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H. pylori infection and extra-gastroduodenal diseases

H. pylori infection

The possible
mechanism for
the association
between H.
pylori infection
and extra-
gasroduodenal
diseases

®  Increased iron loss due to hemorrhagic gastritis, peptic ulcer disease and gastric adenocarcinoma.
e  Ironuptake by H. pylori during the growth of the bacteria. e Iron deficiency anemia
®  H. pylori-related atrophic gastritis in the corpus decreases acid secretion and results in the
reduction of iron absorption from diet.
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®  Molecular mimicry (cross-reactive antibodies that react both H. pylori components and platelet ' ‘
surface antigens). > Idiopathic
e H pylori infection alters Fcy receptor balance of moncytes/macrophages and induces thrombocytopenic purpura
autoantibody formation.
N J
e  H. pylori-related corpus gastritis decreases the production of intrinsic factor and results in the
reduction of vitamin B12 absorption. § [ Vitamin B12 deficiency J
\, P
e . pylori-induced changes in metabolic endotoxemia, low-grade systemic inflammation, innate r \
immune system activation and insulin resistance. > Metabolic syndrome,
diabetes mellitus
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®  H. pylori infection results in metabolic endotoxemia, low-grade systemic inflammation, de novo a ] _ \
lipogenesis and hepatosteatosis. dNPmlCOhO“C fatty liver
P | discase
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. J/
e H pylori infection induces metabolic endotoxemia, low-grade systemic inflammation, ’ \
endothelial dysfunction and atherogenesis. Coronary artery disease
e  Molecular mimicry between CagA antigen of H. pylori and atherosclerotic plaque peptides. #
e
e H. pylori infection results in metabolic endotoxemia, low-grade systemic inflammation, ’ 2
endothelial dysfunction and atherogenesis. } Cerebrovascular disease
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e  Miscellaneous mechanisms NZh‘:]m;;s dls'eaje, [
non-Alzheimer’s dementia,
——» | asthma, colon cancer,
chronic spontaneous
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CHI PINH TIM VA DIEU TRI HP

Thong nhat cla hiép hoi tiéu héa Viét nam, Hoa Ky, Anh)

1. Loét da day, ta trang tién trién

2. Noi soi da day phat hién tdn thwong ung thw giai doan
s&m cua da day, buwéu MALT lymphoma (low-grade
gastric mucosa-associated lymphoid tissue (MALT)
lymphoma)

3. ROi loan tiéu héa, budn né?n, kho tiéu chirc nang nhwng
khong dap wng voi thay doi |61 song, thuoc trung hoa
acid, thudc trc ché bom proton sau 1 thang diéu tri du
chwa co triéu chirng bao dong.

4. Tién st da tirng bi loét hay xuat huyét da day/ ta trang
nhwng chwa dwoc kiém tra vi khuan HP

5. Viém thwc quan trao ngwoc hay trao nguoc da day-
thwe quan/ da hoac dang loét da day ta trang.



6. Chuan bi dung Aspirin lieu thap va thuoc chong két tap
tieu cau keo dai (trong diéu tri dw ph‘bng doét quy bénh ly
tim mach), khang viém NSAID ma tién st da tieng bi
loét hay xuat huyét da day/ta trang.

7. Thiéu mau thiéu sat khéng giai thich dwoc du ndi soi
tieu hda da loai trr ung thw da day, dai trang.

8. Xuat huyét gidam tiéu cau vo can

9. Thiéu vitamin B12

10.Gia dinh ¢ nhiéu ngwdi bi nhiém HP hay trwe hé bi ung
thw da day

11.Viém da day lympho bao, polyps tang san & da day

12.Theo yéu qéu, dong thuan cua bénh nhan va xét
nghiém khang dinh co dang nhiém HP



DICH TE HOC

« Tinh trang nhiém man tinh, thwérng mac t& nhd (theo
khéo séat ctia Bac My) nén IgM + thuwdng it dwong tinh,
dd nhay thap (6.8%) vi chi ton tai trong mau khoang 3
tuan, va hay gap & thanh thiéu nién hon ngudi trwdng
thanh (xem bang bén dudi).

« Nguwoi dwdi 60 tudi kho tiéu nhwng khéng co triéu chirng
bao dong thworng ap dung phwong phap khéng xam lan
dé tim HP, nén viéc ndi soi tim HP khong duwoc xem la
tiéu chuan vang thwéng quy.



CAC TEST CHAN DOAN
NHIEM HP

. Urea breath test (xét nghiém hoi tho tim
Carbon co danh dau)

. Hp antigen: tim khang nguyén HP trong
phan
. Test huyét thanh chan doan

. N&i soi sinh thiét tim HP va lam CLO test
(hien Medic khdng ap dung)



TEST HUYET THANH CHAN
DOAN

« C6 thé phan (rng chéo v&i cac tinh trang nhiém trang khac ( +
gia) (phu thudc test kit?)

- |gA: dap trng mién dich tai da day -rudt

» 1gG: dap &rng mién dich toan than (>95% trwdng hop). IgG
ndng dd cao ton tai qua nhéu ndm cho thay tinh trang nhiém
man tinh. Sau diéu tri khang sinh thanh céng, ndong dé IgA
giam nhanh hon 1gG trong vong nira ndm dau, ndng dd 1gG
giam dan sau 3-12 thang. Nhin chung, IgG cho thay tinh trang
nhiém cap ciing nhw da tirng nhiém trong qua kh.

 IgM duwoc co thé taora trong giai doan m&i nhiém , thwong
bién mat sau 3 tuan (thwdng gap & thanh thiéu nién, nguoi
trwdng thanh co ti 1& thap hon)

(Microbiologic infectiologic quality standards (MiQ) from 2016)




Mot nghién ciru thuwre hién trén 4722 bénh nhan trong 11
nam. Tién hanh céc test H. pylori IgG, IgA, va IgM serology,
dung khang nguyé&n HP trong phan lam chuan dé dbi
chirng.Két luan cda nghién ctru (Xem bang bén dudi):

= |gG c6 dd nhay cao nhat (87.6%) , dd dac hiéu thap nhat
(61.0%) va c6 db dac hiéu cao o tré em (82.6%) hon
N 16N (46.2%).

= |gA dac hiéu & tré em (95.8% ) hon nguwoi I&n (48.8%)
nhwng dd nhay lai thap hon (29.6% so v&i 73.8%).

= [gM c6 dd nhay thap (6.8%) nhwng cd dd dac hiéu cao
(95.8%). Do dd nhay thap nén tinh trng dung lam
sang khdng cao, sé bé soét rat nhiéu trwdng hop
nhiém HP thwc sw.



Ig and age group

IgG

(2,423)
(930)
(1,493)
IgA
(1,284)
(462)
(822)
IgM
(1,015)
(650)

(365)

(n)

All ages
<17 yr

>18 yr

All ages
<17 yr

>18 yr

All ages
<17 yr

>18 yr

Sensitivity (%) Specificity (%) PPV (%) NPV (%)

87.6 (83.0-91.4) 61.0 (58.8-63.2) 22.8 (20.4-25.6) 97.4 (96.4-98.2)
85.6 (75.6-92.6) 82.6 (79.8-85.2) 32.0 (25.6-39.0) 98.4 (97.0-99.2)

88.6 (83.0-92.8) 46.2 (43.4-49.2) 20.6 (17.8-23.6) 96.2 (94.4-97.6)

63.4 (54.0-72.2) 67.6 (64.6-70.4) 17.6 (14.0-21.6) 94.4 (92.6-96)
29.6 (13.8-50.2) 95.8 (93.4-97.4) 30.8 (14.4-51.8) 95.6 (93.0-97.2)

73.8 (63.4-82.6) 48.8 (44.8-52.8) 16.6 (13.2-20.8) 96.2 (94.4-97.6)

6.8 (2.6-14.0) 95.8 (94.2-97.0) 13.6 (5.2-27.4) 91.2 (89.2-93.0)
9.0 (2.6-21.6) 97.0 (95.2-98.2) 18.2(5.2-40.2) 93.6 (91.2-95.4)
4.4(0.6-15.2) 93.4(90.2-96.0) 9.0(1.2-29.2) 87.0 (82.8-90.4)

aValues in parentheses are 95% confidence intervals.

Accuracy (%)

64.2 (61.4-66.8)
83.0 (80.0-85.8)

52.0 (48-56.2)

67.2 (63.8-70.4)
91.8 (89.2-94.4)

51.8 (46.4-57.2)

87.8 (89.2-93.0)
91.0 (88.6-93.2)

82.2 (78-86.2)



Mail trao doi véi cac Gs, Bs nwéc ngoai

For this matter | would like to refer to the ,Microbiologic infectiologic quality standards (MiQ) from 2016 and cite the respective
parts:

The local antibody response in the gastrointestinal tract is based on IgA antibodies, but in 95% also a systemic immune response
of IgG is detectable. High IgG titers over years can indicate a chronic infection. After successful antibiotical treatment the IgA titer
can decrease faster than IgG titer within the first half year. IgG titer significantly decreases after 3-12 months.

In general, IgG antibodies demonstrate acute as well as past infections. IgM antibodies are produced during the course of primary
infections which are usually acquired in early childhood.

| hope this information is helpful and please don’t hesitate to contact us if you need any further information.

Best regards,
Andrea Eitelhuber

Dr. Andrea Eitelhuber
Produktmanagement

Institut Virion\Serion GmbH
Friedrich-Bergius-Ring 19
D-97076 Wurzburg, Germany

Tel.:  +49931 3045 163
Fax: +49 9313045100



https://mail.google.com/mail/u/O/#inbox/FMfcgxmVzdnvLJPfBtGHbITCItcFvTDr

Dr. Nguyen, Welcome to the American Society for Clinical Laboratory Science (ASCLS) consumer
information website. Questions posted here are answered by a group of laboratory professionals from
around the country. We volunteer to try to help patients and their families understand laboratory tests
and their interpretation. For information on Helicobacter pylori testing you can find information at:
http://www.webmd.com/digestive-disorders/helicobacter-pylori-tests#1 Basically the non-invasive tests
used are: Urea breath test, antibody tests to Helicbacter pylori, or helicobacter pylori stool antigen
testing. The urea breath test and stool antigen tests are tests looking for direct evidence of the
presence of the organism itself. The antibody tests supply indirect evidence of Helicobacter pylori as
gauged by the presence of an antibody response to the bacterium. IgM type antibodies are
generally produced within1-3 weeks and then decline. IgG type antibodies generally peak at 4 -
6 weeks and may remain elevated. When a person is successfully treated for Helicobacter pylori,
antibody levels often decline. Upon subsequent infection, antibodies (IgM and IgG) may then increase
in response to a re-infection with the bacterium. However, antibody tests are not recommended for
diagnosis or monitoring for Helicobacter pylori. In general, urea breath test or Helicobacter pylori stool
antigen are recommended for diagnosis and test of cure. Note : Test of cure should not be done until 4
weeks post-treatment end. | hope this information has been helpful and | thank you for using the
ASCLS Consumer Information Web Page. As a member of this profession, | am pleased to represent
clinical laboratory scientists who perform millions of laboratory tests yearly. The clinical laboratory is
composed of several sub-specialty areas: Chemistry, Hematology, Immunology, Microbiology, and
Transfusion services and provides a significant amount of the objective data that physicians need for
accurate diagnosis and treatment.

Best Regards, Mary Beth Miele, PhD, MLS(ASCP)CM, RM(NRCM)
Medical Laboratory Scientist ASCLS consumer information response team



THY'C TE AP DUNG TEST
HUYET THANH

Triéu chirng 1am sang phu hop, ¢é chi dinh
dung, chwa tirng nhiém va chwa tirng diéu
tri HP, b&nh nhan khéng thda diéu kién xét
nghiém hoi thd va phan, néu HP test huyét
thanh + (bat ké 1gG +, IgM-) va dwoc dong
thuan clia bénh nhan thi van manh dan diéu
tri .Sau diéu tri, b&nh nhan ngwng thudc du
4 tuan, theo ddi lai dap wng diéu tri bang
test hoi thd ch& khdng dung test huyét
thanh dwoc nira.
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New German Guideline for H. pylori Infection

H .
Comlng Soon Recommendations
. Diagnosing and Managing
Angela Speth, MD Atrophic Gastritis: Expert

June 09, 2022

Review

The updated German guideline for therapy is expected to be
published in June or July. Unlike the previous version, it will state for the first
time that experts recommend an infection be treated as soon as it is detected,
regardless of whether the patient has symptoms.

Furthermore, they offer guidance in a landscape of rapidly changing antibiotic
resistance. For an empirical approach (that is, if the bacterial response to
antibiotics has not been tested), they recommend bismuth quadruple therapy.

"One important new feature in the revised H. pylori guideline is that a gastric
infestation is principally defined as an infectious disease in accordance with
international guidelines," guideline coordinator Christian Schulz, MD, deputy
clinical director at the Ludwig Maximilian University of Munich, Germany,
told Medscape Medical News. "Consequently, it is now recommended to
always derive an action from the diagnosis."

Dangerous Without Symptoms



"Mind you, this means no screening, but as soon as the pathogen
is detected, an eradication should always follow, even if it is barely
causing any discomfort," Schulz added. It is estimated that a third
of Germany's population is a carrier of the gastric bacteria H.

pylori.

With the new specifications, the guideline is based on the 2016/17
European Maastricht V/Florence Consensus. "This is globally the
most read and cited publication on the symptoms, diagnosis,
therapy, and prevention of H. pylori infection," said Schulz.

The reason for the urgent therapy indication is to protect against
serious complications such as gastritis, ulcers, lymphomas,

and . For example, approximately 90% of gastric
cancer cases are associated with H. pylori. Antibiotic treatment
reduces the rate of gastric cancer by approximately one third,
compared with patients who are not treated.



H. pylori is believed to cause several gastroduodenal diseases, including chronic
gastritis, peptic ulcer diseases, gastric adenocarcinoma, and mucosa-associated
lymphoid tissue lymphoma [6, 7]. H. pylori is estimated to have infected 4.4 billion
people worldwide in the general adult population from 1970 to 2016, with the highest
incidence in Africa (79.1%), Latin America and the Caribbean (63.4%), and Asia
(54.7%) and a lower incidence in Northern America (37.1%) and Oceania (24.4%) [8].
Although it was previously reported that only 1-2% of patients with H. pylori infection
developed gastric cancer in Japan and Taiwan [9], the recent consensus and a meta-
analysis reported that H. pylori eradication could reduce the incidence of gastric
cancer by 0.55-fold (95% confldence interval [Cl], 0.42—-0.72) [10]. These findings
suggest that H. pylori infection still plays a major role in the development of gastric
cancer; thus, eradication therapy for H. pylori infection is an efective approach to
reducing the burden of gastric cancer.

Although H. pylori infection is highly associated with gastroduodenal diseases, several
studies have reported the prevalence of gastritis in the absence of H. pylori infection
[11, 12]. Even in more severe conditions such as premalignant or gastric
adenocarcinoma, a low abundance of H. pylori was reported [13]. In addition, there
has been an increase in the sensitivity of current methods for detecting specifc
bacterial communities in the microenvironment, and current computational biology can
predict the taxonomy associated with certain diseases

H. pylori as standalone pathogen and its interaction with gastric microbiota
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The role of non-Helicobacter pylori bacteria e

in the pathogenesis of gastroduodenal diseases

Langgeng Agung Waskito'~, Yudith Annisa Ayu Rezkitha?-3, Ratha-korn Vilaichone®*>?7, Titong Sugihartono’,

Syifa Mustika®, | Dewa Nyoman Wibawa®, Yoshio Yamaoka”'%'"" and Muhammad Miftahussurur®’”

Abstract

Over the past decade, the development of next-generation sequencing for human microbiota
has led to remarkable discoveries. The characterization of gastric microbiota has enabled the
examination of genera associated with several diseases, including gastritis, precancerous
lesions, and gastric cancer. Helicobacter pylori (H. pylori) is well known to cause gastric
dysbiosis by reducing diversity, because this bacterium is the predominant bacterium.
However, as the diseases developed into more severe stages, such as atrophic gastritis,
premalignant lesion, and gastric adenocarci- noma, the dominance of H. pylori began to be
displaced by other bacteria, including Streptococcus, Prevotella, Achromobacter,
Citrobacter, Clostridium, Rhodococcus, Lactobacillus, and Phyllobacterium. Moreover,
a massive reduction in H. pylori in cancer sites was observed as compared with noncancer
tissue in the same individual. In addition, several cases of H. pylori-negative gastritis were
found. Among these individuals, there was an enrichment of Paludibacter, Dialister,
Streptococcus, Haemophilus parainfuenzae, and Treponema. These remarkable fndings
suggest the major role of gastric microbiota in the development of gastroduodenal diseases
and led us to the hypothesis that H. pylori might not be the only gastric pathogen. The
gastric microbiota point of view of disease development should lead to a more comprehensive
consideration of this relationship.



New Acid Blockers

But a new treatment, vonoprazan, could get things moving in the muddled
situation of antibiotic resistance. Rokkas and his working group established
eradication rates of more than 90% for empirical triple therapies in which a
conventional proton pump inhibitor was replaced by vonoprazan, a potassium-
competitive acid blocker. "The data are hopeful," said Schulz. "The potential is
there for dual therapy, vonoprazan plus amoxicillin, to experience a revival."

Vonoprazan has several advantages. It can withstand the low pH value in the
stomach with high stability and therefore fulfill its task effectively. Because it
suppresses acid formation so well, it also prolongs the bioavailability of acid-
susceptible antibiotics. A more neutral environment fosters the reproduction
of bacteria; in doing so, it brings them into a more sensitive phase of
replication in which they can be easily attacked by antibiotics.

However, vonoprazan is currently only available in a few Asian countries such as
Japan and not yet in Europe and the United States. "The application has been
submitted to the FDA," said Schulz. "Now the additional benefits compared to the
conventional proton pump inhibitors, which are also very effective, must be proven.
A manufacturer must also be found. Production just for the sake of eradication
treatment is unlikely to be worthwhile for a company."



Khang thé OvalgenHP (IgY)

Khang thé OvalgenHP giup giam tai luong vi khuan HP bang cach nao?

Khi dua vao da day qua dudng udng, khang thé OvalgenHP ngay lap tirc nhan biét va gan
dac hiéu 1én men Urease trén bé mat vi khuan, qua dé tac déng lén vi khuan HP theo 3 con
duong:

e Ngung két vi khuan HP thanh tirng dam, ngan can vi khuan HP bam dinh vao niém
mac da day. Nhirng dam vi khuan tréi ndi trong 1ong da day sé bi day ra ngoai theo
nhu dong tiéu hoa, hoac bi bat gilr bdi dai thuc bao

e Bat hoat men Urease khién vi khuan Hp khéng trung hda duoc moi trudng acid da day

e Gay tén thuong vach t& bao vi khuan, lam giam kha nang khang thudc cua vi khuan

Ngoai ra, cac nha khoa hoc cling nhan thay, khi sir dung OvalgenHP cho nhiirng ngudi
nhiém HP thi luong khang thé 1gG khang HP trong mau tang Ién va duy tri trong thdi gian
dai. Diéu dé cho thay OvalgenHP gitup tang mién dich chi déng cua co thé ddi voi khuan
HP, do d6 cé thé sir dung ca trong phong ngira nhiém khuan.
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Co ché tac dung cua probiotics &
postbiotics trong diéu tri H.pylori

. Chtra acid lactic: giam hoat tinh urease, rc

ché tang trwdng H.P

. Cung céap bacteriocin gay &c ché tang trwdng

|.P

. Kich thich mién dich dwong rudt: tang IgA,

tang cytokine IL-12 (phan hoa va tang hoat
tinh T cells)

. Canh tranh bé mat v&i H.P
. Tao ngwng két v&i H.P
. Ph& hay cau truc mang té bao cta H.P



Cac co ché tac dung chinh cla
Probiotic/Postbiotic
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Probiotics va khang thé IgY co6 tac dung hiép dong
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TAI LIEU THAM KHAO

1..https://emedicine.medscape.com/article/176938-workup#c2
Helicobacter Pylori Infection Workup

2.https://lwww.medscape.com/viewarticle/903729
H. Pylori Antibodies May Point to Colorectal Cancer Risk

3.https://www.ncbi.nim.nih.gov/pubmed/28219322

A screening program to test and treat for Helicobacter pylori infection: Cost-utility analysis by age, sex
and ethnicity.

4 .https://www.bmj.com/content/348/bmj.g3320.fullk
Whom should we “test and treat” for Helicobacter pylori?

5.https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/63
3673/Helicobacter_pylori_Quick Reference Guide.pdf

Test and treat for Helicobacter pylori (HP) in dyspepsia
Quick reference guide for primary care: For consultation and local adaptation
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Evaluation of Helicobacter pylori Immunoglobulin G (IgG), IgA, and IgM Serologic Testing Compared to
Stool Antigen Testing

Rosemary C. She,1,2,* Andrew R. Wilson,2 and Christine M. Litwin1,
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Cam on di cha y lang nghe!

The Nobel Assembly at the
Karolinska Institute in Stockholm,
Sweden awarded the 2005 Nobel
Prize for Physiology or Medicine to
Dr. Barry J. Marshall, 54, and Dr. J.
Robin Warren, 68, for their
discovery of the Helicobacter pylori
(H. pylori) bacterium and its role in
gastritis and peptic ulcer disease




