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Introduction

‒ 52 year-old man presented with multiple 
lymphadenopathy in bilaterally cervical and axillary 
regions.

‒ No past medical history; No treatment

‒ No Fever

‒ No symptomatic complaint, except few episodes of 
diarrhea and blood in stools.

‒ No splenomegaly

‒ No abnormalities at the neurological examination

‒ No skin abnormality



Introduction

‒ CBC : WBC 21.8G/l PNN =10.7G/L; Mo 2.4 G/L; Ly 8.2G/l 
Hb12.8gr/dl; Platelets 231 G/L

‒ LDH 230 (Nl<250);

‒ ASAT,  ALAT gGT, Billuribn <1N,

‒ Gammaglobulins 12gr/dl



Blood Film



Blood cytometry

Abnormal B Cell population CD19+ CD20+CD5+ CD11a+
CD200+ FMC7 + CD23low



Q1) Based on history, clinical 
examination what is the most likely 
explanation of his finding?

1. Lymphoma with Leukemic 
cells

2. Chronic lymphocytic leukemia
3. Primary immune deficiency
4. Chronic myelogenous 

monocytic leukemia
5. GI tract cancer with metastasis



Cytogenetic

Classical t(11;14)(q12;q32) 



FISH



FISH



Molecular Biology



Excisional LN biopsy



Excisional LN biopsy



Excisional LN biopsy



Q2) According to the WHO 
classification, the diagnosis is:

1. Marginal zone lymphoma

2. Classical pleomorphic 
mantle cell lymphoma

3. Chronic lymphocytic 
leukemia

4. Acute lymphoblastic 
leukemia

5. CD5+ diffuse large B cell 
lymphoma



Blood cytometry



Differential diagnosis

CD5	 CD10	 CD23	 bcl-6	
	

Chromosomal
Abnormali es	

LLC	(30%)	 +	 -	 +	 -	 trisomy	12		

lympho-	
plasmocytoid	

-	 -	 -	 -	 NA	

Mantle	cell	 +	 -/+	 -	 -	 t(11:14)	

follicular	 -	 +/-	 -/+	 +	 t(14;18)	

	Marginal	Zone	 	-/+	 -	 -/+	 -	

trisomy	3	
	

t(11:14)	
	



Staging

‒ CT scan Lymph nodes mediastinum (small), 
abdominal;

‒ PET scan positive SUV12 (abdominal and 
mediastinum lymph nodes)

‒ GI Tract endoscopy

urrences, the effectiveness of chemoimmunotherapy or 

immunotherapy alone would render these procedures 

less practical in patient management. However, since no 

clear data exists regarding survival and quality of life in 

dependence of small bowel involvement, clinician choice 

is the only way to proceed.

That notwithstanding, the diagnostic suspicion based 

on the endoscopic features, together with the patient 

history, is fundamental in addressing the pathological 

diagnosis. Indeed, in almost 20% of cases, FL can be 

misdiagnosed by endoscopic biopsy evaluation
[182]

. 

Therefore, multiple biopsies would be necessary. In 

particular, biopsies of the peripheral mucosa would 

be more informative than biopsies from the erosion/

ulceration since the probability of catching necrotic 

tissue  decreases  s

i
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t l y .

in identifying the correct treatment approach to be 

applied. Surgical resection is not recommended and 

chemoimmunotherapy is preferred
[151,171]

. It must also 

be considered that the introduction of anti CD20 antibo-

dies has augmented the survival rate and in some 

series localized/low-grade GI FL have been treated 

with anti CD20 monoclonal antibody alone, without 

chemotherapy
[151]

. 

It is debatable whether CE and/or DBE are truly 

useful. Indeed, no studies have demonstrated that 

the detection of small bowel involvement (especially if 

duodenal lymphoma is present) would have changed 

the treatment needed. Surely, these procedures would 

change the treatment strategy in cases of radiation or 

surgical treatment and are needed in cases of obscure 

gastrointestinal bleeding
[172,181]

. Apart from these occ-
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A B
Figure 6  Endoscopy stomach: Granular pattern of the 

fundus and body of the stomach (A) and polyps in the 

antrum (B). 

Figure 7  Endoscopic lesions in mantle cell lymphomas 

according to the gastric and intestinal localization. Adapted 

from Iwamuro et al
[144]

, 2010.

Figure 8  Endoscopic ultrasonography (radial scanning): Marked thickening of the muscularis propria and increased wall thicknes s (12 mm) in the angulus 

(A); antrum (B); body (C).
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Q3) According to the prognosis index of 
Mantle cell lymphoma it is classified as:

1. Stage IV with Low MIPI and low 
aggressiveness 

2. Stage IV with high MIPI and low 
biological aggressiveness

3. Stage IV Intermediate MIPI and 
high biological aggressiveness

4. Lymphomatous Polyposis

5. Localized Mantle cell lymphoma



New combined Biological MIPI

MIPI-c

MIPI Group Ki-67 Index MIPI-c Group

Low Risk <30% Low Risk

Low Risk ≥30% Low Intermediate Risk

Intermediate Risk <30% Low Intermediate Risk

Intermediate Risk ≥30% High Intermediate Risk

High Risk <30% High Intermediate Risk

High Risk ≥30% High Risk



OS according to MIPI-C In Age groups

< 65 years >= 65 years



Q4) What is the treatment approach?

1. R-CHOPX8 +R 
maintenance

2. 4 RDHAP/Ox +auto SCT +R 
maintenance

3. Revlimid+R
4. R-CHOPx6 + Allogenous 

stem cell  transplantation
5. R-BendamustineX6



R-BEAM

OBSERVATION

R-DHAP R-DHAP R-DHAP R-DHAP

If < VGPR

W1 W4 W7 W10

If > VGPR

RITUXIMAB MAINTENANCE

every 2 months during 3 years

R-CHOP

Le Gouill S, et al. NEJM 2015.

LyMa Trial

R-DHAP: Rituximab 375 mg/m2; cytarabine 2 g/m2 x2 IV 3 hours injection 12 hours interval; 
dexamethasone 40 mg days 1-4; cisplatin 100 mg/m2 day 1 (or oxaliplatin or carboplatin)

R-BEAM: Rituximab 500 mg/m2 day 8; BCNU 300 mg/m2 day 7; Etoposide 400 mg/m2/d day 6 to day 3;
cytarabine 400 mg/m2/d day 6 to day 3; 
melphalan 140 mg/m2 day 2



OS
Obs (95%CI) vs        Rituximab (95%CI)

24m:   93.3 % (87.0-96.6) 93.3 % (87.1-96.6) 
36m:   85.4 % (77.5-90.7)              93.3 % (87.1-96.6) 
48m:   81.4 % (72.3-87.7)                  88.7 % (80.7-93.5) 

OS from randomizationmFU: 50.2m (46.4-54.2)



Q5) The patient relapsed within 6 years 
after completing first-line therapy, what 
is your choice in this fit patient?

1. R-CHOP alone
2. Bendamustine containing 

chemotherapy or ibrutinib 
followed by allogenous stem cell 
transplantation

3. Salvage chemotherapy followed by 
Autologous stem cell 
transplantation

4. R-BAC alone
5. Revlimide or Bortezomib alone



Mantle Cell Lymphoma Relapse

Michael L. Wang, JCO 2016 



MCL: AlloSCT for autoSCT failure

HD/KI/HH 1994-2008 (52 REL after 119 autotransplants)

Overall survival

Dietrich et al, Cancer May 1, 2011

0 50 100 150

100

80

60

40

20

0

Time (months from relapse)

S
u

rv
iv

a
l 
p

ro
b

a
b

ili
ty

 (
%

) p=0.059 HR 0.49 95% CI 0.24 to 1.02

No allo 

(32)

allo (20)



Patient received 4 cycles of R-BAC 

Treatment of the patient

FB2+ATG  SCT sibling donorGVH prophylaxy by 
Ciclo

Metabolic Complete remission and MRD negative



Q6) No GVH was observed but unfortunately, he 
relapsed  3 months after Allo SCT at he MRD 
level. How is your approach?

1. Stop immunosuppression and 
start DLI

2. Stop immunosuppression and 
start chemotherapy and DLI

3. CAR-T cells
4. Stop immunosuppression and 

start Ibrutinib and DLI
5. Stop immunosuppression and 

start revlimid+Rituximab



He received Ibrutinib and DLI

Treatment of the patient

Complete remission and moderate chronic GVH (NIH score 1)

Still on Ibrutinib MRD negative

FU: 15 months


