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ABSTRACT

Diffuse large B-cell lymphoma (DLBCL) is a diverse group of B-cell lymphomas that vary in their clinical characteristics. Usually manifesting as a rapidly
progressing or advanced condition, it is often curable even at advanced stages. The illness originates in extranodal and extramedullary tissues in 40% of
patients. Patients over the age of 80 who have comorbidities or fragile conditions may be eligible for Rituximab and Reduced Dose CHOP (cyclophos-
phamide, doxorubicin, vincristine, prednisone) (R-mini-CHOP) chemoimmunotherapy. We report a 75-year-old woman with a tumor on the right side
of the nose that covers the eye, so it is easy to fall out. The diagnosis of DLBCL (sinonasal) was made on the basis of computed tomography (CT) scan of
the paranasal sinuses with contrast and immunohistochemical examination. Due to the age of the patient, who was included in the very elderly category
with moderate frailty based on instrumental activities of daily living (IADLs), the patient was given R-mini-CHOP chemoimmunotherapy for six cycles,
followed by radiation as much as 20 x 18 Gray (Gy) where the patient in the final evaluation stated complete response.
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INTRODUCTION

Diftuse large B-cell lymphoma (DLBCL) is a diverse group of
B-cell lymphoma that usually appears as a severe or advanced
form of the illness. However, it can still be cured even at
advanced stages. Approximately one-third of individuals
have systemic symptoms, which may include constitutional
B symptoms.!

The prevalence of DLBCL in the United States and England
is estimated to be around seven cases per 100,000 individuals
annually. The annual incidence rate in europe is around
4.92 cases per 100,000 individuals. Similar to the majority
of other non-hodgkin lymphomas (NHLs), there is a higher
proportion of males, with around 55% of cases occurring in
men. The frequency of occurrence rises with advancing age;
the midpoint age at which the condition is first seen is 64
years. Individuals diagnosed with DLBCL commonly exhibit
a swiftly growing tumor that causes noticeable symptoms.
The illness originates in extranodal and extramedullary
tissues in 40% of patients. The stomach/gastrointestinal tract
is the most frequent location for primary extranodal illness.
However, the illness can manifest in almost any type of tissue,

such as the testis, bone, thyroid, salivary glands, tonsil, skin,
liver, breast, adrenals, kidneys, nasal cavity, ocular adnexa,
paranasal sinuses, uterine cervix, vagina, and central nervous
system. !

DLBCL patients at all stages are treated with systemic
chemoimmunotherapy to cure the disease. Multiple trials
have demonstrated that administering R-CHOP every 21
days has considerably improved response rates, progression-
free survival (PES), and overall survival (OS) as compared to
CHOP alone in individuals who have not received treatment
before. Patients over the age of 80 who have comorbidities
or fragile conditions may be eligible for R-mini-CHOP
chemoimmunotherapy.!

In this article, we report the case of DLBCL (sinonasal) in an
elderly patient with moderate frailty successfully treated with
R-mini-CHOP.

CASE REPORT

A 75-year-old female complained that her left nostril had
been frequently blocked since september 2020, accompanied
by frequent discharge of clear fluid and bleeding, which
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then stopped on its own. In october 2020, the patient went
to an ear, nose, and throat (ENT) hospital after a computed
tomography (CT) scan of the paranasal sinuses found a mass
in the left side of the nasal cavity with a size of approximately
5 cm and was advised for surgery, but the patient refused. In
december 2020, a tumor appeared on the right side of the
nose; initially small, it grew bigger until it had been protruding
since january 2021. So the patient decided to seek treatment
at cipto mangunkusumo hospital. There were no complaints
of fever or night sweats; the patient had lost 3 kg of weight in
the last two months. Because the lump on the face was getting
bigger, the patient could not see with the right eye; was often
dizzy; and fell easily as she lacked balance. The patient also
felt severe pain at the location of the lump on the face, so she
slept more and had less appetite.

On physical examination, there was a mass on the face
covering the right orbit and maxillary region; the mass
covered the bridge of the nose, dorsum nasi to ala nasi dextra;
it was seen that the right anterior nares were closed. On the
CT scan of the paranasal sinuses with contrast [Figure 1],
a malignant mass of the left nasal cavity with the largest

Figure 1: CT scan of the paranasal sinuses with contrast
before R-Mini-CHOP chemoimmunotherapy. CT: Computed
tomography, R-mini-CHOP: Rituximab and Reduced Dose CHOP
(cyclophosphamide, doxorubicin, vincristine, prednisone).

dimension of 10 x 6.8 x 4.3 cm differential diagnosis (DD)
of squamous cell carcinoma was found. A biopsy of the
sinonasal mass was found histologically consistent with a
malignant tumor DD: non-Hodgkin’s malignant lymphoma.
Immunohistochemistry [Figure 2] matches non-Hodgkin’s
lymphoma, diffuse, large cell, and CD20+. Thorax photos
did not show radiological abnormalities in the heart and
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lungs, abdominal ultrasound showed no signs of metastases
in the liver and spleen, and no ultrasound abnormalities in
the visualized intra-abdominal organs. Bone marrow biopsy
revealed normocellular bone marrow and no lymphoma cell
infiltration was found. Echocardiography revealed global
normokinetic, suitable valve, ejection fraction (EF) 74%, and
mild diastolic dysfunction. The complete peripheral blood
count and routine chemistry were within normal limits.

The patient was diagnosed as DLBCL (Sinonasal) stage IE
(Ann Arbor) with an international prognostic index (IPI)
score of 1. Based on IADLs, the patient was categorized as
having moderate frailty; soimmunochemotherapy was chosen
with the R-mini-CHOP regimen. After undergoing the third
cycle of R-mini-CHOP chemoimmunotherapy, a physical
examination found a mass in the maxillary right covering the
dorsum nasi and the lateral region of the ala nasi dextra with
a size of 4 x 2 cm, nares anterior dextra passage (+), and mass
(-). Contrast paranasal sinus CT scan [Figure 3] found mass
size reduced by > 50% and partial response impression based
on the lugano classification.

Due to the good response to therapy, chemoimmunotherapy
with R-mini-CHOP was continued until the sixth cycle.
Then an evaluation was carried out with a positron emission
tomography (PET)-CT scan and laboratory. The evaluation
results of the physical examination found a mass in the
maxillary right covering the lateral region of the ala nasi
dextra measuring 2 x 1.2 c¢m, nares anterior right passage
(+), and mass (-). PET-CT scan [Figure 4] no longer found a
lymphoma mass in the nasal cavity, but found nonmetabolic
residual lymphoma in the subcutaneous fat of the left
maxilla medial in a part of the left nasal. On hematological
examination, complete peripheral blood was obtained,
and routine chemistry was within normal limits. Still, an
increased lactate dehydrogenase (LDH) level was found,
namely 281 U/L (125-220). Therapy was continued with
local external radiation therapy of 20 x 1.8 Gray (Gy). On
physical examination after completing 20 cycles of radiation,
there was no mass in the maxillary dextra; with the results of
a nasopharyngeal magnetic resonance imaging (MRI) post-
radiation evaluation [Figure 5], it was found that there was
still a thickening of the cutis/subcutis in the left maxillary
region to the left side of the nose due to inflammation; so then
it was categorized as complete remission (based on the lugano
classification). On hematological examination, complete
peripheral blood count, routine chemistry, and LDH were
within normal limits.

DISCUSSION

NHL is a heterogeneous group of lymphoproliferative
malignancies that is much more difficult to predict than
Hodgkin’s lymphoma and has a much greater predilection
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Figure 2a-i: Immunohistochemistry. RSCM: Rumah sakit ciptomangunkusumo (Ciptomangunkusumo Hospital), HE: Hematoxylin and
eosin stain, IHK: Imunohistokimia (Immunohistochemistry), CD: Cluster of differentiation, LCA: Leukocyte common antigen.

Figure 3: CT scan of the paranasal sinuses with contrast Figure 4: PET-CT scan after finishing the sixth cycle of
after undergoing the third cycle of R-mini-CHOP R-mini-CHOP chemoimmunotherapy. PET-CT: Positron
chemoimmunotherapy. R-mini-CHOP: Rituximab and emission  tomography-computerized  tomography,
Reduced Dose CHOP (cyclophosphamide, doxorubicin, R-mini-CHOP: Rituximab and Reduced Dose CHOP
vincristine, prednisone), CT: Computed tomography. (cyclophosphamide, doxorubicin, vincristine, prednisone).
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Figure 5: Nasopharyngeal MRI with contrast after 20 cycles of
radiation. MRI: Magnetic resonance imaging.

for extranodal spread. Non-Hodgkin’s lymphoma can be
located in several parts of the head and neck region, including
Waldeyer’s ring, oral mucosa, salivary glands, paranasal
sinuses, laryngeal tissue, and bone structures. Non-Hodgkin
lymphoma is the second most prevalent malignancy in the
head and neck region behind the squamous cell carcinoma.
Primary sinonasal lymphoma is an uncommon form of NHL,
accounting for around 1% of all head and neck malignancies.
It is often diagnosed in individuals with a median age of 67.8
years. The sinonasal tract is linked with two subtypes: DLBCL
and extranodal natural killer/T-cell lymphoma (ENKTL),
nasal type.[**!

DLBCL is a B-cell lymphoma that is aggressive but has
the potential to be cured. Various treatment strategies are
determined by the pathological diagnosis of lymphoma.
The first-line treatment for B-cell extranodal lymphoma
is the CHOP chemotherapy regimen, which includes
cyclophosphamide,  doxorubicin,  vincristine,  and
prednisolone. Combining rituximab with chemotherapy
significantly improves the prognosis of patients with DLBCL
due to the emergence of immunochemotherapy. Rituximab
improved complete response (CR), PES, and event-free
survival (EFS).042

Multiple phase 3 trials have shown the efficacy of R-CHOP
immunochemotherapy in treating advanced DLBCL. In the
MInT study, patients aged 18-60 years, who received six
cycles of R-CHOP treatment, had a six-year OS rate of 90%
and a PFS rate of 80%.! R-CHOP-21 was associated with 81%
two-year OS and 75% two-year PES in patients > 21 years of
age.”! Similar results were reported for patients > 60 years;
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The three-year OS was 67% and the three-year PFS was 53%.[!
Eight cycles of R-CHOP in adults aged 60-80 were associated
with a 44% ten-year OS and 37% ten-year PFS.”!

In patients aged over 80 years in frail conditions with
comorbidities or with limited cardiac function, it is
advisable to use a chemotherapy regimen to reduce
toxicity that exacerbates comorbidities. There is no suitable
chemoimmunotherapy regimen, but one of the following
regimens may be considered as an option for this condition:

o R-GCVP (Rituximab, Gemcitabine, Cyclophosphamide,
Vincristine, Prednisolone)

o R-mini-CHOP (CHOP dose reduced by conventional
Rituximab dose)

o R-CEOP (Rituximab, Cyclophosphamide, Etoposide,
Vincristine, Prednisone)

o R-Rituximab!®!!

The therapeutic approach for DLBCL in older people
varies somewhat due to age-related loss in organ function.
A significant number of older individuals have many
comorbidities that decrease their ability to withstand medical
treatment. Multiple researchers have shown that the outcomes
of conventional treatment in older individuals are similar to
those in younger individuals. Therefore, it is not suitable to
decrease the dosage of chemotherapy or choose for palliative
care merely based on the patients age. Comprehensive
geriatric assessment (CGA) is regarded as a potent instrument
for evaluating a patient’s capacity to endure therapy and
forecasting the likelihood of death and illness in patients
with solid malignancies. While several researchers have
indicated the efficacy of CGA and its impact on patients with
DLBCL, these results still require additional verification.!!
Tuci et al.'>" and Marchesi et al.'" reported that curative
treatment failed to improve the outcome for patients classified
as “unfit” by the CGA compared with palliative treatment.
However, other reports reveal better results for a curative
treatment than a palliative treatment.!'!!

In this case, a 75-year-old female patient presented with a
diagnosis of DLBCL (sinonasal) stage IE (Ann Arbor) and
low intermediate risk (IPI score) with moderate frailty. As she
falls within the category of very elderly,** a lump on the face
causes the right eye to be unable to see. Hence, it is easy to
lose balance and fall easily. Based on the IADLs, the patient
is categorized as having moderate frailty. Based on the age
category that is very elderly with moderate frailty, the choice
of therapy that we choose for older adults who cannot tolerate
the standard dose of R-CHOP-21 is treatment with R-mini-
CHOP (rituximab 375 mg/m2, cyclophosphamide 400 mg/
m?, doxorubicin 25 mg/m?2, vincristine 1 mg on day 1 of each
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cycle, 40 mg/m2 prednisone on days 1-5).[' R-mini-CHOP
immunochemotherapy in this patient was given six times.
The PET scan evaluation results only found nonmetabolic
residual lymphoma in the subcutaneous fat maxillary left
medial to a part of the left nasal; so it was categorized as a
partial response (based on the Lugano classification). Therapy
was continued with local external radiation therapy of 20 x
1.8 Gy. On physical examination after completing 20 cycles
of radiation, there was no mass in the maxillary dextra;
with the results of a nasopharyngeal MRI post-radiation
evaluation, it was found that there was still a thickening of
the cutis/subcutis in the left maxillary region to the left side
of the nose due to inflammation; hence it was categorized as
complete remission (based on the Lugano classification). On
hematological examination, complete peripheral blood count,
routine chemistry, and LDH were within normal limits.

There is limited research data regarding treating elderly
DLBCL patients, whereby R-mini-CHOP can cure some
patients. A multicenter study reported outcomes after six
cycles of R-mini-CHOP in 150 patients > 80 years of age with
DLBCL (75% stage III or IV). Obtained OS and two-year PFS
are 59 and 47, respectively."”

CONCLUSION

We report a case of diffused large B-cell lymphoma in
an elderly patient with moderate frailty. The therapeutic
approach uses chemoimmunotherapy and radiation, with
chemoimmunotherapy using the R-mini-CHOP regimen for
six cycles followed by 20 x 1.8 Gy of radiation with the results
of a complete remission (CR) evaluation.
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