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Caso clinico 1 -♀d.n. marzo 1931
Anamnesi

• polipectomia di adenoma tubulo-villoso del re3o (2009)
• Tiroidectomia per ca. papillare (2009) in terapia sos;tu;va
• TIA (2012)
• Emorragia temporo-occipitale sn (2015)
• Calcolosi colecis;ca
• Ipertensione arteriosa in terapia



Caso clinico 1 -♀d.n. marzo 1931
Anamnesi ematologica 1

• Novembre 2018 tumefazione all’AI dx, doppler nega;vo per TVP. 
• Dicembre 2018 sudorazioni no3urne profuse
• 28.01.2019 TCTB: tessuto patologico in sede addominale “a colata” 

inglobante aorta, v. cava inf., vasi iliaci e con compressione bilaterale degli 
ureteri con idroureteronefrosi. Numerose linfoadenomegalie sovra-
so3odiaframma;che e tessuto patologico a sede medias;nica 
paravertebrale D1-D2.
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Anamnesi ematologica 2

• 04.02.19 agobiopsia del tessuto patologico periaor;co: linfoma non 
Hodgkin di derivazione dai linfoci2 B periferici follicolare grado 3A, con 
aree di trasformazione in linfoma B diffuso a grandi cellule”.

• Il 04.03.19 PET (in corso di tra3amento steroideo): mul;ple aree di 
iperaccumulo alle sedi precedentemente descri3e in TC (suv max 15.4 in 
sede paravertebrale)  ed a carico di fondo e corpo gastrico (suv max 11.4). 
Captazione diffusa a livello midollare.

Diagnosi: FL (grado 3A)/DLBCL, stadio IVB
Età della paziente: 87 aa ECOG: 3
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Terapia di I linea?

Alterna;ve terapeu;che:
- R + mini-CHOP/COMP
- R-Benda
- DEVEC+/- R
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Terapia di I linea?

DEVEC ± R Reference* R-miniCHOP Lysarc 
(149 pz > 80 aa)

R-Benda Frail (49 
pz; Storti 2018)

DLBCL Naïve (17) Naïve (30)
ORR 82% NR 73% 62%

CR 65% 40% 62% 53%
OS 1Y 67% 60% 68% (OS 2y 59%) 64% (OS 2y 51%)

PFS 1Y 61% 50% 60% (PFS 2y 47%) 45% (PFS 2y 38%)

*Refence groups Chemotherapy N° of subjects (%)

Naïve 
Rituximab-CVP 16 (53.3%)

Rituximab-mini-CHOP 13 (43.3%)
R-Bendamustine 1 (3.3%)

TOT 30 (100%)
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Introduction
Diff use large B-cell lymphoma is the most common 
lymphoid malignancy worldwide.1 Its incidence steadily 
increases with age and about 40% of cases occur in 
patients aged over 70 years.1,2 However, few prospective 
data are available on the outcome of patients aged over 
80 years. Retrospective analyses have shown that the 
outcome of elderly patients is worse than that of younger 
patients but that some elderly patients do have a complete 
response to treatment and long-term survival.3–6

Whether diff use large B-cell lymphomas in the elderly 
diff er intrinsically from those in younger patients is not 
clear. Although there is no specifi c histological 
characteristic or genetic abnormality of diff use large 
B-cell lymphoma in elderly people, the distribution of 
gene-expression profi le subtypes with distinct prognosis 
might diff er with age.7 Lymphoma in elderly patients is 
not substantially less responsive to treatment than in 

younger patients, and the main reason for the poor 
outcome of very old patients is their decreased ability to 
tolerate treatment.8 Impaired bone-marrow function, 
altered drug metabolism, and presence of comorbid 
diseases can increase the number of treatment-related 
complications. Several attempts to decrease doses of the 
standard chemotherapy regimen CHOP (doxorubicin, 
cyclophosphamide, vincristine, and prednisone) or to 
substitute less toxic drugs in the combination have 
decreased toxicity but did not improve survival.9–11

Over the past 10 years, since the introduction of the 
chimeric anti-CD20 monoclonal antibody rituximab as the 
standard treatment, the treatment outcome of patients 
with diff use large B-cell lymphoma has changed 
dramatically. In a randomised open-label trial by the 
Groupe d’Etudes des Lymphomes de l’Adulte (GELA) in 
patients aged 60–80 years, the association of CHOP and 
rituximab was signifi cantly superior to CHOP alone in 

Attenuated immunochemotherapy regimen (R-miniCHOP) 
in elderly patients older than 80 years with diff use large 
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Frédéric Peyrade, Fabrice Jardin, Catherine Thieblemont, Antoine Thyss, Jean-François Emile, Sylvie Castaigne, Bertrand Coiffi  er, Corinne Haioun, 
Serge Bologna, Olivier Fitoussi, Gérard Lepeu, Christophe Fruchart, Dominique Bordessoule, Michel Blanc, Richard Delarue, Maud Janvier, 
Bruno Salles, Marc André, Marion Fournier, Philippe Gaulard, Hervé Tilly, for the Groupe d’Etude des Lymphomes de l’Adulte (GELA) investigators*

Summary
Background Diff use large B-cell lymphoma is a common cancer in elderly patients. Although treatment has been 
standardised in younger patients, no prospective study has been done in patients over 80 years old. We aimed to 
investigate the effi  cacy and safety of a decreased dose of CHOP (doxorubicin, cyclophosphamide, vincristine, and 
prednisone) chemotherapy with a conventional dose of rituximab in elderly patients with diff use large B-cell 
lymphoma.

Methods We did a prospective, multicentre, single-arm, phase 2 study of patients aged over 80 years who had diff use 
large B-cell lymphoma. Patients were included from 38 centres in France and Belgium. All patients received six cycles 
of rituximab combined with low-dose CHOP (R-miniCHOP) at 3-week intervals. Patients received 375 mg/m² 
rituximab, 400 mg/m² cyclophosphamide, 25 mg/m² doxorubicin, and 1 mg vincristine on day 1 of each cycle, and 
40 mg/m² prednisone on days 1–5. The primary endpoint was overall survival, both unadjusted and adjusted for 
treatment and baseline prognostic factors. Analysis was by intention to treat. This study is registered with ClinicalTrials.
gov, NCT01087424.

Findings 150 patients were enrolled between Jan 9, 2006, and Jan 23, 2009 and 149 were included in the intention-to-
treat analyses. Median age was 83 years (range 80–95). After a median follow-up of 20 months (range 0–45), the 
median overall survival was 29 months (95% CI 21 to upper limit not reached); 2-year overall survival was 59% 
(49–67%). In multivariate analyses, overall survival was only aff ected by a serum albumin concentration of 35 g/L or 
less (hazard ratio 3·2, 95% CI 1·4–7·1; p=0·0053). Median progression-free survival was 21 months (95% CI 13 to 
upper limit not reached), with a 2-year progression free survival of 47% (38–56). 58 deaths were reported, 33 of which 
were secondary to lymphoma progression. 12 deaths were attributed to toxicity of the treatment. The most frequent 
side-eff ect was haematological toxicity (grade ≥3 neutropenia in 59 patients; febrile neutropenia in 11 patients). 

Interpretation R-miniCHOP off ers a good compromise between effi  cacy and safety in patients aged over 80 years old. 
R-miniCHOP should be considered as the new standard treatment in this subgroup of patients.

Funding Groupe d’Etude des Lymphomes de l’Adulte (GELA).
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Summary
Metronomic-chemotherapy (M-CHT) has been rarely assessed in non-Hodgkin-lymphoma (NHL). Therefore, in 2011
we started experimenting a new all-oral M-CHT schedule termed DEVEC (Deltacortene®, etoposide, vinorelbine,
cyclophosphamide, +/-Rituximab) in diffuse-large-B-cell lymphoma (DLBCL) patients. Methods Patients with stage
Ib-IV were enrolled as follows: 1) treatment-naïve, frail ≥65y, or unfit ≥85y; and 2) relapsed/refractory (R/R) ≥55y.
Data were prospectively collected from six Italian centres and compared for efficacy to two reference groups, treated
with established iv Rituximab-CHT in 1st and 2nd line respectively. Results from April-2011 to March-2018, 17/
51(33%) naïve, 21/51(41%) refractory and 13/51(25.5%) relapsed patients started DEVEC; 39/51(76.5%) were de-
novo DLBCL; 10/51(19.6%) transformed-DLBCL and 2/51(3.9%) unclassifiable-DLBCL/classical-Hodgkin-lympho-
ma. The median age was 85y (range=77-93) and 78y (range=57-91) in naïve and R/R respectively and overall the
DEVEC patients had very poor features compared to the reference. The rate of grade≥3 haematological-AEs was
43%(95CI=29-58%): G3-neutropenia was the most frequent; grade≥3 extra-haematological-AEs was 13.7%
(95%CI=5.4-25.9%), the most frequent was infection. One-year OS and PFS were 67% and 61% for naive, 60%
and 50% for reference-naïve respectively; Cox proportional hazard ratio (Cox-PH-ratio) for OS and PFS were 0.69
(95%CI=0.27-1.76;p=.441) and 0.68 (95%CI=0.28-1.62;p=.381) respectively. One-year OS and PFS were 48% and
39% in the R/R, 36% and 17% in the reference-R/R respectively; Cox-PH-ratio for OS and PFS, were 0.76
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We conducted a phase II study to assess activity and safety profile
of bendamustine and rituximab in elderly patients with
untreated diffuse large B-cell lymphoma (DLBCL) who were

prospectively defined as frail using a simplified version of the
Comprehensive Geriatric Assessment (CGA). Patients had to be over 70
years of age, with histologically confirmed DLBCL. Frail patients were
those younger than 80 years with a frail profile at CGA or older than 80
years with an unfit profile. Treatment consisted of 4-6 courses of ben-
damustine [90 mg/m2 days (d)1-2] and rituximab (375 mg/m2 d1) admin-
istered every 28 days. Other main study end points were complete remis-
sion rate and the rate of extra-hematologic adverse events. Forty-nine
patients were enrolled of whom 45 were confirmed eligible. Overall, 24
patients achieved a complete remission (53%; 95%CI: 38-68%) and the
overall response rate was 62% (95%CI: 47-76%). The most frequent
grade 3-4 adverse event was neutropenia (37.8%). Grade 3-4 extra-hema-
tologic adverse events were observed in 7 patients (15.6%; 95%CI: 6.5-
29.5%); the most frequent  was grade 3 infection in 2 patients. With a
median follow up of 33 months (range 1-52), the median progression-free
survival was ten months (95%CI: 7-25). The study shows promising
activity and manageable toxicity profile of BR combination as first-line
therapy for patients with DLBCL who are prospectively defined as frail
according to a simplified CGA, as adopted in this trial (clinicaltrials.gov
identifier: 01990144). 
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ABSTRACT



Schema DEVEC

INDUZIONE
• ETOPOSIDE
• CICLOFOSFAMIDE
• VINORELBINA
• PREDNISONE
• +/-RITUXIMAB

MANTENIMENTO
• CICLOFOSFAMIDE
• VINORELBINA
• PREDNISONE
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Terapia di I linea

In considerazione dell’estensione e delle caratteristiche istologiche della 
patologia linfoproliferativa, delle comorbidità note e dell’età della paziente 
abbiamo ritenuto opportuno non eseguire BOM ed avviare programma 
terapeutico di I linea sec. schema metronomico per os DEVEC + Rituximab.
• 1° ciclo DEVEC in data 14.03.19, 1° rituximab il 2.04.19.
• 28.05.19 TC di ristadiazione (dopo 5R/3DEVEC): RP; prosegue pertanto 

terapia per 6 cicli totali sec. schema DEVEC ed 8 R totali.
• 6° DEVEC/8°R settembre 2019
Paziente in ottime condizioni generali, fa 3 settimane di vacanza al suo paese 
nelle Marche in agosto 2019
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Terapia di I linea

• TCTB e PET di rivalutazione a termine: RC metabolica, alla TC residuo 
retroperitoneale ulteriormente ridotto. 

Si proponeva pertanto alla paziente immunoterapia di mantenimento con 
Rituximab sc + DEVEC: la paziente acconsente solamente alla terapia di 
mantenimento con Rituximab ogni 2 mesi.
• Start mantenimento 20.11.19
Agosto 2020: ottime condizioni generali, altra vacanza nelle Marche
• 19.03.21: VIII Rituximab di mantenimento. Non sintomi B. All’EO: edema 

monolaterale alla gamba destra (+++), non dolorabile. Linfoadenomegalie
laterocervicali laterali millimetriche, presenza di linfonodo a livello 
inguinale destro 2cm. Non organomegalie addominali. 
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Terapia di I linea

• 19.04.21 ECO dopler AAII: assenza di trombosi profonde e superficiali in 
atto, flebectasie bilaterali. 

• 12.05.21 TC: in regione iliaca destra, in corrispondenza della biforcazione, 
tessuto ipodenso di verosimile natura linfomatosa, di 48x21 mm con 
estensione longitudinale 60 mm, che avvolge e, verosimilmente, determina 
compressione sul sistema venoso. 

• 14.05.21 IX Rituximab di mantenimento. Assenza di sintomi B.
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I Recidiva

• 24.05.21 PET: iperaccumulo in corrispondenza di una linfoadenopa;a
sovraclaveare sinistra (SUVmax 6.6), e di una iuxtacen;metrica
linfoadenopa;a ascellare omolaterale. Ulteriore accumulo in 
corrispondenza del noto tessuto ipodenso che si estende dalla 
biforcazione iliaca destra fino alla regione o3uratoria omolaterale e che 
coinvolge l'emisacro e l'ala iliaca (ove si apprezza area di più focale 
accumulo del tracciante, SUVmax 7). Iperaccumulo del tracciante a carico 
di un tessuto di analoghe cara3eris;che morfologiche posto in regione 
presacrale/precoccigea paramediana sinistra (SUVmax 4). Ulteriore 
ipercaptazione in corrispondenza del collo e del terzo medio-prossimale 
della diafisi femorale destra (SUVmax 4). Tui i reper; descrii sono 
compa;bili con localizzazioni di malaia evolu;va.
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I Recidiva

• 04.06.21 agobiopsia: DLBCL, Ki67 60-70%
• 07.06.21 BOM: infiltrato linfocitario pari a circa il 90-95% compatibile in 

prima istanza con FL, con commisti sparsi singoli elementi di medie-grandi 
dimensioni ad habitus blastico

Diagnosi: DBCL, stadio IVA (BOM pos con FL)
Età della paziente: 90 aa ECOG: 1
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Terapia di II linea?

Alternative terapeutiche:
- Tafa-Lena: non disponibile
- R-Pola-Benda: non disponibile
- MOR 208
- R-miniCHOP/COMP
- R-Benda



B-MIND, phase III trial: BR vs B-MOR208

Nowakowski et al., ASH 2017

Primary endpoint
• PFS

Secondary endpoints
• ORR
• OS, TTP, TTNT, DoR.
• QoL, AE

N=330
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Terapia di II linea

In considerazione della franca progressione di malattia ed esclusa la possibilità 
di un trattamento RT, si propone alla paziente l’arruolamento nel protocollo 
MOR208C204 (R-benda vs. Tafa-benda).
• 07.06.21 screening e randomizzazione: R-Benda
• 15.06.21: I R-benda
• 30.11.21: VI R-benda
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Terapia di II linea

• 18.01.22 PET: captazione a carico del noto tessuto in fossa iliaca destra 
che comprende l'emisacro destro con apparente risparmio dell'ala iliaca 
omolaterale (SUVmax 5.3). Reperto nettamente ridotto per estensione e 
moderatamente per indice metabolico rispetto alla PET di maggio 2021. 
Invariato l’iperaccumulo a carico del tessuto presacrale. Non più evidente 
ipercaptazione del tracciante in sede linfonodale sovradiaframmatica, né 
a carico del femore di destra. Conclusioni: RP

• 22.01.22 TC collo-torace-addome: nel cellulare lasso presacrale si 
nodulazione solida iperdensa bilobata di 47x15 mm circa di diametro 
riferibile a localizzazione di malattia. Ridotto l’addensamento del cellulare 
lasso lungo il decorso dei vasi iliaci comuni, interni ed esterni di destra. 
Conclusioni: RP
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II Recidiva

• 26.01.22: La paziente, in considerazione delle discrete condizioni generali, 
decide di non effettuare ulteriori linee di trattamento.

• 21.02.22: comparsa di edemi AAII (dx>sx) con trasudato.
• 28.03.22: Progressivo incremento degli edemi e comparsa di sudorazioni 

notturne.
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Terapia di III linea?

Alterna;ve terapeu;che per la paziente:
- Tafa-Lena (fondo AIFA): ORR 57.5%; CR 40%; mDoR 43.9 m; 80,1% di 

pazien; con CR in risposta a 36 mesi; mPFS 11.6 m; mOS 33.5 m
- R- Pola- benda (rimborsato): ORR 45%; CR 40%; mPFS 9.5 m; mOS 12.4 m
- Pixantrone (rimborsato): ORR 37%, CR 20%; mPFS 5.3 m; mOS 10.2 m
- R-miniCHOP/COMP
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Terapia di III linea?

In considerazione della probabile progressione della malattia e dei precedenti 
trattamenti, si propone alla paziente rivalutazione con TC e PET, eventuale 
agobiopsia per conferma dell’istologia, e trattamento con Tafasitanab + 
Lenalidomide.
• Migliori risultati negli studi clinici, anche se non randomizzati
• La paziente ha già effettuato bendamustina
• Terapia fino alla progressione
• Buon profilo di tossicità

…..Grazie!


