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Tan suat nhiém H. pylori & Chau A
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Figure 1. The association of H. pylori infection rate with ASR for GC from 18 countries and four regions in Asia.
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Longo DL et al. Harrison’s gastroenterology & hepatology.
McGraw-Hill, New York, USA, 2010.



Conditions arising from H. pylori infection




Cac yéu to anh hudng dén hiéu qua
diét trwr H.pylori

Host factors Bacterial factors
Compliance to therapy Primary resistance to antibiotics
Gastric acid hypersecretion Bacterial load in stomach
Genetic polymorphism of CYP 450 Bacterial coccoid forms

Gastroduodenal disease (NUD) cagA status (negative)
Gastritis pattern (pangastritis) vacA alleles status (s2m2 allele)

Obesity dup A status®

Smoking

* dup: duodenal ulcer promoting
Zullo A et al. J Clin Gastroenterol 2012 : 46 : 259 - 261.
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Pé khang khang sinh & Péng Nam A

Table 1. Cont.
Ref Country City Year Patients Methods CAM MNZ LVX TCN AMX Others
South East Asia
[37] Indonesia Jakarta 2006 72 DDM 27.8% 100.0% 1.4% - 19.4% CIP (6.9%). MOX (1.4%), OFX (6.9%)
[38] Thailand Nationwide  2004-2012 400 E-test 3.7% 36.0% 7.2% 1.7%  52% CIP (7.7%)
[39] Singapore Singapore 1995-1998 282 DDM 6.0% 46.0%
(48] Malaysia Selangor 2004 2007 187 E-test 2.1% 36.4% 1.0%  0.0%  0.0% CIP (0.0%)
[40] Buthan 3 citics 2010 111 E-test 0.0% 82.9% 27%  0.0%  0.0% CIP (2.7%)
[49] Victnam 2 citics 2008 103 E-test 33.0% 69.9% 184% 5.8%  0.0%

Abbreviations: ADM: Agar Dilution Method, DDM: Disk diffusion method, E-test: Epsilometer test, NM: Not mentioned, CAM: clarithomycin, MNZ: metronidazole,
LVX : levofloxacin, MOX: moxifloxacin, AMX: amoxicillin, CIP: ciprofloxacin, TCN: (etracycline, AZT: azithromycin, OFX: olloxacin.

Molecules 2015, 20, 6068-6092; doi:10.3390/molecules20046068



bé khang khang sinh & Viét Nam

= KHANG CLARITHROMYCINE = KHANG METRONIDAZOLE
- L& DM Nhan (2006): 38,5% - LDM Nhan (2006): 50,8%
* Nguyén V Thinh (2009): 21,4% » NTV Ha (2011): 65,3%
* NT ViHa (2014): 50,3% * TT Binh (2012): 69.9%

* Nguyén Dirc Toan (2012): 43,6% 5
= KHANG AMOXICILLIN

* TT Binh (2008): 33% A 3
* LBM Nhan (2006), TT Binh

(HC/VI > Ha nél :49% vs. 185%) (2012) 0%

* NTV Ha (2011): 0,5%
= KHANG LEVOFLOXACIN

. TT Binh (2012): 18,4%
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Hoi tiéu héa Viét Nam (2013), “Khuyén cdo chan doan
va diéu tri Helicobacter pylori tai Viét Nam”

Khuyén cdo 25

Phac d6 diét trir Ian dau

 PPl+ A+ Ctrong 10 — 14 ngay to ra kém hiéu qua.

e Nén sir dung phac d6 ndi ti€p PPl + Amoxicilline trong 05 ngay
dau,sau dé PPl + Amoxicilline + Tinidazole trong 05 ngay tiép theo

e Hodc phac d6 4 thudc cé Bismuth 14 ngay (PPl 2lan /ngay +
Bismuth 240mg 2lan ngay + Tetracycline 500mg 2-3 |an /ngay +
Metronidazole 500mg(hoac Tinidazole 500mg) 2lan /ngay.

* Hodc phac d6 4 thudc khéng cé Bismuth 10 ngay (PPI 2 [an/ ngay +
Amoxicilline 1g/2 lan/ngay + Clarithromycine 500mg/2 lan/ngay +
Metronidazole/Tinidazole 1g/2 lan /ngay)



Hoi tiéu héa Viét Nam (2013), “Khuyén cdo chan doan
va diéu tri Helicobacter pylori tai Viét Nam”

Khuyén cdo 26

Phac d6 diét trir Ian th hai

e Phéac do 4 thuéc c6 Bismuth, néu trudc do chwa dung phac
doé diéu tri nay

* Phac d6 PPl + Amoxicillinelg 2 lan/ngay + Levofloxacine
250mg-500mg 2 lan/ngay trong 10 ngay néu trudc dé d3
dung phac do6 4 thudc cé Bismuth that bai.



tiéu héa Viét Nam (2013), “Khuyén cio chan doan

iéu
iéu tri Helicobacter pylori tai Viét Nam”’

HO
é

Q.l.

Khuyén cdo 28
* Phac d6 diéu trj ciru van:
v' Trong truo'ng hop van diét trir that bai sau hai Ian diéu tri, can nuoi
cay vi khuan va lam khang sinh d6 dé chon khang sinh phu hop
v CA thé dung cac phac d6 sau :
e Phac d6 3 thudc chuan chua tirng dwoc dung.
* Phac d6 4 thudc ¢ Bismuth.

» Phac do 3 thudc cd Levofloxacine



Cac khuyén cao hay dong thuan
vé diéu tri H.pylori m&i

* The Toronto Consensus for the Treatment of Helicobacter

pylori Infection in Adults -2016

* Management of Helicobacter pylori infection—the

Maastricht V/Florence Consensus Report -2016

* ACG Clinical Guideline: Treatment of Helicobacter pylori

Infection-2017



Khac biét cua cac khuyén cdo méi so véi ca

e Chidinh diéu tri:
- Maastrich V co ban giong Maastrich IV: thém thiéu Vit B12

- ACG 2017: khéng ¢o6 TC, c6 nguyén vong BT hay c6 thanh vién trong gd
bi UTDD

 Thoi gian diéu tri cho tat ca phac d6
7-10 ngay =2 14 ngay
(trtr khi phdc d6 10 ngay & khu vire d6 <6 HQ cao)
* Phac do6
- Khéng khuyén cdo phac do néi tiép (Maastrich V, Toronto 2016)

- Phac d6 mai: 4 thubc cé Levofloxacin (Maastrich V)



CAP NHAT PIEU TR NHIEM
H. PYLORI
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The Maastricht V/Florence Consensus Report -2016

Low metronidazole Low dual clarithromycin and High dual clarithromycin
resistance metronidazole resistance and metronidazole
(< 15 %) resistance (> 15 %)

- v

PPl-amoxicillin- Bismuth quadruple or

metronidazole : : Bismuth-containing
: concomitant non bismuth N
triple therapy quadruple therapies

containing quadruple
therapy

amoxicillin-metronidazole can be considered.



The Maastricht V/Florence Consensus Report -2016

* Tuyén bo 2: Phac d6 bé 3 (PPI-clarithromycin-amox) khong nén
dung trir khi ¢6 test nhay cam KS & nhi*ng vung cd ty 1é dé khang
clarithromycin hon 15%.

Mirc d6 chirng ci: rat thap. Mirc do khuyén cdo: yéu

* Tuyén bo 4:
- O nhitng viing khang ca clarithromycin va metronidazole, phac d6 4
thir c6 bismuth (BQT) dwoc khuyén cao la phac dé chon Iwa dau tién
Mtrc d6 chirng civ: thap. M&rc dé khuyén cdo: manh



The Maastricht V/Florence Consensus Report -2016

* Tuyén b6 5: Thoi gian diéu tri cta phac do 4 th cé Bismuth
nén kéo dai 14 ngay, trw khi liéu phap 10 ngay duoc ching
minh ¢6 hiéu qua & dia phuong
Mtrc d6 ch&rng c&: rat thap. Md&c do khuyén céo: yéu

* Tuyén b 12: Sau khi that bai vé&i phac d6 4 thudc cé Bismuth,
- phéc d6 3 hay 4 thuéc c6 fluoroquinolone c6 thé duwoc
khuyén cdo. Trong trweong hop khang quinolone cao, két hop
bismuth v&i khang sinh khac hay rifabutin cé thé dwoc chon
Iwa
Mtrc d6 ch&rng c(&: rat thap. Md&c do khuyén cao: yéu



The Maastricht V/Florence Consensus Report -2016

* Tuyén bo 15: Sau khi diéu tri that bai lan th&r 2, cay va KSD hay xac
dinh phan tlr vé dé khing ki€u gen dwoc khuyén cdo dé hudng dan
diéu tri.

* Mrc d6 chirng cl: rat thap Mrc d6 khuyén cao: yéu

Culture-guided therapy

Recommended third line therapy

 PPI Standard dose, bid

Bismuth 2 tablets, qid

15t antibiotic  Selected by antimicrobial sensitivity tests

2nd antibiotic  Selected by antimicrobial sensitivity tests




The Maastricht V/Florence Consensus Report -2016

* Tuyén b 16: Sau khi that bai phac d6 dau tién (clarithromycin
based) va phac d6 th& 2 (4 thubc ¢é Bismuth), khuyén cao stv
dung phac do chiva fluoroquinolone. & nhitng viingkhang
fluoroquinolones cao, két hgp bismuth véi khang sinh khac
hay phac d6 ctru van cé rifabutin nén xem xét

*  Mirc do chi*rng cl: rat thap Mirc d6 khuyén cao: yéu

* Tuyén b6 17: Sau khi that bai phac d6 dau tién (phac do6 3
thudc hay 4 thudc khong cé Bismuth ) va phac do6 thir 2 (¢
fluoroquinolone), khuyén cao str dung phac do6 4 thudc cé
Bismuth

* M&rc do chirng c: rat thap. Mirc do khuyén cao: yéu



The Toronto Consensus for the Treatment
of Helicobacter pylori Infection in Adults -2016

Table 1.Recommendations for Regimens Used for the Eradication of H pylori

Recommendation Regimen Definition (see dose table)

First line
Recommended Bismuth quadruple (PBMT) PPl + bismuth + metronidazole® + tetracycline
Re;)?:;lnded Concomitant nonbismuth quadruple (PAMC) PPI + amoxicillin + metronidazole® + clarithromycin
Resotzct:ltoe[:j option” PPI triple (PAC, PMC, or PAM) PPI -+ amoxicillin -+ clarithromycin

PPl | metronidazole” | clarithromycin
PPl + amoxicillin + metronidazole®

Not recommended Levofloxacin triple (PAL) PPI + amoxicillin + levofloxacin
Not recommended Sequential nonbismuth quadruple PPI -+ amoxicillin followed by PPl +
(PA followed by PMC) metronidazole® + clarithromycin
Prior treatment failure
Recommended Bismuth quadruple (PBMT) PPI + bismuth + metronidazole™ + tetracycline
option
Recommended Levofloxacin-containing therapy PPI - amoxicillin - levofloxacin®
option (usually PAL)
Restricted option” Rifabutin-containing therapy (usually PAR) PPI + amoxicillin + rifabutin
Not recommended Sequential nonbismuth quadruple PPI + amoxicillin followed by PPI +
therapy (PA followed by PMC) metronidazole® + clarithromycin
Undetermined Concomitant nonbismuth PPI - amoxicillin -+ metronidazole® + clarithromycin

quadruple therapy (PAMC)

2Tinidazole may be substituted for metronidazole.

PRestricted to areas with known low clarithromycin resistance (<15%) or proven high local eradication rates (>85%) (see
statement 5).

“There is some evidence that adding bismuth to this combination may improve outcomes.

YRestricted to cases in which at least 3 recommended options have failed (see statement 13).



TOM TAT

* Vung khang Clarithromycin va Metronidazole (>15%)

- Phac d6 khuyén cao: 4 thudc cé Bismuth, phac do6 3 hay 4
thudc cé Levofloxacin (ACG 2017,case khong ¢é Bithmus)

- Théat bai 1, 2, 3 [an v&i cadc phac do tredc 2 4 thudc ¢ Bismuth
(néu chua tirng s dung)

- That bai 1, 2, 3 [an v&i cac phac d6 tredc bao gobm ca phac do 4
thudc c6 Bismuth = phéc do 3 hay 4 thudc cé Levofloxacin

- That bai 1, 2, 3 Ian v&i cac phac do triwdc bao gom ca phac doé 4
thudc c6 Bismuth va phac do 3 hay 4 thudc c¢é Levofloxacin—>
Cay- KSb



CAP NHAT DIEU TRI
NHIEM H. PYLORI
LIEU LWO'NG THUOC




The Maastricht IV/Florence Consensus - 2012

Bismuth quadruple therapy (BMT)

Underutilized in clinical practice

« PPI Standard dose, bid

Bismuth subcitrate 420 mg, qid

Metronidazole/Tinidazole 500 mg, tid

Tetracycline 500 mg, qid

For 10 — 14 days

Highly effective: eradication rate 92%
Highly cost effective

Rimbara E & Graham DY. Nat Rev Gastroenterol Hepatol 2011 : 8 : 79 — 88.



The Toronto Consensus for the Treatment of
Helicobacter pylori Infection in Adults -2016

Table 2.Recommendations for Dose of Agents Used in H
pylori Eradication Therapies

Doses for agents in bismuth quadruple therapy

Bismuth X mg® QID”
Metronidazole 500 mg TID to QID®
PPI Y mg® BID
Tetracycline 500 mg QID

Doses for agents in all regimens other than bismuth quadruple
therapy (includes PPI triple, concomitant and sequential
nonbismuth quadruple, levofloxacin, and rifabutin therapies)

Amoxicillin 1000 mg BID
Clarithromycin 500 mg BID
Levofloxacin 500 mg QD°
Metronidazole 500 mg BID
PPI Y mg? BID
Rifabutin 150 mg BID

Gastroenterology 2016;151:51-69



* a Liéu tuy thudc vao cong thirc thuoc. Nhitng liéu dwgec NC nhiéu nhat:
* bismuth subsalicylate (262 mg), 2 vién x4/ ngay
* colloidal bismuth subcitrate (TRYMO 120 mg), 2 vién x2 hay 1v x 4/ngay
* bismuth biskalcitrate (140 mg), 3 tablets QID;
* Tripotassium dicitrato bismuthate (DUCAS 300mg) 1v x4/ngay

* d. Liéu tuy thuéc vao PPI

Generic Name Dosage
Esomeprazole 40 mg po per day
Lansoprazole 30 mg po bid
Omeprazole 20 mg po bid
Pantoprazole 40 mg po bid
Rabeprazole 20 mg po bid

* e Trong nhiéu th&r nghiém LS, levofloxacin 250 mg BID hay 500 mg QD ¢6
hiéu qua twong dvong nhau



ACG Clinical Guideline:
Treatment of Helicobacter pylori Infection -2017

Table 2. Recommended first-line theraples for H pylor infection
Regimen Drugs (doses) Dosing frequency Duration {days) FDA approval
Clanthromycin friple PPt (standard or double dese) BID 14 Yes*
Claritheormycin (SO0 mg)
Amadcilin (1grm) or Metronidazola (800mg TID)

Bamuth quacruple PP1 (stardard dose) BID 10-14 No*
Biemuth subcitrate (120-300mg) o subsalicylste (300 mg) Qo
Tetracycline (500mg) Q0
Metronidazole (250-500mg) QID {250)

TID 1o QID {500}

Concomaant PP (standard ouse) BID 10-14 No
Claritheomycin {S00mg)
Amomcilin (1grm)
Nitroimisazole (500 mg)*

Sequential PP1 (standard oosel+-Amoxicism (1 grm) BID 57 No
PP1, Clarithromyein (SO0 mgle Nrosridazale (500mg) BID 57

Hytric PP1 (standard dose)+Amox {1grm) BID 7 No
PPI, Amox, Clarthromycin (500 mg), Nitrminidazde (500 my) BID !

Levofiaxacin triple PP! (standard dose) BID 10-14 No
Levadloxacin (500 mg) QD
Amox (1gm) BID

Lavofioxacin sequential PP1 (stardard or double desed+Aman (2 grm) BID 57 No
PP1, Amox, Levoliaxaca (500 mg QDJ, Nitroemidazole (500mg): BID 57

LCAD Levoficxasin (250 mg) QD 7-10 No
PPt (double dose) QD
Nitazoxanide {500 mg) BID
Daxyoyciing {100mg) QD

BID, twice duily; FDA, Foo and Drug Adminisiration; PRI, protan pumg Iinhiblar; TID, three Simes daly; QD, orce caily; QID, four times dasdy

Sevaral PR, carthvomyon, ana amanallin combinations have acnieved FDA approval. PPL, clartheomycin ang metronidazole is not an FOA-approved treatment
ragimen.

'PPI, bismuth, tetracycling, and metranidazoke prescbed separately is not 2n FDA-gpprovad treatmant ragmen. However, Pylers, 8 comiinetion prococt contsining
bamuth subcitrate, racycine, and matrordazcie combined with a PP %0r 10 cays 18 an FDA-approvad Jrestmen] regimen

Metronidazoke or indazoke

Am J Gastroenterol advance online publication, 10 January 2017; doi:10.1038/ajg.2016.563



ACG Clinical Guideline:
Treatment of Helicobacter pylori Infection -2017

Table 4. Salvage therapies for H pylori infection

Regimen Drugs (doses) Dosing frequency Duration (Days) FDA approval
Bismuth quadruple PP| {standard dose) BID 14 No*
Bismuth subcitrate {120-300mg) or subsal- QID
icylate (300 mg)
letracycline (500mg) QD
Metronidazole (500 mg) TID or QID
Levofioxacin triple PP (standard dose) BID 14 No
Levofloxacin (500mg) QD
Amox (1 grm) BID
Concomitant PPI (standard dose) BID 10-14 No
Clarithromycin {500 mg)} BID
Arnoxicillin (1grm) BID
Nitroimidazole (500 mg) BID or TID
Rifabutin triple PP (standard dose) BID 10 No
Rifabutin (300 mg) QD
Amox (Lgrm) BID
High-dose dual PPI {standard to double cose) TID or QID 14 No
Amox (1grm TID or 750mg QID) TID or QID

BID, twice daily; FDA, Food and Drug Administration; PPI, proton pump inhibiter; TID, three times dally; QD, once daily; QID, four times dally.

*PPI, bismuth, tetracycline, and metronidazole prescribed separalely is nol an FDA-approved treatment regimen. However, Pylera, 2 combination product containing
bismuth subcitrate, tetracycline, and metronidazole combined with a PPI for 10 days is an FDA-approved treatment regimen.

Am J Gastroenterol advance online publication, 10 January 2017; doi:10.1038/ajg.2016.563



KET LUAN

* Dé khang khang sinh ctia H.Pylori la mét trao can Ién nhat trong
DT

* Ty l1& KS bj dé khang cao & nuwdc ta gom Clarithromycin,
metronidazole va cé thé ca Levofloxacin

* D3 ¢4 nhiéu thay d6i trong van dé diéu tri nhiém H.Pylori:
* Thoi gian diéu trj cho tat ca phac d6 nén 14 ngay
* phéc do6 4 thudc cé Bismuth nén la phac d6 chon lwa dau tién &

nuwdc ta, treong hop khéng c¢é Bismuth chon phac do 3 hay 4
thu6c ¢ Levofloxacin

* Khong khuyén cdo phac do noi tiép

« DPam bao liéu lwvgng va thoi gian sir dung thubc dé téi wu hiéu
qua diéu tri



