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Abstract

Hereditary diffuse gastric cancer (HDGC) is an autosomal dominant cancer syndrome that is
characterised by a high prevalence of diffuse gastric cancer and lobular breast cancer. It is largely caused
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by inactivating germline mutations in the tumour suppressor gene CDH1, although pathogenic variants
in CTNNA1 occur in a minority of families with HDGC. In this Policy Review, we present updated
clinical practice guidelines for HDGC from the International Gastric Cancer Linkage Consortium
(IGCLC), which recognise the emerging evidence of variability in gastric cancer risk between families
with HDGC, the growing capability of endoscopic and histological surveillance in HDGC, and increased
experience of managing long-term sequelae of total gastrectomy in young patients. To redress the
balance between the accessibility, cost, and acceptance of genetic testing and the increased identification
of pathogenic variant carriers, the HDGC genetic testing criteria have been relaxed, mainly through less
restrictive age limits. Prophylactic total gastrectomy remains the recommended option for gastric cancer
risk management in pathogenic CDH1 variant carriers. However, there is increasing confidence from the
IGCLC that endoscopic surveillance in expert centres can be safely offered to patients who wish to
postpone surgery, or to those whose risk of developing gastric cancer is not well defined.

Keywords

KeyWords Plus:PROPHYLACTIC TOTAL GASTRECTOMY; GERMLINE
MUTATIONS; BARIATRIC SURGERY; LOBULAR
CARCINOMA,; CDH1; OUTCOMES; BRCA1; SURVEILLANCE; INDIVIDUALS; ASSOCIATION

Author Information

Reprint Address:

University of Otago Univ Otago, Canc Genet Lab, Te Aho Matatu, Dept Biochem, Dunedin 9016, New
Zealand.

Corresponding Address: Guilford, P (corresponding author)

+  Univ Otago, Canc Genet Lab, Te Aho Matatu, Dept Biochem, Dunedin 9016, New Zealand.
Addresses:

+ [ 11 Univ Auckland, Dept Surg, Auckland, New Zealand
[ 2] St Marks Breast Ctr, Auckland, New Zealand
[ 3] Kimihauora HIth & Res Clin, Mt Maunganui, New Zealand
+ [ 4] Univ Porto, Inst Invest & Inovacao Saude, Porto, Portugal
+ [ 5] Univ Porto, Inst Mol Pathol & Immunol, Dept Pathol, Porto, Portugal
+ [ 6 1 Mem Sloan Kettering Canc Ctr, 1275 York Ave, New York, NY 10021 USA
+ [ 71 Weill Cornell Med Sch, New York, NY USA
[ 8 ] HereditaryDiffuse GastricCancer Org, Madison, Wl USA
+ [ 9 ] Netherlands Canc Inst, Dept Gastrointestinal Oncol, Amsterdam, Netherlands

+ [ 10 ] Radboud Univ Nijmegen, Med Ctr, Dept Human Genet, Nijmegen, Netherlands


https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=PROPHYLACTIC+TOTAL+GASTRECTOMY&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=GERMLINE+MUTATIONS&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=GERMLINE+MUTATIONS&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=BARIATRIC+SURGERY&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=LOBULAR+CARCINOMA&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=LOBULAR+CARCINOMA&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=CDH1&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=OUTCOMES&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=BRCA1&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=SURVEILLANCE&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=INDIVIDUALS&uncondQuotes=true
https://apps.webofknowledge.com/OneClickSearch.do?product=WOS&search_mode=OneClickSearch&excludeEventConfig=ExcludeIfFromFullRecPage&colName=WOS&SID=6Bm47EUzQ8C5Vqpm4Fp&field=TS&value=ASSOCIATION&uncondQuotes=true
javascript:hide_show('reprint_pref_org_exp_link_1', 'inline');hide_show('show_reprint_pref_org_exp_link_1', 'none');hide_show('hide_reprint_pref_org_exp_link_1', 'inline')
javascript:hide_show('research_pref_org_exp_link_1', 'inline');hide_show('show_research_pref_org_exp_link_1', 'none');hide_show('hide_research_pref_org_exp_link_1', 'inline')
javascript:hide_show('research_pref_org_exp_link_4', 'inline');hide_show('show_research_pref_org_exp_link_4', 'none');hide_show('hide_research_pref_org_exp_link_4', 'inline')
javascript:hide_show('research_pref_org_exp_link_5', 'inline');hide_show('show_research_pref_org_exp_link_5', 'none');hide_show('hide_research_pref_org_exp_link_5', 'inline')
javascript:hide_show('research_pref_org_exp_link_6', 'inline');hide_show('show_research_pref_org_exp_link_6', 'none');hide_show('hide_research_pref_org_exp_link_6', 'inline')
javascript:hide_show('research_pref_org_exp_link_7', 'inline');hide_show('show_research_pref_org_exp_link_7', 'none');hide_show('hide_research_pref_org_exp_link_7', 'inline')
javascript:hide_show('research_pref_org_exp_link_9', 'inline');hide_show('show_research_pref_org_exp_link_9', 'none');hide_show('hide_research_pref_org_exp_link_9', 'inline')
javascript:hide_show('research_pref_org_exp_link_10', 'inline');hide_show('show_research_pref_org_exp_link_10', 'none');hide_show('hide_research_pref_org_exp_link_10', 'inline')

[ 11 ] Radboud Univ Nijmegen, Med Ctr, Dept Pathol, Nijmegen, Netherlands

[ 12 ] Radboud Univ Nijmegen, Med Ctr, Dept Gastroenterol, Nijmegen, Netherlands

[ 13 ] Auckland Hosp, New Zealand Familial Gastrointestinal Canc Serv, Auckland, New Zealand
[ 14 ] Auckland Hosp, Dept Histopathol, Auckland, New Zealand

[ 15 ] Auckland Hosp, Genet HIth Serv New Zealand Northern Hub, Auckland, New Zealand

[ 16 ] Sorbonne Univ, Grp Hosp Pitie Salpetriere, Consultat Oncogenet, Unite Fonct
Oncogenet,Dept Genet,DMU BioGeM, Paris, France

[ 17 ] Univ Melbourne, Royal Melbourne Hosp, Dept Med, Melbourne, Vic, Australia
[ 18 ] Univ Melbourne, Sir Peter MacCallum Dept Oncol, Melbourne, Vic, Australia
[ 19 1 NCI, Ctr Canc Res, NIH, Bethesda, MD 20892 USA

[ 20 ] Univ Cambridge, MRC, Canc Unit, Cambridge, England

[ 21 ] Univ Cambridge, Natl Inst HIth Res, Cambridge Biomed Res Ctr, Dept Med Genet,
Cambridge, England

[ 22 ] Stanford Univ, Sch Med, Dept Med, Div Oncol, Stanford, CA 94305 USA
[ 23 ] Stanford Univ, Sch Med, Dept Genet, Div Oncol, Stanford, CA 94305 USA
[ 24 1 Cambridge Univ Hosp Natl Hlth Serv Fdn Trust, Cambridge, England

[ 25 ] Univ British Columbia, Dept Pathol & Lab Med, Vancouver, BC, Canada

[ 26 ] Univ British Columbia, Dept Med Genet, Vancouver, BC, Canada

[ 27 ] British Columbia Canc, Hereditary Canc Program, Vancouver, BC, Canada
[ 28 ] Univ Chicago, Sect Gastroenterol Nutr & Hepatol, Chicago, IL 60637 USA
[ 29 ] St Marks Hosp, London, England

[ 30 ] Imperial Coll, Dept Canc & Surg, London, England

[ 31 ] Univ Texas MD Anderson Canc Ctr, Houston, TX 77030 USA

[ 32 ] Canc Inst Hosp, Dept Clin Genet Oncol, Tokyo, Japan

[ 33 ] Tauranga Hosp, Dept Surg, Tauranga, New Zealand

[ 34 ] Tauranga Hosp, Dept Gastroenterol, Tauranga, New Zealand

[ 35 ] Hamamatsu Univ Sch Med, Dept Tumor Pathol, Hamamatsu, Shizuoka, Japan
[ 36 ] Sorbonne Univ, Hop St Antoine, AP HP, Dept Pathol, Paris, France

[ 37 ] Natl Canc Ctr, Res Inst, Div Epigen, Tokyo, Japan

[ 38 ] Seoul Natl Univ Hosp, Seoul, South Korea

[ 39 ] Univ Otago, Te Tumu Sch Maori Pacific & Indigenous Studies, Dunedin, New Zealand


javascript:hide_show('research_pref_org_exp_link_11', 'inline');hide_show('show_research_pref_org_exp_link_11', 'none');hide_show('hide_research_pref_org_exp_link_11', 'inline')
javascript:hide_show('research_pref_org_exp_link_12', 'inline');hide_show('show_research_pref_org_exp_link_12', 'none');hide_show('hide_research_pref_org_exp_link_12', 'inline')
javascript:hide_show('research_pref_org_exp_link_13', 'inline');hide_show('show_research_pref_org_exp_link_13', 'none');hide_show('hide_research_pref_org_exp_link_13', 'inline')
javascript:hide_show('research_pref_org_exp_link_14', 'inline');hide_show('show_research_pref_org_exp_link_14', 'none');hide_show('hide_research_pref_org_exp_link_14', 'inline')
javascript:hide_show('research_pref_org_exp_link_15', 'inline');hide_show('show_research_pref_org_exp_link_15', 'none');hide_show('hide_research_pref_org_exp_link_15', 'inline')
javascript:hide_show('research_pref_org_exp_link_16', 'inline');hide_show('show_research_pref_org_exp_link_16', 'none');hide_show('hide_research_pref_org_exp_link_16', 'inline')
javascript:hide_show('research_pref_org_exp_link_17', 'inline');hide_show('show_research_pref_org_exp_link_17', 'none');hide_show('hide_research_pref_org_exp_link_17', 'inline')
javascript:hide_show('research_pref_org_exp_link_18', 'inline');hide_show('show_research_pref_org_exp_link_18', 'none');hide_show('hide_research_pref_org_exp_link_18', 'inline')
javascript:hide_show('research_pref_org_exp_link_19', 'inline');hide_show('show_research_pref_org_exp_link_19', 'none');hide_show('hide_research_pref_org_exp_link_19', 'inline')
javascript:hide_show('research_pref_org_exp_link_20', 'inline');hide_show('show_research_pref_org_exp_link_20', 'none');hide_show('hide_research_pref_org_exp_link_20', 'inline')
javascript:hide_show('research_pref_org_exp_link_21', 'inline');hide_show('show_research_pref_org_exp_link_21', 'none');hide_show('hide_research_pref_org_exp_link_21', 'inline')
javascript:hide_show('research_pref_org_exp_link_22', 'inline');hide_show('show_research_pref_org_exp_link_22', 'none');hide_show('hide_research_pref_org_exp_link_22', 'inline')
javascript:hide_show('research_pref_org_exp_link_23', 'inline');hide_show('show_research_pref_org_exp_link_23', 'none');hide_show('hide_research_pref_org_exp_link_23', 'inline')
javascript:hide_show('research_pref_org_exp_link_25', 'inline');hide_show('show_research_pref_org_exp_link_25', 'none');hide_show('hide_research_pref_org_exp_link_25', 'inline')
javascript:hide_show('research_pref_org_exp_link_26', 'inline');hide_show('show_research_pref_org_exp_link_26', 'none');hide_show('hide_research_pref_org_exp_link_26', 'inline')
javascript:hide_show('research_pref_org_exp_link_28', 'inline');hide_show('show_research_pref_org_exp_link_28', 'none');hide_show('hide_research_pref_org_exp_link_28', 'inline')
javascript:hide_show('research_pref_org_exp_link_29', 'inline');hide_show('show_research_pref_org_exp_link_29', 'none');hide_show('hide_research_pref_org_exp_link_29', 'inline')
javascript:hide_show('research_pref_org_exp_link_30', 'inline');hide_show('show_research_pref_org_exp_link_30', 'none');hide_show('hide_research_pref_org_exp_link_30', 'inline')
javascript:hide_show('research_pref_org_exp_link_31', 'inline');hide_show('show_research_pref_org_exp_link_31', 'none');hide_show('hide_research_pref_org_exp_link_31', 'inline')
javascript:hide_show('research_pref_org_exp_link_32', 'inline');hide_show('show_research_pref_org_exp_link_32', 'none');hide_show('hide_research_pref_org_exp_link_32', 'inline')
javascript:hide_show('research_pref_org_exp_link_35', 'inline');hide_show('show_research_pref_org_exp_link_35', 'none');hide_show('hide_research_pref_org_exp_link_35', 'inline')
javascript:hide_show('research_pref_org_exp_link_36', 'inline');hide_show('show_research_pref_org_exp_link_36', 'none');hide_show('hide_research_pref_org_exp_link_36', 'inline')
javascript:hide_show('research_pref_org_exp_link_37', 'inline');hide_show('show_research_pref_org_exp_link_37', 'none');hide_show('hide_research_pref_org_exp_link_37', 'inline')
javascript:hide_show('research_pref_org_exp_link_38', 'inline');hide_show('show_research_pref_org_exp_link_38', 'none');hide_show('hide_research_pref_org_exp_link_38', 'inline')
javascript:hide_show('research_pref_org_exp_link_39', 'inline');hide_show('show_research_pref_org_exp_link_39', 'none');hide_show('hide_research_pref_org_exp_link_39', 'inline')

T [ 40 ] Univ Otago, Canc Genet Lab, Te Aho Matatu, Dept Biochem, Dunedin 9016, New Zealand
+ [ 417 Univ Otago, Healthier Lives Natl Sci Challenge, Dunedin, New Zealand

[ 42 ] Stomach Canc, Madison, W1 USA

[ 43 ] DeGregorio Family Fdn, New York, NY USA
T [ 44 1 Univ Calif Davis, Sch Med, Dept Biochem & Mol Med, Davis, CA 95616 USA

[ 45 ] Univ Hosp Zurich, Dept Surg, Lab Swiss Hepatopancreatobiliary & Transplantat C, Zurich,
Switzerland

+ [ 46 ] Christchurch Hosp, Genet HIth Serv New Zealand South Isl Hub, Christchurch, New Zealand

+ [ 47 ] Pontificia Univ Catolica Chile, Hosp Dr Sotero del Rio, Dept Digest Surg, Esophagogastr
Surg Unit, Santiago, Chile

+ [ 48 ] Inst Super Tecn, Inst Syst & Robot, Lisbon, Portugal

T [ 49 ] Univ Calif Los Angeles, David Geffen Sch Med, Dept Pathol & Lab Med, Los Angeles, CA
90095 USA

E-mail Addresses:parry.guilford@otago.ac.nz

Funding

Funding AgencyShow details Grant Number

No Stomach for Cancer

DeGregorio Foundation

DD & DF Heads Charitable Trust

University of Otago

New Zealand Health Research Council Programme  17/610

Portuguese Foundation for Science and Technology POCI-01-0145-FEDER-30164
View funding text
Publisher
ELSEVIER SCIENCE INC, STE 800, 230 PARK AVE, NEW YORK, NY 10169 USA
Journal Information
e Impact Factor: Journal Citation Reports
Categories / Classification

Research Areas:Oncology
Web of Science Categories:Oncology

Document Information

Language:English


mailto:parry.guilford@otago.ac.nz
javascript:toggle_unified_funding()
javascript:hide_show('show_fund_blurb',%20'inline');hide_show('show_fund_blurb_link',%20'none');hide_show('hide_fund_blurb_link',%20'inline')
javascript:;
javascript:hide_show('research_pref_org_exp_link_40', 'inline');hide_show('show_research_pref_org_exp_link_40', 'none');hide_show('hide_research_pref_org_exp_link_40', 'inline')
javascript:hide_show('research_pref_org_exp_link_41', 'inline');hide_show('show_research_pref_org_exp_link_41', 'none');hide_show('hide_research_pref_org_exp_link_41', 'inline')
javascript:hide_show('research_pref_org_exp_link_44', 'inline');hide_show('show_research_pref_org_exp_link_44', 'none');hide_show('hide_research_pref_org_exp_link_44', 'inline')
javascript:hide_show('research_pref_org_exp_link_46', 'inline');hide_show('show_research_pref_org_exp_link_46', 'none');hide_show('hide_research_pref_org_exp_link_46', 'inline')
javascript:hide_show('research_pref_org_exp_link_47', 'inline');hide_show('show_research_pref_org_exp_link_47', 'none');hide_show('hide_research_pref_org_exp_link_47', 'inline')
javascript:hide_show('research_pref_org_exp_link_48', 'inline');hide_show('show_research_pref_org_exp_link_48', 'none');hide_show('hide_research_pref_org_exp_link_48', 'inline')
javascript:hide_show('research_pref_org_exp_link_49', 'inline');hide_show('show_research_pref_org_exp_link_49', 'none');hide_show('hide_research_pref_org_exp_link_49', 'inline')

Accession Number: WOS:000555457500006
PubMed ID: 32758476

ISSN: 1470-2045

elSSN: 1474-5488



