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@ STEP DOWN

H2RA’s-q day

Antacids
Life Style Modification

[@ ACID SUPPRESSION

H2RA PPI's
— Cimetidine (Tagament) — Omeprazole (Prilosec)
« 400 mg BID .+ 20mg QD
- Ranitidine (Zantac) — Lansoprazole (Prevacid)
« 150 mg BID . 30mgQD
— Famotidine (Pepcid) 9 .
. 20mgBID — Rabeprazole (Aciphex)
—  Nizatidine (Axid) * 20mg QD
+ 150 mg BID — Pantoprazole (Protonix)
* 40mg QD
— Esomeprazole (Nexium)
+ 40mg QD
m{ — Omeprazole + bicarb (Zegerid)
+ 40mg QD
E—{ — Dexlansoprazole (Kapidex)
+ 60mg QD
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Success Rates of Medical Therapy of
GERD

Success
Lifestyle
Antacids
H2RA
Cisapride
PPIs

High dose PPIs

From Castell DO. Clinical Perspectives in Gastroenterology November
1998

ENDOSCOPIC HEALING WITH PPI'S

2]
—@— HyRA

Placebo )
7635 patients

Grade I1-1V

% Total healed

Weeks

Chiba et al Gastroenterology 1997; 112:1798-810

[@ GERD

Symptoms Esophagitis Barrett's

Vanderbilt Dig : Disease Center
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Response to Acid-Suppressive Therapy
v Patient subgroup Risk ratio (85% CI)
Reflux group 7-— 0.76 (0.66-0.88)

Epigastric pain group . 0.85 (0.79-0.92)

Dysmotility group H . 1.02 (0.92-1.13)
Overall (95% Clj et 0.87 (0.82-0.92)
0.65 1 1.55
Risk ratio

Moayyedi et al Gastroenterology 2004; 127:1329-37
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“Refractory GERD”

Poor response to bid PPI

Vanderbilt Dig

[%Z Refractory Reflux Symptoms

PPI resistance
NAB

Non-acid

Rumination
Aerophagia
Motility disorder

Functional
DGE
EoE

(achalasia)

Vaezi, AJG 2004
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[@ Rumination

* Rare

« Often confused with GERD
 Persistent regurgitation of ingested food
« Remastication and swallow

* No nausea

» Does not respond to PPI

Vanderbilt Digestive Disease Center

[@ RUMINATION: MII-EM
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Tutuian and Castell. CJG 2004; 2:340-343

@ Aerophagia

* Belching (up to 20 / min)

» Excessive air swallow

» Gastric

» Subpragastric

 Often confused with GERD
* Poor response to PPI

Vanderbilt Digestive Disease Center
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Imp 1
Imp 2

Imp 3
Imp 4

Imp 5

Air Swallow: MII-EM

I 1

Imp 2

Imp 3

Irnp 4

Imp 5

Imp &

Imp 7

Air Swallow: MII-EM

Gastric

| |
160 |

Supra-gastric

Vanderbilt Digestive Disease Center

Bredenoord et al Gut 2004; 53:1561-1565

Achalasia

Cm
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pH monitoring in symptomatic patients
on PPI therap

% Distal Total Time pH < 4

TYPICAL GERD ATYPICAL GERD

(n= 135) (n= 115)

[@ Compliance

Aliment. Pharmacol ther 2006- 23:1473-7

» 100 pts with persistent GERD

— 54% not dosed appropriately
* 39% ghs ppi use
* 4% prn

The gallup Organization 2000

» 52% pts reported ghs ppi use

Q,

Vanderbilt Digestive Disea
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@; MII-pH Monitoring

USTRIES, INC.

Vanderbilt Digestiv

[%; Antegrade Bolus Movement

[%: Retrograde Bolus Movement
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@ MIl-pH in GERD
Refractory to PPI BID

Symptomatic pts
(N=144)

Abnl Non-acid refluxf Inadequate Acid Supp
(37%) (Distal acid > 1.6%)
(11%)

Normal

(52%)

Mainie et al. Gut 2006; 55:1398-1402,

Vanderbilt |

Results
N=69

Pts Refractory —) Impedance N=39
Sx on BID PPI .

Pritchett and Vaezi, CGH 2009

Abnormal
pH N=18
el

» Center

Vanderbilt |

[Qi Results
N=69
Pts Refractory _
o
Ystop PPI
93%

Wireless pH

Pritchett and Vaezi, CGH 2009
Vanderbilt | Jigestive Disease Center
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[@ UPCOMING GERD THERAPIES

» More PPI's over the counter
Additional PPI enantiomers

— rabeprazole

PPI + other agents

TLESR inhibitors

— Baclofen

— mGIuR5 antagonist
?PCABs/CCK2-receptor antagonists
» Sensory inhibition**

@

Vanderbilt Digestive Disease Center

@ TLESR’s and Reflux Episodes

Baclofen (40 mg) in GERD
N =20

O Placebo
M Baclofen

B

$40%

10

5.0

Reflux Episodes

TLESR's Reflux Episodes

Zhang et al. Gut 2002; 50:19-24

ve Disease Center

Vanderbilt Dig

@ Esophageal Acid Exposure
Baclofen (40 mg)
N=20
6
OPlacebo
.
<
Vv 44
T, NO DIFFERENCE
[
£
E 27
X
1
Nmps—— I
NORMALS GERD
Lidums et al. Gastroenterology 2000 a al. Gut 2002; 50:19-24.
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[@ BACLOFEN

Side Effect Profile

* Drowsiness

e Dizziness

« Fatigue Avoid pts < 60 kg
* Nausea

» Decreased seizure threshold

Vanderbilt D ve Disease Center

[@ Suspected LPR
Patients
N=72

Responders
N=47 ‘—1 BID PPI 4-months

Non-responders
N=25

- Abnormal baseline pH
- Normal pH on BID PPI
- Continued signs/symptoms

Surgery Continued
(Fundoplication) BID PPI
N=10 @ N=15

ve Disease Center

Vanderbilt Dig

[@ Surgery Does not Improve Symptom

100

75

50 4 12-month response

Swoger and Vaezi, CGH 2007
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[@ Presenting Symptoms

Heartburn 1118 (61%)
Regurgitation 10/18 (56%)

weough
maslthma/SOB

mthroat symptoms

m regurgitation/belching

W recurrent pneumonias

Vanderbilt I

J Predictors of Surgical Response

Responder
Non-responder )
(partial + complete)
% time pH <4 (Bravo) 18.6 (14.8-22.0) 10.7 (8.6-13.9) 0.20
51 >50% on Bravo 0.77 (0.54-0.90) 0.24 (0.19-0.49) 0.052
# 0f non-acid events 44 (36-82) 28 (22-48) 0.20
Sl non-acid on 39 (28-47) 24 (4-33) 0.067
impedance
SAP non-acid on 93 (87-97) 56 (0-96) 0.2
impedance
Hiatal hernia 57% 62% 0.83
Heartburn 29% 82%
R 29% 73% 0.07

[@Z Refractory Reflux Symptoms

PPI resistance

NAB

Regurgitation
Bile
Non-acid

Vanderbilt I

Rumination
Aerophagia
Motility disorder
(achalasia)

Vaezi, AJG 2004
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%

Mil/pH
monitoring
(on Therapy)

"posltive"l

??22727?
compliance
Change PPI
Surgery
carafate

Algorithm

Alarm
s. |

1

N

o MIVPH__ Symptoms
available improve
bloating 1
negative arly satiety

Vanderbilt Dige

Empiric therapy
Pain modulators
(TCA, SSRI's,
Trazedone)

Low bulk/fat

Promotility
a motilin/reglan

ve Disease Center
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