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Craviotto, Massimo De Filippo, Antonio Percesepe, Franco Aversa, Nicola Giuliani Ralph Kamel | Rubal Sharma | ... | Yevgeniy SkaradinskiyHemophagocytic lymphohistiocytosis is a serious and potentially fatal disorder characterized by excessive activation of the immune system. The disorder is diagnosed mainly on the basis of laboratory, clinical and pathological criteria. The
spectrum includes hereditary or primary HLH, which includes genetically heterogeneous conditions that occur in childhood. The secondary form presents a later life and is associated with several conditions mainly malignant tumors, autoimmune diseases, viral or bacterial infections, and Disease. We are bringing a case of an 80-year-old woman who originally with acute viral
syndrome, which is secondary to the respiratory synthitial virus. The hospital course was complicated by disseminated intravascular coagulation and shock with multiorgan failure. A broad workup revealed that several criteria for hemophagocytic lymphohistiocytosis were met. The literature review has not identified cases of hemophagocytic lymphohistiocytosis associated with
respiratory syncytial virus in immunocompetent adults. This case report provides further insight into RSV as a possible etymological agent associated with HLH and the importance of early recognition of this fatal event in RSV-positive patients with unpredictable clinical decompensation. Brenda Mai | Michaelangelo Friscia | ... | Lei ChenMucosal-related lymphoid tissue (MALT)
lymphoma can usually be identified as a mass lesion or nodularity endoscopic and macroscopic. We report accidental finding of lymphoid tissue (MALT) lymphoma caused by Helicobacter pylori in a sleeve gastrectomy sample without gross investigation results. Norisato Hashimoto | Tomoki Ueda | ... | Kenji YokoyamaPlasmablastic lymphoma (PBL) is a rare aggressive
lymphoma. Although it was first described in hiv (human immunodeficiency virus) infected patients, PBL was diagnosed in patients with other immunodeficites as well as in immunocompetent patients. PBL immunohistochemically expresses plasmacytic markers and lacks pan B-cell markers. PBL cells are considered plasma blasts. The reorder of MYC genes and excessive
expression of MYC are common in PBL, but pbl pathogenesis has not yet been established. Here we report compound PBL lymphoma and diffuse large B cell lymphoma (DLBCL); i.e. concomitant PBL in the bladder and DLBCL nasal cavity. We extracted DNA from two polymerase chain reactions and sequenced the intensified immunoglobulin heavy variable genes and
complementarity-determining region - (CDR-) 3. The sequence of the two tumors from the CDR3 region is matched. MYC rearrange was found in the bladder tumor, but not in the nasal tumor. The patient was treated with R-CHOP (rituximab, cyclophosphamide, vincristine, doxorubicin and prednisone) and sustained remission was obtained. Dna analysis showed that both PBL
and DLBCL appeared in total postgermin B cells. This case can help explain PBL pathogenesis. Abdul Moiz Khan | Zainub Ajmal | ... | Ira ZackonPatients undergoing inductive antigen receptor T-cell therapy (CAR T cell therapy) is pressed with immunity due to several factors. Although adenovirus and BK virus are well-known pathogens in the context of haematopoietic stem cell
transplantation, there are no detailed reports of these infections in determining CAR T cell therapy. We describe a 70-year-old man who recently underwent CAR T-cell therapy to diffuse large B-cell lymphoma. He reached out with sewn gross heammy and Workup revealed adenovirus viremia and viruria and BK virus virūrija. He was treated for adenovirus hemorrhagic cystitis with
intravenous cidofovir 1 mg / kg / day, every three days for three weeks, with a good clinical response. We are also discussing mechanisms for immunosuppression car T-cell therapy, as well as the principles of treatment of adenovirus and BK virus infections in immunosuppressive patients. Diogo André | Mónica Caldeira | ... | Maria BrazãoBackground. Iatrogenic agranulocytosis
(IA) used as a non-static medicine is a rare adverse reaction causing neutrophil counts below 0.5 ×.109 cells/ l with fever or other associated signs of infection. Methods. This document looks at possible mechanisms responsible for agranulocytosis caused by non-chemical medicinal products. It also describes three cases, as well as possible ways to deal with such yrogenic
situations. Conclusion. Neutropenia up to 0.1 × 109 cells/ l predisposition to potentially fatal infections. Empirical broad-spectrum antibiotic and haematopoietic growth factors can be useful in shortening hospitalization and preventing further infectious complications. Not all drugs associated with IA require frequent haematological monitoring, except for medications such as
clozapine, tiklopidine, and antithyroids. Nonso Osakwe | In Douglas Hartin, treatment in severely ill patients with COVID-19-related acute respiratory distress syndrome (ARDS) poses significant problems. Many COVID-19 patients with ARDS also contain laboratory tests that are important for deformation of coagulation function. In this report, we describe acute pulmonary
embolism in three patients with COVID-19. We assessed the importance of the D-dimer test and anticoagulant therapy in these patients. The purpose of this case report is to raise awareness of the use of D-dimer in addition to the clinical status of the patient in order to decide on the treatment of COVID-19 patients. Page 2Patients with relapsed and refractory multiple myeloma
have a poor prognosis. Pathogenesis of multiple myeloma is involved in the mitogen-activated protein kinase (MAPK) pathway. Several mutations in this pathway can cause its consistent activation, which causes oncogenesis. One such mutation is BRAFV600E, which is a therapeutic target for the treatment of melanoma, lung cancer, colon cancer, thyroid cancer and hairy cell
leukemia. BraFV600E-led therapy is currently not an approved for multiple myeloma. It has been suggested that this mutation causes resistance to proteasome inhibitors. Approximately 4-10% of multiple myeloma cases port brafv600E mutation. Here we report a patient with relapsed and refractory multiple myeloma who had progression-free survival (PFS) for 8.5 months with
BRAF target therapy.1. BackgroundMultiple myeloma is a malignant tumor caused by neoplastic proliferation of atypical plasma cells that can cause hypercalcemia, renal failure, bone damage, and anemia [1]. This is usually considered to be patients who required rescue therapy. Several classes of drugs have been shown to be effective in myeloma treatment and include
proteasome inhibitors, immunomodulating imide drugs (IMID), CD38 inhibitors, alkylation agents, histone deacetylase inhibitors, nuclear protein export inhibitors, anthracyclines, and steroids. Patients may also be transplanted into autologous stem cells. All these treatment options have improved overall survival in multiple myeloma [2]. However, some patients still develop
relapsed and refractory disease despite these treatment lines, or are not good candidates for some of these therapies due to toxicity or co-morbidity. Therefore, in a refractory and refractory environment, the therapeutic armament armamental against multiple myeloma should be extended. Molecular analysis of multiple myeloma revealed that about 4-10% of myeloma cases
harbor BRAF mutations [3]. BRAF-led therapy is used for melanoma, thyroid cancer, colon cancer, and hairy cell leukemia. Some cases of unlabelled use have been reported in multiple myeloma,some cases of unlabelled use have been reported [4-6]. We report a case in which a patient with relapsed and refractory myeloma, harboring the BRAFV600E mutation, was treated off-
label with a combination of BRAF and MEK inhibition with a gratifying response.2. Case ReportThe patient is a 68-year-old man with a previous medical history of notable prostate cancer, remission, which was originally presented with high levels of coughing, and congestion. A computed tomography (CT) scan of his chest, abdomen, and pelvis showed a 4 centimeter (cm) lytic
lesion with manubrium and lytic damage to the thoracic spine with the largest being 1.4 cm T6 lesion and 1.1 cm lucent T4 lesion. Also noted was the 1.1 cm lucent right pelvic damage. Following a positron emission tomography (PET) scan, which was performed a week later, showed diffuse hypermetabolic lesions throughout the axial skeletal system with significant damage to
the creb, right ilium, cervix, chest and lumbar region, cross, double-sided shovel and humeri lesions. There was a suspicion of multiple myeloma. Protein electrophoresis revealed two M-bands of 0.13 grams per deciliter (g/dl) and 3.37 g/dl (normal reference 0). Immunofixation showed the limitation of the IgG lambda light circuit. The cappa free light chains were 1.9 milligrams per
deciliter (mg/dl) and lambda free chains were 124 mg/dl with a capp to lambda ratio of 0.02 (reference range 0.26-1.65). The evaluation of immunoglobulins showed IgG 7641 mg/dl (reference range 700-1600), IgA 71 mg/dl (reference range 70-400) and IgM 55 mg/dl (reference range 40-230). The 24-hour urinary protein was 5 grams of the M protein, which contains 90% of the
total urinary protein. Calcium was 9 mg/dl (reference range 8.4-10.2). Antinuclear antibodies (ANA), rheumatoid factor (RF), human immunodeficiency virus (HIV) and hepatitis B and C were negative. The Lytic bone damage was in a biopsy, and a bone marrow biopsy was also performed. A bone marrow biopsy revealed revealed hypercellular brain with IgG lambda in restricted
plasma cells, which account for 80% of bone marrow cells. Cytogenetics showed a complex cariot. Fluorescence in situ hybridization (FISH) showed del13q, 12p, 12q, 16q, and 22q and gain 1q, 5, 6p, 7, 9, 15q, and Xq. Next generation sequencing showed a BRAFV600E mutation with a 12% variant frequency and increased stain cast iron. Congo's red stain was negative. He was
diagnosed with ISS Stage III, a high-risk multiple myeloma. He was initially treated with a lenalidomide-bortezomib-dexamethasone (RVd) regimen, but was primarily refractory to the disease progression observed within 1 month. His case was discussed on the tumor board, and it was recommended he should start with a combination of dexamethasone, cisplatin, doxorubicin,
cyclophosphamide, and ethtoside (D-PACE). However, the patient refused this treatment. Instead, he was treated with pomalidomide, daratumumab and dexamethasone. He had primary progression and switched to pomalidomide, carfilzomib and dexamethasone and responded 8 months before the disease progression. His case was re-reviewed and it was decided to test the
combination of BRAF/MEK inhibitors. He started treatment with cobimetinib 60 mg daily on days 1 to 21 of the 28-day cycle and vemurafenib 960 mg twice daily for 28 days in a 28-day cycle. The patient was observed in the clinic at weeks 5, 9, 13, 16, 25 and 37 after initiation of treatment. Progression was observed at week 37. His therapy was changed to selinexor. He tolerated
the therapy well. His only complaint was mild fatigue and occasional poor control with antiemeting agents. His M protein level and the ratio of kappa/lambda were shown in Figure 1. His kappa/lambda light chain ratio returns to normal for 5 weeks. He had PFS for 8.5 months. (a) this Regulation (b) as regards (a) this Regulation (b) as regards the DiscussionMultiple myeloma is
generally considered incurable by most patients, which eventually requires multiple lines of rescue therapy. Some patients may have limited treatment options due to toxicity or co-morbidity. New treatment options are therefore needed. BRAF protein is part of the MAPK pathway, and BRAF mutations cause the pathway to actuate. BRAF mutation-focused therapies are used for
solid malignancies including melanoma, colon cancer and thyroid cancer. In B-cell malignancies, this mutation occurs mainly in hairy cell leukaemia, where it is intended for treatment in a relapsed refractory environment [7]. However, this mutation is a rare haematological malignant disease in general [8, 9]. Approximately 4-10% of multiple myeloma cases port BRAFV600E
mutation [3]. Some isolated isolated cases of BRAF inhibitors have been reported despite not complete, randomised clinical trials with BRAF inhibitors for multiple myeloma [4-6]. In this case, the report progressed despite several Lines. In some cases of response to BRAF-led therapy reported in multiple myeloma patients who had mutations in BRAFV600E, it was considered that
and reasonable for this patient. Melanoma studies have shown that the targeting of BRAF using a single braf inhibitor eventually acquires resistance in different ways, one of which is the activation of the downstream MEK protein [10]. Combination therapy with BRAF inhibitors and MEK inhibitors has been shown to result better [10]. By extrapolating from these data in melanoma
studies, we decided to treat the combination of the BRAF inhibitor vemurafenib and the MEK inhibitor cobimetinib. Since the optimal dose for myeloma is still unknown, we decided to treat melanoma in the doses used. The patient achieved a rapid response with a light chain ratio returning to normal within 5 weeks and with the patient achieving a partial response within 5 weeks
with 8.5 months of PFS. Our case adds to the list of case reports that show that multiple myeloma treatment, harboring BRAFV600E mutations with BRAF/MEK inhibitors, is a reasonable treatment option. BRAF mutations are usually a weak predictive indicator in other malignancies [11, 12]. In the case of multiple myeloma, the prognostic significance is unclear. However, Andrulis
et al. clinically aggressive phenotypes characterised by reduced OS in patients with BRAFV600E and Rustan et al were reported. study showed no association with poor prognosis compared to braf wild type. These differences may be related to different patient groups and small sample sizes [4, 13]. Shirazi et al. associated the activation of RAS and RAF mutations with improved
proteasomes assembly and capacity, thereby giving proteasome inhibitor resistance in certain myeloma cell lines. [14] This resistance was overcome by a combination of BRAF and MEK inhibitors [14]. The initial bone marrow in our patient showed a BRAFV600E mutation with a variant frequency of 12%, suggesting that it was a significant subclone, but probably not the dominant
clone. It is reasonable to assume that the initial therapy conferred a growth advantage on the BRAFV600E clone. Unfortunately, we have no other biopsy to confirm if this clone had expanded before BRAF inhibitor therapy. Two clinical trials are currently being engaged to evaluate the efficacy of BRAF/MEK inhibition in relapsed/refractal multiple myeloma, NCT02834364 and
NCT03091257. The results of these studies should provide an additional insight into the mapk's target flow for the treatment of multiple myeloma.4. ConclusionIn this case, it is proposed that mapk path targeting using BRAF/MEK inhibition may be an additional therapeutic solution for relapsing/refractal multiple myeloma. Availability of dataAll the data analysed in this study is
included in this published article. ConsentVerbal's consent was obtained from the patient and written consent will be obtained at the next clinic visit. Conflicts of interestRu authors report conflicts of interest. Steve Biko Otieno, MD, PhD, wrote the article and gave the figure. Port, MD; Alva Weir, and Robert Johnson, M.D., reviewed the article and made comments. Copyright © 2020
Steve Biko Otieno et al. This is an open access article distributed under a Creative Commons Attribution license that allows unlimited use, distribution and reproduction on any medium, provided that the original work is correctly cited. Mentioned.
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