
Fig. 1. PET images of the patient on October 2019 Initial staging and evaluation

of the extent of gray zone lymphoma before initiating the chemotherapy

Fig .2 .PET images significant with no evidence of residual disease,

consistent with complete remission post KEYTRUDA

Conclusion
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Discussion

The Gray Zone lymphoma, a rare subtype that combines the

characteristics of both Hodgkin and non-Hodgkin disease forms.

The new era of immunotherapy presents a hopeful treatment for

solid tumors and hematologic malignancies. Specifically, immune

checkpoint inhibitors like nivolumab and pembrolizumab are being

used to treat relapsed/refractory lymphomas where the

chemotherapy is effective in 50% of the cases . (1)

Case Presentation
• Here, we report on a 66-year-old woman who presented to the ER

in October 2019 with a 4-month history of weight loss, nausea,

vomiting, and abdominal pain. CT scan showed lytic spinal

metastases and hepatosplenomegaly. PET/CT scan (Figure.1)

showed hypermetabolic metastatic lymph nodes with bone

lesions, a suspicion of epiduritis, and hepatosplenomegaly

suspicious for lymphoma. Lymph node biopsy showed a gray

zone lymphoma.

• Multidisciplinary discussion suggested treatment with 6 cycles of

R-CHOP and 2 cycles of R-methotrexate, under went a

subsequent re-evaluation with the PET , which revealed

progressive disease.

• A second line of treatment was performed with three cycles of R-

DHAOX , with no response. After that, she received 2 cycles of

Brentuximab Vedotin─ICE as preparation for an autologous stem

cell transplantation (was a rescue protocol) achieving partial

remission). She continued with 2 more cycles of BV. A new PET

scan showed refractory disease again.

Treatment with Pembrolizumab, an anti PD-1 monoclonal antibody,

was introduced , which resulted in a complete response without any

relapse of the lymphoma and stable remission to date (Figure 2)

• This is consistent with the literature, which highlights the

difficulty in establishing a standardized therapeutic regimen

for gray zone lymphoma.

• The ideal early-stage chemotherapy regimen often includes

CHOP which has shown positive (2.3) responses.

• Regarding autologous HSCT therapy, the procedure is

indicated for this young patient diagnosed with lymphoma

who did not respond to chemotherapy, as demonstrated by

the PET scan evaluation ( figure 1)
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• The case report emphasizes the effectiveness of

pembrolizumab therapy in treating gray zone

lymphomas (4)

. Pembrolizumab shows a high response rate in

recurrent or refractory classic Hodgkin’s lymphoma,

but not in primary mediastinal B-cell lymphoma.

. Recent findings suggest that gray zone mediastinal

lymphoma may share closer similarities with classic

Hodgkin lymphoma , where Gray zone mediastinal

lymphoma exhibits increased PD-1 and PD-L1

protein expression in mediastinal masses (5)

• The case showed that pembrolizumab therapy is an

effective treatment option for patients with rare gray

zone lymphoma when it is refractory to different

treatment lines. Therefore, both the diagnosis and

treatment of gray zone lymphoma remain a

challenge for medical and multiprofessional teams,

and collaboration between them ensured an

effective treatment for the patient described in this

clinical case.

• Few clinical studies have shown effective responses to

chemotherapy regimens like CHOP ± R, R-ICE) (2 )

The case reported here demonstrates that chemotherapy

treatments and antibody-drug conjugated did not lead to disease

remission.

• The treatment plan involved initiating therapy with

pembrolizumab after the refractory disease post BV , a newly

approved anti-PD-1 monoclonal antibody for Hodgkin's and non-

Hodgkin's lymphomas.

• The patient was re-evaluated 2 years after starting

pembrolizumab, with a PET scan showing a positive response to

the treatment ( figure 2 ) ,where the patient had a complete

remission response post 1 year of the treatment


