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Presentation Objectives %c/ui\r(hlc GQ&;’P

AUnderstand the challenges bff. pyloriinfection and limitations
of available evidence for effective prevention, control and
clinical management in northern Canada

AUnderstand the need to generate local evidence for effective
clinical management dfl. pyloriinfection

AUnderstand the role of communitgriven approaches for
creating evidence for public health and clinical interventions



Presentation Overview %émc cﬂfplp

ABrief review oM. pyloriinfection and related disease

AOverview ofCANHelpWorking Group

AAvailable evidence oH. pylorirelated disease burden in Northern Canada
AHighlights from new clinical guidelines and recommendations

AValue of local evidence for effective clinical management

AValue of communitdriven approaches to generating local evidence



Helicobacter pylori

A A bacterium that colonizes the stomach lining, where it causes
Inflammation

A Most often acquired during childhood
A Can persist longerm, but can also resolve spontaneously

A Likely spreads most frequently through direct pergorperson contact
U Probably sheds most often during acute gastroenteritis

U Evidence neither implicates nor rules out environmental reservoirs




Disease Caused by Helicobacter pylori

A In most chronic cases: only asymptomatic mild gastritis

A In a small fraction of cases (maybe): dyspepsia

U Large metaanalyses estimate ~7% of dyspeptic people with
H. pyloriinfection have symptom improvement after
treatment (Chey WDet al, ACG Guidelindm JGastroenteroR017; 112: 21¢23)
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A In a small fraction of chronic cases: Pl
U Peptic ulcers (~10%)

U Stomach cancer (~1%) Duodenum ——§
*(very rough estimates of lifetime risk)

Helicobacter pylori bacterium seen
under a microscope

Adapted from Press Release: The 2005 Nobel
Prize in Physiology or Medicine. Nobelprize.org



CAN A Help

CANHelpWorking Group WORKING GROUP

CANHelp CanadianNorth Helcobacterpylori

x Arose from a research collaboration that formed In
2006 In response to:

0

Communities concerned about health risks from & & *

H. pyloriinfection Yuknn* *

Health care providers seeking information to

improve clinical management &f. pylori %

infection Northwest
* Territories

Public health officials wanting evidence to inform
health policy related tdH. pyloriinfection
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Stomach Cancer In Indigenous Populatio

x Higher burden of stomach cancer in Indigenous populations
glObaI |y(ArnoId et al., 2014)

x Circumpolar Inuit: age standardized incidence of stomach
cancer was higher than the global averd$8832008?)

(Young et al 2016)



Little Data orH. pylordrelated Disease In
Indigenous Arctic Canadians

x Peptic Ulcer Disease

Alncreased ratio of gastric ulcer to duodenal ulger pattern
consistent with increased risk of gastric cancer

U Inuit of northern Labrado(William 1985)

U Also observed In studies of
U Alaska NativeéThompson 1975; Sacco 2007)
U Native Greenlander@ngemanNielsen 1990)
U Residents of Arctic Norwdlzriksenl995)



Little Data orH. pylorrelated Disease
INn Indigenous Arctic Canadians

x Stomach Cancer
U NWT (1993000)(Data from NWT Health and Social Services, 2003 and 2014)

U 2.9 (95% CI 1-8.5) times the incidence rate of all men in Canada

U In Dene First Nations men’d3nost common cancer (tied with prostate) at 7% of cancers
diagnosed; 10% of cancer deaths

U In Inuit men, 2d (after lung) at 16% of cancers diagnosed
U0 NWT and Yuko(20032007)

U Of the total 28 stomach cancer cases, 13 were diagnosed in people under 60 years of age.
U Inuit Nunangat(19982007) [Labrador, Quebec, Nunavut, NWT]

U Incidence rates were estimated to hebxand1.5xthe Canadian rates for males and females,
respectively(Carriereet al., 2012)

NT



Little Data orH. pylorrelated Disease
INn Indigenous Arctic Canadians

x Stomach Cancer

A Because populations are small, we lack accurate information about
current rates, trends over time and who is most at risk



H. pylorinfection in Canada CAN ; Help

WORKING*GROUP "™

57-66%

Study of
multiple
southern |
provinces: \

30%



: Project Participation CANHelp

WORKING* GROUP

Northwest I
Territories
Community Projects Launch Year Participants B.Fg:tt: Endoscopy
Aklavik (Population ~590) 2007 376 333 195
Old Crow (Population ~250) 2010 208 200 65
Tuktoyaktuk(Population ~900) 2011 108 105 13
Fort McPherson (Population ~800}) 2012 236 228 57
Ross River (Population ~350) ‘ 2016 89 86 -
Inuvik (Population ~3,500) 2017 50 50 -

Total 1173 1107 330




H. pylorinfection Prevalence ~ CAN ;Help
INn Community Project Participants

Community H. pyloriprevalence by UBT
project % positive Number with
results
Aklavik, NT 58 332
Old Crow, YT 66 194
Tuktoyaktuk, NT 57 103
Ft. McPherson, NT 59 209

TOTAL 60 838



H. pylorrelated Disease In

Community Project Participants

Prevalence of Endoscopic Diagnoses
among 324 participants who had upper Gl endoscopy

Gastritis
Gastric Erosions

Gastric Ulcer
Duodenitis
Duodenal Erosions
Duodenal Ulcer

n
44
22

9
19
2
3

% of 324
14
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CAN A Help

WORKING" GROUP

Highlights:

0 3:1 ratio,gastric.duodenal
ulcer

U More frequent gastric than
duodenal disease

Pattern consistent with
Increased risk of gastric cancer



H. pylorrelated Disease In
Community Project Participants CAN s Help

WORKING" GROUP

Prevalence of Pathological DiagnosesHypylori(HP) status
among 323 participants with gastric biopsies

_ Highlights:
Arctic Edmonton
Residents Patients U Severe gastritis and atrophy
HP+ HP. HP+ ) Iw_mted to HP+ group
U High prevalence of severe
n %o0f231 n  %of92 %* gastritis and gastric atrophy
Chronic Gastritis In HP+ group relati_ve to
Severe 110 48 0 0 5 other HP+ populations
Moderate 102 44 1 1 54
Mild 17 7 13 14 40 Pattern consistent with
None 2 1 78 85 1 increased risk of gastric cancer
Atrophy 100 43 1 1 2
Intestinal *n=282for gastritis severity

metaplasia 4l = > > 15 *n=401 for atrophy and metaplasia



Helicobacter pylotreatment in the era of

Increasing antibiotic resistance
Graham D¥ischbacl.Gut2010;59:1143%3

0 a! RSOl RS | 3 Helidobacter pyotf SRl 0 KBy U a ¢2dz R

the same high level of treatment success demanded of other common infections.

' YVF2NIdzyFaStes GKFG 321Kt gl a y2iG FF OKA
recommended treatments has declined to unacceptably low levels, largely related tc
development of resistance to clarithromycin.
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Helicobacter pylotreatment in the era of

Increasing antibiotic resistance
Graham D¥ischbacl.Gut2010;59:1143%3
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soclety gwdellnes If the results are not consistent with
f 20Ff GNBFUOYSY(d NBadz Oadé



Helicobacter pylotreatment in the era of

Increasing antibiotic resistance
Graham D¥ischbacl.Gut2010;59:1143%3

Ud . S OH dyéorss typically acquired in childhood,
most patients have been infected for many decades anc
clinicians should feel no sense of urgency regarding
Initiating treatment. Physicians should take whatever
time is needed to gather the information needed for a
3dz00Saa¥fdzZ NBadz O dé



New Clinical Guidelines and Recommendations

x Published guidelines that cittANHelpcommunity project results
U 2016 Arctic Regions Expert CommentaB016
Epidemiolnfect2016, 144, 226233

U 2016 Toronto Consensus
Gastroenterology016, 151:1, 5569

U 2016 Alberta Clinical Practice Guidelines (based on Toronto Consensus)
http://www.topalbertadoctors.org/download/362/h_pylori_guideline.pdf? 20161230105941

U 2017 AGC Practice Guidelip®anagement oH. pylorilnfection
Am JGastroenteroR017advanced online publicatiotioi: 10.1038/ajg.2016.563

X Guidelines thaCANHelpacademic researchers @uthored

U 2016 Arctic Regions Expert Comment@B016 (Goodman)

U 2016 Toronto Consensus (vaanten)

U 2016 Alberta Clinical Practice Guidelines (¥antern)

U 2017 NASPGHABRSPHGHAN Pediatric Guidelimagpdate forthcoming (Goodman)

JPediatrGastroentrolNut, in press



New Clinical Guidelines and Recommendations

x New directions common to new guidelines
ADNEB I 0SNJ OFdziA2yY Fo2dzi &aidSad I yR
AGreater caution about clarithromycimased triple therapy
ALonger duration of recommended regimens (14 days)
AEmphasis on importance of confirming treatment success



New Clinical Guidelines and Recommendations

x New directions common to new guidelines
ADNB I G§SNJ Ol dzOA2Y | 062dzi aiGSaid | yF
U Test and treat patients with
A Confirmed peptic ulcer disease
A (MALT) lymphoma or endoscopic resection of early gastric cancer
U Endoscopy indicated for
A New onset dyspepsia in adults >50
A Dyspepsia in younger adults with
A Poor response to acisuppression treatment

A Alarm symptoms: vomiting, bleeding/anemia, abdominal mass, unexpected weight
loss, dysphagia



New Clinical Guidelines and Recommendations

x New directions common to new guidelines
ADNB I §SNJ Ol dziA2zy Fo62dzi adsSad I yR
U Considenon-invasive test and treat for patients with dyspepsia only if
A No alarm symptoms
A <50 years old
U Help patients understand that treatment may not cure symptoms
i/ 2y aARSNI 0KS LI 0ASY(Qa
A Preferences in weighing pros and cons of treatment
A Reducing risks frol. pyloriinfection, adverse effects of antibiotics
A Ability to tolerate and adhere to treatment regimen

A Family history of. pyloriinfection, peptic ulcer disease and gastric cancer
A Probability of reinfection (based on relevant data)



New Clinical Guidelines and Recommendations

x New directions common to new guidelines

AGreater caution about clarithromycimased triple therapy
U Use as firstine regimen only if resistance to clarithromycin is unlikely, based o
A Susceptibility testing, if available
A Local prevalence of resistance, if known
At GASYGQa LI a0 SELIR2&d2NBE (2 Of I NR G KNP
U Where clarithromycin resistance is likely or treatment failure is common,
bismuth-based quadruple therapy is preferred



New Clinical Guidelines and Recommendations

x New directions common to new guidelines

ALonger duration of recommended regimens (e.g., 14 days)
U Can overcome some degree of resistance
U Can help prevent greater resistance from developing
U Especially important where treatment failure is common



New Clinical Guidelines and Recommendations

x New directions common to new guidelines

AEmphasis on importance of confirming treatment success

U Provides local information on treatment effectiveness

U Identifies patients who need another course of treatment
AIn such cases, a different regimen should be used



What about screening people fal pylorifor research?

x Some people feel alarmed when they find out they tested positivélfqrylori
x To minimize the alarm, we use careful messaging; when we inform participan

they had a positive breattest result, we tell them the following

U Most people withH. pyloriinfection have had the infection for most of their life and do not
need to get treated right away

U For mostCANHelpproject participants it is ok to wait until plans are in place for
communitywide treatment

U If you do not feel well, you should seek care at your regular place of care

U If you are worried about your test result, you can speak to our specialist stomach doctor
(gastroenterologist)

U Waiting for communitywide treatment through theCANHelpproject offers the
opportunity to have a scope test through the project and to receive treatment when
project staff are in a better position to support you during treatment



Community Project Treatment Trial  CAN ; Help
Results to Date WORKING GROUP

% Successfully Treated (95% ClI)
n (number treated)

Triple Sequential Quadruple
.. 62 (48-74) 71(61-79) | 92 (82-98)
All participants N=58 n=09 n=53

Participants in
treatment trial 62 (46-75) /3 (63-82) | 95(83-99)

(randomized n=47 n=89 n=41
to regimen)

Cl,confidencenterval



Preliminary Community Project CAN s Help
Followup Results WORKING GROUP

x UBT results for participants aged-88 after a mean followp of 3 years
U0 Among 38 who were Initially negative, 33 (87%) remained negative
0 Among 43 who were negative after treatment, 41 (95%) remained negative
x Estimated reinfection proportion during the followip period:
4.7% (95% Cl: 015.0%)
x Combined renfection/incidence rate in 72 Indigenous participants
2.4% per year (95% CI. 3% per year)
x The following groups remained free from infection

U All 9 nonindigenous participants
U All 23 participants aged 55 and older Cl,confidenceinterval

Helicobacter pyloincidence and reénfection in theAklavikH. pyloriProject.CarraherS et al,
Int J Circumpolar Health 2013;72:21594



Why do we need new approaches 2n/caeP

x Effective primary prevention measures have not been identified
x Vaccines are not yet available

x Large trials show that the elimination Hf pyloriinfection in adults
reduces gastric cancer rates



Why do we need new approaches 2n/caeP

x A body of literature shows that screening for and treatihgoylori
Infection would be coseffective for preventing gastric cancer under a wide
range of scenarios, byrevention measures have not been implemented,
outside of a few trials, because it is not yet clear who to target or how to
screen and treat

x Prevention strategies should be tailored to the local context because of
variation in

U Available resources
U Sociocultural priorities
U Intervention costs

U Intervention effectiveness:
A Screening accuracy
A Treatment effectiveness




Why do we need new approaches 2n/caeP

X Integration of preventive services across clinical and public health
sectors Is needed because:

U Health is affected by multiple levels of influence including individuals,
families, larger groups, populations and ecosystems

U Disease prevention initiatives can be more effective when they expand
opportunities for prevention through partnerships across health systems,
communities, academia, business, and the media



Value of local evidence CaN7kelp

x The effectiveness of interventions depends on the context

U Implementing clinical management strategies without considering local
evidence may reduce the effectiveness of the strategies

x Local evidence is readily actionable

U For example, years before evidence generated by our community projects
was included in reviews and clinical guidelines, it had already informed
changes to prescribing practices in the Beaufoelta region of the NWT

x Local evidence is accepted

U It was not difficult for us to impact clinical practice in the region, because the

public health physicians who set the policy knew how the evidence was
produced and valued it



Value of communitglriven methods i e

x Community-engaged research can
U Be part of a multilevel approach to develop and implement effective

prevention strategies
U Build relationships between community members and healthcare providers

A Collaborative research that responds to community concerns demonstrates to
community members that healthcare providers and academic researchers value
their perspectives and are willing to work together to find solutions

U Build capacity in communities
A Community members can develop skills for contributing to the development of
local evidence in the future
A Local care providers can develop research skills for generating local evidence in
clinical setting
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Gastric Cancer in Indigenous Populations4
(Global) |

x Higher burden of stomach cancer in Indigenous populations
g IObal Iy(ArnoId et al., 2014)

A Ageadjusted Incidence Rate Ratios
0 Sami people, Sweden, 19@003

A 1.23x(males) and..53x(females) the rates of neBami(young et al., 2016)
0  Maori people, New Zealand, 20@807

A 2.6x(males) an®.8x(females) the rates of neMaori (Moore et al., 2015)
U Alaska Natives, Alaska, USA, 20087

A 3.0x(both sexes) the rates of white Alaskamsore et al., 2015)



Gastric Cancer in Indigenous Population ;o
(North) ‘

x Clrcumpolar Inuit

l 9 8 9 2 O O 8 All sites = All sites | —
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Little Data orH. pylorrelated Disease
INn Indigenous Arctic Canadians

x Gastric Cancer
(Data from Cancer in the Northwest Territories. NWT Health and Social Services, 2003 and 2014)

A Northwest Territories

NT

U 9 cases among all men in regionahtres
A2.9 (95% ClI, 1.3, 5.5) times the incidence rate of all men in Canada

U In Dene First Nations men@8nost common cancer (tied with prostate) at 7% of cancers
diagnosed; 10% of cancer deaths

U  In Inuit men, 2d (after lung) at 16% of cancers diagnosed

U 11 cases of stomach cancer among all females (2.0% of total cgses)shed data
U 13 cases observed in males over this time period (2.3% of total casesher communication



Little Data orH. pylorrelated Disease
INn Indigenous Arctic Canadians

x Gastric Cancer
ANorthwest Territories (NWT) and Yukon (YT)

NWT

U New cases of stomach cancer and-atpndardized incidence rates

(ASIR), all ethnic groups

Males Females
Area Cases | ASIR (95%CI), Cases | ASIR (95%C
Canada 9,640 | 11.1(10.8,11.3) 5,401 4.9 (4.7,5.0
NWT & YT 15 11.5 (5.0, 18.3;) 13 9.7 (4.0, 15.5

Note: rate per 100,000; standardized to the Canadian 1991 population
Sourceinternational Agency for Research on Cancer, CI5X

U Of the total 28 stomach cancer cases, 13 were diagnosed in people
under 60 years of age.



Little Data orH. pylorrelated Disease
INn Indigenous Arctic Canadians

x Gastric Cancer

A Inuit Nunangat

U Incidence rates were estimated to hebxand 1.5xthe Canadian rates for
males and females, respectivéiarriereet al., 2012)



