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* Gastroesophageal reflux
- 2007 47002 AL YA BIHR HTHOIE

« Backflow of stomach contents in to esophagus

* Physiologic in nature o L} PPI, 2018|-=| 5037H =
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* Asymptomatic reflux esophagitis

Diagnosis 3{“‘ Wa“' " Management of GERD
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* Reflux monitoring
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* Endoscopy
« Upper endoscopy is not required in the presence of oD oD

typical GERD symptoms. cHYEXE + FEXE
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Updated Guidelines 2012 for
Gastroesophageal Reflux Disease

Updated Guidelines 2012 for
Gastroesophageal Reflux Disease
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2016 Asia-Pacific consensus on
Refractory GERD
the management of GERD
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* Management Plan

- Aol w2 Y2

= =

. Aollﬁl'ﬁ

« PPIZRO|LE CHE EE2| PRI ChH
ZaH, 2

=
© MRS LU, LI SR EZ YT 0|TLER) AT, 28t

=

2E57H sl ¥e
M8 89N £ MEE NZEH g4 AHA 12

Endoscopy +/- image enhancement to assess anatomy and
stratify GERD severity and exclude altemative diagnosis:
Endoscopy negative

Consider barium swallow if
achalasia is a differential but
manomery not available

« Optimize acid suppression

+ New! alterative PPI

+ Add Alginate

+ Add bedtime H2RA

+ Trial of pain modulator/ neuromodulator

No response: Consider referral for
functional testing before surgery
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* Cimetidine, Ranitidine, Famotidine, Nizatidine, Roxatidine

¢ Omeprazole, Lansoprazole, Pantoprazole

* Rabeprazole, Esomeprazole, Dexlansoprazole

o llaprazole

€€

¢ Revaprazan, Vonoprazan, Tegoprazan
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* Rapid tolerance

Mean Intragastric pH
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Comparison of pharmacokinetics
and pharmacodynamics of PPIs

Parameters (o] L

20 mg/day 40 mg/day 30 mg/day 20 mg/day 40 mg/day 10 mg/day

Crnax (pg/ml) 0.08-038 1.1-33 06-12 0.41 16 NA*

ax 1-3 2-4 13-22 31 1.5 34-37
AUC (g hVml) 02-12 2-5 1.7-5 0.8 39 18-22
tiz (h) 06-1 09-19 09-16 1 12 8.1-10.1
Metabolism by CYP2C19  ++ ++ ++ + ++ -
Metabolism by CYP3A4 + + ++ + + ++
Nonenzymatic - - - 44+ - +
% Time pH > 4' 49.16 41.94 47.98 50.53 58.43 68.9
Mean 23-h pH' 354 33 3.56 370 404 48

Nicola B. et al

Expert Opin. Drug Metab Toxicol (2013) 9(10)1361-1369
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Omeprazole/esomeprazole 4.06 0.79
Lansoprazole 3.83 0.62
Pantoprazole 3.83 0.1
Rabeprazole 453 0.62

llaprazole 5.10

Metabolic Pathways of PPIs

Comparison of pharmacokinetics
and pharmacodynamics of PPIs

Parameters O L

20 mg/day 40 mg/day 30 mg/day 20 mg/day 40 mg/day 10 mg/day

50-desmethykomeprazole Shycroxy-omeprazole Lansoprazole sulfce
® ~
\, Omeprazole sulfide N
cvpacte . L cypara '
Omeprazole
oo s Lansoprazole
cyPacts cvpacty
(CYPaA) CcYPard (CYP3Ag CYP3Ad
Shycrog-omeprazok Omeprazde s . .
cvp:w\. cvPacte Pantoprazole sufide
Omeprazole hycroxysuiphone N
Pantoprazole
cvpacty Nonenzymatic ozt cYPans
b
Demethylated
mbe‘;,h;zme Rabeprazole l Sufotansferase
S rioether
suphone Pantoprazole sifate

Crmax (pg/ml) 0.08-038 1.1-33 06-12 041 16 NA*

Tmax (h) 1-3 2-4 13-22 31 15 34-37
UC (ug bVml) 02-12 2-5 1.7-5 08 39 18-22

tip (h) 06-1 09-19 09-16 1 1.2 81-10.1

Metabolism by CYP2C19  ++ ++ ++ + ++ = ]

Dy CYP3Ad  + ¥ =2 ¥ ¥ e

Nonenzymatic metabolism - - - ++ - +

% Time pH > 4 49.16 4194 47.98 50.53 58.43 68.9

Mean 24-h pH' 354 333 3.56 3.70 4.04 48

7. Mareli S and Pace F. Expert Rev. Gastoenterol Hepatol 20126423435

NicolaB.et al

Expert Opin. Drug Metab Toxicol (2013) 9(10)1361-1369

Genetic Variations in CYP2C19
Effect on PPl AUC (Single Dose Studies)

Extensive metabolzers [l Poor metabolzers
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Mareli S and Pace F. Expert Rev. Gastroenterol Hepatol. 20126423435

Mechanism of Action : P-CAB vs. PPI
PPI P-CAB

Conversion to a reactive form ~ * Binds to K+ Binding domain at

Irreversible binding to the resting. and ?timulated
external surface of acid pump  * Reversible binding

Need to stimulate proton pump * Not need to stimulate proton

ump
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Mechanism of Action : P-CAB vs. PPI

=g AOIE s

o

PPl vs. P-CAB

* Onset time

Hstamine Infusion (-1 ~ 3 hr)

Histamine infusion (1.5 ~ 5 hr)
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Food Effect

® No food effect on systemic exposures

%

WFasting M Fed

-39.8%

00 02 04
AUCratiosvs. Fasting

@ No food effect on PD

06 08 10 12

BrJ Clin Phormacol 64:386-50.

Y B&se_h:]e Fasting condition Fed condition
Median pH 119 541 571
[Time pH > 4 (%) 118 744 85.7
Inhibition of Integrated Acidity (%) N/A 934 993
Inhibition Time Gastric pH < 4 (%) N/A 711 832

*Intragastric PD parameters under fasting and fed conditions in healthy volunteers after administration

of 200 mg C)-12420
1 Arithmetic Mean

PPl vs. P-CAB

* H.Pylori eradication
* Meta-analysis of 10 studies (n=10,644)
+ Vonoprazan-based triple therapy : 87.9% in ITT analysis
+ PPI-based triple therapy : 72.8% in ITT analysis

Table 1. Helicobacter pylor Eradication Rates of Vonoprazan-Based First-Line Trple Therapy

Published § Duation Noof 1T Advrse
Author " yeae Seyae B (oy)  patients (%) (%) effect (%)
Murakami 2016 Randomiscd, double bind,  VPZ/AMX/CLR 7 @ @6 N s
et multcente,parallel-group LPZ/AMX/CLR 2 759 a1
study
Sumki 2016 Retrospective propensity  VPZ/AMX/CLR 7 7581 92 120
ctal” score machingstudy  LPZ, RPZZAMX/CLR w09 M7
Yamoda 2016 Retropective cohortstudy  VPZ/AMX/CLR 7 3 &7 %03 0
etal” V7, EPZ, RPZIAMX/CLR 1720 T2 764 04
Shinozaki 2016 Retrospective study VPZ/AMX/CLR 7 wos s N
etal LPZ/AMX/CLR 98 6
RPZ/AMX/CLR 58 & 70
EPZ/AMX/CLR L
Schichjo 2016 Multicener retrospective  VPZAMX/CLR 7 w8 N @2 57
ctal” study LPZ, RPZ, EPZ, OPZ/AMX/CLR 1661 74 62
Noda 2016 Prospectveand VPZ/AMX/CLR 7 H6 87 NANA
ctal® etrospective cohortstudy OPZ, LPZ, EPZ, RPZ/AMX/CLR 130 739
Fiada 2016 NA VPZ/AMX/CLR 7oL NA o4 2
ctal®
VPZ, vonoprazan; AMX, amoicillin; CLR. ot available; LPZ, lansoprazole RPZ.

T, perp
rabeprazole; EPZ, esomeprazole; OPZ,

“Full analysisset.

omeprazole

Korean J Helicobacter Up Gastrointest Res. 2017
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PPl vs. P-CAB
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Risks and Benefits of Long-term
Use of PPI- AGA
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Risks and Benefits of Long-term
Use of PPI- AGA
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'Chmcal Practice Guidelines

Deprescribing proton pump inhibitors

o b

Deprescribing PPI

Indication still
unknown?

g ulcer

Why is patient taking a PPI?
If find out py, if ever
NSAID usein past ifever had heartburn or dyspepsia

- pep 212 weeks (from NSAID;  H. pylor)

Severe esophagitis

ppe for
1CU stress ulcer prophylaxistreated beyond ICU admission
2 weeks

H.py

i ) i
I I

Mild
(esophagitis healed, symptoms
controlled)

Barrett’s esophagus
Chronic NSAID users with bleeding risk

Documented history of bleeding Gl uicer I

[ Recommend Deprescribing |
2

|

Stiong

Decrease to lower dose

| =] |

Stop and use on-deman

Continue PPI

or consult gastroenterologist f
considering deprescribing

Monitor at 4 and 12 weeks

Ifverbal 1 Ifnon-verbal:
-Heartbun - Dyspepsia | - Lossof appetite + Weightloss
- Regurgitation - Epigastricpain | - Agitation

ot
er-the-counter antacid, H2RA, PP, alginate pm

(ie. Tums®, Rolaids*, Zantac", Olex", Gaviscon)

s

address if need for
avoid dietary triggers

patients may have symptoms return)

If symptoms relapse:
per

Ifsymptoms per
interfere with normal ativty:
2) Consider returnto previous dose

sistx3- 7 daysand

1)Testand treat for H. pylori

]




