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22 y/o female with hematochezia, abdominal pain &
PMH s/f iron deficiency anemia & previous NF1
diagnosis due to café au lait spots & axillary freckling.

Constitutional mismatch repair deficiency (CMMRD)
syndrome is caused by biallelic heterozygous germline
mutations in MLH1, MSH2, MSHé6, or PMS2. While single
heterozygous mutations in these mismatch repair genes

Though the syndrome is very rare with upwards of 200
cases reported as of 2020, the International Replication
Repair Deficiency Consortium (IRRDC) has been
developing diagnostic & surveillance recommendations

causes Lynch syndrome, CMMRD is associated with a
wider variety of lesions, with many patients’ signs &
symptoms resembling Neurofibromatosis-1 early in life with

to improve survival, as an estimated ~30% of patients
with one cancer will develop another, & ~85% of
patients pass away within 4 years.?3
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Diagnosis & management of CMMRD

Brain MRI At diagnosis
Whole body MRI 6 yrs
CBC 1yr
Abdominal US 1yr
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+ Genetic analysis: germline
biallelic heterozygous
PMS2 mutations

Full surveillance: patients who
received routine surveillance utilizing
all modalities.

Screening - IHC

patients who did
not routinely receive screening
including all modalities or for whom
modalities were not performed at the
recommended time intervals.

+ Total colectomy + ileorectal
anastomosis (1 additional invasive

adenocarcinoma found) & total hysterectomy + Diagnosis — genetic analysis
NO) for germline mutation

Overall Survival

patients who did not
receive any of the recommended
screening.

p < 0.0001

0 2 4 6 8
Time (years)

* Follow-up management:
* Flexible sigmoidoscopy in January
* MRl scheduled for May

Treatment - based on
surveillance protocols & early
detection
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