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BOleg round Results Table 1: Baseline patient characteristics by MMR status Table 2: Baseline tumour characteristics by MMR status
5 . . L dMMR dMMR
* A subset of stage II/1ll rectal tumours (2—5%) are dMMR; Baseline patient characteristics n=184 n=184
the rest are classified as pMMR'2 » Of the 7939 patients included, 2.3% (n=184) had dMMR tumours and Age, mean (SD) 57.0 (13.0) 615 (10.1) <0.001 TI\%M cT-stage 105 5 (07 0.006
. . ©) — . .
* Recently, a prospective phase Il trial for AMMR stage I1/1l] 97.7% (n=7755) had pMMR tumours (Table 1) SeFX, n (°|/o) DR (8 Al T2 17 (9.2) 639 (8.2)
. . . . . emaie . .
RC showed that six months of neoadjuvant treatment with * Patients with dMMR tumours were younger (mean age 57.0 vs Male 104 (56.5) 4854 (62.6) E}A ”ﬁ Eg%g’) 51?8 g‘g?
dostarlimab, a PD-1inhibitor, induced a 100% clinical 61.5 years, P<0.001) Year of diagnosis, n (%)t 0.56 e Y gé_)g?) e gj%)
complete response rate and allowed for Baseline tumour characteristics 38}2 2% %552)) 939955(%18))
. 3 , , : - TNM cN-stage 0.006
organ preservation * Patients with dMMR tumours were of more advanced cT stage, ggg g; ((112-%)) ES? 82-8 NO 2 46 (25.0) 2362 (30.5)
: .. : - b : : : N1 60 (32.6 3045 (39.3
* Reported evidence on clinical differences between dMMR cN stage, differentiation, and BRAF mutation (Table 2) 2019 21 (11.4) 1126 (14.5) N2 76 %41,3)) 2203 §2%§
vs pMMR stage lI/1ll RC is limited * Patients with dMMR tumours were more likely to have mucinous or %8%10 %é %gg 1%2% ((]11357)) Nx 2 25 (0.7)
signet ring cell adenocarcinoma than those with pMMR tumours 2022 18 (9.8) 833 (10.7) Differentiation grade <0.001
ble 2 Good 5 (3.0) 105 (1.5)
(Table 2) W(IJ'IO performance status, n (%) T S 0.67 Moderate 129 (78.2) 6660 (92.4)
7674 4 (68. Poor 31(18.8) 440 (6.1)
Ai m Treatment patterns 1 39 (30.2) 1496 (26.7) Ar)oplostic 0 3(0.0)
* Neoadjuvant treatment followed by resection was most common in % 3 %3) %1278(645;)) Missing 19 o4/
* To describe and compare patient and tumour both cohorts f%ssmg 505 72§%) Hi,f]tﬁ'ogy 1(05) 6O <0001
: : score, n (% : Mucinous 18 (9.8 358 (4.6)
dMMR vs pMMR stage 117111 RC systemic therapy was more commonly reported, whereas radiotherapy | 33 (201) 1339 (187) Signet ring cell 4.(2.2) 48 (0.6)
alone was less commonly reported, for AIMMR patients ”l 182 g>4460)) 41?2;?((]%404)1) Medullar 2(10) 0
* More patients in the dMMR cohort received only neoadjuvant \Y 2(12) 58 (0.8) BRAF status <0.001
Method treatment compared with pMMR, while in the pPMMR cohort, more Mutant 5 (18.5) 29 (7.2)
i i i *Valu ds to the whol t d tests for diff betw the dMMR and pMMR cohort Missi
e O S thIentS recelved upfront resection (Tqble 3) TPoOtieen(t:zZrerfggrz /;w(;rine 202%60?21 ;gggy;une toe:hse gE)VIDe?ngSZm/?C aii!near?ier cut“—o?fn daft)‘e for incgu:?i;; of patients, respectively >3IN9 157 7354
RAS status 0.220
. . . Wildtype G (60.0) 220 (514)
* This was an observational, retrospective real-world Mutant 6 (40.0) 208 (48.6)
cohort study utilizing data collected in the NCR (Figure 1) Missing 107 o
) ) ] . - *Value corresponds to the whole category and tests for differences between the dMMR and pMMR cohorts
— Adult patients who were diagnosed Figure 1: Study design COﬂCl USIONS
with stage I/l RC between 2015 . Table 3: Treatment patterns according to MMR status
and 2022 with known MMR status Netherlands Cancer Registry * The proportion of patients with dMMR RC was comparable to
> :
. o - N d :
were included All RC patients in the Netherlands y i S;Sg;fgufggnfut;rgzrs re pOrted ||ter0ture1, 2 :I\:ng
~ The index date was the date of " - Approximately half of patients with RC included in the NCR between 2015 and Treatment 0.033
the dICIgﬂOSIS Inclusion criteria ) o ) ) Neoadjuvant treatment only 36 (19.6) 1080 (13.9)
o . =16,589 2022 were not tested for MSI or MMR status, which may limit the interpretation Neoadjuvant treatment and resection 114 (62.0) 4726 (60.9)
Statistical anaIyS|s  Adults 218 years of age f th d t No neoadjuvant treatment (upfront resection) 34 (18.5) 1843 (23.8)
. . . o * Histological confirmed rectal cancer (ICD code C19.9 and/or C20) o ese adatld No treatment received 0 106 (1.4)
* Differences in baseline characteristics * Radiological and/or pathological stage Il or lll disease (c/pT3—4 and/or N+ disease and MO)
. N . . Dt . : . L
were evaluated using; " Diognosis between 2015 and 2022 | Y, atient, tumour, and treatment characteristics differ significantly between Neoadjuvant treatment type <0.00T
: : : : Chemoradiation + systemic thera 104 (56.5 3493 (45.0
- For COtegOI’ICCﬂ variables: the [ Patients with knonr;QI\?/)ICI;/IR or MSI status 1 patients with d MMR Ond pM MR tumours Radiotherapy only ! > 34 ((18.5)) 2033 E26.2§
chi-sauare test or Fisher's exact — — A . i Radiotherapy + systemic thera 8 (4.3) 240 (3.1)
9 , v v * Future analyses will involve matched patients with dMMR and pMMR tumours Chemothergéy OXW Py 2 (1) 26 (0.3)
test as opproprlote dMMR/MSI-H . . . . . Targeted therapy 20 14 (0.2)
=184 to examine differences in treatment efficacy, clinical outcomes, and . L. 24 (185 1040 (321
- For continuous variables: | | , , © NecAdjUvAnt treatmen (18.5) (251)
| rod T 7 patient-reported outcomes between matched dMMR and pMMR RC patients
two-sample unpaire -tests i der t R rati : . i | trial i th : Resection of primary tumour 148 (80.4) 6569 (84.7) 0.14
- in order to aid interpretation of ongoing clinical trials with immunotherapy for -
+ A two-sided P-value of <0.05 was Endpoints ¥ 909 PY Adjuvant treatment 10 (5.4 437 (50) ]

considered statistically significant
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ASA, American Society of Anesthesiologists classification; BRAF, B-RAF proto-oncogene serine/threonine
kinase; ¢, clinical assessment data; dMMR, mismatch repair deficient; ICD, International Classification of
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