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P:;Psm Blood flow
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H.Pylori

Drug
Alcohol

NO ACID NO ULCER

D H pylori imfection

Pathogenesis of peptic ulcer
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Hostile Factors

Peptic ulcer and H. pylori

BH. pylori
BNSAIDs
= Other

duodenal ulcer gastric ulcer

H. pylori and duodenal ulcer recurrence

P<0.001

Probability of Remaining in

Remission (%)

Week after Treatment

Hentschel E. NEJM. 1993

Seroprevalence of Helicobacter pylori
in South Korea

80
70 -
60
50
40
30
20
10
0
Total Male Female
1998 ™ 2005
2 ‘South Korea. ac 2:333-40
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L -]

Seroprevalence of Helicobacter pylori
in South Korea

920
80
70
60
50,

16-19  20-29  30-39  40-49 50-59  60-69
= 1998 ®2005

70-

ot in South Korea:

NSAID-induced gastric ulcer
(aspirin)

H.Pylori induced

NAME:

[COMMENT 2

1171272008
10:57:16

(N B A3
Cet 1

200 Pt

KBH/HCI

1171272008
7

200 Pt
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astd HY T

COX_ l & COX_Z Rofecoxit; (I
NS-398 > 50-fold COX-2 W\L‘CH\,L‘I

Etodolac
Meloxicam [
Celecoxib [
- Nimesulide 5-50-fold COX-2 selective
Membrane Phospholipids ] old selec ‘V‘T
Diclofenac < 5-fold COX-2 selective |
Phospholipase A, Sulindac sulfide
Meclofenamate [0
. . . Piroxicam [T}
Arachidonic Acid = Lipoxygenase Dilunisal =]
Sodium salicylate [
] Fenoprofen
- as - as =1 Ibuprofen
Cyclooxygenase-1 Cyclooxygenase-2 = Tolmetin
Housekeeping gane Inflammatory gene Naproxen
(constitutive) » {inducible) \ Aspirin
~ - Indomethacin
-~ < [T Ketoprofen
~ - T "
NSAIDs l Corticosteroids Flurbiprofen
] Ketorolac
Gastrointestinal mucosal integrity Mitogenesis and growth r T T T T ]
Platelet aggregation Regulation of female reproduction 3 2 1 0 1 2 3

Renal function Bone formation Increasi
Renal function
Other functions?

COX-1-selective

ange of COX selectivity for COX

Risk factors for NSAID-induced Miscellaneous pathogenic factors of
gastro-duodenal ulceration peptic ulcer
+ Cigarette smoking

Advanced age Concomitant infection with H. pylori

* Genetic predisposition
History of ulcer Cigarette smoking * Psychological stress

Concomitant use of steroid Alcohol consumption H
P « Diet

High-dose NSAIDs . ) )
Multiple NSAIDs » Specific chronic disorders

Concomitant use of anticoagulant > Systemic mastocytosis, chronic pulmonary
Serious or multisystem disease disease, CRF, LC, nephrolithiasis, antitrypsin
deficiency....

Symptoms
|| Duocenaluoer | Gasticuoor |

Clinical Features Of PeptIC Ulcer Epigastric | 90 min to 3 h after ?gsgipitated by

a meal (hunger
pain)

70% awakes the Nausea and weight

patient from sleep |loss occur more
(between midnight |common
and 3 A.M.)

frequently relieved
by antacids or food
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Symptoms

« The mechanism of abdominal pain in
ulcer : unknown.

- Acid-induced activation of chemical
receptors in the duodenum

- Enhanced duodenal sensitivity to
bile acids and pepsin
- Altered gastroduodenal motility

Suggestion of ulcer complication

» Dyspepsia constant, not relieved by food or
antacids, or radiates to the back
- penetrating ulcer (pancreas)
» Sudden onset of severe, generalized abdominal
pain
- perforation
» Pain worsening with meals, nausea, and vomiting
of undigested food
- gastric outlet obstruction
» Tarry stools or coffee ground emesis
- bleeding

e

« 7|58 EAEZHFGID) - Functional dyspepsia(FD),

Non-ulcer dyspepsia(NUD)

o 23y ALl THE flof Al £ A FA

— Endoscopy
- UGIS
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Invasive Method

Invasive Sensitivity(%) Specificity(%) Advanta

Rapid urease
test

80-95 95-100

Excellent
sensitivity and
specificity

Expensive
infrastructure and

Histology
trained personnel

Excellent

fici Expensive
2050 0 specifictty difficult to
Culture L perform
antibiotic L
L low sensitivity
sensitivities
American College of guideline on the of pylori infection. The American Journal of

Gastroenterology 2007;102:1808-25.

Non-invasive Method

Advantage

sadvantage

\Bneve PPV depend on

y availal - prevalence

good NF

active H. pylq
infection
Useful beforg
and after
therapy

Urea breath
test

active H. pylori

: infection Polyclonal test less
Sl il 90-95 90-95 Useful before  well validated
fiests and after Unpleasantness
therapy

American College of Gastroenterology guideline on the management of Helicobacter pylori infection. The
American Journal of Gastroenterology 2007;102:1808-25.

complication

* Hemorrhage
* Perforation

» obstruction

Table T. Factors associated With The occurrence and recurrence ol peptic ulcer complications and with mortal-
ity after peptic ulcer complications

Risk factor Occurrence Recurrence Mortality

Male sex 4
Increasing age
Serious comorbidity
PAI-14G/4G genotype v
Tertiary education
High alcohol use
Smoking
NSAID use
ASA use

High-dose

Low-dose
Anticoagulant use
Immunosuppressant use
Corticosteroid use
Shock
Low hemoglobin levels at initial presentation
Low blood pressure
Treatment delay
H. pylori infection
History of peptic ulcer
No history of peptic ulcer
Large ulcer size (>1 cm) v
Forrest class I-1T v
Recurrence of complication

ANAN
ANAN

v
v

AN NN
AN

ANAN
< < AN YN
AN ANANA N NN
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Treatment of Peptic Ulcers

Treatment: medical

+ Acid Neutralizing / Inhibitory Drugs
— Antacids
— H, Receptor Antagonists
— Proton Pump Inhibitors
» Cytoprotective agent
— Bismuth
— Sucralfate
— Prostaglandin Analogues
» Therapy of H. pylori

» Therapy of NSAID-Related Gastric or Duodenal Injury.

Treatment; antacids

Rarely used as the primary therapeutic agent
For symptomatic relief of dyspepsia
Aluminum hydroxide: constipation
Magnesium hydroxide: loose stools

Commonly used antacids (e.g., Maalox, Mylanta)
- combination of both aluminum and
magnesium hydroxide in order to avoid these
side effects

Calcium carbonate and sodium bicarbonate

Treatment: H, receptor antagonist

« Cimetidine, ranitidine, famotidine, and nizatidine

« Different potency, all will significantly inhibit basal
and stimulated acid secretion to comparable
levels when used at therapeutic doses

+ Renal excretion: reduce dose in renal impairment

« Adverse effects uncommon, but Cimetidine —
serum aminotransferases, creatinine, and serum
prolactin (gynaecomastia), confusion, psychosis

Be careful !l

+ Cimetidine inhibits Cytochrome P450 isoenzymes:

inhibits metabolism of warfarin, phenytoin,

carbamazepine, prednisolone, theophylline

- careful monitoring

« Ranitidine, famotidine, nizatidine produce

clinically insignificant inhibition

Treatment: PPI

 Covalently bind and irreversibly inhibit H+ K+-
ATPase

* Potently inhibit all phases of gastric acid

secretion
« Onset of action : 2 and 6 h after administration

« Duration of inhibition lasting up to 72 to 96 h
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PPI vs H,RA : Effect on persistent or recurrent
bleeding of peptic ulcer without (top) and with T . T A®
. . reatment: sucralf lcermin
(bottom) adjunct endoscopic therapy eatment: sucraltate (U ce )
PPI H-antagonist Peto OR Weight Peto OR
Study n/N n/N (95% CI Fixed) k) (95% CI Fixed)
Sramer 1990 r— B0 00 oz o ) ) ] ] )
Eare 1995 e He oo + Binding primarily to sites of active ulceration
on 1995 — D7 oas (oo 2l - . . .
Péres Flores 1994 —t 88 040005 297] — providing a physicochemical barrier
Total (95% Cl) 17/399 | — 100.0 0.24 [0.13. 0.43]
Test for heterogeneity y° = 6.06 df= 5P = 0.3
Testfor verll et £ = —4.75 P < 0,00001 - ' « Trophic effect by binding growth factors
Gnoue P oo Heanagors ) ]
— enhance prostaglandin synthesis
PPI Hy-antagonists Peto OR Weight Peto OR
Study n/N n/N (95% C1 Fixed) % (95% €1 Fixed) . . .
Labens 1957 710 0 S EP— T R VYT — stimulate mucous and bicarbonate secretion
Lin 1998 250 12/50 ¢t 19.8 0.19 [0.06, 0.59]
Do 1904 v e R s Hi oniore e Enhance mucosal defense and repair
Villanueva 1995 11/43 938 e 248 1.11 [0.40. 3.02]
To b ey £ = 3 a4 2017 = e s + SE: Constipation (2 to 3%).
Test for overall effect z = -2.09 P = 0.04
0‘] (J'l % Ib
favours PP favours H-antagonist
Gisbert. Aliment Pharmacol Ther 2001;15(7):917-926

2E /M0l /e =z HHS=71?
o o . e OFA O (o136} OOI'EE Hl‘X'('jxioal_'iE.
« g RIS I S A AXTE
(o]]
AN

o M
e

- 2Ol Mo LY MY H R UL

50 X|& =7t AL

Long-term treatment for prevention of
recurrent bleeding from peptic ulcer

- Hp eradlication vs antisecretory treatment

Study Eradication tx Maintenance antisec Pato OR Woight
or sub-category N N 95% Gl %
Santander ef 1™ 2094 5041 — a0z
Riemann ef al"™ 2747 4148 R 3810
Sung eral™ 07126 30124 — 20.48
Total (95% Gy 257 213 . 100.00
Total sverts: 4 (Eradication 1), 12 (MEIMENSnCE antsec.)

Tast for hateroganaity: Chi = 1.31, df = 2 (P=10.52), 1" = 0%

Test for overall effect: 2= 2.72 (P = 0.007)

CEECE R R C .

Favours eradicaion  Favours antisecretar

Gisbert. Aliment Pharmacol Ther 2004;19(6):617-629
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Indications

2007 American College of Gastroenterology Guideline

Established

Active peptic ulcer disease

Confirmed history of peptic ulcer disease

Gastric MALT lymphoma (low grade)

After endoscopic resection of early gastric cancer
Uninvestigated dyspepsia (depending upon H. pylori prevalence)
Controversial

Non-ulcer dyspepsia

Gastro-esophageal reflux disease

Persons using NSAIDs

Unexplained iron deficiency anemia

Populations at higher risk for gastric cancer

2009 C}j$t Helicobacter 3! Ar=Q|Xrat A5t

Definite indication BAxE H1SE

H. pylori Off Z I & Aoty HY SHxt
Qo] & %A= B-ME MALT 2=Z

z7| 9lgt ES =5

Highly recommended indication

Aol 7tEEo| U= R 55% 55%

Possible indication

ZESIE A 915N 9190] AL of of
: - n Lo Lto

Serum pepsinogen /Il ratio7} 3 0|}21 AL B =

H. pylori 244 9! dyspepsia £tX} X

7|2t NSAIDE =8¢{0f &= SHA} X

H. pylori Off ZH A&l StX}o| i AtLE XS X

AFY ML Holo2 FI|ZPPIRX| 282 80 3= At X

H. pylori | 2 2 23t Abgt A

Treatment regimen (First-Line)

Reg Duratio Eradicat

ion rate
2005 Maastricht Il Consensus Report

PPI + AMX + CLA or MET 7-14 14 day treatment is more
effective than 7 days

In populations with less
than 15-20%

clarithromycin resistance

PPI + CLA + MET In populations with less
than 40% metronidazole

resistance

Bismuth containing Alternative
quadruple therapy

Treatment regimen (First-Line)

Regimen ti  Eradicati Comment

on rate

2007 American college of gastroenterology

PPI + AMX + CLA 10-14 70-85% Consider in nonpenicillin
allergic patients who have not
previously received a macrolide

10-14 70-85% Consider in penicillin allergic
patients who have not
previously received a macrolide
or are unable to tolerate
bismuth quadruple Therapy

10-14 70-85% Consider in penicillin allergic

PPI + CLA + MET

Bismuth containing N
quadruple therapy patients

PPI + AMX 1000 mg (BID) > 90% Requires validation in North
followed by: America

PPI + CLA 500mg (BID) +

Tinidazole 500 mg (BID)

Antibiotic resistance among
H. pylori isolates in Korea

1987 w1994 w2003

66.2
61.1
52.9
333554 338
215 215
185
5.6 59 5.9
28
N - . N | I

Amoxicilin ~ Clarithromycin  Metronidazole ~ Tetracycline  Azithromycin — Ciprofloxacin  Levofloxacin  Moxifloxacin

i KoreanJ 47: 33740,

2040l & A0l CHE LHE HIZ

1987 m 1994 m 2003

47.7
33
: -
1987 1994 2003

The Effects of Resistance of Amoxicillin and Clarithromycin on the Eradication Rate

Amoxicillin Clarithromycin No. of patients Success(%) Failure(%)
Susceptible Susceptible 31 97 3
Susceptible 5 60
Susceptible Resistant 5 0 100
2 100
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Treatment regimen (Second-Line)

regimen duration
2009 CH8t Helicobacter & & IX2 ¢8|

PPI (BID)
TET 0.

PPI + Bismuth + MET + TET

PPL + AMX or TET + MET

PPI + Bismuth + MET + TET

triple therapy
g (BID) + LVF 500 mg (QD)

Eradication
Rate

comment

Minimum f
Remain nd choice

If Bismuth is not available

p but high pill count and
mild

alidation in North America
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