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Karen Costenbader, MD:  So hopefully, all these new data and new 
medications will make us even smarter about treating our patients.  

Meghna Rao (Host): Welcome back to season 2 of the Rheumatology Advisor  
podcast, Rheum Advisor on Air. I’m Meghna Rao, the senior editor of 
Rheumatology Advisor  and the host of this podcast.  

In this series, we will be joined by expert clinicians and researchers to 
discuss emerging and compelling topics in rheumatology. These perspectives 
may be related to the management of rheumatic disease, guideline updates, 
patient care, data from conferences and scientific meetings, and much more. 
In the next set of episodes, we’re talking with some of the presenters of the 
all-virtual American College of Rheumatology (ACR) Convergence 2021.  

So, let’s dive in!  

--------------- 

Meghna: Today, we're talking all about the lupus research presented at the 
annual ACR meeting this year.  

We have with us Dr Karen Costenbader, chair of the Medical Scientific 
Advisory Council of the Lupus Foundation of America, professor of Medicine, 
at Harvard University Medical School, and director at Brigham and Women's 
Hospital in Boston.  

Hey Dr Costenbader. Thank you so much for joining us today.  

Dr Costenbader:  Hi Meghna. Thank you for the invitation, nice to be here. 

Meghna: Of course. Before we jump into things, how did you enjoy the ACR 
Convergence this year? You know, I thought some of the sessions you led, 
including Year-in-Review were great with promising data presented over the 
course of the year.  

Dr Costenbader:  It was long and exhausting, but I think I learned a lot. It 
was exciting to hear new research and to see, if not see in person, my peers 
and other researchers, and hear what they've been up to. I think we're all just 
craving social interaction after a year and a half in basical ly quarantine or in 
isolation. We haven't had many meetings in-person, but this is the next best 
thing, having a virtual meeting like this.  

Meghna: Yeah, absolutely, and I know that the ACR can be quite 
overwhelming, so I personally enjoyed the virtual format, although I  miss 
seeing people in person.  



 

Dr Costenbader:  Well, I think this format has its advantages for sure. 
Usually, at the ACR, I'm running around like a crazy person, and the sessions 
are diametrically opposed, opposite ends of the conference center, and you 
have to run back and forth, and you miss the most important thing that you 
wanted to get to. But here, you have time to go back and hear the talks.  It 
does make it even longer, but often, I completely miss some of the posters, 
because if you don't make it to the poster session, you just don't see it, you 
don't have the opportunity to hear them, but I like the little recorded blurbs 
that go along with the posters, and I like the opportunity to go back. It's still 
not the same as seeing people in person and having that opportunity to really 
network and brainstorm and talk to people . I hope we go back in person, but I 
don't know, I mean, when it's safe.  

Meghna: [laughs] So, this year, there was also a heavy focus on lupus 
nephritis, with, of course, the Great Debate about preferred choice of add-on 
therapy – belimumab vs voclosporin – in lupus nephritis. What did you think 
about that; which side of the argument did you land on? 

Dr Costenbader:  I really enjoyed the Great Debate. I love the idea about 
having the Great Debate on lupus nephritis, which is awesome, and I think 
there's so much excitement in the lupus community now that we had 3 new 
[US Food and Drug Administration] (FDA) approvals last year for lupus and 
lupus nephritis drugs.  

So, there's voclosporin, [which] I did mention in the clinical Year-in-Review, 
and the AURORA trial showed that voclosporin and novel calcineurin 
inhibitor is very effective, especially, I think, it reduces proteinuria very 
dramatically in patients with lupus nephritis, and it looks safe and effective.  

And then, there's also the belimumab lupus nephritis trial. This showed that 
belimumab added to the standard-of-care also improved outcomes. That's 
what [Dr] Brad Rovin arguing for voclosporin and [Dr] Michelle Petri arguing 
for belimumab were debating in kind of a contrived [fashion]; obviously the 
Great Debate is always a bit contrived. They both did spectacular jobs and 
really reviewed the pros and cons of both of [these drugs].   

I think that voclosporin is very similar to tacrolimus, which we have been 
using for many years,  and they use it in the transplants field for many years, 
and we know a little bit more about it in certain situations possibly, but it is 
novel. But then belimumab, [Dr] Michelle Petri reviewed a lot of data about 
how it might be safer and have its advantages. So, I think that I could see 
situations in which we might use one and situations where we might use the 
other.  

We definitely had ongoing discussions about this in the community hub, 
which I co-chaired with [Dr] David Eisenberg.  We had 8 different sessions 
that went on for an hour and a half each. We had great attendance in the 
community hubs. 



 

And then, I didn't mention the third agent, the new medication which was 
approved for lupus this year, was anifrolumab. There was a lot of 
anifrolumab ongoing studies and other post hoc analyses, which were 
exciting at the ACR as well. So, I think, it has just been fantastic that we have 
more medications to offer our patients.  

We did talk a lot in the community hubs as well about access to the 
medications and costs of the medications, and, in an ideal world, we might 
know possibly what we want to go to next,  and discuss with our patients.  

Meghna: You know, I had a chance to attend one of the community hubs, and 
it was super full at one point, but from the little that I sat through, I think it 
was also interesting to see how rheumatologists and nephrologists had 
differing views regarding lupus nephritis treatment, right?  

Dr Costenbader:  Exactly, yeah, that was one of the takeaways. I think [Dr] 
[Richard] Furie possibly was the person – I don't know who was in, but we 
had so many great people come to the hub – he said, “well, it looks to me like 
we're having all the nephrologists reach for voclosporin and all the 
rheumatologists reach for belimumab.” And that may be true  and that may be 
a phenomenon of what we know best, and what we have familiarity with.  

We've been using belimumab for lupus whereas the nephrologists don’t have 
any experience with using it yet because it's newly approved for lupus 
nephritis, and patients [with lupus nephritis] were excluded from the earlier 
trials. So hopefully, that won't be true, and hopefully, everybody will get 
educated about use of all of these medications. 

I think there's a lot coming in the future about head-to-head trials, 
combination therapies, sequential therapies, and also getting into precision 
medicine – which patients have which [c]linical phenotypes and 
demographics etc that might make them better or worse candidates for which 
therapies. So hopefully, all these new data and new medications will make us 
even smarter about treating our patients.  

Meghna: You were also talking to me earlier about some of the novel 
biomarker studies that you found particularly interesting. Would you like to 
tell us about that? 

Dr Costenbader:  I think there has been a lot of interesting biomarkers for 
many years now. I always look for them at the ACR.  

About biomarkers, I think, in particular, going back to [Dr] Brad Rovin, he's a 
big proponent for kidney biopsies and getting baseline kidney biopsie s and 
follow-up kidney biopsies, but he also has been investigating urinary 
biomarkers. He, of course, is a nephrologist, and there was  more about 
urinary biomarkers. In other fields, they talk about these as being the liquid 
biopsies, so they don't have to do an invasive biopsy, and wouldn't it be nice 
if we had a biomarker for lupus nephritis , in particular, that we could follow 
in the urine of patients.  



 

I think there were a few abstracts on urinary biomarkers. To get them all 
right, I think [Dr] Andrea Fava and [Dr] Michelle Petri have been studying 
urinary CD23 and urinary CD163, and they looked at these 2 urinary 
biomarkers predicting lupus nephritis in patients with proteinuria in the 
context of clinical trials, and the context of the Hopkins Lupus cohort. So, 
those are exciting, and I think it remains to be seen whether these 
noninvasive or liquid biopsy approaches will be better t han having a 
histology in hand. Longitudinal studies are ongoing.  

And that also brings me to the fact that  [Dr] Betty Diamond did a very nice 
review of what's going on in AMP, the Accelerated Medicines Partnership, and 
that is going to be going into its second cycle, and hopefully,  lupus is part of 
it as well. In the first part was lupus nephritis, and so she did a very nic e 
review of what has been found at the single-cell level; not a biomarker, but 
really deconstructing the disease, as they say, at the single-cell level.  

 Then [there were] a couple other biomarker studies that caught my eye. 
There was a study of antiganglioside acetylcholine receptor antagonist 
antibodies that may be a biomarker for lupus enteritis, which I thought was 
very novel because that's often very difficult to diagnose, and we have 
nothing to diagnose it except for an astute clinician thinking of l upus 
enteritis in a patient with active lupus, and it can be very difficult to diagnose 
and manage. 

 Then there was another abstract on PCSK9 levels, which are predictive of 
vascular events in the general population, and the PCSK9 inhibitors have 
been developed now to bring down cholesterol levels and to prevent vascula r 
events. This was in a study from China. [Researchers] looked at PCSK9 levels, 
which were very predictive of morbidity and mortality and vascular events in 
their lupus cohorts. This is not something that anyone is following clinically 
that I know of, but maybe we should be, especially because patients [with 
lupus] are at such high risk [for]  atherosclerotic vascular events.  

Meghna: Dr Costenbader, another abstract that actually caught my eye , and 
I'd like to get, obviously, your thoughts on it, was the hydroxychloroquine 
maintenance and lower flare risk in patients with lupus.  

Dr Costenbader:  Yeah, so hydroxychloroquine is not exactly a novel therapy, 
but we continue to talk about it, and we continue to use it for so many of our 
patients [with lupus], if not everyone, right. I think, at the time of diagnosis, 
standard-of-care is that really everyone should get hydroxychloroquine, 
rheumatologists are in love with it, [and] we have all kinds of observational 
data about its beneficial effects.  

But definitely at the ACR last year, we were much more aware of potential 
side effects of hydroxychloroquine because of experiencing [COVID-19], 
where hydroxychloroquine was touted for a while as being a th erapy or 
potential therapy for [COVID-19], and it turns out that in combination with 
other [treatments], especially antibiotics;  azithromycin, it turned out that the 



 

patients [with COVID-19] treated with hydroxychloroquine in big trials had 
worse outcomes, and a lot of them had cardiac events. [L]ast year, there was 
a lot about potential cardiotoxicity. We've known for many years that the 
long-term toxicity of hydroxychloroquine is real, that there's retinal toxicity 
that is dose and duration-related, and there is cardiotoxicity, and muscular 
toxicities [that are] dose and duration-related and probably different than 
the idiosyncratic lengthening of the QT interval in the [electrocardiogram] 
(EKG) that leads to arrhythmias and,  in particular, and often, fatal 
arrhythmias in very, very few people.  

 So, with all that as background, this year, people continue to be very 
interested in hydroxychloroquine, and, kind of, how do we balance the risks 
and the benefits of this potentially very beneficial medication, but  we know 
that, in particular, dose and duration are related to side effects.  

 So, there were 2 abstracts presented – 1 was in the plenary session by [Dr] 
Sasha Bernatsky, and another was in the [inaudible]  sessions by [Dr] April 
George.  

[Dr] Sasha presented data from the [Systemic Lupus International 
Collaborating Clinics] (SLICC) cohort. Same idea; they were looking at the 
doses we used, whether we used 200 mg [per] day or 400 mg [per] day; 
relations to whether this is based on older recommendation s for 6.5 mg per 
kg or newer recommendations of 5 mg per kg; and relative dosing; and then 
duration; and the age of the patient. It is my takeaway from these 2 abstracts, 
it did show that over time, the risk [for] toxicity was increased, and, I think 
we're coming to the realization that we have to pick who to use 
hydroxychloroquine in and who to continue it in and who not to [continue it 
in] a little more wisely.  

 So, in [Dr] April's study, they looked at the risk for flares, as did [Dr] Sasha, 
after the dose was reduced. And as we could anticipate, it is a great drug, so 
low-dose hydroxychloroquine or dropping the dose  was associated with 
increased risk [for] flares. So, that has to really be balanced about this 
increased risk [for] toxicity. Retinal toxicity can cause blindness [and] 
cardiac toxicity, unfortunately, [can cause] infiltration of the myocardium. 
I've seen more than enough times because it can be irreversible, and I think 
we need to get smarter there as well about picking the patients who reall y 
need to stay on their hydroxychloroquine for 15, 20, 25, [or] 30 years vs 
reducing the dose. And, I think that studies like this will really help us make 
these decisions with more data.  

Meghna: Yeah, absolutely. And, I also saw that the ACR had published a 
report about cardiac toxicity associated with antimalarial treatments, so  that 
could be useful as well.  

Dr Costenbader:  Right. So, in the past year, I was involved in 2 reports from 
the ACR – 1 is on the retinal toxicity and 1 on the cardiac toxicity.  I think 
both are white papers, came out, kind of, endorsed by the ACR; a review of 



 

where we are, what we know, what we don't know, what are the risks, [and] I 
think these will help our rheumatologists make these decisions.  

I've had to make these decisions – as I get older, my patients have been on 
hydroxychloroquine for many years now, it kind of sneaks up on you!  I've 
been following the same patients for now, yeah, 20 to 25 years. And,  their 
lupus may be very stable now, and it's hard to know, do we decrease the 
dose, there are risks. They haven't had a lupus flare in 10 years, which is 
great, but now the risk [for] toxicity, therefore, weighs greater in the balance. 

Meghna: Are there any other compelling studies in lupus t hat we haven't 
spoken about yet; anything you noted during the conference? 

Dr Costenbader:  Oh, there were a lot of great studies. I think it was a lot 
about lupus and [COVID-19] that was pretty reassuring. I think that there 
were several studies of lupus and [COVID-19] from different cohorts, 
including the Global Rheumatology Alliance, which show overall, though it's a 
little bit different in different places, that the risk for [COVID-19] infection 
does not appear to be greater than the general p opulations, suggesting 
perhaps patients [with lupus] are protected.   

Of course, the alternative is that our patients  [with lupus] also are very 
worried about COVID-19. They know they are immunosuppressed and they 
are, maybe, very good at wearing their masks and getting vaccinated when 
they're instructed to and avoiding crowds, and they  have, maybe, been 
staying in more than others. There was discussion about how the risk is 
modulated by medications that patients take. In particular, we know that the 
B-cell depleting agents are problematic in people at higher risk. They are 
very long-term and are associated with poor outcomes for patients [with 
lupus].  

I think there was also a nice abstract from Hospital  for Special Surgery about 
responses [a]fter B-cell depletion to the vaccine in patients [with lupus], and 
showing that belimumab and B-cell depleter rituximab both caused decreases 
in antispike antibodies in patients [with lupus]; maybe actually assessing B-
cell levels [and] CD19 levels, prior to vaccination, was suggested as one 
strategy. I think we're looking for a way forward – how do we get our 
[patients with] active lupus both treated and vaccinated and protected? 

I didn't mention that [Dr] Mary Crow also from Hospital for Special Surgery 
gave the Philip Hench Memorial Lecture from the [inaudible]  interferon, 
deconstructing lupus pathogenesis, which was  a fantastic overview of lupus. 
She talked about COVID-19 a little bit, too, and the expression of certain 
lupus risk alleles that are involved in type 1 interferon pathway; it's also 
important for antiviral immunity. Then we talked a little bit about the 
implications for anifrolumab, which is, of course, the interferon receptor 
antagonist now approved for lupus, and what it will do to patients' risk [for 
COVID-19] and COVID-19 outcomes.  



 

There were other studies. There was one about machine learning approaches 
to identify longitudinal clusters of patients  with lupus in the SLICC cohort, 
again, which I thought was very interesting, and was involved in with the 
SLICC cohort people.   

There were a bunch of studies presented by [Dr] Richard Furie on trials [and] 
updates on anifrolumab, as I mentioned, from [Dr] Eric Morand and [Dr] 
Richard Furie, and belimumab; there was the AURORA-2 presented by [Dr] 
Mitt Sechsina [sic] ,  the ongoing analysis of the AURORA trial, the extension 
study now at 30 months, a year and a half, whereas the AURORA trial for 
voclosporin, the calcineurin inhibitor that [Dr] Brad Rovin published, was the 
first author on, in Lancet  was at 1 year.  

And, so now, at a year and a half, there were no new unexpected adverse 
events in those who continue [voclosporin], which is great. In this abstract, 
he did include some [COVID-19] outcomes, which was reassuring.  There were, 
I think, 90 patients [who were] continued on voclosporin, and 6 of them got 
[COVID-19] and 2 had severe [COVID-19], and there were 78 who were who 
were continued on the placebo arm of the extension trial, of course, they did 
have mycophenolate and they had been tapered off their prednisone. Ten of 
those control [participants] contracted [COVID-19] and 6 had severe [COVID-
19], so those numbers are reassuring.   

[Dr] Virginia Pascual gave a beautiful lecture about her pediatric cohort, and 
clusters over time as well, identifying dif ferent phenotypes of patients.  

So, there was a lot of excitement overall, I think. A ways to go, we're still  in a 
scary time for the world as well as for lupus. 

Meghna: Yeah, definitely. I knew it was always going to be so hard to kind of 
put down all of the lupus research presented at the conference in 15 or 20 
minutes today, but I think that was a wonderful overview, Dr Costenbader. I 
thank you again for doing this. Your insights, as always, are valuable to us.  

Dr Costenbader:  Oh, thanks for the invitation; it was nice to talk with you. 

--------------- 

Meghna: Please stay tuned for more episodes in this series. For more 
information on Rheumatology Advisor  and this podcast, you can reach out to 
us at editor@rheumatologyadvisor.com. 

We, at Rheumatology Advisor,  look forward to delivering timely, evidence-
based news to you. You can also sign up for our free daily e -newsletters on 
the site. 


