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Apremilast Provides 1-Year 
Psoriatic Arthritis Benefit, 
Regardless of Treatment 
History
By Kevin Kunzmann

A real-world assessment of 
apremilast (Otezla) in patients 
with psoriatic arthritis (PsA) in 

Germany showed that the oral therapy 
is associated with early and sustained 
benefit, regardless of patients’ biologic 
treatment history.

In new data presented at the American 
College of Rheumatology Convergence 
2020, investigators reported that 
apremilast showed benefit in numerous 
PsA-centric outcomes in 1-year interim 
findings from the multicenter, prospec-
tive LAPIS-PsA study.1

Apremilast, a selective PDE4 inhib-
itor, is currently approved in the United 
States for the treatment of active PsA as 
well as for moderate-to-severe plaque 
psoriasis (in patients eligible for photo-
therapy or systemic therapy) and for 
oral ulcers associated with Behçet 
disease in adults.

Led by Jürgen Wollenhaupt, MD, 
investigators presented the early find-
ings of LAPIS-PsA (NCT03106051), in 
which apremilast is being assessed 
for efficacy and safety in patients with 
and without a history of prior biologic 
therapy.

The team observed apremilast-treated 
patients with PsA for outcomes of 
several clinical metrics:

• Physician’s Global Assessment  
of Disease Activity (PhGA)

• Patient’s Global Assessment of 

Disease Activity (PtGA)
• Leeds Enthesitis Index
• Dactylitis counts
• Swollen and tender joint  

counts (SJC/TJC)
• Psoriatic Arthritis Impact of 

Disease (PsAID)

Clinical efficacy was observed at base-
line; at physician visits at approximately 
1, 4, 7, and 10 months; and finally at 
52  weeks. Safety was evaluated per 
adverse events (AEs) in the safety popu-
lation, which included any patients to 
receive at least 1 dose of apremilast.

The interim analysis included 
418   enrolled patients: 306 biologic 
naïve (mean age, 54.6 years; 56.4% 
women) and 110 biologic experienced 
(mean age, 55.3 years; 65.1% women). 
Mean body mass index measures 

were 29.5 and 29.6, 
respectively, and 
the 2 groups shared 
similar baseline mean 
years of PsA duration 
and enthesitis and 
dactylitis counts.

Wollenhaupt and 
colleagues observed early and sustained 
improvements in PhGA, PtGA, enthesitis, 
dactylitis, SJC, and TJC for both patient 
groups, while PtGA score achievement 
of 0 to 1, indicating improved disease 
management, was more frequent among 
biologic-naïve patients at all study visits.
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Black Patients With Lupus Face Significantly 
Greater Cardiovascular Risks

By Kevin Kunzmann

Stroke and ischemic heart disease 
(IHD) are significantly more likely 
among Black patients with systemic 

lupus erythematosus (SLE) than among 
White comparators, according to assess-
ment of data in a statewide SLE registry. 

This disparity was among the results of 
a new study presented at the American 
College of Rheumatology Convergence 
2020.1 SLE is a relatively common condi-
tion, and a US research team showed that 
according to an analysis of data in the 
Georgia Lupus Registry, Black patients 
with SLE face a 24-fold increased risk of 
IHD. A series of multisystem biomarkers 
indicative of such risks is present more in 
Black than White patients as well, they noted.

Led by Shivani Garg, MD, MS, assistant professor of medi-
cine at the University of Wisconsin School of Medicine and 
Public Health, the team sought to measure risk and predic-
tors of both stroke and IHD among patients in the registry’s 
database, comprised predominantly of Black individuals.

The investigators found that cardiovascular disease 
(CVD) risk is up to 52 times greater in individuals with 
SLE than in those without. Also, in general, Black people 
are 3 times more likely than White people to develop 
SLE, and to do so at younger ages and with more severe 
disease progression.

Mean PsAID scores were lower for biologic-naïve 
patients at all study points, and patients in this group 
were more likely to achieve minimal disease activity  
over time.

Rates of commonly reported AEs (≥5%) were similar 
across both patient groups, with diarrhea, nausea, head-
ache, and upper respiratory tract infection reported  
most frequently.

Overall, investigators concluded that apremilast was 
associated with slightly greater clinical improvements, 
both initiated and sustained, among patients with PsA 
who had not taken prior biologics, although benefits and 
safety were observed across both groups.

“In this real-world study of patients with PsA, apremilast 
demonstrated early and sustained effectiveness in patients 

with and without prior biologic therapy,” they wrote. “AEs 
were consistent with the [agent’s] known safety profile.” 

REFERENCE

1. Wollenhaupt J, Bach C, Roemmler-Zehrer J. Effectiveness and safety 
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“Most prior lupus and CVD studies 
were conducted in predominantly White 
cohorts, limiting the generalizability of 
the findings,” Garg said in a statement. 
“It’s important to quantify the risk, predic-
tors, and timing of stroke and IHD in Black 
people with lupus in order to guide early 
CVD diagnosis and preventive interven-

tions in this at-risk population.”
In assessing the Georgia Lupus Registry, Garg and 

colleagues analyzed data associated with patients who 
received diagnoses between 2002 and 2004; the patients 
either met 4 or more ACR SLE criteria or met 3 criteria 
and had a final diagnosis of SLE made by a board-certified 
rheumatologist. The team matched patients to the Georgia 
Hospital Discharge Database and National Death Index 
records from 2000 to 2013.

Investigators classified stroke- and IHD-related hospi-
talizations and deaths by the first 3 admission or cause-
of-death codes. Stroke also included transient ischemic 
attack, and IHD included myocardial infarction and angina. 
Predictors for all events were examined using Cox propor-
tional hazards models.

Of the 336 observed patients with incident SLE, 87% were 
women and 75% were Black; their mean age at SLE diag-
nosis was 40 years. In these patients, investigators noted 
38 stroke-related and 25 IHD-related events or deaths from 
the period 2 years prior to diagnosis through 14 years  
post diagnosis.

Although strokes occurred in just 11% of SLE patients, 
90% of the strokes occurred in Black patients. IHD was 
associated with even greater disparity: It developed 
in 8% of all patients, with 96% of cases occurring in  
Black patients.

Garg and colleagues reported a 3-fold greater risk 
for stroke (HR, 3.4; 95% CI, 1.2-10.0; P <.03) and a 
24-fold greater risk for IHD (HR, 24.0; 95% CI, 3.0-206.0;  
P <.004) among Black vs White patients with SLE.

Particularly common stroke risk indicators in all 
patients included discoid rash at the time of SLE  
diagnosis, as well as renal disorder at diagnosis. IHD 
risk indicators in all patients included neurologic and  
immunologic disorders.

Investigators concluded that their findings reveal signifi-
cantly different predictors of SLE-associated CVD in Black 
and White patients, contributing to a greater understanding 
of racial disparities in this patient population.

“Such knowledge can help patients and providers look 
for and diagnose CVD events earlier and discuss starting 
preventive care to reduce their risk,” Garg said. “Timely 
interventions could help reduce cardiovascular disparities 
in lupus and reduce CVD-related morbidity and mortality 
in young lupus patients, who are at relatively higher risk of 
premature CVD.” 

REFERENCE

1. Garg S, Bartels C, Bao G, Drenkard C, Lim SS. Racial disparities and 

new SLE-specific predictors of stroke and ischemic heart disease in 

patients with lupus. Arthritis Rheumatol. 2020;72(suppl 10). Abstract 0433. 

https://acrabstracts.org/abstract/racial-disparities-and-new-sle-specif-

ic-predictors-of-stroke-and-ischemic-heart-disease-in-patients-with-lupus/

Most prior lupus and CVD studies 
were conducted in predominantly 

White cohorts, limiting the 
generalizability of the findings.”

 —Shivani Garg, MD, MS
SHIVANI GARG, 

MD,MS

The State of Pandemic-Era Rheumatology 
Research

Elaine Husni, MD, MPH, vice chair of rheumatology at 
Cleveland Clinic, discusses the sudden focus put onto 
clinical assessment of therapies she and her colleagues 
prescribe routinely for their patients.

View video: hcplive.com/rheumatology-research-
pandemic

More on HCPLIVE.COM

For more coverage from ACR 2020, visit hcplive.com/conference/acr
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Christopher Ritchlin, MD, MPH: Bringing 
Better Tools to Psoriatic Arthritis

By HCPLive® Editorial Staff

During the American College of Rheumatology 
(ACR) Convergence 2020 in November, biophar-
maceutical company UCB hosted a presentation of 

several leading rheumatology experts discussing clinical, 
disciplinary, and patient-centric advances in management 
of various rheumatologic diseases.

The invited speakers included 
Christopher Ritchlin, MD, MPH, of the 
University of Rochester Medical Center, 
who held court on a litany of trends and 
topics in psoriatic arthritis (PsA) with  
his peers.

In an interview with HCPLive® during 
ACR 2020, Ritchlin recapped the collab-
orative discussion, described the dedicated care teams 
specializing in PsA across the United States, and 
explained why it’s so important to integrate patient 
perspectives into psoriatic disease management.

HCPLive®: What was discussed during the UCB 
exhibitor presentation?
RITCHLIN: The discussion was great. We had 3 rheuma-
tologists and a nurse practitioner (NP), and we discussed 
various aspects of PsA. These included the importance 
of understanding the complexity of the disease from the 
perspective of the different domains of involvement: skin, 
joints, axial skeleton, dactylitis, enthesitis, and distal inter-
phalangeal joint involvement.

[We also talked] about the importance of acknowledging 
and interweaving management of the comorbidities when 
you’re putting together a treatment plan. Linda Grinnell-
Merrick, NP, who works in our practice, focused on working 
toward an understanding of how the patient feels about the 
disease: finding out what’s important to them, in terms of 
therapy, and judging their response to therapy. Then, [we 
had] a conversation regarding the treatment guidelines 
and recommendations for PsA, as well as trying to estab-
lish outcome measures that are not only meaningful for 
patients but are also achievable and able to be recorded in an  
office setting.

What needs to be most understood about 
differing PsA manifestations, according to  
the group?
RITCHLIN: This was [the focus of] a conversation with 
Sergio Schwartzman, MD, from New York. We talked 
about how the complexity of the presenting symptoms 
in an individual patient can be so daunting even on the 
initial evaluation, because of the 6 domains of involve-
ment, most patients have between 2 and 4 domains 
involved at (the same) time. So, there’s a complexity 
from the musculoskeletal and skin perspective. You 
can have different types of psoriasis, you can have 
different types of arthritis, and you can have combina-
tions of these forms of joint inflammation: enthesitis, 
distal interphalangeal joint involvement, axial skel-
eton, other peripheral joints. You take that complexity, 
and then you add to it the comorbidities—diabetes, 
obesity, hypertension, metabolic syndrome, anxiety, 
depression—and it really makes for a very complex 
decision-making and evaluation process. 

So, we talked about how this can be carried out in the 
office and in a reasonably efficient manner, and how 
important it is for us to be able to, on the initial evaluation, 
know exactly what a patient is dealing with from these 
different perspectives so that you can have a conversation 
with them, share decision-making, and come up with a 
treatment regimen that is safe and effective.

What does the PsA care team look like in 2020, 
given the multiple disciplines that are required 
to address the disease?
RICHTLIN: At many centers around the country—ours 
is one; there’s New York, Philadelphia, Boston—we see 
patients along with dermatologists. So, the patient with 
psoriatic disease is evaluated by a dermatologist, a rheu-
matologist, and often trainees, rheumatology fellows, and 
dermatology residents. We find that this is a very effec-
tive strategy, to be able to discuss the various elements 
of the patient’s presentation with dermatology present to 
provide perspectives. 

CHRISTOPHER 
RITCHLIN, MD, MPH

>>
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But it goes beyond that rheumatology-dermatology dyad. 
There are also other elements relating to the comorbidities I 
just mentioned, and these include gastroenterology, cardio-
vascular disease, endocrinology, and, of course, the general 
practitioner. The “real” team, in terms of being [physically] 
in the office, includes dermatology and rheumatology, but 
they’re reaching out to these other caregivers to address 
these patients’ specific problems. We also use psychiatry 
a lot, as well as nutrition for weight loss and optimizing 
dietary regimens. Some patients require a lot of support to 
manage their journey with this disease.

As our understanding of PsA evolves and 
leads to more efficacious therapy, what is 
the patient’s role in managing their care and 
improving its quality?
RITCHLIN: Elaine Husni, MD, MPH, from Cleveland Clinic, 
and I had a long discussion about this, and Linda Grinnell-
Merrick gave the NP perspective. A lot of efforts are being 
made around the world to develop outcome measures to 
help us understand how patients are doing, and we [do] have 
many of them: minimal disease activity, very low disease 
activity, Disease Activity Index for Psoriatic Arthritis, and 
others. We’ve learned that those are very valuable in helping 
the doctor understand whether a patient is reaching a 
certain bar, but what we [also] know is that patients view 
their illness and how they’re doing completely differently. 
In a number of studies—not only in PsA but also in axial 
spondylitis and rheumatoid arthritis—you see a physician’s 
understanding of where the patient is [physically], and it’s 

really very different from what the patient is 
thinking. We don’t understand all this right 
now, but probably a lot of it has to do with 
how a patient is doing in their life. How are 
they managing their activities? How much 
can they enjoy their family? How well can 
they perform at work? We need better ways 
of capturing that. 

An instrument that’s now being used in 
many centers is called PROMIS. It’s an elec-
tronic questionnaire given to the patient before 
they see their doctor. [The questions that come 
up are based on the patient’s answers to the 
previous questions.] It provides a doctor with 
a snapshot, before they even see the patient, 
of how the patient is doing in terms of fatigue, 
pain, wellness, and their activities. I think 

incorporating that into our evaluations, which we’ve worked 
very hard to complete, will provide a more comprehensive 
picture of how patients are doing.

Looking forward to 2021 and the next ACR 
Convergence, what do you think is important to 
highlight in PsA and in advancing management 
of care?
RITCHLIN: I think we’ll see data on new agents that 
are in phase 3 trials right now. Among them is bimeki-
zumab, which is an interleukin (IL) 17 TNF antagonist. 
Upadacitinib, a JAK-1 antagonist, will have more available 
data moving forward and will probably come out into the 
market as well. We’ll have more data on agents that block 
IL-23, which are currently in phase 2 and 3 trials. We may 
even have, with the application of newer technologies to 
understand what’s going on in the skin and in the joint, 
more information on basic mechanisms that are driving 
these diseases. I think [the work this year] is really going to 
be extremely important. 

It’s an exciting time in the field of psoriatic disease. 
Psoriasis has really moved along in a very swift manner, 
such that we have [positive] outcomes in psoriasis, which 
were truly unimaginable as recently as 5 years ago. We’re 
not there yet in PsA, but I think we’re gaining the knowl-
edge and the strategies to put us on a good footing to see 
that happen over the next 5 to 7 years. 

For more coverage from ACR 2020, visit hcplive.com/conference/acr
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Elaine Husni, MD, MPH: How Research  
Into Psoriatic Arthritis Agents Is Advancing 

Psoriatic arthritis (PsA) is a field in need of disease- 
centric advances in therapeutics. Too often, its most 
promising agents have come from 

observed secondary benefits in assessment 
for rheumatoid arthritis, involving patient 
populations distinctly different from those 
whom clinicians will need to target.

In an interview with HCPLive® during 
the American College of Rheumatology 
(ACR) Convergence 2020, M. Elaine 
Husni, MD, MPH, of Cleveland Clinic, discussed what PsA 
topics and promising agents struck her the most during the 
annual meeting.

HCPLive®: Judging from your time at ACR 2020, 
what are some of the most promising therapies 
and agents that we’ll continue to be talking 
about for PsA management?
HUSNI: Emerging therapies are really important right now 
because we have so many to choose from, and this was not 
always the case. For patients with PsA, we’ve always had to 
borrow from rheumatoid arthritis. Basically, [drugs] would 
be studied in rheumatoid arthritis first, and then we would 
borrow what we learned into PsA. That has really been 
different now. At ACR 2020, we’re really looking at all the 
different PsA treatments that have been designed and tested 
for only patients with PsA , and that’s really exciting. 

We understand more about the PsA disease processes 
now, more about the pathophysiology of disease. We are 
also much, much more engaged in the different manifesta-
tions. PsA has a wide spectrum of clinical manifestations: 
Not only the skin and the joints are affected, but also the 

entheses, which [are the sites] where the tendon meets the 
bone. Dactylitis, the swelling of the whole digit, [can occur 
as well]. In addition, we’re learning that other comorbidi-
ties are associated and related to PsA specifically, as we’re 
trying to get more personalized in our treatment.

What other notable achievements have been 
made in PsA care over the past year?
HUSNI: Just to highlight therapeutics for PsA, we now have 
new head-to-head clinical trials, where instead of having a 
specific drug for PsA compared with placebo, we now actually 
have [PsA] drug against [PsA] drug. This is really new for us. 

We hope this will bring a lot of new information to help 
clinicians with treatments. Just as in rheumatoid arthritis, we 
have oral disease-modifying antirheumatic drugs (DMARDs)—
methotrexate is our anchor, our most comfortable, sort of 
go-to medication. However, many patients don’t respond 
completely on methotrexate, and then we need to look at the 
biologics and the synthetic compounds that are used in PsA. 
Anti-TNF therapy, for example, is one of our tried-and-true 
[options]. It has been really good for the skin and the joints. 
Then we can go on to the IL-17 inhibitor class, and we also 
have JAK inhibitors and PDE-4 inhibitors. [Further,] we have 
some much newer ones that are approved in psoriasis but not 
PsA quite yet, such as the IL-23 inhibitors. So, we’re really 
expanding our toolbox for this disease. [However,] I think it’s 
important to note that these head-to-head trials...[can] have 
some mixed results. So it’s not [always] clear cut. 

I think we do have to personalize our care and really 
input our clinical judgment into these patients, because 
not everybody is like a clinical trial patient. So, we really 
need to [consider] other comorbidities they might 

M. ELAINE HUSNI, 
MD, MPH
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have, what they have [already] tried, if they are TNF. naive 
or methotrexate naive. A lot of questions arise when a 
[specific] patient presents and when we [consider] the 
treatments that we should offer them.

How do you see biologic therapies fitting into 
the PsA treatment regimen, in the best-case 
scenario?
HUSNI: Management and what therapy to choose is really 
a big question now, especially because we have so many 
[agents] to choose from. Among the things that strikes me 
most as we have more and more treatments [available is 
that] the skin psoriasis is actually getting cleared. And it’s 
getting cleared for a long period of time—sometimes up to 52 
weeks. Unfortunately, we don’t have as great of a response 
on the joint side; we’re really not hitting 100% clearance 
of all the joints. That leaves a lot of room for clinical judg-
ment and for treatment options. Many [options] are on the 
horizon, in early phase 1 and 2 trials. But [in terms of] those 
that are FDA approved already, I’m really grateful that we 
have more than 2 or 3 to go to. We do look for what we call 
domain strategies…looking at whatever your prominent 
domain is for PsA. Is it the skin that’s driving the discom-
fort? The joints? Is it the axial skeleton? Or the enthesitis? 
Depending on the domain, we actually become a little bit 
more specific about the types of treatment that we use. 

For instance, I would say that the IL-17s and the up-and-
coming IL-23s probably have a stronger and more robust 
response for the skin. So, if somebody is having more skin 
than joint discomfort, then we could see how reaching out 
to one of those agents makes sense. If the joints are much 
more problematic than skin, then you could see where a 
TNF inhibitor, for example, might be good in combina-
tion with methotrexate, which is one of our anchor drugs. 
Whether or not we do combination or monotherapy, those 
are all choices that we can make with shared, informed 
decision-making with our patients.

Would you say the overall goal with these 
drug classes is to achieve individualized care, 
tailored to each patient?
HUSNI: I think the question is “Do I sequentially go through 
[each] one? Do I add on to the oral DMARDs [disease-modi-
fying antirheumatic drugs]?” These are all really important 
questions. These are things that we are doing in clinical 
practice, and sometimes without the clinical trial evidence 
to back us up, but we do it based on the patient’s needs and 

their domains that become dominant. Although we have so 
many different classes, it doesn’t mean that we’re at a point 
where we know exactly how to use them. I’m really excited 
to hear in this ACR 2020 meeting from experts who use 
many different modalities to treat PsA. Some people use a 
lot of ultrasound—for instance, using ultrasound to evaluate 
severity of an enthesitis, [potentially giving the basis to] 
change therapy. Some people are using different types of 
laboratory assessments, along with imaging. All of these will 
add to our ability to personalize treatment. 

The most important thing is that we are really getting 
better at comanagement: making decisions with [clinicians 
in] other disciplines. Dermatology would be the obvious 
[specialty with which] we have comanagement, and that’s 
probably the furthest along, but we also have [patients] with 
a lot of mental health issues and those with cardiovascular 
risk. So, we work with our cardiologists, we work with our 
mental health specialists, and that really helps tweak these 
treatment options that we have.

Have you seen any particularly outstanding 
new data at ACR 2020 regarding improved 
understanding of PsA treatment duration?
HUSNI: A couple of great scientific forums [took place, 
and as at] any ACR meeting, there are  always so many 
competing events—so many new drugs [to learn about] 
and different things that you want to do and see. But 
there is a PSA treatment kind of focus, and I [moder-
ated] 3 sessions that I would love to highlight. In one, we 
[looked at] more at patient-reported outcomes, which is 
awesome. We’re having the patient’s viewpoint be part of 
the decision-making. Then, along with a dermatologist, we 
[had] a talk on comanagement, which is what I was just 
describing, so that’s really exciting.

[Finally, we had a session] on the newest data from the 
head-to-head trials; we’re really trying to wrap our heads 
around their interpretation. How do we use these [data] 
as well as the data from the traditional, phase 3, clinical, 
placebo-controlled trials? All of these are good data. I think 
the question is “How does [this information] pertain to my 
patient who I’m seeing in my office in front of me next 
week?” I think the more information we get and the more 
we’re able to have these dialogues during ACR meetings, the 
more we’ll feel we really have the tools to feel confident. 

For more coverage from ACR 2020, visit hcplive.com/conference/acr
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Sergio Schwartzman, MD:  
Classifying and Managing nr-axSpA

By Kevin Kunzmann

Nonradiographic axial spondyloarthritis (nr-axSpA) 
represents an unusual and relatively novel field of 
rheumatic disease care. Its particular classifications 

narrow the pathways for therapeutic assessment, requiring 
prescribing clinicians to correctly differ-
entiate it from ankylosing spondylitis.

In an interview with HCPLive® during 
the American College of Rheumatology 
Convergence 2020 this year, Sergio 
Schwartzman, MD, of Weill Cornell 
Medicine, discussed some of the most 
important issues regarding nr-axSpA 
diagnostics, as well as promising long-term clin-
ical data for a biologic agent aimed at treating this  
rheumatic disease.

HCPLive®: What are some of the current issues 
in nr-axSpA diagnostics?
SCHWARTZMAN: Nonradiographic axial spondyloarthritis 
is a relatively new term, first coined as part of the clas-
sification criteria for spondyloarthritis 
in 2009. And that completely reorga-
nized the way that we look at spinal 
arthritis. The first division is separating 
it out into peripheral spondyloarthritis 
and axial spondyloarthritis. And since 
we’re only traveling down the side of 
the axial spondyloarthritis component, 
nonradiographic axial spondyloarthritis 
refers to a phenotype of patients who 
have axial spondyloarthritis but have 
not had any changes on x-rays. 

Those patients, [in turn,] can be 
categorized via 1 of 2 pathways: 
patients who have MRI changes and 
who have had back pain for more 
than 3 months and the onset of pain 
before age 45 years or patients who 
are HLA-B27 positive, with the same 
back pain categorization in terms of 

the classification criteria but with more features of spinal  
arthritis in general. 

I think the first challenge about nonradiographic axial 
spondyloarthritis is that it is not a diagnosis. It’s a classifi-
cation criteria. A diagnosis is made at the discretion of the 
physician who’s evaluating the patient. 

So, the term itself is not meant as necessarily a diag-
nostic but more to categorize patients in a uniform 
manner so that they can be included in clinical trials. The 
concept, though, has evolved to help rheumatologists iden-
tify patients with this group of diseases much earlier than 
we did before. 

The first challenge in understanding nonradiographic 
axial spondyloarthritis…is to think about it as part of 
the entire spectrum of axial spondyloarthritis. It has 
very similar presentation, manifestations, comanifesta-
tions, and comorbidities. It differs in that it may identify 
patients much earlier than what we see in patients with 
radiographic disease. Also, one needs to understand 
that the disease burden for nonradiographic axial 
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spondyloarthritis is the same as it is for radiographic axial 
spondyloarthritis or ankylosing spondylitis.

I think rheumatologists need to be educated, and that’s 
[a] challenging perspective. This entity exists [and] is 
characterized by very similar symptoms [as] what we see 
[in] ankylosing spondylitis, but it probably represents 
an earlier part of the disease process, in terms of how it 
evolves over time. 

[Again, we have to] recognize that these are classifica-
tion and not diagnostic criteria. [Another] challenge is to 
understand that this falls within the spectrum of, really, 
[a single] disease process. Finally, I think a challenge is 
to think of this as such, in a manner that necessitates 
taking a very aggressive approach to treatment, because 
the disease burden is equal to what we see in ankylosing 
spondylitis or radiographic axial spondyloarthritis.

There are some subtle differences [among the condi-
tions, however]. Nonradiographic disease is equally 
present in men and women, whereas ankylosing spon-
dylitis is more common—2:1—in men than it is in women. 
And the disease may present a little bit differently, more 
like a fibromyalgia pattern or cervical disease and not 
necessarily a lower back pain. The subtle differences are 
also important differentiations.

From your perspective, what are the most 
pivotal clinical takeaways from the 4-year data 
from the RAPID-axSpA trial?
SCHWARTZMAN: The RAPID-axSpA study (NCT01087762)  
included patients both with nonradiographic axSpA and 
with radiographic axSpA. Two major [important] points 
are that, number 1, this was the first time the concept of 
nonradiographic axSpA was tested in an attempt to get 
certolizumab approved by the FDA, and number 2, that 
the advisory committee to the FDA voted in favor of having 
it approved. 

Number 3 is that in a 4-year span, only 2 of 44 patients 
who entered this study converted from nonradiographic 
axial spinal arthritis to radiographic axial spondyloar-
thritis. [For those reasons], I think it was a pivotal study 
and introduced the concept of [nonradiographic axial 
spondyloarthritis] to the rheumatology community. Now 
that we have long-term data for a specific therapy—data 
that were collected and objectively analyzed—we see that 
the numbers of conversion or progression of the disease, 
as measured by x-ray changes, are very much mitigated 
by treating the disease early and aggressively.

What are the key clinical takeaways from the 
52-week C-axSpAnd trial?
SCHWARTZMAN: The C-axSpAnd study was also pivotal, 
resulting in the first therapy that actually was approved 
for nonradiographic axial spondyloarthritis. Among the 
lessons that were learned from the previous studies was 
that you needed a longer term to determine efficacy. [This 
time,] the primary outcome was at 1 year. [Also, we] needed 
a uniform population of patients, so these were all patients 
who fulfilled the categorization of nonradiographic axial 
spondyloarthritis from the classification criteria. And prob-
ably the most challenging component of this [trial] was that 
a [large number of] patients “escaped” at an early point of 
the study. 

With that as background, what we then saw was that in 
the primary outcome, not only was there, first, a statistically 
significant, large delta difference between the treatment arm 
and the placebo arm but also second—and importantly for 
me—was that the placebo arm response was very low. I think 
that tells you that this was a well-constructed and well-popu-
lated study, with patients who fulfilled appropriate classifica-
tion criteria, and importantly, they had a dramatic response 
to the therapy—certolizumab—that was being tested. 

The Future of Ultrasounds in Rheumatology

In an interview with HCPLive® during ACR 2020, study 
author Catherine Bakewell, MD, of Intermountain Medical 
Group in Salt Lake City, Utah, discusses the potential use 
of ultrasound in assessing psoriatic and rheumatic disease 
going forward.

View video: hcplive.com/future-ultrasounds

More on HCPLIVE.COM

For more coverage from ACR 2020, visit hcplive.com/conference/acr
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Methotrexate Use Is Linked to Greater 
Tuberculosis Risk
By Kevin Kunzmann

Tuberculosis (TB) screening among patients receiving 
methotrexate in high-risk areas is a greatly unmet need 
in public health care, according to results of an assess-

ment presented at the American College of Rheumatology 
Convergence 2020. The investigators showed that increased 
regional uses of methotrexate—a staple of rheumatic disease 
care and a driver of cell-mediated immunity interruption—
was associated with higher incidence of regional TB cases.1

Knowing that their patients who take methotrexate are at 
higher risk for TB could help doctors make more informed 
prescribing decisions.

The investigators, led by Carol Hitchon, 
MD, associate professor of medicine at the 
University of Manitoba, sought to compre-
hensively review available data on associ-
ations between TB rates and prescribed 
weekly methotrexate of less than 30 mg.

TB is endemic in various regions of the 
world, including much of Africa, and physi-
cians need guidance in understanding the role that potentially 
immunocompromising therapies, including methotrexate, 
could play in its spread, the investigators noted.

“Existing [methotrexate] guidelines do not address the 
possible increased risk of tuberculosis in these [geographic] 
areas,” Hitchon said in a statement. “As one step in devel-
oping recommendations for the use of methotrexate intended 
for these areas, we wanted to review the literature on meth-
otrexate use and the incidence and new diagnosis of TB in 
people taking methotrexate.”

Hitchon and colleagues’ systematic review included 
assessment of 4 different databases for pertinent studies 
involving methotrexate and TB, published between January 
1990 and May 2018. Their final assessment included data 
on TB incidence (new diagnosis vs latent reactivation) and 
patient outcomes from 31 studies: 8 cohort, 7 case control, 1 
clinical trial, and 15 case reports/series.

More than one-fourth (27%) of the studies reported data 
from low-to-moderate human development index countries. 
Most case-control studies demonstrated that patients taking 
methotrexate have a modestly increased risk of developing 

TB. Results of 5 of the cohort studies showed TB incidence 
rates in those who have rheumatic disease treated with metho-
trexate ranging from 102.0 to 367.9 per 100,000 patient-years, 
indicating generally higher rates than comparator populations.

A pair of cohort analyses of patients taking methotrexate 
for rheumatoid arthritis reported cumulative TB incidence: 
in Maldova, 12 cases in 44 patients, and in China, 9 cases in 
114 patients.

Additionally, “when reported, rates of extrapulmonary 
TB were higher than comparator general population rates,” 
investigators wrote.

Isoniazid-related hepatotoxicity and neutropenia were 
more frequent among methotrexate-treated patients, 
according to the results of 2 case series, 2 cohorts, and the 
clinical trial, but investigators confirmed that these adverse 
effects were generally reversible.

Hitchon explained that the findings should be signifi-
cant for prescribing clinicians worldwide, but especially 
those practicing in regions with high TB rates, and for those 
treating travelers returning from such regions.

“Tuberculosis reactivation should be considered for anyone 
with possible prior TB exposure,” she said. “This is espe-
cially true for patients who are also on steroids. Overlapping 
toxicity profiles, such as liver toxicity, for methotrexate with 
TB treatments indicate a need for close monitoring.”

The team concluded that, although high-quality obser-
vation into the association was minimal, TB screening and 
clinical surveillance are particularly necessary for patients 
in TB-endemic areas who are taking methotrexate, ”partic-
ularly with coadministration of corticosteroids or other  
immunosuppressants.” 
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Osteoporosis Is Rarely Diagnosed, Treated 
Among Older Men With Fractures
By Kevin Kunzmann

Osteoporosis remains underrecognized in older men, 
even those who experience fractures, according to 
new data.

Although this bone condition is more commonly asso-
ciated with older women, the risk of osteoporosis can 
be very real for men. The study results 
presented at the American College of 
Rheumatology Convergence 2020 indi-
cate that screening, diagnosis, and even-
tual treatment of osteoporosis in older 
men are all significantly low.1

Jeffrey R. Curtis, MD, MS, MPH, of 
the Division of Clinical Immunology 
and Rheumatology at the University of Alabama 
at Birmingham, and colleagues sought to assess 

emerging data that have shown worse outcomes related 
to osteoporotic fractures among men vs women.  
About a quarter of such fractures occur in men, they noted. 

“Osteoporosis is associated with significant burden in 
terms of adverse patient outcomes, mortality, and cost and 
is particularly common in the older Medicare population,” 
they wrote. “The objective of this study was to examine 
baseline characteristics of male Medicare patients who 
experienced a fragility fracture.”

Curtis and his team studied a population of Medicare 
fee-for-service beneficiaries who had either a closed 
fragility fracture or osteoporosis-related fracture between 
January 2010 and September 2014. Patients were men, at 
least 65 years at the index date, with continuous enroll-
ment in the benefit plan and pharmacy benefits for a 
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minimum of 1 year prior to the index date and for at least  
1 month afterward.

Investigators excluded patients with Paget disease 
or malignancies (except nonmelanoma skin cancer)  
at baseline.

Among the 9876 patients who met the criteria, 61% 
were 75 years or older and 90.3% were White. Common 
fracture sites in the participating patients included the 
spine (31.0%), hip (27.9%), and ankle (9.8%). 

Curtis and colleagues observed that fewer than 6% of 
patients had undergone bone mineral density testing 
with dual-energy x-ray absorptiometry (DEXA) scans 
in the 2 years prior to their fracture. DEXA scans are 
generally not routinely recommended for men, Curtis 
said in a statement, which may drive the suggested 
gender disparity in osteoporosis diagnosis.

“While many comorbidities [ie, cardiovascular disease] 
are commonly recognized and treated in men, sometimes 
even more than women, osteoporosis is not one of them,” 
Curtis explained. “There is also a lack of consistent 
guidelines for osteoporosis screening recommendations  
for men.”

The patients were classified into 4 cohorts based on 
their diagnoses and/or treatment of osteoporosis at base-
line. Nearly 93% (n = 9163) did not have a claim for diag-
nosis or treatment of osteoporosis at baseline. Another 
2.8% of patients (n = 279) received diagnoses but not 
treated, 2.3% (n = 227) were treated but did not receive 
diagnoses, and just 2.1% (n = 207) of patients overall both 
received diagnoses and were treated for osteoporosis.

Investigators also observed a trend in declining DEXA 
scans in 2012 vs 2014, which was similar across age 
groups: 65 to 69 years, 6.3% vs 5.5%; 70 to 74 years, 
4.7% vs 4.0%; and especially among the oldest cohort of 
patients, 75 years or older, 6.0% vs 4.3%.

Both diagnosis and treatment of osteoporosis remain 
largely unmet needs among older men who experience 
fractures. Curtis and his team now aim to document the 
cost of care associated with fractures related to undi-
agnosed osteoporosis, addressing the drivers of high 
costs, and they will investigate the advantages of earlier 
identification of high-risk patients who may benefit 
from targeted screening and preemptive therapies.

Curtis also expressed interest in studying additional 
ailments that this cohort of older men commonly face, 
in addition to osteoporosis.

“[We] need better characterization of high-risk 

patients including existing comorbidities that may have 
shared etiology or risk factors that may enable earlier 
identification and treatment,” he said. 

REFERENCE 

1. Williams SA, Daigle SG, Weiss R, Wang Y, Arora T, Curtis JR.  

Characterization of older male patients with a fragility fracture. Arthritis 

Rheumatol. 2020;72(suppl 10). Abstract 0533. https://acrabstracts.org/

abstract/characterization-of-older-male-patients-with-a-fragility-fracture/

HCPLive® provides physicians with  
up-to-date specialty and disease-specific 
resources designed to help them provide 
better care for patients.

Breaking news and expert-driven  
clinical insights for your practice

Learn more at

.com

∙ Breaking news
∙ Peer Exchange video panel discussions 
∙ In-depth conference coverage
∙ Specialty-focused condition centers
∙ Insights interviews with industry key 
opinion leaders

For more coverage from ACR 2020, visit hcplive.com/conference/acr



14

Rheumatic Patients in Africa, Asia  
Faced Hydroxychloroquine Shortage  
Due to COVID-19
By HCPLive® Editorial Staff

The debate is over: It’s now accepted that the anti-
malarial therapies hydroxychloroquine and 
chloroquine do not effectively prevent or treat coro-

navirus disease 2019 (COVID-19). However, new research 
results reveal that because of the earlier controversy, the 
drugs were in short supply in the early months of the 
pandemic, leaving many patients who take them for their  
standard purpose—treating rheumatologic diseases—at 
great disadvantage.

At the American College of Rheumatology Convergence 
2020, a team of international investigators reported that 

patients with these diseases in some regions of Africa 
and Southeast Asia had far greater difficulty accessing 
hydroxychloroquine and chloroquine than did similar 
patients in the Americas and Europe.1

Such shortages led to greater rates of deteriorating phys-
ical and mental health among patients in Africa and Asia 
who needed the antimalarial therapies. The drugs’ use in 
other parts of the world for an unproven indication drew 
the ire of the investigators.

“Antimalarials did not protect patients with rheu-
matic disease from COVID-19 or from hospitalization 

SH
ER

RY
 Y

O
U

N
G

/A
D

O
BE

 S
TO

C
K



15

ACR 2020 Meeting Reporter

as a result of COVID-19,” they wrote. “The unintended 
harmful consequences of repurposing antimalarials, 
without adequate evidence for benefit, highlights the 
importance of maintaining scientific rigor even in the 
context of a pandemic.”

Headed by Emily Sirotich, a PhD student in health 
research methodology at McMaster University, the 
investigators sought to determine the prevalence of 
antimalarial drug shortages during the pandemic, what 
impact such shortages had on patient populations, and 
whether antimalarial therapies were indeed associated 
with any lowering of COVID-19 infection risk.

The “empirical” promotion and use of hydroxychloro-
quine and chloroquine for COVID-19 infection treatment 
and prevention, prior to the compilation of any robust 
efficacy data, could have led to harmful shortages for 
patients with rheumatic diseases, they hypothesized.

They used the COVID-19 Global Rheumatology 
Alliance (C19-GRA) Patient Experience Survey, an online 
questionnaire sent to patient support organizations and 
through social media in April 2020, to collect interna-
tional data. The survey allowed patients with rheuma-
tologic diseases (or parents of pediatric patients) to 
anonymously contribute information pertaining to their 
diagnosis, treatment regimen, COVID-19 status, and 
disease outcomes.

Sirotich, the patient engagement lead of the C19-GRA, 
explained in a statement that the survey was estab-
lished at a time when scientific and research commu-
nities were under “extraordinary pressure” to identify 
effective, safe therapies for COVID-19.

“Since hydroxychloroquine is an essential treat-
ment for rheumatoid arthritis and lupus, reported drug 
shortages of antimalarials became a major concern,”  
Sirotich said.

The survey responses allowed the team to assess 
the effect of antimalarial drug availability on patient 
disease activity and on patients’ mental and phys-
ical health. They compared mean values with 2-sided  
independent tests to identify significant differences.

They assessed data from 9393 respondents (mean age, 
46.1 years; 90% female), of whom 3872 (41.2%) reported 
taking antimalarial therapy. More than 6% of patients 
(n = 230) were unable to continue taking antimalar-
ials at some point due to a lack of supply at their phar-
macies. Regionally, patients in Southeast Asia (21.4%) 
and Africa (26.7%) were far more likely to report an 

inadequate supply than patients in the Americas (6.8%) 
and Europe (2.1%).

Patients unable to access antimalarials vs those who 
could do so experienced significantly greater levels 
of rheumatologic disease activity scores, indicating 
severity and frequency of symptoms (5.1 vs 4.3; t(244) 
= 4.44; P  <.001), as well as scores for poorer mental 
health (5.8 vs 6.3; t(252) = 3.82; P <.001), and poorer 
mental health (5.6 vs 6.4; t(254) = 5.97; P <.001).

Further, Sirotich and colleagues observed similar 
rates of COVID-19 infection whether patients were on 
hydroxychloroquine or chloroquine (6.7%) or not (4.7%). 
More than 10% (n = 28) of patients with COVID-19 who 
were taking antimalarials were eventually hospitalized.

Of the 519 participating patients who received a diag-
nosis of COVID-19, 68 (13.1%) reported being prescribed 
an antimalarial for the treatment of the virus.

“The findings from this study highlight[ed] the [harm 
to] patients who rely on access to their hydroxychloro-
quine or chloroquine prescriptions for their rheumatic 
diseases,” Sirotich said in a statement.

Particularly among patients with rheumatologic 
diseases who live in developing countries, investigators 
stressed, there is a growing need to ensure care and 
access to appropriate therapies. 
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Since hydroxychloroquine is an 
essential treatment for rheumatoid 

arthritis and lupus, reported drug 
shortages of antimalarials became  

a major concern.” 
—Emily Sirotich, PhD candidate
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