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Jack Aiello: 
Dr. Patel, can you help us understand what smoldering myeloma is and how is high risk determined? We use high risk in 
multiple myeloma as well, but they are different.  
 
Dr. Patel: 
Sure. So, of course, unlike other cancers, there are maybe a few other cancers where we detect early precursors for 
myeloma, MGUS to smoldering to actual myeloma that needs treatment.  
 
In 2014, some of our rules changed of what’s considered smoldering versus actual myeloma. It used to be the CRAB 
criteria, where you had organ involvement. In 2014, we added light chain ratios of greater than 100 or if you had MRI 
changes, specific MRI changes, we would say you have myeloma and now, you need to start treatment. So, smoldering 
changed.  
 
What we were trying to find out is how do we find patients who have high-risk smoldering, meaning that their likelihood of 
becoming symptomatic myeloma in the next two years is high enough that we want to treat them before they actually get 
organ involvement or problems. So, one is quality of life. We don’t want people to get broken bones before we start 
treatment if we can help that.  
 
Second, if we can prolong life, of course, that’s where we think maybe this idea of cure, eventually we can do it before 
people have any problems. I think there have been multiple different ways of looking at what high risk is.  
There are criteria like the Spanish criteria, where they include looking at flow cytometry of the bone marrow biopsy, but 
not everywhere can do that. It’s a little bit hard. It’s a harder technique to make sure everyone gets the same answers.  
  
So, what was presented at ASCO recently and it’s something that’s been looked at—it was using the 20/2/20 rule. So, if you 
have 20 percent in your bone marrow, even though it’s smoldering—remember, 60 percent or higher means that you 
actually have active myeloma, that we would start treatment, but between 10 percent and 60 percent is considered 
smoldering.  
 
So, now, if you have 20 percent to 60 percent, that could be a risk factor. The other two is if you have more than 2 grams of 
the monoclonal protein that we look at. Then the third is 20—the light chain ratio. If your ratio is greater than 20—
remember 100, you’re automatically considered as myeloma. But if it’s greater than 20, those are the three risk factors we 
look at.  
 



If you have two or more of those when you’re diagnosed as smoldering, we now consider that high risk. It’s about a 49 
percent to 50 percent chance that in two years, you’re going to have active myeloma that needs treatment. So, the 
question is if we intervene early, does that change outcomes for those patients?  
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