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Zilretta Offers New Way to Manage Pain 
and Delay Surgery in Patients with Knee 
Osteoarthritis
Knee osteoarthritis is an extremely common condition, 
with an estimated 14 million individuals in the United States 
experiencing symptomatic disease. Risk increases with every 
decade of age, and the lifetime risk of developing symptom-
atic knee osteoarthritis is now 45%.

“People are getting it younger and younger in part be-
cause of the obesity problem that we have in the country and 
in part because people are very active and injure their knees, 
and when they do, they frequently get osteoarthritis,” said 
John C. Richmond, MD, medical director of network develop-
ment and former chairman of orthopaedics at New England 
Baptist Hospital in Boston. 

The condition affects many segments of the population, 
not just the oldest patients. Almost 2 million people younger 
than 45 years have symptomatic knee osteoarthritis. In ad-
dition, it affects patients aged 45 to 64 years just as often as 
it afflicts people aged 65 or older—about 6 million people in 
each of the two age groups.

Not only is the condition remarkably prevalent, but it 
also carries very high financial costs—immeasurable lost 
productivity as well as $27 billion in U.S. healthcare expen-
ditures annually. Furthermore, the pain and stiffness of knee 
osteoarthritis can severely limit patients’ day-to-day function, 
reduce or eliminate their ability to work, affect quality of life, 
and prevent physical activity. 

Of significant concern is knee osteoarthritis’ close associ-
ation with serious comorbidities, including obesity or over-
weight (90 percent), hypertension (40 percent), depression 
(30 percent), and diabetes (15 percent). “All of those things 
require some form of activity and exercise,” Dr. Richmond said. 
For example, “If somebody’s mobility is impaired because of 

osteoarthritis, it makes it much more difficult for that person to 
lose weight if they’re obese. It makes it much more difficult for 
them to manage their blood sugar through activity if they’re 
diabetic. So there’s no question that comorbid conditions 
make the overall management of osteoarthritis much more 
complicated,” he said.

Traditional Treatment Options
Ultimately, in the end stages of knee osteoarthritis, knee 
replacement is performed to treat joint degradation and its 
symptoms. Arthroplasty is performed on 658,000 Americans 
annually, with a total per-patient cost of $25,000–$50,000.

“Total knee arthroplasty is a steadily increasing, highly 
expensive treatment for this that’s being done in patients that 
are younger, and as a result, it’s a huge expense on the system 
as a whole,” Dr. Richmond said. “Additionally, with younger 
people getting joint replacements, there’s a concern of revision 
of joint replacements in the future, which will generate a whole 
other expense because revision total joint arthroplasty is more 
complex and more expensive than primary.”

Furthermore, recovery from arthroplasty is painful and 
lengthy, keeping patients from work and activities. Therefore, 
pain management to delay surgery is the primary goal, Dr. 
Richmond said. 

“Patients want to delay surgery as long as possible, so 
they’re looking for alternatives in the management of it. So the 
challenge is trying to put together a treatment protocol that’s in-
dividualized for each patient that allows them to have their pain 
controlled, maintain their active lifestyle, and try to postpone 
surgery as long as possible.” In fact, the average patient spends 
13 years engaging the healthcare system and exhausting 
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pain-relieving drugs before undergoing total knee arthroplasty.
However, the primary options to manage pain and there-

fore delay surgery have significant limitations, according to 
Dr. Richmond and James T. Kenney, RPh, MBA, president of 
JTKENNEY, LLC; president of the Academy of Managed Care 
Pharmacy Board of Directors; and former manager of special-
ty and pharmacy contracts at Harvard Pilgrim Health Care. 
Nonsteroidal anti-inflammatory drugs—the mainstay of pain man-
agement in osteoarthritis—often are contraindicated in patients 
with a history of gastrointestinal bleeding, hypertension, liver or 
kidney problems, or predisposition to cardiac and stroke events. 

Orthopaedists often prescribe physical therapy, but that is 
expensive and requires multiple visits, Dr. Richmond explained. 
Mr. Kenney said that acetaminophen is a valid short-term option 
for some patients, although Dr. Richmond does not find it to 
be particularly effective. Opioids also are used frequently in 
this patient population, Mr. Kenney said, despite highly publi-
cized concerns: “Obviously, with all of the attention on opioids 
and the concerns about abuse or risk of addiction with these 
agents, they’re not necessarily ideal options, but they are used 
frequently in treating this population.”

As the disease progresses and the aforementioned treat-
ments begin to fail to manage pain adequately, Dr. Richmond 
said corticosteroid injections can treat pain flare-ups, although 
they have a limited duration of action. “They’re not a very 
effective tool for managing a long-term, chronic condition,” 
he said. Furthermore, steroids carry a number of side effects, 
including weight gain and effects on comorbid conditions, 
Mr. Kenney added. Further along the treatment trajectory, Dr. 
Richmond said he often uses hyaluronic acid in patients with 
mild to moderate knee osteoarthritis, but he recommends that 
with caution, as a number of insurance companies don’t pay for 
that treatment, “So it becomes a fairly significant out-of-pocket 
expense if somebody wants to pursue it.”

Zilretta for Osteoarthritis-Related Knee Pain
In patients whose osteoarthritis has progressed to moderate 
to severe, both experts recommend Zilretta®, the first and 
only extended-release, intra-articular therapy for patients with 
osteoarthritis-related knee pain. The injection, approved by the 
US. Food and Drug Administration (FDA) in October 2018, uses 
a proprietary microsphere technology that combines triam-
cinolone acetonide (a short-acting corticosteroid) with a poly 
lactic-co-glycolic acid matrix. 

The FDA approval was based upon results of a phase III 
trial, which found that Zilretta provided rapid, substantial, and 
persistent reduction in average daily pain from knee osteo-
arthritis compared with saline control for 12 weeks (16 weeks 
for some patients). The multicenter, international, randomized, 
double-blind, parallel-arm trial evaluated 484 patients with mod-
erate to severe pain caused by knee osteoarthritis. Subjects 

received either a single intra-articular injection of Zilretta 32 mg, 
saline, or triamcinolone acetonide crystalline suspension (TAcs) 
40 mg. Researchers followed the patients for as long as 24 
weeks, taking evaluations and logging pain scores at baseline 
and at weeks 4, 8, 12, 16, 20, and 24. In the trial, the most com-
monly reported adverse reactions (occurring in fewer than 1% 
of patients) were sinusitis, cough, and contusions, similar to the 
saline control group. 

Given that approximately 30% of patients with comorbid 
type 2 diabetes and knee osteoarthritis, targeting that relation-
ship may be an important path forward for patients. A current 
phase II study recently demonstrated statistically significantly 
lower blood glucose levels after Zilretta injection compared to 
TAcs injection in people with osteoarthritis knee pain and type 
2 diabetes.

“I think it’s the best level of pain control available in the 
management of OA. Its duration of pain control is variable 
depending on the severity of the disease, and those people 
that are in the moderate category will oftentimes extend six 
months or more,” Dr. Richmond said. “As the disease progress-
es and gets more severe, the duration of pain control will drop. 
I tell patients that if they’re not getting a good three months 
of pain control from it, then it’s probably time to start thinking 
about joint replacement—not to say they have to have it, but 
it’s time to start thinking about it,” he said, pointing out that 
patients should be off Zilretta for at least four months before 
joint replacement. 

Dr. Richmond has injected more than 200 patients with 
Zilretta, and most have been able to delay surgical intervention 
by a year to 18 months so far. The treatment is well-covered by 
insurance, he said, and “There have been almost no systemic 
effects, other than two who had the red face flushing that is 
typical with steroids, and they were both people who had had 
significant flushing reactions to standard corticosteroids.” 

At Dr. Richmond’s institution, injections are performed by the 
treating orthopedist in the practice or by one of the physician 

“Total knee arthroplasty is a steadily 
increasing, highly expensive 
treatment for this that’s being done 
in patients that are younger, and as 
a result, it’s a huge expense on the 
system as a whole.”

— John C. Richmond, MD
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extenders. Medical assistants do the mixing, adding significant 
convenience, he said.

Because a patient is seen in the office for treatment with 
Zilretta, Mr. Kenney said, “The physician can get a sense 
of whether or not the product is working. They can assess 
progression of the disease and perhaps make some lifestyle 
change recommendations for the patients, which may help re-
duce the pain and may improve the response to the treatment.”

Coverage Considerations with Zilretta
Zilretta is almost exclusively billed as a “buy-and-bill” medical 
benefit, whereby healthcare providers purchase, store, and then 
administer the product to their patients, billing insurance for it after 
use. “The vast majority for us is ‘buy and bill,’” said Dr. Richmond. 
“We stock in-house and use it at a fairly significant clip.”

Mr. Kenney explained some of the reasons for that approach. 
“It’s convenient, and it allows physicians to make sure their pa-
tients get the product and are taking it correctly. They can assess 
progression of the disease and perhaps make some lifestyle 
change recommendations for patients, which may help reduce 
the pain and may improve the response to the treatment.”

The “buy-and-bill” method is addressed in standard benefit 
language across insurance contracts with employers and patients, 
Mr. Kenney added. “You have the cost of the drug, and then you 
have the cost of the administration,” he said. “Most plans are going 
to have standard contracted rates in place with providers or with 
facilities where they are going to pay a fixed rate to provide the 
injection, and it’s a pretty straightforward system.”

Two alternative billing approaches are not as ideal, Mr. 
Kenney added. First, with a pharmacy benefit—whereby a 
patient would pick up treatment at a pharmacy and bring it to a 
clinician for administration— confusion may arise about proper 
submission because it is physician administered rather than 
self-administered. In addition, healthcare practitioners may 
lose opportunities to follow patients and ensure adherence to 
therapy. Second, Zilretta is not a good candidate for specialty 
pharmacies, because its low cost does not allow for a high 
enough margin.

Mr. Kenney assuaged concerns practices may have about 
the risks of keeping a product in stock and managing account-
ing. “The product has a relatively low cost in today’s market, 
where we’re dealing with gene therapies and CAR-T and 
orphan diseases and so forth. A modestly priced product like 
this pales in comparison,” he said. 

Furthermore, even though Zilretta is a relatively new 
product, orthopaedists can rest assured that the treatment 
will be covered. “It does have a J code, so that avoids that 
confusion. Prior to that, there may have been resistance by 
providers to even take a chance on it because they didn’t 
know for sure whether it was covered,” he said. “It now has 
J3304 as the J code, and that will at least allow the physician 

to try a claim to see if it’s going to go through without 
the risk of buying the product and then not getting reim-
bursed.” Finally, Mr. Kenney added, insurers have a vested 
interest in approving a low-cost product like Zilretta—as it 
has a significant upside by delaying surgical intervention.

As with other treatments and procedures, practices 
should simply ensure that they have proper accounting in 
place—“just make sure that all of the dollars are in the right 
buckets—make sure that the dollars are in the right budget 
categories for any type of reporting or summaries or year-
end accounting practices,” Mr. Kenny said.

Conclusion
The experts interviewed for this article agreed that Zilretta 
overcomes the limitations associated with the more traditional 
treatment options. It provides sustained non-opioid pain relief, 
helps to delay surgery, reduces physician office visits related to 
pain, and helps patients get back to work and physical activi-
ties, which may help them combat comorbid conditions.

Dr. Richmond hopes to eventually have data regarding the 
safety and efficacy of more than two Zilretta injections, perhaps 
even use for two to five years. Future analyses also may seek 
to quantify quality-adjusted life-years, overall value of the treat-
ment, and its role in reducing the personal and societal costs of 
knee osteoarthritis.  
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