MCL First-Line Treatment Algorithm
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1. NEW MCL DIAGNOSIS

First decision point
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2. Confirm minimum dataset
» Tissue diagnosis (excisional / generous core biopsy)
* Morphology (classical / blastoid / pleomorphic / leukaemic non-nodal)
* Ki-67 (report as percentage)
* TP53 — IHC pattern AND NGS
e MIPI / MIPI-c
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Indolent / non-nodal phenotype
AND asymptomatic AND low Ki-677?
(SOX11—, IGHV mutated, non-bulky)

Observe
Watch & wait
Treat on triggers

Fit for intensive /
cytarabine-based induction?
COG, frailty, renal, cardiac, transplant fitne
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A. Current UK standard

R-CHOP / R-DHAP cytarabine

+ ASCT consolidation

+ rituximab maintenance (LYMA) )
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B. Evolving / access-dependent
TRIANGLE ibrutinib-integrated s

OLDER / LESS FIT

~N
A. Current UK standard

Bendamustine-rituximab (BR)

+ rituximab maintenance

R-CHOP if BR contraindicated )
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B. Evolving / access-dependent
Acalabrutinib + BR (ECHO)

induction + 2-yr maintenance AR e NICE GID-TA11091 in dev
Where legitimate access exists ) Tl -7 Not routine until final guidance y
~e. e -
4 )
High-Risk Biology Overlay
TP53 mutation - blastoid / pleomorphic - high Ki-67 - high MIPI-c - complex karyotype
Apply across either pathway:
- Discuss clinical trial enrolment
- Pursue BTKi access route where available
- Refer early to JACIE CAR-T centre for forward planning
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5. Document at MDT

¢ Evidence basis (peer-reviewed / conference / regulatory)

e Access / funding route (NICE, CAA, CDF, IFR, EAMS, trial, compassionate, e

e Alternatives discussed and toxicity / interaction review
e Patient preference and informed consent documented

@ Current UK standard @ Evolving / access-dependent @ High-risk biology overlay

@ MDT decision step
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For clinical decision support only. Verify current NICE / local commissioning / SmPC before treatment decisions. Local trust policy takes precedence.
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