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Optimizing Treatment and Management of Castleman

Announcer:
Welcome to CME on ReachMD. This episode is part of our MinuteCME curriculum.

Prior to beginning the activity, please be sure to review the faculty and commercial support disclosure statements as well as the learning
objectives.

Dr. Mukherjee:
Welcome to this CME on ReachMD, and I'm Dr. Sudipto Mukherjee. Here with me today is Dr. Corey Casper and Jovanna, a patient
who has been diagnosed with Castleman disease.

Let's hear from Jovanna. Can you give us a brief overview of your experience with being treated for Castleman disease?

Jovanna:

Yes, so getting my diagnosis was quite literally life changing. | remember my doctor coming in, giving me my full diagnosis, iMCD
[idiopathic multicentric Castleman disease] with TAFRO. And they gave me a couple options for treatment. So they put me on steroids.
They started me on an infusion called siltuximab, and they also started me on an infusion of rituximab. Unfortunately, they had to pause
the rituximab because | had an adverse reaction, but | was able to stay on the steroids for a small period of time. And | continued on
siltuximab and have continued siltuximab to this day. | have it every 6 weeks. And it really has been a life changer. | am able to do the
things | used to do before | got sick. And | function just like a healthy person would for most the time. | still have chronic iliness fits, but it
really has been life changing to have my diagnosis.

Dr. Mukherjee:
Thank you very much for sharing your experience.

Dr. Casper, how do you choose the right treatment for patients like Jovanna? And once you select a treatment, how do you monitor and
manage any potential adverse events from treatment?

Dr. Casper:
Thanks, Dr. Mukherjee, and again thanks, Jovanna, for sharing your story. And it's so wonderful to hear that you have found a treatment
that seems to control your disease.

So the treatment of idiopathic multicentric Castleman’s disease really relies on targeting the central driver, which is interleukin-6. So too
much interleukin-6 is made, and the key treatment option for treating Castleman’s disease is to antagonize that interleukin-6 with an
interleukin-6 inhibitor.

So there's a single FDA-approved medication for the treatment of idiopathic multicentric Castleman’s disease; that is siltuximab, an IL-6
inhibitor, and really that is the mainstay of treatment. So patients like Jovanna typically would be offered an interleukin-6 inhibitor like
siltuximab as first-line therapy. The traditional way that this is prescribed is it's given once every 3 weeks, really for the rest of the
patient’s life.

Depending on the severity of the initial presentation of Castleman’s disease, many providers may elect to give concomitant
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corticosteroids. And those corticosteroids can reduce some of the inflammation, especially in severe disease. But most typically, you
would not continue those corticosteroids for prolonged periods of time because of their side effects and because eventually they lack
efficacy.

Once those patients have begun their treatment, you look to see whether they've responded to it. And typically, the way we monitor
response to treatment for Castleman’s disease is with a series of indicators. There’s the clinical indicator. So first and foremost, if the
patient isn’t feeling better on some of their subjective symptoms, like their night sweats or their fevers or their fatigue, then, really, what's
the point in continuing. So we look at some of the patient’s specific subjective symptoms. Then of course, there’s less subjective and
more objective measures, laboratory responses. So typically, we'd like to see improvements in anemia, reductions in inflammation
usually as evidenced by a C-reactive protein, and a return to a normalization of any organ dysfunction. And finally, we would look to see
if there’s any radiographic improvements. So we would like to see Ideally the size of organs reduce and lymph nodes to shrink.

Adverse events with treatment for Castleman’s disease are rare. So with siltuximab, it is a monoclonal antibody against interleukin-6.
And you can see allergy to this, a hypersensitivity. And that's typically treated by the way you would do this with other monoclonal
products, by reducing the rate of infusion, by sometimes giving symptomatic treatment to that with diphenhydramine or steroids, and
really to continue to monitor them.

Finally, this treatment is continued until or if there is disease progression. If there's disease progression beyond first-line therapy, this
often is within the realm of a specialist. So at this point, most patients with Castleman’s disease would be referred to a specialty center
where usually a combination of monoclonal antibodies but also conventional chemotherapy would be recommended.

Dr. Mukherjee:
Thank you, Dr. Casper, for your concise and comprehensive review of the clinical management of iMCD patients.

Well, this has been a brief but great discussion. Unfortunately, our time is up. Thanks for listening.

Announcer:
You have been listening to CME on ReachMD. This activity is provided by Prova Education and is part of our MinuteCME curriculum.

To receive your free CME credit, or to download this activity, go to ReachMD.com/Prova. Thank you for listening.
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