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Lethal midline granuloma (LMG) is a clinic-pathological entity characterized by progressive midline destruction syndrome (MDS) with high mortality rate. It was first described as malignant granuloma for the rapid destruction of the face and nose by Mcbride in 1897. Since then, it had been renamed as nonhealing granuloma, granuloma gangraenescens, malignant granuloma, idiopathic midline destructive disease, and lethal midline granuloma. In histology, the disease is described as inflammatory necrosis, polymorphic cell infiltration and granulation that are mainly Wegener’s type, Stewart’s type, and Tsokos’s type. Ishii et al first introduced Nasal T-cell lymphoma in 1982 when he observed T cells in the lesion; later he proposed it be angiocentric T-cell lymphoma with vascular infiltration. Since1999, some types of LMG has been designated as an NK/T cell lymphoma and formally associated with “extra nodule natural killer NK/T cell lymphoma, nasal type (ENKTL-NT)”as the pleomorphic cells often express natural killer cells, less frequently T-cell, markers, with atypical cells. 
[bookmark: OLE_LINK9]Similar to LMG, rhino (rhinofacial)-orbital cerebral mycosis (ROCM) is also characterized by proptosis, ptosis, ophthalmoplegia and/or MDS, and pathological features with inflammation, necrosis, and granulation. But ROCM and LMG are two distinctly different diseases according to current understanding, as ROCM is diagnosed by the detection of fungi in the tissue, whereas LMG is diagnosed with NK/T cell infiltration, hyperplasia and angiocentric characteristics. Nevertheless, when both features are present in tissues from patients with MDS, the diagnosis and treatment are often confusing. 
Our previously study observed in LMG patients that some fungi, like Mucor irregularis, Rhizopus oryzae, could incite NK/T cell proliferation and vessel damage of angioinasion, angiodestruction. The patients may get complete recovery with amphoterin B. When inoculated to mice, Mucor irregularis and R. oryzae induces NK/T cell infiltration with hyperplasia (Ki67+) and angioinvasion, which were intensified around the fungus. LMG and ROCM has an overlap. Whether it was a mere coincidence of the two disorders or there is indeed an association, or an overlap between ROCM and LMG need further studied. We hereby reviewed literature in terms of the aetiology, clinical presentation, histopathology, immunohistology, diagnosis and treatment of the two diseases and the role of fungal infection, and challenges in the diagnosis of LMG and ROCM.



