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Community medicinExtra-articular involvement in malignant rheumatic diseases. Malignant
rheumatic diseases (MRDs) are chronic, debilitating disorders that may affect any structure within
the body and can be difficult to diagnose or differentiate from common musculoskeletal problems.
The etiology of MRDs is unknown but important risk factors include genetics, environmental, and

immune-related factors. Alkylating agents, such as cyclophosphamide and chlorambucil, and
chloroquine are commonly used and are considered to induce MRDs. If MRDs are undiagnosed and

inadequately treated, they can progress to multiple organ dysfunction and eventually death. The
tissue involved in MRDs varies and includes the musculoskeletal system, heart, vasculature, lungs,
kidneys, liver, and brain. The manifestations of MRDs can be localized and may include pain and
swelling, and more often occur in multiple joints, which can lead to morbidity. Extra-articular
manifestations can present with uncommon symptoms that are sometimes overlooked or
misdiagnosed. Biologic treatments for MRDs can be complicated and are associated with side
effects. An early diagnosis of MRDs is essential, as it can help to prevent complications and the
occurrence of devastating outcomes. Treatment of MRDs should be commenced early, and include
appropriate medications. In summary, MRDs present a diagnostic challenge in clinical practice, and
involve clinicians in the use of new knowledge, techniques, and technology. It is essential that
clinicians are able to recognize and manage MRDs as early as possible and provide effective
treatment, which will ensure a better patient outcome.Q: Are all elements of a normally distributed
random sample normally distributed? Suppose | draw a normally distributed random sample, and
assume that all elements in the sample are independent. Are all elements of the sample itself also
normally distributed? (If the above question appears unhelpful, | will try to reformulate it in a more
precise way.) A: The sample mean is a linear combination of the original $n$ values. In general, the
mean of a linear combination of i.i.d. random variables is (isomorphic to) the same linear
combination of the underlying random variables. So, it is only the case where $n=1$ that the sample
mean (independently of $n$) is distributed normally. Scharfen Foulke Scharfen Foulke (born 19 April
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