Mortality by age, gene and gender in carriers of pathogenic
mismatch repair gene variants receiving surveillance for early
cancer diagnosis and treatment: a report from the prospective
Lynch syndrome database
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Summary

Background The Prospedive Lynch Syndrome Database (PLSD) collates information on carriers of pathogenic or
likely pathogenic MMR variants [path_MME) who are receiving medical follow-up, including colonoscopy
surveillance, which aims to the achieve early diagnosis and treatment of cancers. Here we use the most recent
PLSD cohort that is larger and has wider geopraphial representation than previous versions, allowing us to
present mortality as an outcome, and median ages at cancer diagnoses for the first fime.

Methods The PLSD is a prospective observational study without a control group that was designed in 20012 and
updated up to October 2022, Data for 8500 carriers of path_MMR variants from 25 countries were included, providing
71,713 years of follow up. Cumulative cincer incidences at 65 years of age were combined with 10-year crude survival
following canaer, to derive estimates of mortality up to 75 years of age by organ, gene, and gender.

Findings Gymaecological cancers were more frequent than colorectal cancers o path_MS Hz, path_MSH6 and
path_PM Sz cartiers [cumulative incidence: 53.3%, 49.6% and 23.3% at 75 years, respectively). Endometrial, colon and
ovarian cancer had low mortality [8%6, 13% and 15%, respectively] and prostate cancers were frequent in male
path_MSHz carriers [cumulative inddence: 39.7% at 75 years). Pancreatic, brain, hiliary tract and ureter and lidney
and urnary bladder canoers were assodated with high morality [B3%, 66%, 58%, 279, and 29%, nespectvely).
Among path_MMR carmiers undergoing colonosopy surveillance, particularly path_MSHz carriers, more deaths
followed non-colorectal Lynch syndrome cancers than mlorectal cancers.

Interpretation In path_ MMR carmiers undergoing colonoscopy surveillance, non-coloredal Lynch syndrome cancers

were associated with more deaths than were mlorectal cncers. Reducing deaths from non-mlorectal @ncers
presents a key challenge in ontemporary medical @re in Lynch syndrome.
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Site Median age of onset for path MLH1  Median age of onset for path MSH2  Median age of onset for Median age of onset for
Males Fermales Males Females Males Fermnales Males Females

Any organ 48.4 |45.8-509] 51.3[49.1-533] 636 [50L0560] 506 [48.1-529] G558 [NA-G647] 575([53.0-617] G596 [NA-73.7] 63.8 [NA]

Colon® 47.8 [44.8-506] 555 [51.84-59.2] 536 [50.4580] 557 [493 611] 571 [NA-73.0] 608 [41.0-67.4] 705 [NA] 66.1 [NA]

Sigmoid/Rectum” 625 [50.2-70.8] 593 [46.9-69.2] 576 [49.9-64.8] 636 [550-67.4] 613 [NA] 61.2 [NA] NA 625 [NA|

Colorectal” 474 [44.3-504] 54.6 [51.0-585] 539 [50.0-575] 562 [50.3-613] 551 [NA-733] 601 [422-671] 713 [NA] 66.1 [NA]

Endometrium 017 [49.7-53.6] 517 |49.4-53.9] 60.0 [55.5-64.1] 61.2 [NA|

Ovary 49.0 [42.1-559] 47.4 [42.8-60.8) 65.5 [NA] 57.5 [NA]

Endometrium/ovary £1.2 [49.1-53.0] S0.4 [48.4-52.6] 59.9 [55.5-64.2] 59.5 [NA]

CRC/Endometriumfovary cancer 514 [49.5-53.2] 51.0 [48.7-535] 57.7 [50.6-62.6] 64.4 [NA]

Urine bladder 63.0 |[562-735] 688 ([588-744]) 674[587-726] 651 ([541-719] 712 [NA-747] 611 [NA] NA NA

Ureter/kidney 63.9 [50.6-73.7] 63.6 [NA] 611 [567-64.6] 651 [61.6-69.3] 657 [NA] 62.0 [NA] 72.5 [NA] NA

Kidney, ureter andfor urine 629 [571-713] 675 ([59.4-73.0] 625[59.0-674] 643 [616-681] 706 [NA-742] 618 [NA -686] 725][NA] NA

bladder

Kidney, ureter and/or urine 67.5 |62.5-71.4) 62.6 [59.8-65.5) 68.8 [59.2-73.0] 70.9 [NA]

bladder/prostate

Stomach 681 [59.0-72.7] 657 [56.6-741] 643 [S746-7335] 619 [NA-737] 525 [NA] 62.5 [NA] 57.5 [NA] NA

small bowel 635 [54.0-701] 538 [NA-7L0] 9.8 [526-67.6] 542 [NA -662] 68.8 |NA] 575 [NA] 47.5 [NA| 62.5 [NA|

Pancreas 67.0 [NA] 64.7 [NA 74.8] 657 [NA] 66.8 [NA] 72.5 [NA] 66.4 [NA] NA NA

Bile duct/gall bladder 622 [48.0-687] 534 |[NA]| 69.9 [60.2-NA| 713 [NA] NA NA NA NA

Prostate 70.2 [63.7-72.6] 66.2 [62.0-70.0] 65.9 [NA-74.9] 47.5 [NA]

Breast 577 |52.6-63.6] 60.7 |53.5-65.9] 62.7 |51.7-72.4] 70.2 [NA]

Birain 67.5 [NA] 49.9 [NA] 700 [43.0-74.6] 527 [NA] 62.5 [NA] 54.9 [NA] NA NA

MA: occurs Tor the median age of omset or the confdence limits if the corresponding conditional comulative incidence estimates abways are above or below 50%. “Following intervention with surveillance

coldonoscopy as described in text.

Table 3: Median age of onset for cancer in specific organs by age and gender for path MMR arriers.




Table 53. Cumulative incidences with [95% confidence intervals]in respective organs by

; age and gender for path_MLH1 carriers.

Site Cumulative Currulative incidence Cumulative incidendos Cumulative incidenos Cuirmulative incidence Curmulative inddence
incidance 30 years 40 years 50 years 60 years 7 years 75 years
Bales Farmnales Males Farmales b ales Femalas Males Females Ilalas Farnales Males Farmales
Asvy organ 13 a 16.7 124 ITE 36.E 545 505 63.0 755 [ BD2
|1.5-7.1) I-1 [12.7-21.9) |9.1-16.7] |32.5-43.7] |31.9-42.3] |48.5-60.7] [53.9-65.1] [56.1-69.8| |65.4-81.3) |60 .8-76.0) |73.5-B6.1)
Calan® 7 a 140 Bl 320 16.3 45.4 IE6 53.0 A0 0 559 462
[1.1-6.3 |- [103-1E.Ef |5.6-11.7] |27.0-37.6] |12.8-20.6] |39.7-51.6] [24.0-34.0 [46.4-60.0] [34.3-46.4] [48.6-53 4] [39.3-53.7)
Sigmoid/Rectum® 0.5 a 16 11 28 2.0 47 19 TE 6.0 107 7.4
|0.1-3.5) I-1 |0u6-3.9] |0.4-3) [1.5-5.3] |1.0-4.0) |2.9-7.6] |2.4-6.4) [5.1-11.8] [3.8-9.3] |6.9-16.3] |4.7-11.4]
Caloractal® 13 1] 149 Q.0 325 1E.2 450 306 528 421 56.0 483
|1.5-7.1) |- [11.1-15.9) |6.3-12.E] |27.4-38.3] |14.5-22.E] |40.1-52.3] [25.8-36.1) [46.1-50.8) |26.2-48.6) [48.5-53.7) |41.3-55.9)
Endbomietrium 1] 2.0 149 B4 58 72
|-l [1.0-42]) |11.6-19.1] [23.6-33.9] [25.5-42.5) |30.5-44.3]
Orvary a 1.4 4.4 74 B.O B.O
|- |0.6-3.5] |2.7-7.2) [4.9-11.1) |5.3-12.0 |5.3-12.0
E mdosmietrium,f a 34 1E.E 35 419 4332
Ovary |-l |1.9-59] 115.1-23.3] |29.4-40.1| |36.0-48.5) |36.9-50.0
CRC/Endarmetriu a 125 354 60.5 750 77
1y Ay CanCer I-1 |9.3-16.E] |30.4-41.1] [54.4-66.6| |6E.4-81.1) |72.7-85.9)
Urine bladder i] a [i] i 05 02 21 1o 1E 27 56 4.8
I-1 I-1 I-1 [-1 [0.1-1.9] [0-1.5] [1.0-4.3] |D0.4-2.7) [2-1-6.3] [1.3-5.5] |3.1-10u0] [2.6-B.9]
Ureter/kidney 1] a 1] 0.3 0.7 0S5 13 0.7 7 2.2 4.5 29
I-1 I-1 I-1 |0-1.8] [0.2-2.3] |0.1-1.9) |0.5-3.3] |D2-2.2) [19-6.9] [1.0-4.6] [2-4-8.6] [L.4-6.0]
Kidney, uratar o 1] [i] 0.3 12 o7 14 17 6.5 41 0.2 6.9
and/or urine I-1 |-l |-l |0-1.8) |0.5-2.9| |0.2-2.1) 11.9-5.9] |0.8-3.5) |4.1-10.3) |24-7.1) |5.8-14.2] |4.1-11.3]
bladder
Kidney, uratar i] [i] 14 6.0 133 219
and/or urine I-1 |-l |0.7-3.2] 13.9-9.1] |9.7-18.3) |17.9-31.4)
h|EIIﬂIC|IEr_|'prﬂ5[3!'E
Gadtric o 1] [i] 0.3 07 (18] 2.4 1D 5.5 9 ED 43
|-1 I-1 I-1 |0-1.8) |0.2-2.2] |0.1-1.9) 1.2-4.8| |0.4-2.7) [3.3-8.3] [1.5-5.6] |5.5-14.4] [2.3-7.9]
Small bowel u] a 03 0.9 15 16 16 25 B.E IR E3 45
|- |-l |0-1.9] |0.3-2.8] |0.7-3.2] |0.7-3.5] 12.1-6.1] |1.3-4.5) |4.1-10.3) |2.2-6.7) |5.2-13.0] |2.6-7.8)
Pancreas u] a 03 0.3 05 0.8 11 112 12 13 31 37
|-1 I-1 |0-1.9] |0-2.3) [0.1-2.0] |0.2-2.4) |0.4-2.9] |D.5-2.9] [09-5.1] [1.1-4.7] [1.4-6.9] [1.8-72]
Bile duct/gall i] a [i] i 07 04 13 11 4.0 15 4.0 1.5
bladder |-1 I-1 I-1 [-] |0.2-2.2] |0.1-1.7] |0.5-3.1] |0.5-2.8] [22-7.3] [0.7-3.3] [2.2-7.3] [0.7-3.3]
Prastate 1] 1] 02 29 76 156
|- |-l [0-1.7] 11.5-5.4| |4.8-11.8) |10.7-22.6)
Braast a 0.6 1.0 74 10.4 124
|-l |0.1-2.3] 11.7-5.1) |5.3-10.4) |7.6-14.1] |9.1-16.9]
Brain o 1] [i] 0.3 i o7 i 0. 0.6 1.4 06 1.4
|- |-l |-l |0-1.8) ¥ |0.2-2.1) I |0.3-2.4) [2.1-3.9] |0.5-3.4] |0.1-3.9] |0.5-3.4)




Table 54. Cumulative incidences with [95% confidence intervals] in respective organs by age and gender for path_MS5H2 carriers.

Site Cumulative intidence Cumulative incidence Cumulative incidence Cumulative incidend: Cumulative incidence Cumulative incidenose
30 years 40 years S0 years 60 years 70 years 75 years
Makes Females Males Femalkes Males Femalkes Males Females Males Females Males Femalkes
Ary angan 36 23 12.7 151 311 0.1 50.4 SE.B 73.2 7T BO.S B34
[1.5-8.4] |09-6.1) [B8.7-1813] [11.0-20.7] [25.5-37.E| |34.2-46.6| [5Z.4-66.5) |52.6-65.3] |65%.5-80.4] |71.0-E3.8| |72.3-E7.5] [76.8-E9.1)
Colon™ 34 17 Ed 71 19.9 145 34.2 21 47.3 36.5 527 IE4
[1.4-8.0] |0.5-5.1) [5.2-13.3] |4.4-11.3) [15.3-25.7| |11.1-19.8| [28.3-40.9] |17.7-37.5] |32.9-55.2] |30.5-43.2] |44.4-61.4) [3Z.1-45.5]
Sigmoid/Recturm® 0 1] 13 0.3 5.E 2.4 10.6 5.0 147 12.2 1E.2 13.7
[-] |- [0.4-3.9] |D-2.5] 3.7-9.1) |1.2-4.E] |7.6-14 8] |3.2-E.0) |10.8-20uD) |B.7-16.9] [13.1-34.9] [8.5-19.0]
Colorectal™ 36 17 10.3 7.3 217 15.E 386 4.7 510 30.E 55.E 426
J1.5-8.4] | DuE-5.2) |6.7-15.6] |4.5-11.6] [16.8-¥7.9] [11.8-31.0 [32.0-45.9] [19.4-39.9] |42.8-58.7] |33.5-46.7) [46.8-65.1] [35.9-49.59]
Endometrium 1] 2.0 1E1 339 421 441
I- |0.E-1.8] |13.9-23.5] |28.0-40.5] |35.0-50.1] |36.3-52.7|
Owary 1] 1.6 a3 9.7 134 13.4
I- |0.6-4.2] |5.5-12.4 |B.B-14.2] |B.5-20.1] |B.2-20.1]
Endometrium, ovary 1] 36 5.7 416 515 5313
|-1 [1.0-6.8] |20.7-31.5] |35.6-48.3] |44.4-58.1] [45.6-61.3|
CRCEndometriurm) 17 109 iTE 55.8 75.1 ED.4
OWAry CARCer | DUE-5.3) |74-15.9] [31.5-445] |48.9-62_E] |67.7-E1.9) [72.2-B7.5]
Urine bladder i 1] i) 0.4 11 15 46 2.6 72 62 131 9.4
[-] |- |-] [0.1-3.1] |0.4-3.0 [0.6-3.7] |2.7-7.6) |1.3-4.9) [4.6-11.3) |3.9-0.E] [E.3-20.3) [6.0-14.5]
Ureter/kidney i 1] 1] i 17 19 B.E 5.1 134 139 15.E 10.5
[-] I-1 [-] [-] |0.8-3.7) [0.9-4.0] [4.5-102] |3.3-7.9) [9.7-18.5] |10.2-18.6| [11.2-22.0] [14.6-25.9]
Kidnay, ureter 0 1] 1] 0.4 1.5 2.6 3.E 6.4 1E1 17.4 5.1 3.7
and/or uring bladder [-] |-1 |-] [0.1-3.1] |1.3-4.8] [1.4-5.1] [7.0-13.7] |4.3-0.4) |13.7-23.6] |1%.3-22.6| |18.9-33.0] [18.4-30.3]
Kidnay, ureter 0 1] 31 15.6 317 307
andfor uring [-] [-1 [1.7-5.5) [12.0-30.2] |25.9-38.4] [32.4-48.10)
bladderprostate
Gastrie i 1] i) i 03 05 10 16 510 31 23 4.0
1-1 I- |- |- [0-1.9] |0.1-3.1] |1.6-5.7) |0.7-3.5) [|2.9-8.5] |1.7-5.9] |4.E-14.2] |2.1-7.4)
Small bawel i 1] 0T i 0e 14 16 25 7.0 37 7.0 7
1-1 |-l |0.2-2.5] |- |0.3-2.9] [0.6-3.3] |2.0-6.4) |11.3-4.7) |4.3-11.3] [2.1-6.4] |4.3-11.5] |2.1-6.4)
Pancreas 0 1] 1] i a 03 0.9 15 33 2.7 13 15
[-] |-1 |-] [-] [-] [0-1.3] |0.3-2.9) |0.1-2.1) [1.5-7.1] [1.3-5.E] [1.5-7.1] |1.7-7.3)
Bile ductfgall 0 1] 1] i 03 [u} 0.6 0.8 23 08 4.6 2.4
HETa T [-] |- [-] [-] [0-114] H |0.1-2.2) |0.3-2.4) [0.9-5.7] [0.3-2.4] [2.0-10.2] |0.9-6.5]
Prostate i i) 0LE 6.6 i64 240
[-] [-] [03-2.5] [d.4-1000] [12.0-22.1] [17.8-32.0]
Breast 1] 1.2 314 74 1332 155
|-l [0.4-3.7) [1.9-6.1] |5.1-10.7] [8.7-17.7] |11.5-20.9|
Brain i 1] 0.4 09 13 0.9 19 14 33 14 6.6 2.2
1-1 I- |0.1-3.0] [0.2-3.5] |0.5-3.5) [0.2-3.5] |0.9-4.3) |0.5-3.E) 11.7-6.3] |0.5-3.E| |3.4-12.4 |0.8-5.7)




Table S5. Cumulative incidences with [95% confidence intervals] in respective organs by age and gender for path_MS5H6 carriers.

Site Cumulative incidenca Cumulative intidence Cumulative incidence Cumulative incdence Cumulative intidence Curiul ative incidence
3 poars &0 yearg S0 yaars B0 years 70 years 75 years
Malas Femalas IAalas Females Malas Farralas Males Females Bales Femalas Ml ales Femmalas
Ay Ofgan 27 i) 59 113 g4 117 207 A 226 521 2E5 55.2
|0.4-17.7] |-l 11.9-17.7| |02-B.7} [4.2-20.5]| |8.4-22.1) |12.9-32.3] |24.8-43.1) [14.3-34.5] |40.6-64.7] |1E.3-4.2.6] |93.0-68.2|
Calan® 26 i) 5.5 1.1 6.5 45 115 7.4 127 15.5 17.1 15.5
[0.4-17.1] I-] |1.7-16.E] |02-7.5) [2.3-17 3] [1.8-10.5] [5.8-21.7] [3.8-13.7) [6.8-73.1] |9.9-24] [9.7-29.2 [9.9-24]
Sigrroid /Rectum® i} i) i o 1] D 2.4 19 6.2 47 6.2 47
[-] I-] [-] I 1] [-] [0.8-7.3] [0.6-5.5] [3.0-12.7] [2.3-8.7| [3.0-12.7) [2.3-8.7]
Calaractal® 27 i) 5.8 1.2 6.9 4.0 11E 86 135 17.3 164 17.3
[0.4-17.7] I-] [1.8-17.6] |02-B.1] [2.5-18.3] [1.5-10.3) [&.0-22.8] [4.7-15.5] [7.1-24.E| [11.2-26.3] [8.B-29.4 [11.2-263]
Endametrium i) 1.1 26 22E 414 457
|-] |0.2-7.4] [4.7-15.4] [16.3-31.5] |32.3-52.10] |35.6-57.10]
Orwary i) 1.1 139 29 613 6.3
I-1 |0-2-7.4] |0.5-7.5] [0.9-E.7] [2.6-15.2 [2.6-15.2]
Endametrium avary i) 2.1 in3 251 457 406
|-l |0.5-E.3} [6.0-17.5] |18.2-33.9] |36.3-56.1] |39.5-60.6]
CRCYEndarmetrium, i) 1.7 156 202 504 50.4
OWAry CAancer I-] |1.2-10.9] [9.7-24.6] |21.2-39.5] |39.1-62.9] |39.1-62.9]
Uriine bladder 1] 1] 0 u] 0.8 D 15 12 30 2.6 . 2.6
|- 1-1 |- 1-1 |0.1-5.6] |-} [0.4-5.E| 0.5-4.5]| [1.1-7.9] [1.0-6.E| [4.7-16.9] [1.0-E6.E|
Ureterkidmney 1] i) i u] 1] i 1.4 12 33 19 33 19
[-] I-] [-] I I [-] [0.3-5.4] [0.3-4.8] [1.2-8.37] [1.8-E.6 [1.2-8.7] |1.8-B.5]
Kidrey, ureter andor 1] i) i u] 0.8 i 2.2 213 47 [ 0o 6.5
urine bladder [-] |-] [-] [-] |0.1-5.6] [-] [0.7-6.6| [0.9-6.1] [2.1-10.2] [3.5-11.8] [6.0-19.1) [3.5-11.8]
Kidrey, urater and)or 1] i 0.8 1.6 29 164
urine bladdar/prostate [-] [-] |0.1-5.6] [1.5-E5] |5.0-15.7) |10.4-25.4]
Gastric 4] i) i o i] D 07 i 0.7 07 0.7 0.7
[-] |-] [-] [-] [-] [-] [0.1-4.8] [-] [0.1-4.9] [0.1-4.7 [D0.1-4.9] [0.1-4.7]
Small bl 1] i) i o 1] D 0.7 0.6 1.6 06 28 0.6
[-] |-] [-] I-] I-] [-] [0.1-4.E| [0.1-4.0] [0.4-6.5] [0.1-4.0 [0.9-8.7| [0.1-4.0]
Pancreas 1] 1] 0 u] 1] 0.7 u] 0.7 D 2.2 1.2 232
[-] |-l [-] I I-] [0.1-4.E] I [0.1-4.E] [-] [0.7-6.E] [0.2-8.1] [0.7-6.E]
Bile ductygall bladder 1] i) i u] 1] i u] i i i i 1]
H 1 H H H L H H [ H [ H
Prostate 1] i u] 1.4 5.8 7.0
[-] [-] I-] [0.4-5.5] [2.8-11.E] [3.5-13.7)
Braast i) u] 23 6.5 93 15.1
|-] [-] [0.8-7.1] [1.5-11.7] [5.6-15.3) [9.7-23.1)
Brain 4] i) i o i] D o 132 0.8 12 04 132
I-] |-l I-] I I |- I-) [0.3-4.6| [0.1-5.3| |0.3-4.6| [0.1-5.3] [0.3-4.6]




Table S6. Cumulative incidences with [95% confidence intervals] in respective organs by age and gender for path_PM52 carriers.

Sita Curnulative incidence Cumulative incidence Curnulative incidence 50 Cumulative incidence 60 Curmulative incidence 7a Curnulative incidenos 5
] pears A0 years PEATS YEBFS YA YEEFS
M ales Farmales Malet Females Males Farmales BAales Farmales Malas Fermales Blabas Farmales
Ary organ n] i 1] o 6.7 43 01 17.4 301 2089 573 401
|- [-] [-1 [-] [1.0-3E.7) |0.6-26.E] |14.E-55.1] |7.6-36.9] [14.8-55.1) [10.0-40.7) [33.4-83.1) [15.0-69.3]
Colon® 1] i o o i i) 95 o 159 .7 354 7.7
|-l I-] -l I-] 1-] |-] |2.5-32.9) |-l |5.3-42.3| |1.9-28.9] |15.5-67.7) |1.9-2E.9)
Sigmoid/Recturm® 1] i 1] o i 1] i ] 1] 2.2 1] 2.2
I-] [-] -] I-l [-] [-] [-] [-1 Il [0.3-14.6) I-] [0.3-14 6]
Colorectal® 1] i 1] o i 1] 105 ] 105 E.S 328 BS
|-] [-] [-] [-] [-] [-] [2.7-36.0) [-] |2.7-36.0] 2.1-31.5] |12.7-68.6) |2.1-31.5)
Endametrium i o 1] K] 12.7 212
[-] [-] [-] |3.8-24.3] |5.5-27.9] |8.5-46.9)
Cwvary i o 1] 1.5 1.5 25
I Il [ [0.4-16.3] [0.4-16.3] [0.4-16.3]
Endametrium, ovary i o 1] 124 151 233
Il |-l |-| |5.3-27.2| |7.1-30.5] |10.2-48.0
CRC/Endometrium, avany i o [i] 103 145 8.0
CARCET I-] |-] I-] |3.4-28.6| |5.7-343] |10.1-63.9]
Urine bladder 1] i 1] o i 1] i ] 1] 1] 1] D
I-l Il [ I ] Il Il [l I Il Il [l
Uretes)kidney 1] i 1] o i 1] i ] 1] 1] 51 D
I-l Il - Il I Il Il -] I- I-l 10.7-20.5] [
Kidnesy, ureter and/or 1] i o o i 1] ] 1] 1] 1] 51 D
urine badder I-1 [] [ Il [l [l [ [-] Il Il 10-7-30.9] [
Kiddresy, uretes and/or 1] [i] 33 33 i3 B.&
uring bladderprostate |-] |-] |0.5-21.5) |0.5-21.5) |0.5-21.5| |2.1-31.1]
Gastric 1] i [i] o i [i] 27 [i] 7 1] 27 D
|-l I-] -l I-] 1-] |-] |0.3-17.5) |-l |0.4-17.5| |-l |0.4-17.5] Il
Small Bowel 1] i [i] o 33 [i] 33 [i] i3 2.1 33 21
|-1 [-] [-] [-] [0.5-21.3] [-] [D.5-21 3] [-] |0.5-31 3] [0.3-14.07 |0.5-21.3] [D.3-14.0)
Pancreas 1] i 1] o i 1] i ] 1] 1] 1] D
I-l Il - Il I Il Il -] I- I-l I-l [
Bile duct/gall bladder n] i 1] o i i) i 1] 1] 1] i) D
I [l [ I [ [l [ | I I I [l
Prostate 1] o 33 33 i3 33
|-1 |-l |0.5-21.5) |0.5-21.5) 10.5-21.5| |05-21.5]
Breast i o 1] ] B0 12.4
I-] I-] |-] |2.0-17.5] |2.0-17.5] |4.0-34.7)
Brain 1] 7.3 1] 7.3 i 7.3 i 7.3 1] 73 1] 7.3
I-1 [1-1-41.6) [-1 [1-1-41 6] [-] |1-1-41.6] [-] |1.1-41.6] I-1 [1.1-41.6] I-] [1-1-41 6]

Incidence at when 25 years set to zero. Cumulative incidences during age periods given.
*Following intervention with surveillance colonoscopy and gyneacological examinations as described in text.




Table S8. Median age of onset and cumulative incidences with [95% confidence intervals] of parh MMR carriers not having had previous or prevalent

cancers at inclusion by group of organs, age, and gender.

Path_MLH1
Median age of onset Cumulative incidence Cumulative incidence Cumulative incidence Cumulative incidence Cumulative incidemce Cumulative incidence
Site 30 years A0 years S0 years B0 years 70 years 75 years
hales Females Males Females hales Females Males Females Males Females Males Females Males Females
Colorectal® 46.9 56.9 33 o 15.0 9.0 328 17.7 46.8 306 529 441 54.8 £3.2
[43.9 -49.8] |53.0-60.9] [1.5-7.1] [-] [11.2-20.0] [6.3-12.9] |27.7-38.7] [13.9-22 4] [40.8-53.2] |25.4-36.6] |46.0-60.1] |36.9-52.1] [47.3-62.6] [43.3-63.8]
Endometrium £1.3 o 3.4 19.3 354 41.2 45.1
fovary [48.9-535] [-] [1.9-5.3] [15.0-24.6] [29.1-42.7] |33.4-50.1] |35.2-56.5]
Kidney, 70.9 66.5 0 0 i} 0.3 1.3 0.7 13 0.7 23 23 6.0 23
ureter and/or [NA) [WA] [-] [-] [-] [0-2.2] [0.4-3.9] [0.2-2.6] [0.4-3.9] [0.2-2.8] [0.8-6.7] [0.5-9.2] [1.7-19.49] [0.5-8.2]
urine bladder
Poth_MSH2
Colorectal* 53.0 594 EX 1.7 1000 7.5 221 16.9 386 229 46.9 40.8 524 45.2
[47.8 -56.8] |50.1-63.4] [1.5-8.4] [0.6-5.3] |6.4-15.3] [4.7-12.0] [17.0-28.4] [12.5-22.5] [31.7-46.4] [17.6-29.4] [38.7-55.9] |32.2-50.8] [42.3-63.3] [35.5-56.2]
Endometrium 515 o 33 233 40.4 50.3 54.7
fovary |49.0-54.0] [-] |1.6-6.8] [17.7-30.3] [32.9-48.8] |40.9-60.7] [43.1-67.2]
Kidney, 62.5 B6.8 4] o i} 0.5 0.5 18 9.3 45 19.0 15.4 23.2 211
ureter andfor | [57.8-70.7] [61.5-72.4] [-1 [-] -] 0.1-3.4] [0.1-3.3] [0.7-4.8] [5.2-16.3] |2.2-8.8] [11.3-31.0] [8.9-26.1] [13.5-38.2] [12.4-34.8]
urine bladder
Poth_MSHE
Colorectal® 556 6.6 2.7 0 5.9 13 7.0 34 123 5.8 14.2 136 17.5 136
[MA-T3.4] [MNA] [0.4-17.7] [-] [1.8-17.7] [0.2-8.7] |2.6-18.5] [1.1-10.1] [6.2-23.5] [2.4-13.4] [7.5-26.0] |6.6-27.2] [9.4-31.3] [6.6-27.2]
Endometrium 56.9 0 13 11.0 24.0 38.1 35.1
fovary |[49.8- 63.1] [-] [0.2-8.8] [6.0-19.4] [16.3-34.6] [26.9-52.1] [26.9-52.1]
Kidney, 707 61.3 [i] 0 i} 1] 13 4] 6 0.9 2.6 3.0 6.4 3.0
ureter and/or [WA] [MA] I-1 [-] [-] [-] [0.2-8.5] I [0.7-10.2] [0.1-5.4] [0.7-10.2] [0.7-12.5] [1.8-21.5] [0.7-12.5]
urine bladder
Path_PMS2
Colorectal® 716 62.5 0 o [i] 0 0 0 10.5 o 10.5 3.7 382 37
|MA] [MA] -] [-] [-] [-] [-] [-] [2.7-36.0] [-] [2.7-36.0] [0.5-23.7] [14.6-76.9] [0.5-23.7]
Endometrium 70. o [} 0 109 10.9 260
fovary [MA] [-] [-] [-] [3.7-30.1] [3.7-30.1] |8.0-66.2]
Kidney, NA WA NA 0 MA 0 MA 0 MNA 0 NA i} MA i}
ureter and/or [-] [-] [ [ -] [-]
urine bladder

* Fallowing intervention with surveillance colonescopy and gyneacological examinations as described in text.; MA: ocours for the median age of onset or the confidence limits il the corresponding conditional cumulative incidence estimates always

are above or below 50%.
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