Linfoma folicular estadio avanzado
asintomatico
Tratar o no tratar?

Dra. Victoria Irigoin
Montevideo-Uruguay
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Qué consideramos LF con baja carga tumoral?

GELF criteria ¢ Involvement of at >3 nodal sites (each with a diameter >3 cm)
0 a nodal or extranodal mass >7 c¢m in its greater diameter
o or B symptoms
o or splenic enlargement
o or pleural/peritoneal effusion
o or increased lactate dehydrogenase
0 or B;-microglobulinemia
« Cytopenias (leukocytes <1.0 X 10%/L and/or platelets <100 X 10°/L)
e Leukemia (>5.0 X 10°L malignant cells)

BNLI criteria ¢ Rapid, generalized disease progression in the preceding 3 months
¢ Life-threatening organ involvement
¢ Renal infiltration
¢ Bone lesions
* Presence of systemic symptoms: hemoglobin < 10 g/dL or WBC <1.5 x 10%/L, or

platelet counts <100 X 10°/L; related to bone marrow involvement




Observacion no es una novedad en el manejo de enfermedades hematolodgicas

o SMD de bajo riesgo sin citopenias significativas

o GMSI o sMM de bajo riesgo ‘

o LLC con baja carga tumoral

OBSERVACION



STAGE MANAGEMENT AND FOLLOW-UP®
l Clinical .
* H&P and labs every 3-6 mo for 5 y and :{::;:::,we
Evaluate for indications No Observe  ___| s:'hrzgiﬁ::g:?z':ri? ::IImcaIly indicated —»lor
for treatment:* indication (category 1) +Upto2y: CIAIPgC?scan with contrast If histologic
» Candidate for clinical trialf ng morayihan every 6 mo transformation,
* Symptoms / * >2 y: CT scan no more than annually see HTBCEL-1
. :’hroa‘uaned end-organ
unction
ﬁlh I%e * Clinically significant or
' progressive cytopenia
secondary to lymphoma
*» Clinically significant " )
bulky disease® . (S’:e Suggested Regimens (FOLL-B) See Response
* Steady or rapid Indication PETICT N Assessment
progressionP present scan® f.',i:,','gf' trial and Additional
Palliative ISRT! Therapy (FOLL-5)
Clinical Practice Guidelines in Oncology (NCCN
Guidelines®) for B-cell Lymphomas v.2024
A A A
Prognosis Symptoms Patient priority
Stage® No symptoms Long remission
FLIPI 1-2 Mild symptoms Better quality of life
Grade Life-/organ-threatening
Choose among
: +
A

Asymptomatic cases:
Watch-and-wait [1, A]

High tumour burden:
ImmunoChT
(G/R-B, G/R-CHOP, G/R-CVP) [I,A]

Mild symptoms:
Non-ChT treatment [lll, C]

Rituximab [Ill, B]

Consider:
Antibody maintenance (or radioimmunotherapy) [1, B]

In selected cases:
Rituximab-lenalidomide” [I, C]

Dreyling M et al. Ann Oncol 2021(32):3



Cual es nuestro objetivo en el manejo del LF con baja carga tumoral?

 En LF estadio avanzado aun NO existen terapias curativa
e 10-20% regresion espontanea

 Gran heterogeneidad entre pacientes con igual “estadificacion”

* No contamos con scores prondsticos suficentemente robustos para predecir certeramente

comportamiento de la enfermedad
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Ardeshna KM et al. Lancet 2003 (362)
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Analisis del ensayo F2
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0.2 Treated with rituximab
= WEW
P=.103
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No. at risk
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Tiempo libre de falla a tratamiento: diagndstico a progresién bajo
tratamiento, inicio de 2L de tratamiento, recaida o muerte

Solal-Céligny P et al. J Clin Oncol 2012(30);1




Tiempo a tratamiento segun FLIPIy FLIPI-2
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A Time to start of new treatment
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Mediana seguimiento 12,8 afios

- Time to new treatment Time to second new treatment
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Northend M et al. Blood 2022; 140 (Supplement 1): 1456-1458



Algunos datos de revision de vida real

401 pac

Analisis retrospectivo de pacientes incluidos en registro
prospectivo MER (2002-2015)

W&W inicial

Mediana seguimiento 8 afios

54% al menos 1 criterio GELF/BNLI/GITMO

# A 10 afos, < 50% de pacientes requirieron tto

# Pacientes sin tratamiento a 5 aflos, 12% probabilidad de
requerir terapia en los siguientes 5 afios

FL Transformation to DLBCL w/ Death as a Competing Risk
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Time After FL Diagnosis (Years)
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Khurana A et al. Blood Cancer Journal 2021(11):133



Analisis de National LymphoCare Study
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Nastoupil L et al. Br J Hematol 2016; 172(5):724-34



Rituximab es una droga segura pero....

evere Infections/Sepsis

/\

Allergic Reactions

: Immunologic Disorders

Neoplasms,

Anaphylaxis

Severe Adverse Events

Renal Disorders Tumor Lysis Syndrome

of Rituximab

benign/malignant

Supraventricular Arrythmias

Myelosupression ’ - -
Blood and Lymphatic Cardiac Disorders - Tachycardia
Granulocytopenia

system Disorders Acute Coronary Syndrome
Lymphopenias

Figure 2. Major serious adverse events as categorized by the system organ class devised by the National Cancer Institute.
-

Kasi et al. Critical Care 2012, 16:231



Infeccion por COVID 19

o Multiples reportes de mayor riesgo de infeccidn grave/ prolongada en
pacientes bajo Ac Mo anti CD20+

o Linfodeplecion B, hipogamaglobuinemia, interferencia en desarrollo de Ac post vacunacion
conservacion de inmunidad mediada por LT

Consenso interdiciplinario de expertos ESMO-EHA sobre manejo de hemopatias malignas
durante pandemia COVID-19

STATEMENT 13: If treatment |

immunosuppressive therapies|(e.g. theraples avoiding antl-CDZO antibodies|in CLL and

anti-CD20 maintenance in follicolar iymphoma) anc ; W =55 need for
hospital stays, without compromising efficacy, are recommended Vaccination before
start of treatment is recommended.

Buske C et al. ESMO Open 2022;7(2)



5. Suggested treatment for patients with low grade Non-Hodgkin lymphoma

a. Previously untreated FL, MZL and LPL patients

» Consider watchful waiting for patients not requiring immediate therapy

Given COVID-19, the threshold for initiating treatment should be high, anq watchful waiting should

be the preferred strategy whenever possible. h'reatment is recommended in symptomatic patients,

but if the indication for therapy is borderline, (e.g., if the patient meets GELF criteria but is
asymptomatic) treatment deferral and close monitoring with repeat imaging may be prudent.
Treatment for asymptomatic patients with rituximab monotherapy is not recommended.




Conclusiones

Primum non nocere



Explicacion enfermedad,
curso evolutivo
y riesgos

Balance riesgo/
beneficio

Deseos/ temores/
ansiedad



Mujer de 32 afios con Linfoma folicular Grado 2, Ki67 20%.
PET CT estadio Ill con adenopatias multiples menores de 3 cm, SUV de 10 la mas captante.
No presenta sintomas y en laboratorio sin citopenias y la LDH se encuentra normal.

observacion



Muchas gracias



