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ollicular lymphoma (FL) is the second most 
common subtype of non-Hodgkin lymphoma 
and accounts for approximately 20% of cases in 

Western countries. It is typically an indolent disease 
with a prolonged clinical course, yet it remains largely 
incurable due to frequent relapses. First-line treatment 
commonly involves immunochemotherapy regimens 
such as R-CHOP or R-bendamustine, followed by 
maintenance therapy with rituximab. Despite these 
approaches, a proportion of patients exhibit refractory 
disease or early progression, which is associated with 
poor prognosis.  

Obinutuzumab is a type II glycoengineered 
anti-CD20 monoclonal antibody that has demonstrated 
superior progression-free survival compared to 
rituximab, both in newly diagnosed and 
relapsed/refractory FL, as shown in the GALLIUM 
and GADOLIN trials. Nevertheless, limited data exist 
regarding its use following intensive salvage regimens  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
such as G-ESHAP. This report presents a case of stage 
IVB FL refractory to R-CHOP, successfully treated 
with G-ESHAP plus obinutuzumab and subsequent 
maintenance therapy. 
 
Case report 
 
 Follicular lymphoma (FL) is the second most 
common subtype of non-Hodgkin lymphoma and 
accounts for approximately 20% of cases in Western 
countries. It is typically an indolent disease with a 
prolonged clinical course, yet it remains largely 
incurable due to frequent relapses. First-line treatment 
commonly involves immunochemotherapy regimens 
such as R-CHOP or R-bendamustine, followed by 
maintenance therapy with rituximab. Despite these 
approaches, a proportion of patients exhibit refractory 
disease or early progression, which is associated with 
poor prognosis.  

F

Background: Follicular lymphoma is a common indolent B-cell non-Hodgkin 
lymphoma characterized by high relapse rates despite initial treatment 
responses. Rituximab-based chemoimmunotherapy, such as R-CHOP, is a 
standard first-line approach. However, a subset of patients experience early 
relapse or refractory disease. Obinutuzumab, a type II glycoengineered anti-
CD20 monoclonal antibody, has shown improved outcomes over rituximab in 
both treatment-naïve and relapsed settings. Here, we present the case of a 64-
year-old man diagnosed with stage IVB follicular lymphoma with B 
symptoms and extensive lymphadenopathy. After an incomplete response to 
six cycles of R-CHOP, disease progression was observed, including 
extranodal involvement. Due to prior radiation exposure, the patient was not 
eligible for further radiotherapy. A salvage regimen with G-ESHAP plus 
obinutuzumab was initiated, achieving complete metabolic response after 
four cycles. Maintenance therapy with obinutuzumab was commenced. At 
18-month follow-up, the patient remains in complete remission with no signs 
of progression or severe toxicity. This case illustrates the efficacy of 
combining obinutuzumab with intensive salvage chemotherapy and 
highlights its role in maintaining long-term remission. The findings support 
emerging evidence on obinutuzumab’s superiority over rituximab, especially 
in difficult-to-treat scenarios. Additionally, the sustained remission without 
grade 3–4 adverse events suggests good tolerability. Although further 
evidence is needed to standardize obinutuzumab use post-G-ESHAP, this 
case contributes valuable clinical insight. Prolonged immunotherapy may 
offer significant benefit in patients with extranodal refractory disease. 
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Obinutuzumab is a type II glycoengineered anti-CD20 
monoclonal antibody that has demonstrated superior 
progression-free survival compared to rituximab, both 
in newly diagnosed and relapsed/refractory FL, as 
shown in the GALLIUM and GADOLIN trials. 
Nevertheless, limited data exist regarding its use 
following intensive salvage regimens such as G-
ESHAP. This report presents a case of stage IVB FL 
refractory to R-CHOP, successfully treated with G-
ESHAP plus obinutuzumab and subsequent 
maintenance therapy. 
Follicular lymphoma (FL) is the second most common 
subtype of non-Hodgkin lymphoma and accounts for 
approximately 20% of cases in Western countries. It is 
typically an indolent disease with a prolonged clinical 
course, yet it remains largely incurable due to frequent 
relapses. First-line treatment commonly involves 
immunochemotherapy regimens such as R-CHOP or 
R-bendamustine, followed by maintenance therapy 
with rituximab. Despite these approaches, a proportion 
of patients exhibit refractory disease or early 
progression, which is associated with poor prognosis.  
Obinutuzumab is a type II glycoengineered anti-CD20 
monoclonal antibody that has demonstrated superior 
progression-free survival compared to rituximab, both 
in newly diagnosed and relapsed/refractory FL, as 
shown in the GALLIUM and GADOLIN trials. 
Nevertheless, limited data exist regarding its use 
following intensive salvage regimens such as G-
ESHAP. This report presents a case of stage IVB FL 
refractory to R-CHOP, successfully treated with G-
ESHAP plus obinutuzumab and subsequent 
maintenance therapy. 
 
Discussion 
 
This case highlights the clinical benefit of integrating 
obinutuzumab with an intensive salvage regimen in a 
patient with R-CHOP–refractory FL. The GALLIUM 
trial demonstrated improved outcomes using 
obinutuzumab versus rituximab in first-line treatment, 
while the GADOLIN trial showed enhanced efficacy 
when used in combination with bendamustine in 
refractory settings. However, there is a paucity of data 
evaluating obinutuzumab in combination with high-
intensity regimens like G-ESHAP. 
Extranodal involvement is often associated with 
inferior response to chemotherapy. In this patient, the 
decision to use obinutuzumab early during salvage 
therapy may have contributed to the favorable 
outcome. Additionally, maintenance with 
obinutuzumab likely reinforced disease control, as 
supported by MRD negativity correlations reported in 
literature. This case supports the rationale for 
individualized use of novel anti-CD20 agents beyond 
standard protocols, particularly in patients with limited 
options.  

Conclusion 
 
The use of obinutuzumab in combination with G-
ESHAP followed by maintenance therapy led to a 
complete and durable remission in this case of 
refractory stage IVB follicular lymphoma. This 
experience underscores the potential of obinutuzumab 
as a valuable therapeutic option beyond first-line 
settings, especially in patients with high-risk features 
such as extranodal progression. Further studies are 
warranted to define its role in salvage strategies and to 
optimize sequencing in treatment-resistant disease. 
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