4 ) Anal Cancer Chemotherapy Algorithm

DPYD mutation analysis
Mutation analysis

NTRK Anal Squamous Cancer

Early or locally advanced anal Metastatic anal squamous

squamous cancer suitable for chemo-

radiotherapy cancer

Carboplatin/paclitaxel +/-
retifanlimab (patient access scheme)
Cisplatin (or carboplatin)/
capecitabine

Nivolumab (IPR)

Consider clinical trials/referral for
further mutation analysis

e Radiotherapy with
Concurrent mitomycin + 5FU or
mitomyin + capecitabine

e Consider clinical trial

Recruitment to clinical trials should be
considered where appropriate
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MMR/MSI status
DPYD mutation analysis
Mutation analysis
RAS, BRAF

Neoadjuvant Colorectal Cancer Chemotherapy Algorithm

Locally Advanced Colorectal Cancer

PIKC3A. HER2
\_ /

Un-resectable Colorectal Cancer

6-12 weeks

combination Oxaliplatin (or
Irinotecan) based combination
chemotherapy

(+/-EGFR if RAS WT)

Pre-operative CRT Radiotherapy alone

Short/long course

Concurrent radiotherapy given

with Capecitabine or
5FU/Folinic Acid

Resection
or

Suitable for pre-operative therapy

Total neo-adjuvant therapy

Short/long course (chemo)

radiotherapy followed by 4
months oxaliplatin
/capecitabine or
oxaliplatin/5FU
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consider systemic treatment for un-
resectable disease

Recruitment to clinical trials should be
considered where appropriate




MMR/MSI status
DPYD mutation analysis

\_

J

Adjuvant Colorectal Chemotherapy Algorithm

Resected Colorectal Cancer

Selected low risk Stage Il

Discuss Capecitabine or
5FU/Folinic Acid

High risk Stage |l
(proficient MMR)

Capecitabine
5FU/Folinic Acid
CAPOX

Stage Il

CAPOX

FOLFOX
Capecitabine
5FU/Folinic Acid

Consider adjuvant chemotherapy for rectal cancer based on pre-treatment clinical staging
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Recruitment to clinical trials should be
considered where appropriate

!

Stage IV

See metastatic
colorectal cancer

algorithm




Metastatic Colorectal Cancer Chemotherapy Algorithm

DPYD mutation analysis

Mutation analysis Un-resectable metastatic disease
RAS, BRAF

NICE TA439 (25/9/2017)
NICE TA668 (6/1/2021)
NICE TA709 (23/6/2021)
NICE TA716 (28/7/2021)
NICE TA405 (24/8/2016)
NICE TA866 (8/2/2023)
NICE TA11390 (28/8/2024)
NICE TA1065 (28/5/2025)

Pembrolizumab 3

-

MMR/MSI status Metastatic Colorectal Cancer

O NV R WNRE

PIKC3A, HER2

K NTRK _/

Oxaliplatin or Irinotecan based combination
o
Add EGFR

Single agent Capecitabine or 5FU/Folinic Acid

Nivolumab + Ipilimumab?®

R 1
Bevacizumab (in combination with chemotherapy)° antibody * to

FOLFOXIRI
Raltitrexed (alone or in combination with oxaliplatin)

chemotherapy

*  Nivolumab + Ipilimumab *

e Oxaliplatin or Irinotecan based

Switch to alternative Irinotecan or Oxaliplatin

2" Jine

combination therapy
Bevacizumab (in combination with chemotherapy)*° Encorafenib combination chemotherapy

Consider referral for further mutation analysis/clinical +cetuximab 2 Single agent Capecitabine

trials Bevacizumab (in combination with

chemotherapy)®

3" or Trifluridine/tipiracil ® +/-bevacizumab’
subsequent Fruquintinib®

Regorafenib®

Raltitrexed (alone or in combination
with oxaliplatin)
Consider referral for further mutation

Re-challenge with previous effective regime analysis/clinical trials

Consider referral for further mutation analysis/Clinical
trials

Previously unused regimen

Trifluridine/tipiracil > +/-bevacizumab’
Fruquintinib®

Recruitment to clinical trials should be Regorafenib®

considered where appropriate Re-challenge with previous effective
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regime




Metastatic Colorectal Cancer Chemotherapy Algorithm

-

MMR/MSI status
DPYD mutation analysis
Mutation analysis
RAS, BRAF
PIKC3A, HER2

Metastatic Colorectal Cancer

\ / Potentially resectable metastatic disease

Liver only metastatic disease

Oxaliplatin or Irinotecan based
combination chemotherapy

+/- EGFR antibody (RAS wild type and
disease not initially resectable)

Resection

Consideration of adjuvant
chemotherapy depending on

resection margins and histology

Resection or 6-12 weeks
combination chemotherapy prior
to resection

Consideration of adjuvant
chemotherapy depending on
resection margins and histology

Recruitment to clinical trials should be
Updated January 2026 (DW) considered where appropriate
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