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Background APC-only and APC plus MUTYH positive and VUS rates Methods
Gastric adenocarcinoma and proximal polyposis of —-_ Data from clinical testing of APC-only and APC
the stomach (GAPPS) is a newly-described APC-onl APC plus MUTYH blus MUTYH from 01/06/2017-03/31/2017 at
syndrome characterized by diffuse fundic gland Ambry Genetics were retrospectively reviewed.
polyps (FGPs) and an increased risk of gastric N % N % | |
cancer!-3 Comprehensive APC testing was performed,
Total tests 28 100% o8 100% including sequencing of the YY1 binding motif
Point mutations in the YY1 binding motif of APC - |
bromoter 1B were recently found to cause GAPPS. Total APC positive 7 32:1% . 8.6% Multi-gene panel tests (MGPTs) were excluded.
We aimed to describe the results of clinical YY1 positive 1 3.6% 0 0.0% Eoth pathogenic anq likely path.o.genic aIt.erations
testihg for GAPP.S. iIn  individuals primari!y Total VUS : 3 6% , 350 in APC were .c.on5|dered positive. Variants of
suspicious for familial adenomatous polyposis uncertain significance (VUSs) were evaluated
(FAP) and/or attenuated FAP. YY1 VUS 0 0.0% 0 0.0% separately.
Results Schematic of promoters 1A and 1B in APC, including deletions
There were 28 APC-only and 58 APC plus reported in FAP and point mutations in GAPPS
MUTYH tests, with nine and five APC mutations
found, respectively. 100k P——m—————  { hg18
111,900,000 111,950,000 | 112,000,000 me NPT 5’I12.EI-EI:I,1‘.‘.IEI-1]| 112,100,000 | 112,150,000 |
One YY1 point mutation (c.-191 T>C) was found in Pavicic_2014 —thlin —
the APC-only cohort and accounted for 11.1% of all B E"&Fﬂ:E
mutations detected in that group. e
APC MNM_001127511 | e
No YY1 point mutations were found in the APC AFQEEE&"H?E?EED
plus MUTYH cohort and no YY1 variants of P

unknown significance were found in either group. 15@% 14 promoter (LI02509.1) 866

Cascade testing revealed two additional positive 18 point mutations found in GAPPS families:
chr5: 112043220 AVC - '¢c.-195A~-C"

family members and both were subsequently chr5:112043223 A/G - 'c.-192A>G"
. . chr5: 112043224 T/C - "c.-191 T=C"
found to have fundic gland polyposis and low chr5:112043290 A/- - 'c.-125delA’
grade dysplasia after undergoing screening
endOSCOpieS, Li J et al. Point Mutations in Exon 1B of APC Reveal Gastric Adenocarcinoma and Proximal Polyposis of the Stomach as a Familial Adenomatous Polyposis Variant. Am J Hum Genet. 2016 May 5;98(5):830-842.

Personal and family history before and after genetic testing Conclusions
,f Promoter 1B YY1 sequencing is now clinically available and
'-._ll . .-"'-., . . .
L O ﬁ ) Vit %] should be included in APC testing.
20s to 30s 75 ’ 20s to 30s 75
‘ ‘ % % ‘ Dysplasia in FGPs is common in GAPPS and rare in the general
g M A C % e ;25 population
— ‘ 80 3 90s 24 . :
68 30 90s 90s 24 Colon cancer (66) GERD | No known polyps .Dysplai15|a. in a FGP s 2 rgd flag fc?r GAPPS and should be
Colon cancer (66) GERD No known polyps } including in the genetic testing criteria for APC.
‘ 4> |*’_ O A positive family history may not be conveyed in cases with
- A 64 . .
‘){j % Diffise FGPs of proximal stomach (54) Difgm.mP? ﬂfijhn?;mﬁmh (64) GAPPS, as FGPs may be underreported in these families.
70 Sparing of antrum and duodenum pating ol an and duodenum : : : :
Diffuse FGPs of proximal stomach (54) Low srade (54) and high grade dysplasia (68) Low grade dysplasia (64) Gastric cancer screening in the probgnd described here was
Spering of anirum snd duodesum Gastric adenomas No colon polyps unsuccessful, as over 20 gastroscopies revealed no cancer,
Low grade (54) and high erade dysplasia (68) ~20 yrs PP1 use even though a stage |V gastric cancer was present.

No colon polyps

Gastric adenomas ) _
Stage IV gastric ca (70)
]

~20 yrs PPI use
No colon polyps
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