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The relevance of grade in follicular
lymphoma

Folicular Lymphoma (FL) is divided into 3 different grades. It seems that
there is a relationship between the lower grades and some subtypes of
diffuse large B-cell lymphoma (DLBCL), in the form of a biological
continuum, with the grade 3 FL (FL3) as an intermediary. Although this
relationship remains unclear, it is normal to use the same treatment for
DLBCL and FL3. In a letter to the editor of Annals of Oncology,
researchers from de AUB pose that specific studies about LF3 should be
developed. Besides, since the treatment used to DLBCL will probably
change in the next years, it will be necessary to change LF3’s treatment
and to look for the best possible treatment.
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Follicular lymphoma (FL) is the most common type of indolent (i.e., generally slow-growing)
lymphoma. It is a clonal proliferation of germinal center B-cells, initiated (in a large majority of
cases) by a translocation between chromosomes 14 and 18, t(14;18), which gives rise to the
fusion gene IGH-BCL2. This translocation causes an increase in expression of protein bcl2 which
leads to cellular resistance to apoptosis (programmed cell death). The typical malignant cells
(centrocytes) are small, as opposed to centroblasts, cells characterized by their large size and
immature appearance, two features generally associated with aggressiveness in lymphoid
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malignancies. The world health organization (WHO) recommends grading FL according to the
number of centroblasts per high-power field; cases with fewer than 6 per field are classified as
grade 1 FL while those with > 15 are grade 3 (grade 2 being those with 5 to 15 centroblasts).
Grade 3 is further divided into grade 3A (FL3A) when centrocytes are still present and grade 3B
(FL3B) when they are absent (all cells being centroblasts). 

Although there are historical reasons behind grading (different grades could be classified as
different disorders before the WHO classification), currently there is also a scientific purpose.
Low grade FL (grades 1 and 2), the most common, has a high prevalence of t(14;18) and is often
CD10-positive (a marker of germinal center origin). These two elements are important (although
not required) for the diagnosis of FL. Conversely, both are less frequent in FL3B. Furthermore,
unlike low grade FL, FL3B frequently coexists (i.e., is commonly found in the same lymph node)
with diffuse large B-cell lymphoma (DLBCL, an aggressive lymphoma). It is, therefore,
conceivable that there is a biological continuum between low grade FL and some types of
DLBCL, with grade 3 FL somewhere in between. Unfortunately, the available evidence only
partially supports this hypothesis and the relationship between the different grades of FL and
DLBCL remains unclear. 
  
With this uncertainty come unresolved practical questions, which we posed in a recent letter to
the editor of Annals of Oncology. Since DLBCL is curable, unlike FL (generally), it is of utmost
interest to determine whether FL3 is curable. Although the consensus is that FL3 (or, at least,
FL3B) is probably curable, large studies have not offered conclusive results. This is due to a
variety of causes (particularly the rarity of pure FL3, without the coexistence of either low grade
FL or DLBCL, the different treatment regimens employed, and the lack of agreement between
pathologists in diagnosing FL3) which have prevented obtaining a large and homogenous
enough series of cases to determine the natural history of FL3. The second concern is that,
under the notion that FL3 (or, at least, 3B) is curable, they are often treated as DLBCL, with the
chemotherapy regimen RCHOP, which is also one of the front line alternatives for FL. However, it
is likely that the first choice for DLBCL changes in the next few years, at least for some subtypes.
If this was the case, consensus-based treatment of FL3 as DLBCL would no longer be a valid
option, and solid evidence for the best treatment of FL3 will be required.
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