Incidence BE per 100.000 endoscopies Incidence EAC per 100.000 persons
van Soest. Gut, 2005. 54: 1062-1066 Dutch Cancer Registration




Erasmus MC

Flowchart e

o/3 patients
with BE included in the study

3 patients

HGD/EAC < 9 months

included in the analysis

[ o2/0 patients ]

232 patients 38 patients
no HGD/EAC HGD/EAC




Kaplan Meier showing the cumulative incidence
of HGD/EAC stratified by NSAID and statin use

5-year risk:

== 1 NO NSAID and no statin  8.5% (3.4-13.6)
=1 NSAID or statin 4.3% (1.8-6.8)
NSAID and statin 0.9% (0.0-2.7)

" Log rank P =.014

3 4 o 6 )
Duration of follow-up (years)







Revision sistematica del uso de corticoides IV en
Colitis Ulcerosa Grave

-Entre 1974-2004, un total de 34 estudios controlados de uso corticoides v
en colitis ulcerosa grave.

-581 de 1991 pacientes (27%) han requerido colectomia
por corticorefractariedad
-22 fallecimientos (1%)

-No beneficio el > dosis de 60mg metilprednisolona 1V

-No ha habido mejoria de evitar colectomia en los tltimos 30 afos.

Turner D, et al. Clin Gastroenterol Hepatol. 2007; 5(1): 103-110.




Factores que predicen corticorefracteriedad en CU grave.
¢,Cuanto tiempo se debe esperar?

-Considerar siguiente paso terapéutico al 3 dia de corticoides

-Fracaso de los esteroides al 3 dia:
flebre persistente
diarreas persistente Plantearse tempranamente
sangrado en las heces alternativa medica /quirurgica
>de 6 deposiciones al dia
PCR elevada

Lindgren, Eur J Gast Hep 1998; Bernal, Dig Dis Sci 2006




CsA vs IFX in IV Steroid-
Refractory UC: The CYSIF Study

First randomized, controlled study comparing CsA
to IFX in IV steroid-refractory severe acute UC

* n=111 (55 received CsA; 56 received IFX)

* Day 7 response rates:
— CsA = 84%; IFX = 86% (P=0.76)

* Day 98, number of patients undergoing
colectomy: CsA=10,IFX=13

Laharie D et al. DDW 2011; May 3, 2011;Chicago, IL. Abstract 619.




CYSIF: IFX vs. CSA Time to
Colectomy

i 11_\_'“—;‘_‘_ Colectomy rate

Cys: 18 5%
IFX: 21+ 5%
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28 42 56 70
Days since randomisation

% of patients 56 50 46 46 46 45 41
at risk 335 50 . Laharie D et al. DDW 2011; May 9, 2011;Chicago, IL. Abstract 619.




Conclusion: CsA vs IFX para CU grave corticoresistente

Utilizar CsA si:
-Se requiere respuesta rapida en paciente hospitalizado

Utilizar IFX si:
-Paciente no requiere hospitalizacion
-Paciente no ha respondido previamente a inmuno-
moduladores (6-MCP/AZA)
-Paciente presenta hipocolesterolemia

Vigilancia extrema si se utiliza CsA después de IFX
y viceversa




