
O N C O LO GY  K N OW L E D G E  H U B  ·  F O R  H E A LT H  P R O F E S S I O N A LS

Aggressive B-cell Lymphomas: Suspected
aggressive B-cell lymphoma: to a diagnosis and
a plan

Dr. Haritha Chiramana
MD, DM · Senior Medical

Oncologist & Hemato-
Oncologist

Rapidly growing node or mass, B symptoms or a high LDH → urgent biopsy before steroids → treat emergencies (SVC,
cord, airway, lysis) in parallel

GET THE DIAGNOSIS

Excision or incision biopsy
(several cores if not possible)

IHC: CD20, CD10, BCL6, MUM1, Ki-
67, MYC, BCL2, CD5, CD30, EBER

FISH: MYC, then BCL2 and BCL6

FNA is not enough; expert
haematopathology review

STAGE AND SCORE

PET-CT (contrast CT if not
available)

Lugano stage; IPI or NCCN-IPI;
CNS-IPI

CNS-IPI 4–6, testis,
kidney/adrenal, double-hit,
Burkitt → MRI + LP with flow

Low risk → no routine LP

Marrow biopsy only if it changes
management

BEFORE CYCLE 1

HBsAg, anti-HBc, HCV, HIV

Echo; uric acid, potassium,
phosphate, creatinine

Tumour lysis prophylaxis by risk

Fertility counselling; pregnancy test;
geriatric assessment if older

All patients: discuss in a lymphoma multidisciplinary team · start within days · steroid pre-phase for frail or very symptomatic patients ·
vaccines before treatment.
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Aggressive B-cell Lymphomas: DLBCL first
line by stage and fitness
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DLBCL, NOS (MYC/BCL2 double-hit excluded) → stage, bulk, IPI, age, heart, fitness

LIMITED STAGE (I–II)

No bulk → R-CHOP × 3 → PET3

Bulky ≥10 cm → R-CHOP × 6 →
PET6

PET3 Deauville 1–3 → one more
cycle (4 in total); 4 → 3 more or
ISRT

PET6 Deauville 4 → ISRT 30 Gy; 5
→ biopsy

Testis: orchiectomy + R-CHOP × 6 + CNS
prophylaxis + scrotal RT

ADVANCED STAGE (III–IV)

R-CHOP × 6 or Pola-R-CHP × 6
(non-GCB, IPI 2–5)

Full doses on time; G-CSF from
age 65

End-of-treatment PET 4–8 weeks
later

No interim-PET escalation; no
maintenance or consolidation transplant

OLDER, FRAIL OR HEART DISEASE

Over 80 → steroid pre-phase, R-
mini-CHOP × 6

LVEF below 40% → R-CEOP or R-
GCVP

Frail → steroid ± rituximab, single
agent, palliative RT

Geriatric assessment, not age alone

All patients: CNS prophylaxis for testicular disease, case by case for CNS-IPI 4–6 · Deauville 4–5 at the end → biopsy before calling it
refractory · RT for selected residual or skeletal sites.
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Aggressive B-cell Lymphomas: Special
entities and settings
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Pathology or history points away from DLBCL, NOS → treat the entity, not only the stage

HIGHLY AGGRESSIVE

Burkitt: fit → R-CODOX-M/R-
IVAC; older → DA-EPOCH-R; CNS
prophylaxis

HGBL MYC + BCL2: DA-EPOCH-R
or Pola-R-CHP; trial; CNS work-up

Systemic + CNS: high-dose
methotrexate with R-CHOP, or
MATRix-RICE

Rasburicase and hydration first; start
promptly

SITE-DEFINED

Primary mediastinal: R-CHOP × 6
+ RT, or DA-EPOCH-R without RT

Primary CNS: methotrexate
combination + rituximab →
transplant if fit

Cutaneous leg type: R-CHOP ±
ISRT

Surgical biopsy for PMBL; biopsy before
steroids in PCNSL

HOST-DEFINED

HIV: continue ART; rituximab if
CD4 ≥50; R-CHOP or DA-EPOCH-
R

PTLD: reduce immunosuppression
→ rituximab → R-CHOP

Richter: R-CHOP ± venetoclax →
allogeneic transplant in CR

Children: paediatric protocols with
rituximab

All: expert haematopathology · HIV test for every aggressive lymphoma · fertility counselling before intensive regimens.
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Aggressive B-cell Lymphomas: Relapsed or
refractory large B-cell lymphoma
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New mass, rising LDH or a Deauville 4–5 residue → biopsy (exclude infection, inflammation, a second cancer; check CD19)
→ PET, fitness

REFRACTORY OR RELAPSE <12
MONTHS, FIT

CD19 CAR-T: axi-cel or liso-cel
(NexCAR19 or Qartemi in India)

Bridging if needed: no CD19-
directed drugs

CAR-T not possible → GemOx +
bispecific, or salvage

CR after CAR-T → watch

Refer early: making the cells takes weeks

FIRST RELAPSE ≥12 MONTHS, FIT

Intensive salvage (high-dose
cytarabine-based if CNS risk)

CR or near-CR → high-dose
therapy + autologous transplant

PR → CAR-T or transplant

Stable or progressive → treat as second
relapse

LESS FIT, OR SECOND RELAPSE

Less fit, first relapse → liso-cel

No CAR-T or transplant →
GemOx + glofitamab, epcoritamab
or polatuzumab

After CAR-T → bispecific
antibody

Frail: palliation, RT, steroids, supportive
care

All: clinical trial where available · CRS and ICANS plan before CAR-T or bispecifics · infection prophylaxis and immunoglobulin
replacement as needed · discuss cost and scheme cover early.
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Aggressive B-cell Lymphomas: Follow-up
and survivorship plan
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A simple follow-up rhythm after treatment of aggressive B-cell lymphoma

End of treatment

• PET 4–8 weeks after

chemotherapy (8+ weeks after

RT)

• Biopsy any Deauville 4–5

residue

• Treatment summary; vaccines

Years 1–5

• Visit every 3–6 months

• History, examination, CBC,

chemistry, LDH

• No routine surveillance scans

After 5 years

• Yearly, often with the family

doctor

• Heart, second cancers, bone

health

• Mood, fatigue, work and

fertility

Two-thirds of relapses present before a scheduled visit and fewer than 2% are found by a scan alone: teach patients what to

report. Burkitt: CBC, chemistry and LDH every 3–4 months in year 1, 6-monthly in year 2, then yearly (most relapses come in year

1).

A simple follow-up rhythm, adapted from the UpToDate advanced-stage DLBCL, Burkitt treatment and NHL survivorship reviews.

Individualise by age, entity and treatment received.

Help the treatment work

Start within days of the biopsy
result

Keep every cycle on time and at
full dose
Hepatitis B tablets if prescribed:
never stop early

Drink plenty of water in the first
week
Keep the written treatment
summary

Red flags to report

Fever of 38 °C or chills: same day
Little urine, cramps or confusion

in week 1
Severe headache, double vision,
weakness
Breathlessness or ankle swelling

Yellow eyes or dark urine

Do not forget

PET 4–8 weeks after the last cycle
Visits 3–6-monthly for 5 years; no

routine scans
Heart check and blood pressure
for life
Vaccines; no live vaccines for 6

months
Report new lumps or fevers early

When relapses happen: mostly in the first two years

The first two years

• Most relapses happen now; about

20% relapse after a complete

response

• Primary refractory disease shows

up at the end-of-treatment PET

Event-free at 24 months

• Overall survival then matches

that of the general population

(EFS24)

• Visits can space out; focus

shifts to late effects

Late relapse (after 5 years)

• Uncommon; may be an indolent

lymphoma or a new clone

• Always biopsy: treatment differs

A relapse is not the end: CAR-T, transplant and bispecific antibodies cure or control a real share of patients.

When relapses happen (Thompson 2014; Maurer 2014; Larouche 2010 as quoted in the UpToDate advanced-stage review).
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