ONCOLOGY KNOWLEDGE HUB - FOR HEALTH PROFESSIONALS

Colorectal Cancer: Non-metastatic colon

cancer algorithm

Dr. Haritha Chiramana
MD, DM - Senior Medical Oncologist &
Hemato-Oncologist

Colon cancer on biopsy: complete colonoscopy - CT chest-abdomen-pelvis - CEA - MMR immunohistochemistry - fitness

and nutrition - tumour board

RESECTABLE (MOST)

Surgery: segmental resection with
>12 nodes (laparoscopic if
expertise)

Obstruction — resection, or stent as a
bridge; perforation — emergency
resection

( Stage | - follow-up

Stage Il low-risk - follow-up
(discuss fluoropyrimidine if pMMR)

Stage Il high-risk ~ CAPOX 3 mo
or FOLFOX/FP 6 mo

Malignant polyp, favourable
features — surveillance only

STAGE Il

Low risk (T1-3 N1) - CAPOX 3
months

High risk (T4 or N2) -, CAPOX or
FOLFOX 6 months

Over 70 or oxaliplatin unsuitable -
capecitabine or 5-FU alone

dMMR -, FOLFOX + atezolizumab
where available

=

LOCALLY ADVANCED ON CT (T4,
BULKY T3)

PMMR - FOLFOX 6 weeks —

surgery — complete adjuvant

therapy

dMMR - neoadjuvant
immunotherapy (trial / expert
centre) - surgery

T4b: en bloc resection of the
adherent organ

Unresectable locally - systemic
therapy, reassess for surgery

All patients: Lynch work-up if dMMR without BRAF V60OOE or MLH1 methylation (Lynch: consider total colectomy with ileorectal

anastomosis) - start adjuvant therapy within about 8 weeks - DPYD testing where available - PI3K-pathway alteration on NGS - low-dose
aspirin for 3 years - replace vitamin D if below 20 ng/mL - colonoscopy at 1year - exercise and weight advice from the first visit.
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Colorectal Cancer: Non-metastatic rectal Dr. Haritha Chiramana

MD, DM - Senior Medical Oncologist &

CanCCI' algorithm Hemato-Oncologist

Rectal cancer on biopsy: MRI pelvis (T, CRM, EMVI, nodes, height) - CT chest-abdomen-pelvis - colonoscopy - CEA - MMR

status before any treatment - fertility counselling - tumour board

EARLY: CT1-2 NO INTERMEDIATE: CT3 OR N+, CRM HIGH RISK: T4, N2, CRM =1 MM,
CLEAR EMVI, LATERAL NODES, OR LOW
TUMOUR

TME surgery (low or ultralow
anterior resection, or APR if the

sphincter is involved)

Selected (PROSPECT-like) —
FOLFOX x 6 — MRI - TME;
chemoradiation only if poor
Selected cTI, low risk — local excision response

(TAMIS/TEM) (OPRA)

( pT1-2NO - follow-up

PMMR - TNT: SCRT - chemo
(RAPIDO), or FOLFIRINOX - CRT, or
CRT - consolidation chemo

Or short-course RT - delayed
MRI + endoscopy 8-12 weeks after

Upstaged (pT3 or N+) — TME, or long-course CRT - TME the last treatment

chemoradiation or chemotherapy

U tum, cT3a—b NO, clear MRF —
as for locally advanced e e, e clear

TME alone is acceptable
) ) Clinical complete response -
Adjuvant chemotherapy if ypN+ watch-and-wait (MRI + endoscopy
Wants organ preservation —
] ganp e and no TNT every 3—4 months)
discuss chemoradiation +
consolidation in a trial or expert Incomplete — TME (lateral node
centre dissection if lateral nodes persist)

dMMR - anti-PD-1 alone for 6 months;
chemoradiation only if not responding

All patients: confirm MMR status before chemoradiation - TME by an experienced rectal surgeon - temporary ileostomy after low
anastomosis, reverse at about 3 months - counsel about LARS, sexual and urinary function - regrowth after watch-and-wait is usually
salvageable if found early.
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Colorectal Cancer: Metastatic colorectal
cancer algorithm

Dr. Haritha Chiramana
MD, DM - Senior Medical Oncologist &
Hemato-Oncologist

New stage IV: CT + MRI liver (PET only before metastasectomy) - MMR, RAS, BRAF, HER2 (NGS) - DPYD - sidedness - fitness

and goals - hepatobiliary/thoracic surgeon at the first MDT

RESECTABLE OR POTENTIALLY
RESECTABLE

Low risk (<4 lesions in one lobe,
RAS/BRAF wild-type) — surgery
first; ablation for <3 cm

Higher risk (>4, bilobar, RAS/BRAF-
mutant) - chemotherapy first (<4
cycles)

Unresectable liver-only -
conversion: oxaliplatin
doublet/triplet (+ anti-EGFR if left,
wild-type); FOLFOXIRI + bev if
RAS/BRAF-mutant

Re-image every 6-8 weeks —
operate as soon as resectable;
about 6 months of treatment in
total

Fiducials for small, deep lesions before

chemotherapy - asymptomatic primary:

no upfront resection

UNRESECTABLE: FIRST LINE

dMMR or POLE-ultramutated -
nivolumab + ipilimumab (single-
agent anti-PD-1if less fit)

BRAF V60OE -. encorafenib +
cetuximab + FOLFOX (any side)

Left, RAS/BRAF wild-type -
doublet + anti-EGFR

Right or RAS-mutant - doublet
(triplet if fit, high burden) +
bevacizumab; FOLFIRI if oxaliplatin
within 12 months

Frail — capecitabine + bevacizumab;
biologicals unaffordable —
chemotherapy alone

Maintenance after 4-6 months;
local therapy for oligoprogression

LATER LINES

Second line: switch backbone +
anti-VEGF (never with anti-EGFR);
after 10 -~ chemotherapy; BRAF -
encorafenib + cetuximab; HER2 -
tucatinib + trastuzumab (T-DXd
later, or second line if RAS-
mutant); G12C - sotorasib +
panitumumab

Third line: trifluridine—tipiracil +
bevacizumab, regorafenib,
fruquintinib; anti-EGFR rechallenge
if ctDNA RAS wild-type

Early palliative care; clinical trials
at every line

All patients: discuss goals early - obstruction — stent or diversion (avoid stents with bevacizumab) - peritoneal disease — expert-centre
opinion on cytoreduction - selected unresectable liver-only disease — transplant evaluation in specialised programmes.
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Colorectal Cancer: Follow-up and

survivorship plan

Dr. Haritha Chiramana
MD, DM - Senior Medical Oncologist &
Hemato-Oncologist

Visit + CEA every 3—6 months (years 1-3)

Every 6 months to year 5

——0—0—0—0—0—0—90 @ @ @ L4 @ @

Year 1

a8 a8
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Surgery

Year 2

a8 a8 a8 o
A

Year 3 Year 4 Year 5

@ Clinic visit + CEA: symptoms, weight, bowel and bladder function, neuropathy, stoma and LARS, mood

. CT chest and abdomen (= pelvis) every 6—12 months to 5 years, or at least yearly for 3 years (stage II-ll)
A Colonoscopy at 1year; again at 1year if advanced adenoma, otherwise every 3-5 years

Rectum: watch-and-wait/local excision — MRI + endoscopy 3—4-monthly (2 years); LAR without RT - endoscopy + EUS/MRI 6-mon:
Not routine when well: PET-CT, other tumour markers. A rising CEA needs CT (+ PET) and an MDT review for a curable relapse.

A simple follow-up rhythm (NCCN, ESMO, ASCO). More intensive testing than this did not improve survival in the FACS and
COLOFOL trials, but surveillance still finds resectable relapses.

Reduce recurrence

» Complete planned adjuvant or
neoadjuvant therapy

Structured exercise ~150
min/week (CHALLENGE trial)

* Healthy weight; no tobacco; little

or no alcohol

¢ Less red and processed meat;
more fibre

» Low-dose aspirin for 3 years if
PI3K-altered (ALASCCA); aspirin in
Lynch carriers

Yearly risk of an event

Red flags to report

Rectal bleeding, new change in
bowel habit

Abdominal pain, distension,
vomiting (obstruction)

Jaundice, right upper abdominal
pain

Cough or breathlessness; bone
pain

Pelvic or perineal pain after rectal
cancer

Do not forget

Colonoscopy at 1year, then every
3-5 years

Colonoscopy from 40 for first-
degree relatives

Cascade testing in Lynch families
Check neuropathy, stoma, bowel,
bladder and sexual function
Vitamin D check; fertility and
menopause care after pelvic RT

Distant relapse (liver, lung, peritoneum): about 80% within 3 years

Pelvic (local) recurrence after rectal cancer: years 1-4

New bowel cancer or advanced polyp: lifelong (highest in Lynch)

Years after surgery

When relapses happen (illustrative shape, not to scale). Intensive CEA and CT surveillance is concentrated in the first 3 years
because that is when a resectable relapse can still be found; colonoscopy continues for new polyps and cancers.
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