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Decreasing CRC Overall
But Alarming Rise in Early-Onset CRC

Siegel, CA 2023

• EOCRC has increased by 51%, incidence ↑ 2% per year, mortality ↑ 1% per year 

• 19,550 cases per year, 3,750 deaths per year



Leading Cancer Deaths in People
Younger Than 50 Years

Siegel, JAMA 2026

EOCRC is now #1 cause of cancer death for people under 50 years



Patel et al, Lancet Gast Hep 2022
Pan et al. BMC Public Health. 2022

Rise in EOCRC is Global

Worldwide incidence & average annual % change



EOCRC in Egypt
Egypt is one of the earliest and most striking 
examples worldwide of a high proportion of EOCRC

• 2024 study including 1,310 CRC patients from 
four Egyptian cancer centers

• 42.4% ≤ 45 years

• Rectal cancer higher in EOCRC; 54.7% vs. 
40.6%

• No difference in stage, DFS, and OS

• Paradoxically, overall CRC incidence is low 
compared to US

Rashad et al. JCO Glob Oncol. 2024
Veruttipong et al. World J Gastro. 2012





Important Considerations in EOCRC

• Why is the incidence increasing?

• Who is at highest risk?

• How can it be prevented?

• Different biology?

• Special management considerations?





EOCRC—Optimizing Management
Genetic Testing

• On germline multi-gene panel testing (MGPT) up to 30% of EOCRC carry a 
germline pathogenic variant regardless of family history

• The diagnosis of a hereditary cancer syndrome has important treatment and 
surveillance implications for patients and their families

• → NCCN guidelines 2022 recommend germline MGPT in all CRC patients < 
50 y/o

Stoffel, Gastroenterology 2020



EOCRC—Optimizing Management
Genetic Testing

• N = 791 EOCRC patients seen at 
CCF 2010-2019, mean age 44

• Genetic counseling (GC) referral 
increasing over time,  yet even 
recently  ~25% not referred 

• Younger age and family history of 
CRC associated with referral to 
GC

Syed et al, JNCCN 2023



EOCRC—Optimizing Management
Genetic Testing

Syed et al, JNCCN 2023
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EOCRC—Optimizing Management
Genetic Testing

• 1 in 5 EOCRC patients have germline pathogenic variants

- Lynch syndrome and adenomatous polyposis being most common

• Important treatment considerations

- Neoadjuvant immunotherapy for dMMR patients

- Consider extended resections (TAC/IRA vs. TPC/IPAA) for MLH1, MSH2, APC, 
MUTYH, POLE/POLD1, …

• Surveillance Considerations

• Cascade testing of family members

• ~25% of EOCRC patients not referred for genetic counseling 

• → Need to implement care pathways to optimize genetic counseling 
referral and testing in all EOCRC patients

Syed et al, JNCCN 2023



EOCRC—Optimizing Management
Advanced Disease

• ~25% higher risk for advanced stage (III-IV) disease in EOCRC

• Rising incidence of EOCRC primarily due to increased diagnosis 
of advanced stage

• 40% longer time to diagnosis for symptomatic EOCRC patients
- ?delayed diagnosis vs. disease biology

Siegel, CA 2023

Chen, Gatroenterol Hepatol 2017



EOCRC—Optimizing Management
Advanced Disease

• EOCRC patients have better 
performance status 
- More likely to receive multiagent 

chemotherapy 
- Higher dose intensity and adherence

• Higher incidence of GI toxicity

• No significant improvement in 
outcomes
- Concern for overtreatment of EOCRC 

Fontana, JCO 2021

Kneuertz, JAMA Surgery 2015



EOCRC—Optimizing Management
Advanced Disease

• In well selected patients, surgery for metastatic disease can prolong survival and offers a 
chance for cure

• Young patients are better candidates for high-risk surgery

Chakedis et al. Surg Onc Clin. 2018

Liver Peritoneum Lung



EOCRC—Optimizing Management
Advanced Disease

Almadi, ACSCC24, 2024

EOCRC patients with isolated liver metastases have improved 
survival when selected for curative intent surgery/liver directed tx

___ Chemotherapy and curative 

intent resection of primary and 

metastatic tumor

___ Chemotherapy and 

palliative surgery

___ Chemotherapy only 



EOCRC—Optimizing Management
Advanced Disease

• Good PS, less frail → candidates for surgery for 
oligometastatic disease combined with 
multiagent chemotherapeutic regimens

• →MDT decision making to judiciously select 
Stage IV patients for curative-intent surgery

• → Shared decision making



EOCRC—Optimizing Management
Higher incidence of Rectal Cancer

• 41% of all EOCRC are in the rectum/rectosigmoid
- 30% higher than AOCRC

• Need for multimodal treatment 
- XRT, Chemotherapy, Surgery

• Significant long-term sequelae and survivorship concerns

- Infertility   

- Sexual dysfunction
• Premature menopause, ED  

- Bowel dysfunction
• LARS

- Body image 
• Ostomy

Cercek, JNCI. 2021



EOCRC—Optimizing Management
Fertility Preservation

• Cytotoxic drugs, pelvic surgery and 
radiotherapy have a significant impact on 
male and female fertility 
- Majority of female patients undergoing pelvic 

XRT will experience ovarian failure

• Guidelines recommend discussion of 
fertility preservation with all reproductive-
age patients
- Poor adherence with guidelines

Kumar, Current Oncol. 2012



EOCRC—Optimizing Management
Fertility Preservation

→ Fertility counseling has been shown to reduce long-term regret and dissatisfaction 
among survivors

→ Fertility counseling for all EOCRC patients of childbearing age

Shandley, DCR. 2019

• Sperm cryopreservation

• Embryo cryopreservation

• Oocyte cryopreservation

• Ovarian tissue 
cryopreservation

• Ovarian transposition

• Uterine transposition/fixation



EOCRC—Optimizing Management
Organ Preservation / W&W

• IWWD 199 patients < 50 with cCR and managed with W&W

• MSKCC 98 patients < 50 managed with W&W

• 3-year local regrowth, metastasis rate, and DFS similar to > 50

• “There is no difference in oncological risk between young patients and 
older ones, so there should not be a reason to dissuade young patients 
from an organ-preserving treatment”

Bahadoer, Br J Surg, 2021

Rosen, DCR, 2026



EOCRC—Optimizing Management 
Financial Toxicity

• EOCRC at higher risk for financial toxicity:

- Increased out-of-pocket cost

- Employment disruption

- Loss of income

Hakki, Ann Surg Onc 2023

Blum-Barnett, Health Exp, 2019



EOCRC—Optimizing Management 
Financial Toxicity

Hakki, Ann Surg Onc 2023

Blum-Barnett, Health Exp, 2019

You’re talking about a really 

catastrophic hit to your 

career. I mean I was [in my 

30s] when I was diagnosed. 

I was supposed to be tenure 

track. And now I'm not.

Once you realize “I'm 

going to survive this,” 

you need to worry 

about how you're going 

to pay for everything.

I didn't sign up for the max so the 

amount that I was getting only 

covered my rent, so my family still 

had to pay the rest of my bills, but at 

least I still had somewhere to live, 

because I really would have been 

homeless.

• EOCRC at higher risk for financial toxicity:

- Increased out-of-pocket cost

- Employment disruption

- Loss of income

- Career stagnation 

- > Material hardship, psychological distress, ↓QoL 

- > Cost-related care nonadherence

• Need for: 

- Financial Screening

- SW navigation

- Psychosocial support



EOCRC—Optimizing Management
Summary

• Specific diagnostic and treatment consideration that 
require specialized multidisciplinary care including:
- Genetic counseling and testing
- Multidisciplinary treatment of advanced/metastatic disease
- Fertility Preservation
- Psychosocial support
- Surveillance and Survivorship

• Sexual/Hormonal Health (male and female)
• GI dysfunction: Nutrition, LARS, Ostomy care/support
• Consideration for Organ Preservation

- Wellness and Prevention



EOCRC—Optimizing Management
Summary



EOCRC—Optimizing Management
Conclusion

EOCRC has multiple specific treatment 
considerations that require a comprehensive, 
coordinated, and compassionate approach 

provided by a multidisciplinary team of experts
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