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THERAPEUTICS

Analyzing opioid prescription
patterns of US retina specialists
Investigators looked at trends by geographic variation in practice
patterns, perceptions toward opioids, and patient population
By Michelle Dalton, ELS; Reviewed by Yoshihiro Yonekawa, MD

6% of retina specialists wrote
more than 50 prescriptions

WITH THE NATION’S opioid epidemic still a serious public health issue, Yoshihiro Yonekawa, MD, wanted
to know to how retina specialists could contribute to a potential solution.
Yonekawa discussed a study of the mean number of opioid prescriptions written annually during the 2020 American
Society of Retina Specialists (ASRS) virtual annual meeting.
His observational, retrospective, cohort study of 1815 retina
specialists in the 2019 ASRS directory found that male
ASRS members were more likely to prescribe
opioids, as were members who practice in
southern US states. However, the study results
also showed that, as a whole, ASRS members prescribe opioids at a lower rate than
the national mean of all prescribers (3.0%
vs 6.8%, respectively).
In 2018, opioids were involved in 70% of all
drug overdose deaths in the United States.1 Of
Continues on page 29 : Specialists

About 2/3 of
retina specialists wrote
1 to 10 prescriptions

1/4 of retina
specialists wrote
11 to 50 prescriptions
This 6% accounted for
31% of the total number of
opioid prescriptions

CLINICAL DIAGNOSIS

TELERETINAL SCREENING FAILS TO DO DOUBLE
DUTY FOR DETECTING GLAUCOMA, CATARACTS
Programs use detection, treatment to ease burden of eye disease

Issue Highlights
DEVICE TECHNOLOGY
Haptic flanging decreases IOL
dislocations after cataract surgery

SURGERY
Drawing patients back into
your practice

By Cheryl Guttman Krader, BS, Pharm

IMAGING
UTILIZATION OF A diabetic eye disease teleretinal
screening program to detect glaucoma and cataract is not yet
feasible. Instead, clinical examination remains the primary
method of screening for the latter pathologies, concluded a team
of investigators from Emory University in Atlanta, Georgia.
In a retrospective analysis of data collected from patients
with type 1 or type 2 diabetes who had been screened via
the Grady Health System’s teleretinal screening program, the
investigators found only fair agreement between the results of
screening based on nonmydriatic fundus camera images and

clinical exam in regard to glaucoma diagnosis, slight agreement for detecting cataract, and slight agreement for detecting both pathologies combined.
Although the specificity and negative predictive value for
the teleretinal screening program were both high for detecting glaucoma, cataract, and both together, its sensitivity and
positive predictive value were low for all outcomes, according to investigators.
The research was presented at the 2020 Association for
Continues on page 26 : Screenings

Evaluating scleral biomechanics to
pinpoint root of accommodation

GENE THERAPY
Gene therapy surgical pearls
for successful outcomes
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Counting our blessings
Mike Hennessy Sr, Chairman and founder of Ophthalmology Times®’ parent company, MJH Life Sciences™

WELCOME TO THIS issue of Ophthalmology Times.® As November unfolds, we count our
blessings, and we are pleased to offer an issue full
of cutting-edge content.
Therapeutics takes a spot on the cover of this
issue, as we examine the opioid prescription patterns of retina specialists. With the nation’s opioid
epidemic still a serious public health issue, Yoshihiro Yonekawa, MD, wanted to know to how retina
specialists could contribute to a potential solution.
He discusses a study that examined trends by geographic variation in practice patterns, perceptions
toward opioids, and patient population.
Clinical diagnosis also is highlighted on the
cover, as we look at teleretinal screening. A review
of images acquired in a teleretinal screening program did not provide an accurate method for detecting cataract and glaucoma, according to results of a
retrospective study.
Innovation continues to provide cutting-edge
advancements in device technology. Ashkan M.
Abbey, MD, explains how haptic flanging during a
transconjunctival sutureless intrascleral IOL fixation technique increases lens stability and improves
visual acuity with minimal complications. He notes
that postoperative IOL dislocation in patients undergoing SIS fixation, while rate, is most likely to occur
after repositioning of a previously dislocated IOL.

In surgery, safety protocols and creating solutions are helping ophthalmologists restore some
normalcy to their practices. Ophthalmology lost a
higher share of patient volume than any other specialty during the initial months of the coronavirus
disease 2019 (COVID-19) pandemic. Audrey Talley
Rostov, MD, offers some pearls for drawing patients
back to your practice.
Imaging continues to be an area ripe with innovation. Gabrielle Monterano Mesquita, PhD, provides details of a study evaluating scleral biomechanics to pinpoint the root of accommodation.
Investigators found no correlation between the
attenuation coefficient of the sclera and the spherical equivalent refraction. Mesquita said a larger
sample is needed and investigators confirmed a
subanalysis in a young population to eliminate any
effect of a light hyperopia shift that occurs later
when myopia stabilizes and presbyopia begins.
Advancements in gene therapy continue to offer
myriad options for ophthalmologists. Gene therapy
is an evolving treatment option, and ophthalmologists continue to learn how it can help provide better outcomes for patients. Audina Berrocal, MD,
has used the therapy and shares her surgical pearls
regarding novel techniques and instrumentation for
treating patients.
Our clinical diagnosis content in this issue also

What’s Trending
See what the ophthalmic community is reading on
OphthalmologyTimes.com

identify pink eye as
1 Researchers
possible primary symptom of COVID-19
OphthalmologyTimes.com/view/coronavirus-pink-eyesymptoms

takes us to the NFL. Andrew G, Lee, MD, shares
how the league has looked at ways to improve the
training of its officials. He was approached Walt
Anderson, MD, a retired dentist and 24-year NFL
officiating veteran, to discuss neuro-ophthalmology
for the NFL. Maximizing visual field, minimizing
foveal drift, improving saccadic search strategies,
minimizing VOR degradation of foveation time, and
maximizing binocular pursuit options in real time
have made for fascinating and intriguing discussions between professionals in the field of neuroophthalmology and the NFL referees.
In our special section, we examine innovations
in retina. Caesar K. Luo, MD, FACS, tells us about
the results of a study of a fluocinolone acetonide
implant, which could provide a new preferred treatment paradigm for this population, as patients with
diabetes have higher rates of treatment non-adherence than patients with other eye diseases.
Innovation is not limited to the operating room.
You can innovate the way you manage your practice. Bringing private equity investors into the
health care space can be an ideal decision for some
practices, according to Steven I. Rosenfeld, MD. His
insight could provide you with a new path forward.
As November comes to a close, it is important to
continue to maintain our vigilance against COVID19. Stay safe, and healthy. ■

eNewsletter
Sign up for Ophthalmology Times’® weekly
newsletter at https://bit.ly/2OqBJ56.

Video

surprise: Bascom Palmer,
2 2020
Wilmer Eye tie for top spot

OphthalmologyTimes.com/view/2020-best-programsbascom-palmer-wilmer-eye-tie-top-spot

professionals urge Congress
3 Medical
to retain Medicare sequester pause
OphthalmologyTimes.com/view/medical-professionalsurge-congress-to-retain-medicare-sequester-pause

Facebook
Like Ophthalmology Times® at Facebook.com/OphthalmologyTimes

Representatives from Diopter Corp, BELKIN Laser Ltd, Santen, Inc; and Allergan,
share what keeps them up at night in ophthalmology within the glaucoma space
while at the 2020 Glaucoma 360 meeting in San Francisco, CA.
Go to OphthalmologyTimes.com/view/what-keeps-you-up-at-night-inophthalmology-part-ii
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MISSION STATEMENT
Ophthalmology Times® is a physician-driven media brand
that presents cutting-edge advancements and analysis
from around the world in surgery, clinical diagnosis,
therapeutics, device technology, imaging, and gene
therapy to elevate the delivery of progressive eye health
from physician to patient.

Ophthalmology Times®’ vision is to be the leading content resource
for ophthalmologists.
Through its multifaceted content channels, Ophthalmology Times® will assist
physicians with the tools and knowledge necessary to provide advanced
quality patient care in the global world of medicine.
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in this issue

EDITORIAL

The individuals that we make an impact on as physicians often never forget us
By Peter J. McDonnell, MD
director of the Wilmer Eye
Institute, Johns Hopkins
University School of Medicine,
Baltimore, and chief medical
editor of Ophthalmology Times®.
He can be reached at 727 Maumenee Building
600 N. Wolfe St., Baltimore, MD 21287-9278
Phone: 443/287-1511 Fax: 443/287-1514
Email: pmcdonn1@jhmi.edu

IT WAS ABOUT A YEAR
AGO, in December 2019, a few
months before coronavirus disease
2019 (COVID-19) would shut many
things down, when I flew to another
country to attend the wedding of my
friend’s son (remember when we could
do things like that?).
After emerging from passport
control and baggage claim, I was met
at the airport by a young man in his
20s who told me his name, and we
started the drive into the city.
After driving a while, the driver
turned to me and said, “You don’t
remember me, do you?” I took a

32

longer look at him. Because I traveled
a fair amount before the pandemic and
would sometimes be introduced to dozens of new people each day, it is not
uncommon for me to fail to remember
someone I have only briefly encountered on an occasion. But it is always a
bit embarrassing for me when someone
knows my name while I draw a blank,
as happened this time.
“I don’t expect you to remember
me,” he said. “It was 10 years ago that
I was in your office. I will tell you the
story.”As he began talking, it all came
back. When he was a teenager, the
driver started developing headaches
and visual symptoms. His father, a
physician, brought him to see some
physicians, including my ophthalmologist friend. The diagnosis was made
quickly: He had a brain tumor that
unfortunately was in a bad location.
The neurosurgeons could only partially remove the lesion and he would
have partial relief of his symptoms but
the remaining tumor would cause his
death in the next year or 2.
My friend called me about the

young man. Fortunately, another one
of my friends was our chairman of
neurosurgery and he (as far as I know)
is the world’s expert in this problem.
Like many physicians do every day, I
made a phone call and helped set up
an appointment. The teenager flew to
Baltimore, Maryland, with his father
and my friend. He underwent several
neuroimaging studies, and was told
complete resection of the tumor could
be attempted. The surgery was performed and my neurosurgeon friend
was very happy with the outcome.
A week or so after surgery, the teenager and his father stopped by my
office before leaving for the airport.
Looking at the boy, I would never
have guessed he had been ill let
alone had recently undergone brain
surgery. The neurosurgeons skillfully
hid the incision behind the hairline
and peeled the scalp back to expose
his skull. That was the last time I saw
the youngster until he met me at the
airport 10 years later, a big happy
and healthy guy who was now a
successful businessman.

Therapeutics

Surgery
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1 Teleretinal screening
fails to do double duty
for detecting glaucoma,
cataracts

Programs have potential to reduce
burden of eye disease through early
detection, treatment.
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develop officials.
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help physicians restore patient traffic
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and patient population.

Clinical Diagnosis

The funny part of the story, he
told me, was when he returned home
after the surgery. All the boys in his
class came to the airport to welcome
their friend home. As an expression
of solidarity, they had all shaved their
heads—they presumed the teen would
be bald after his surgery. “‘Thank you
for coming to meet me, but what happened to your hair?’” he said to the
other boys.
The man then told me he volunteered to pick me up at the airport
because he felt I had saved his life,
he would always be grateful, and he
wanted to tell me this. The truth is
all I had done was connect him to the
right surgeon, but it meant a lot that
he had appreciated the small thing I
had done to help. We took a picture
together, which I will always keep on
my phone. Every time I look at it I am
reminded, pandemic or no pandemic,
how it is great to be a physician. ■
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adherence after cataract
surgery
Ophthalmologists understand that
patients prefer sustained-release
technologies.
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practice management

Ophthalmic practices
eye private equity investors
Business strategy can prove beneficial for physicians at any stage of career
By Alexandra Delaney-Gesing

BRINGING PRIVATE EQUITY investors
into the health-care space can be an ideal decision
for some practices, according to Steven I. Rosenfeld, MD, FACS.
But how should physicians determine whether
their practice needs such ownership?
For practices looking to grow, private equity
investors (PEIs) offer a way to grow organically—
expanding an existing practice by bringing on more
physicians and offering more services—as well as
externally, via acquiring other practices or ambulatory surgery centers (ASCs). Purchasing or building new offices/ASCs can also be a strong indicator for reverting to private equity.
Doctors interested in limiting their personal liability may also turn to PEIs, according to Rosenfeld, a voluntary professor of ophthalmology at the
Bascom Palmer Eye Institute at the University of
Miami School of Medicine, where he previously
held a full-time position, and president of Delray
Eye Associates, PA.
To build and/or purchase new offices or ASCs,
doctors usually have to sign on the dotted line.
“Now if you have a private equity investor, it is
somebody else’s name on the documents,” said
Rosenfeld, explaining that ownership provides
funding instead of loans with personal guarantees.
Although private equity (PE) can also give senior
physicians an exit strategy, it is more than that,
according to Rosenfeld.
“Private equity is not looking to buy a practice
if they think all the doctors age 50 or older are
going to be out the door in just a few short years,”
he said. “That is not a good model.”
Patients are coming in for their doctors and their
respective practices. A practice does not have the
same value if, within a few years after a private
equity purchase, everybody leaves, Rosenfeld said.
WHAT PE OFFERS
PE partners’ business acumen may also improve
the profitability of a practice. Not all doctors are
good business people, Rosenfeld said. A business
partner can come in handy to help think decisions
through; PEI can also lower a practice’s overhead.
When a practice is purchased by a PEI, its employees become the employees of that company. As
a result, those employees receive their workers’
compensation, health care, and disability insurance through the partner.

PE also provides corporate funding for practice
growth—an advantage for those interested in purchasing or building other practices and offices—
and outsourcing for corporate needs. Such needs
include recruiting office personnel, administrators,
and new physicians as well as providing billing,
human resources, and compliance.
Additional benefits of PEIs may include marketing skills and advanced analytics for measuring a
practice’s performance.
W H AT M A K ES A PR ACTICE
APPEALING TO PEIS?
GROWING, INSULATED INCOME STREAM

coming because they like any 1 of the 9 individual
doctors that work in our practice,” Rosenfeld said.
HUB-AND-SPOKE MODEL

A larger practice with multiple subspecialties under
one roof can implement a hub-and-spoke model.
This involves establishing a “hub” that receives
the heaviest resource investments and supplies the
most intensive medical services, complemented by
satellite campuses or “spokes,” which offer more
limited-service arrays at other sites in any specific market.1
“If we can acquire 1, 2 or 3-person practices
that do comprehensive ophthalmology…then we
become the logical source for their retinal referrals, corneal referrals, glaucoma referrals, etc,”
Rosenfeld said.

Practices have a constant and growing income
stream over time.
“Relatively speaking, we are insulated from what
goes on in the market,” Feldman said.
As a practicing physician in South
Florida, Feldman said the market is
heavily Medicare based. If the stock
◗ For practices looking
market were to tank, ophthalmoloto grow, private
gists would continue to receive the
equity investors
same fee for service. “We have what
offer a way to grow
is called a ‘low beta,’ so we are very
organically as well as
dissociative from what happens in
externally, through
the stock market,” he said.

TAKE-HOME

SUCCESSION PLAN IN PLACE

GEOGRAPHIC LOCATION

A PEI purchasing multiple locations
across the area is often a buying point
for the PEI and a selling point for
practices. Rosenfeld’s practice was
attracted to its respective PEI in part
due to the 6 practices the company
had already bought in South Florida.

the acquisition of
other practices or
ambulatory surgery
centers.

Feldman’s practice was equipped
with solid succession planning when
purchased by a PEI. “We had doctors shortly out of training on up
to those who were closer to retirement or more
senior,” he said.
NONCOVERED MEDICAL/SURGICAL PROCEDURES

Noncovered medical and surgical procedures, such
as premium lens implants in cataract surgery, femtosecond laser surgery, or cosmetic surgery—often
called patient-shared billing responsibilities—offer
opportunities for practices to become more insulated
from what occurs with Medicare reimbursement.
A doctor may even have the option to raise the
rates for these noncovered services, Rosenfeld said.

ENHANCEMENTS
The intent of PE ownership is not only
to increase the profitably of a practice but also the productivity of its
doctors. This comes with increased
patient volume, particularly if a practice is part of a larger platform of services.
“If you have ancillary personnel to handle some
of the more routine things, then the doctors have
more time to handle the more costly, tertiary medical care or surgical procedures,” Rosenfeld said.
If part of a larger platform, a practice can gain
leverage with commercial payers in the area and
buying consortiums for some of the larger medical equipment or supply companies.
A PEI also will often assume administrative hassles—increasingly numerous and burdensome—as
well as provide financing for future technology
costs and purchases needed by a practice.

LOYAL PATIENT BASE

A long-standing loyal patient base can also be of
value: If doctors leave, patients leave. “Patients
aren’t coming because they like the practice; they’re

P R I VAT E P R AC T I C E D OW N S I D E S
As with any form of ownership—PE included—the
Continues on page 8 : Private equity
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These cataract surgeons use OMIDRIA®
(phenylephrine and ketorolac intraocular
solution) 1% / 0.3% for less stress, pure
success in their O.R. day1
What about you?

™

OMIDRIA helps your cataract surgery by inhibiting prostaglandin release to block
inflammation and maintain iris tone, preventing miosis and reducing postoperative
pain for your patients.2,3 Experience less stress in your O.R. day with OMIDRIA.1
INDICATIONS AND USAGE
OMIDRIA® (phenylephrine and ketorolac intraocular solution) 1% / 0.3% is added to ophthalmic irrigating solution used during
cataract surgery or intraocular lens replacement and is indicated for maintaining pupil size by preventing intraoperative miosis
and reducing postoperative ocular pain.
IMPORTANT SAFETY INFORMATION
OMIDRIA must be added to irrigating solution prior to intraocular use.
OMIDRIA is contraindicated in patients with a known hypersensitivity to any of its ingredients.
Systemic exposure of phenylephrine may cause elevations in blood pressure.
Use OMIDRIA with caution in individuals who have previously exhibited sensitivities to acetylsalicylic acid, phenylacetic acid
derivatives, and other nonsteroidal anti-inflammatory drugs (NSAIDs), or have a past medical history of asthma.
The most commonly reported adverse reactions at ≥2% are eye irritation, posterior capsule opacification, increased intraocular
pressure, and anterior chamber inflammation.
Please see the Full Prescribing Information for OMIDRIA at www.omidria.com/prescribinginformation.
You are encouraged to report Suspected Adverse Reactions to the FDA.
Visit www.fda.gov/medwatch, or call 1-800-FDA-1088.
References: 1. Omeros survey data on ﬁle. 2. OMIDRIA [package insert]. Seattle, WA: Omeros Corporation; 2017. 3. Al-Hashimi S,
Donaldson K, Davidson R, et al; for ASCRS Refractive Cataract Surgery Subcommittee. Medical and surgical management of the
small pupil during cataract surgery. J Cataract Refract Surg. 2018;44:1032-1041.
The healthcare professionals portrayed in this advertisement are consultants of Omeros Corporation.

OMEROS®, the OMEROS logo®, OMIDRIA®, and the OMIDRIA logo®
are registered trademarks of Omeros Corporation.
© Omeros Corporation 2019, all rights reserved. 2019-022

8

NOVEMBER 15, 2020 :: Ophthalmology Times®

practice management

PRIVATE EQUITY
( Continued from page 6 )
current private practice model features advantages
and disadvantages for both sides.
Younger ophthalmologists often have different
priorities and sense of work-life balance, according to Rosenfeld.
“They don’t want to be bothered with the administrative hassles of running a practice; they don’t
want to buy into a practice,” he said.
In a traditional private practice setting, an ophthalmologist would come into a practice after a
certain number of years as an associate and then
become partner and buy into the practice. When
retiring, the doctor would get bought out.
In today’s practice model, Rosenfeld has observed
that younger doctors coming out of training are
often choosing to remain employees in lieu of buying into a practice. He noted that this decision is not
dissimilar to being part of a practice owned by a
PE group, with the option to buy equity over time.
“In some respects, some of our younger partners
felt that the private practice model was possibly
not sustainable in the long run,” Rosenfeld said,
“because if you have to keep buying out retiring
partners behind our existing young partners to
buy them out, they’d be stuck holding an asset that
they couldn’t sell to anyone or couldn’t easily sell.”

“The more
consolidation in the
market, the less value
any given practice has.”
– Steven I. Rosenfeld, MD, FACS
PE BENEFITS
For senior ophthalmologists in a practice, PE ownership could be an exit strategy.
Although some physicians may look to sell their
practice and leave shortly after, that can affect its
value, Rosenfeld said. As a result, it is not uncommon for PE companies to expect a minimum 3- to
5-year employment agreement following the purchase of a practice.
Doctor-patient relationships are of great value as
part of a lucrative buyout, according to Rosenfeld.
“What a partner will get for selling a practice
to private equity will be a larger buyout than they
would get if they just executed the normal private
practice documents at the end of their regular work
time,” he said.
Continued growth of a practice without any personal guarantees is also permitted through a PE
acquisition. If a practice partner chooses to continue working in the field following a purchase—

and wants to buy or build another practice/surgery
center—older doctors may become risk adverse and
not want to put their money into long-term investments, according to Rosenfeld.
“And now, again, it is not a matter of the doctors signing for it as your private equity investor,” he said.
With PE, those partners are given the option to
invest in the new platform.
J U N IOR PA RT N ER S
PE also allow for younger partners to have access
to continued growth beyond a practice without the
constraints of a risk-adverse or less-entrepreneurial senior partner.
“Younger partners sometimes tend to be much
more entrepreneurial, and they see the need for
social media,” Rosenfeld said. “Things that sometimes older doctors do not. And there can be a bit
of dichotomy.”
In Rosenfeld’s practice, the junior partners were
able to take some money off the table to use to
their advantage.
“They felt that—in 5 years, 10 years, 15 years—
medicine will not be the same, our practice would
not be worth the same, and that this was some
kind of window of opportunity,” he said, explaining that the junior partners chose to accept a nest
egg—with a sum far larger than they would have
received if they had decided to retire under normal circumstances—and invest/leave it untouched
until retirement.
Often in a PE buyout, the company may want
doctors to roll over some of the purchase price
into the new business—often called the “second
bite of the apple.”
From a PE perspective, it is good business sense,
Rosenfeld said. The situation is similar to a doctor having his own partners buy into the traditional model.
“The doctors now have some skin in the game,
and that makes perfect sense,” he said.
But if the time comes for a practice to be sold to
another corporate partner or company, then the
doctors who invested will receive their money back,
typically in a multiple.
This can often be very lucrative, according to
Rosenfeld. The money being rolled over is not lost.
If investors are fortunate enough that the platform
or practice is sold again, it can be a windfall for
all, he said.
MISCONCEPTIONS
Physicians may assume PE partners will take total
control and micromanage a practice upon acquisition. In Rosenfeld’s experience, that is not the case.
“They have evaluated your practice closely, they
have looked at your quality of earnings, they’re
buying your income stream, your EBITDA [earnings
before interest, taxes, depreciation, and amortization], and they don’t want to disrupt that,” he said.
Partners buying a practice generally intend to
keep operations as is.
“A private equity partner wants to work with

you and refine what you do—not make postsale
changes,” Rosenfeld said. “They understand the
skills and the relationships that you have.”
Concern over focusing on just the bottom line
instead of the quality of a practice is another misnomer. PE understands quality and the need for
quality medicine to have a good business and to
maintain relationships with patients and doctors
in the area, according to Rosenfeld.
“They’re not looking to disrupt that,” he said.
W H Y PA RT N ER?
According to Rosenfeld, his practice chose to partner with its PEI for the following reasons:
> Received a fair evaluation on the practice
> Shared same philosophy and values
> Shared similar vision for future growth
> National platform-level attractive for regional
consolidation
> Negotiated certain guarantees
• Insured by Ophthalmic Mutual Insurance
Company
• Employment/benefits for employees guaranteed
for 1 year
> Found financially strong partner with funds to
support practice growth
> Found partner experienced in health care and
ophthalmology fields
> Was able to hire investment banker and corporate
attorneys with PE experience to assist

Other key factors included a “pari passu” agreement, in which the shares of the practice’s doctors
in the new platform are treated equally with the
partner’s shares, according to Rosenfeld.
“So if the private equity partner leaves, we can
get bought out,” he said. “And we get bought out
in the same multiple, the same price.”
The agreed-upon exit strategy following the
sale and employment-agreement expirations was
also determined to be fair, along with providing
an opportunity for future doctors to invest in the
new platform.
A final selling point was the window of opportunity available for the practice.
There is often a period of 18 to 24 months in PE
when the purchase price becomes higher until it
hits a plateau and begins to descend, according
to Rosenfeld.
“The more consolidation in the market, the less
value any given practice has,” Rosenfeld said. “So
we thought it was the right time.” ■
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Coronavirus:

ACP presses preventive measures
As flu season and winter set in, preventive measures remain important
ology, and exposure context into account as well,
according to the statement.
THE AMERICAN COLLEGE of Physi“We need to remain vigilant, even as we are all
cians (ACP) is stressing the importance of prevenincreasingly fatigued by the impacts of COVID-19,”
tive measures in battling the coronavirus disease
said Jacqueline W. Fincher, MD, MACP, president
2019 (COVID-19) pandemic.
of ACP, in the statement.
With the nationwide increase in COVID-19 infecFincher also noted that there are important
tions, the start of influenza season, and the start
steps all of us can take to help reduce transmisof winter it is important to reiterate the imporsion and protect ourselves and our loved ones.
tance of preventive measures including wearing
“As I tell my patients, pay attention to the 3 Ws:
a face mask, continuing to practice
wear a mask, wash your hands, and
social distancing, and hygiene prowatch your distance,” she explained.
tocols, the organization said in a
The organization also urges adults
prepared statement.
get recommended immunizations for
◗ Amid an increase
protection against other common,
in COVID-19 cases
NEW CASES ON THE RISE
but sometimes serious, diseases.
as flu season
This reminder comes as the daily
According to the organization,
approaches, it is
number of new cases in the United
these protect against health probimportant to reiterate
States continued to trend upward to
lems, hospitalizations, or death and
the importance of
some of the highest levels yet. All of
can help prevent the spread of dismeasures to slow
this comes with more than 223,000
ease, especially for those who are
the spread, including
lives lost in the pandemic.
particularly vulnerable to compliwearing masks and
The ACP issued a policy earlier
cations; such as those with chronic
social distancing.
this year supporting the waring of
conditions or the elderly, the statecloth or surgical masks by the public
ment pointed out.
in community setting where physical distancing is impossible and also supports
R E C O M M E N D E D VAC C I N E S
federal, state, and local public health authorities
According to the statement, in addition to the flu
in their efforts to put evidence-based intervenvaccine, other recommended vaccines include Tdap
tions in place as part of a strategy to prevent and
to protect against tetanus, diphtheria, and pertussis
contain the spread of COVID-19. These efforts
(whooping cough); pneumococcal to protect against
should also include education on proper mask
pneumococcal pneumonia, bacteremia, and menuse and widespread testing and contact tracing.
ingitis; HPV to prevent cervical, anal, and other
It also should take local demographics, epidemicancers; hepatitis A and B; and herpes zoster to

TAKE-HOME

help prevent shingles. As the COVID-19 pandemic
surges in my parts of the country, health professionals are offering myriad pearls for the safety of
health-care providers and patients alike. Health
officials are highlighting the importance of wearing a clean, dry mask to help guard against the
spread of COVID-19
EDUC AT ING STA F F, PAT IEN T S
Ophthalmologists can help to educate their staff
and patients on the proper use of masks. Disposable surgical masks are constructed of paper and
when wet they become less effective in blocking the
offending pathogens, which is important to recognize in rainy as well as snowy climates.
And even without the bad weather, a person’s
breath on the mask also causes the materials of the
mask to break down. Whenever possible, masks
should be replaced every 3 hours, he emphasized.
This advice also applies to the N95 masks worn
by health providers.
Moreover, a guidance on face masks from the
World Health Organization also urges people to
“replace masks as soon as they become damp
with a new clean, dry mask.”
Practicing good hygiene, including frequent
washing of hands, remain keys to slowing transmission of the virus. ■
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AMA steps up support for
gender equity in medicine
Creation of the Women’s Physician Section is first step toward goal
By Lynda Charters; Reviewed by Susan R. Bailey, MD

GENDER EQUIT Y HAS been moved to
the front burner.
“In recent years, the American Medical Association
(AMA) has been very proactive in creating more
gender inclusivity in a historically male-dominated field,” according to Susan R. Bailey, MD,
president of the AMA.
The first step toward this goal
was the creation of the Women’s
Physician Section (WPS), which
is open to both female and male
physicians. The section’s goals
include increasing the number
of women in the AMA House of
Delegates, on the AMA board,
Bailey
and in the membership at large;
establishing women-led communities to share
ideas, advice, and common concerns; and providing support for managing work/life balance,
Bailey said.
In addition, the AMA encourages women to
become involved in policy making and educating health care leaders about the barriers women
face in their career development.
IMPACT OF T HE W PS
The WPS is focused specifically on matters that have
affected women for generations. The AMA adopted a
new policy, Principles for Advancing Gender Equity
in Medicine, at its 2019 annual meeting.
The policy addresses persistent pay inequities between men and women, promotes gender
diversity, ends gender-based discrimination, and
encourages expanding parental leave.
The last of these ultimately will provide a huge
benefit for new parents. The United States ranks
last in the developed world for providing paid family leave for new parents. Bailey recounted studies that showed that countries such as Bulgaria,
Estonia, Hungary, and Japan provide more than 6
weeks of paid leave for new parents through the
national governments. In contrast, the US offers
no such benefit. In the private sector, most civilian companies provide unpaid parental leave, but
very few provide any financial support, she noted.
“This is not acceptable, especially in our changing field, in which women now comprise more
than 50% of medical students in the US and 40%
of residents plan on having a child during training,” Bailey said. “To accommodate this demo-

graphic shift, long-standing policies about mater“This states that member boards must allow
nity leave and parental leave need to change.”
for a minimum of 6 weeks of time away from
To get the ball rolling, the AMA adopted a resotraining for purposes of prenatal, caregiver, and
lution to study the effects of the Family and Medimedical leave at least once during training, withcal Leave Act on physicians in various practice
out exhausting all other allowed time away from
environments.
training and without extending training,” she said.
“The resolution encourages employers to offer
In addition, member boards must allow all new
and/or expand paid parental leave policies, encourparents, including birthing and non-birthing parages state medical associations to work with
ents, adoptive/foster parents, and surrogates to
state legislatures to establish paid
take parental leave.
parental leave policies, advocates
“This is a huge step in the right
for improved social and economic
direction,” Bailey said.
◗ The American
support for paid family leave, and
Medical Association is
federal tax incentives to support
OTHER ISSUES
encouraging women
early childhood care,” Bailey said.
Medicine, as in other professions, also
to become involved
In addition to parental leave,
has a large pay gap. Bailey noted that
in policy making and
there is another area that often is
women in medicine are paid 20% to
educating health
overlooked. As Bailey pointed out,
30% less than men.
care leaders about
while many women have children
Another issue is that women do
the barriers women
during their medical training, even
not progress in academia at the same
face in their career
if the program in which they are
rate as men. Only 25% of women
development.
involved did offer parental leave,
reach the status of full professorship,
if the women take too much time
only 18% are department chairs,
off they become ineligible to sit for
and only 16% are deans.
their boards. For example, the American Board
The coronavirus disease 2019 pandemic has
of Ophthalmology offers the written examination
affected women’s careers. Bailey pointed out that
once a year in September, which, she noted, does
fewer women are having manuscripts accepted
not allow for a great deal of make-up time even
during the pandemic.
if the board allows it.
“Time will tell how the future career paths will
be affected,” she said, suggesting that 1 of the
worst effects of the pandemic may be that women
are forced back years or decades by being forced
to remain home during the pandemic to be caretakers and out of the workplace.
“I predict that our struggle for gender equity
will intensify for the foreseeable future,” Bailey
concluded. “We are at a crossroads for change.
Not only are more women entering medicine,
but our country is continuing to have important
and difficult conversations about how women
are treated in society. The problems will not be
solved overnight, but I believe that we can bridge
these divides piece by piece by bringing our concerns to the table.” ■

TAKE-HOME

“I predict that our
struggle for gender
equality will intensify
for the forseeable
future. We are at
a crossroads
for change.”

– Susan R. Bailey, MD
Bailey provided some good news, noting that
the American Board of Medical Specialties passed
a rule that will go into effect in summer 2021.

SUSAN R. BAILEY, MD
e: Susan.Bailey@ama-assn.org
Bailey has no financial interest in this subject matter.
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EYLEA Offers Dosing Flexibility in Wet AMD1
3 FDA-Approved Dosing Regimens in Wet AMD1

The recommended dose for EYLEA is 2 mg (0.05 mL) administered by intravitreal injection
every 4 weeks (approximately every 28 days, monthly) for the first 3 months, followed by
2 mg (0.05 mL) via intravitreal injection once every 8 weeks (2 months).1
AMD = Age-related Macular Degeneration; Q4 = every 4 weeks; Q8 = every 8 weeks; Q12 = every 12 weeks.

IMPORTANT SAFETY INFORMATION AND INDICATIONS
CONTRAINDICATIONS
• EYLEA is contraindicated in patients with ocular or periocular infections, active intraocular inflammation,
or known hypersensitivity to aflibercept or to any of the excipients in EYLEA.

WARNINGS AND PRECAUTIONS

• Intravitreal injections, including those with EYLEA, have been associated with endophthalmitis and retinal
detachments. Proper aseptic injection technique must always be used when administering EYLEA. Patients
should be instructed to report any symptoms suggestive of endophthalmitis or retinal detachment without
delay and should be managed appropriately. Intraocular inflammation has been reported with the use of EYLEA.
• Acute increases in intraocular pressure have been seen within 60 minutes of intravitreal injection, including
with EYLEA. Sustained increases in intraocular pressure have also been reported after repeated intravitreal
dosing with VEGF inhibitors. Intraocular pressure and the perfusion of the optic nerve head should be
monitored and managed appropriately.
References: 1. EYLEA® (aflibercept) Injection full U.S. Prescribing Information. Regeneron Pharmaceuticals, Inc. August 2019. 2. Schmidt-Erfurth
U, Kaiser PK, Korobelnik JF, et al. Intravitreal aflibercept injection for neovascular age-related macular degeneration: ninety-six-week results of the
VIEW studies. Ophthalmology. 2014;121(1):193-201. 3. Khurana RN, Rahimy E, Joseph WA, et al. Extended (every 12 weeks or longer) dosing interval
with intravitreal aflibercept and ranibizumab in neovascular age-related macular degeneration: post hoc analysis of VIEW trials. Am J Ophthalmol.
2019;200:161-168.

Please see Brief Summary of Prescribing Information on the following page.

As Demonstrated in Phase 3 Clinical Trials1-3
Although EYLEA may be dosed as frequently as 2 mg every 4 weeks (approximately
every 25 days, monthly), additional efficacy was not demonstrated in most patients
when EYLEA was dosed every 4 weeks compared to every 8 weeks. Some patients
may need every-4-week (monthly) dosing after the first 12 weeks (3 months).
Although not as effective as the recommended every-8-week dosing regimen,
patients may also be treated with one dose every 12 weeks after one year of effective
therapy. Patients should be assessed regularly.

Visit HCP.EYLEA.US to see the data.
WARNINGS AND PRECAUTIONS (cont’d)
• There is a potential risk of arterial thromboembolic events (ATEs) following intravitreal use of VEGF inhibitors,
including EYLEA. ATEs are defined as nonfatal stroke, nonfatal myocardial infarction, or vascular death (including
deaths of unknown cause). The incidence of reported thromboembolic events in wet AMD studies during the
first year was 1.8% (32 out of 1824) in the combined group of patients treated with EYLEA compared with 1.5%
(9 out of 595) in patients treated with ranibizumab; through 96 weeks, the incidence was 3.3% (60 out of 1824)
in the EYLEA group compared with 3.2% (19 out of 595) in the ranibizumab group. The incidence in the DME
studies from baseline to week 52 was 3.3% (19 out of 578) in the combined group of patients treated with EYLEA
compared with 2.8% (8 out of 287) in the control group; from baseline to week 100, the incidence was 6.4%
(37 out of 578) in the combined group of patients treated with EYLEA compared with 4.2% (12 out of 287)
in the control group. There were no reported thromboembolic events in the patients treated with EYLEA
in the first six months of the RVO studies.

ADVERSE REACTIONS

• Serious adverse reactions related to the injection procedure have occurred in <0.1% of intravitreal injections
with EYLEA including endophthalmitis and retinal detachment.
• The most common adverse reactions (≥5%) reported in patients receiving EYLEA were conjunctival
hemorrhage, eye pain, cataract, vitreous detachment, vitreous floaters, and intraocular pressure increased.

INDICATIONS

EYLEA® (aflibercept) Injection 2 mg (0.05 mL) is indicated for the treatment of patients with Neovascular
(Wet) Age-related Macular Degeneration (AMD), Macular Edema following Retinal Vein Occlusion (RVO),
Diabetic Macular Edema (DME), and Diabetic Retinopathy (DR).
EYLEA is a registered trademark of Regeneron Pharmaceuticals, Inc.

© 2020, Regeneron Pharmaceuticals, Inc. All rights reserved.
777 Old Saw Mill River Road, Tarrytown, NY 10591

04/2020
EYL.20.04.0009

BRIEF SUMMARY—Please see the EYLEA
full Prescribing Information available
on HCP.EYLEA.US for additional
product information.
1 INDICATIONS AND USAGE
EYLEA is a vascular endothelial growth factor (VEGF) inhibitor indicated for the treatment of:
Neovascular (Wet) Age-Related Macular Degeneration (AMD); Macular Edema Following Retinal Vein Occlusion (RVO); Diabetic
Macular Edema (DME); Diabetic Retinopathy (DR).
4 CONTRAINDICATIONS
4.1 Ocular or Periocular Infections
EYLEA is contraindicated in patients with ocular or periocular infections.
4.2 Active Intraocular Inflammation
EYLEA is contraindicated in patients with active intraocular inflammation.
4.3 Hypersensitivity
EYLEA is contraindicated in patients with known hypersensitivity to aflibercept or any of the excipients in EYLEA. Hypersensitivity
reactions may manifest as rash, pruritus, urticaria, severe anaphylactic/anaphylactoid reactions, or severe intraocular inflammation.
5 WARNINGS AND PRECAUTIONS
5.1 Endophthalmitis and Retinal Detachments.
Intravitreal injections, including those with EYLEA, have been associated with endophthalmitis and retinal detachments [see Adverse
Reactions (6.1)]. Proper aseptic injection technique must always be used when administering EYLEA. Patients should be instructed
to report any symptoms suggestive of endophthalmitis or retinal detachment without delay and should be managed appropriately
[see Patient Counseling Information (17)].
5.2 Increase in Intraocular Pressure.
Acute increases in intraocular pressure have been seen within 60 minutes of intravitreal injection, including with EYLEA [see Adverse
Reactions (6.1)]. Sustained increases in intraocular pressure have also been reported after repeated intravitreal dosing with vascular
endothelial growth factor (VEGF) inhibitors. Intraocular pressure and the perfusion of the optic nerve head should be monitored and
managed appropriately.
5.3 Thromboembolic Events.
There is a potential risk of arterial thromboembolic events (ATEs) following intravitreal use of VEGF inhibitors, including EYLEA. ATEs
are defined as nonfatal stroke, nonfatal myocardial infarction, or vascular death (including deaths of unknown cause). The incidence of
reported thromboembolic events in wet AMD studies during the first year was 1.8% (32 out of 1824) in the combined group of patients
treated with EYLEA compared with 1.5% (9 out of 595) in patients treated with ranibizumab; through 96 weeks, the incidence was
3.3% (60 out of 1824) in the EYLEA group compared with 3.2% (19 out of 595) in the ranibizumab group. The incidence in the DME
studies from baseline to week 52 was 3.3% (19 out of 578) in the combined group of patients treated with EYLEA compared with
2.8% (8 out of 287) in the control group; from baseline to week 100, the incidence was 6.4% (37 out of 578) in the combined group of
patients treated with EYLEA compared with 4.2% (12 out of 287) in the control group. There were no reported thromboembolic events
in the patients treated with EYLEA in the first six months of the RVO studies.
6 ADVERSE REACTIONS
The following potentially serious adverse reactions are described elsewhere in the labeling:
• Hypersensitivity [see Contraindications (4.3)]
• Endophthalmitis and retinal detachments [see Warnings and Precautions (5.1)]
• Increase in intraocular pressure [see Warnings and Precautions (5.2)]
• Thromboembolic events [see Warnings and Precautions (5.3)]
6.1 Clinical Trials Experience.
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug
cannot be directly compared to rates in other clinical trials of the same or another drug and may not reflect the rates observed
in practice.
A total of 2980 patients treated with EYLEA constituted the safety population in eight phase 3 studies. Among those, 2379 patients
were treated with the recommended dose of 2 mg. Serious adverse reactions related to the injection procedure have occurred in <0.1%
of intravitreal injections with EYLEA including endophthalmitis and retinal detachment. The most common adverse reactions (≥5%)
reported in patients receiving EYLEA were conjunctival hemorrhage, eye pain, cataract, vitreous detachment, vitreous floaters, and
intraocular pressure increased.
Neovascular (Wet) Age-Related Macular Degeneration (AMD). The data described below reflect exposure to EYLEA in 1824 patients
with wet AMD, including 1223 patients treated with the 2-mg dose, in 2 double-masked, controlled clinical studies (VIEW1 and VIEW2)
for 24 months (with active control in year 1).
Safety data observed in the EYLEA group in a 52-week, double-masked, Phase 2 study were consistent with these results.

Table 1: Most Common Adverse Reactions (≥1%) in Wet AMD Studies
Baseline to Week 52
Adverse Reactions
Conjunctival hemorrhage
Eye pain
Cataract
Vitreous detachment
Vitreous floaters
Intraocular pressure increased
Ocular hyperemia
Corneal epithelium defect
Detachment of the retinal pigment epithelium
Injection site pain
Foreign body sensation in eyes
Lacrimation increased
Vision blurred
Intraocular inflammation
Retinal pigment epithelium tear
Injection site hemorrhage
Eyelid edema
Corneal edema
Retinal detachment

EYLEA
(N=1824)
25%
9%
7%
6%
6%
5%
4%
4%
3%
3%
3%
3%
2%
2%
2%
1%
1%
1%
<1%

Active Control
(ranibizumab)
(N=595)
28%
9%
7%
6%
7%
7%
8%
5%
3%
3%
4%
1%
2%
3%
1%
2%
2%
1%
<1%

Baseline to Week 96
EYLEA
(N=1824)
27%
10%
13%
8%
8%
7%
5%
5%
5%
3%
4%
4%
4%
3%
2%
2%
2%
1%
1%

Control
(ranibizumab)
(N=595)
30%
10%
10%
8%
10%
11%
10%
6%
5%
4%
4%
2%
3%
4%
2%
2%
3%
1%
1%

Less common serious adverse reactions reported in <1% of the patients treated with EYLEA were hypersensitivity, retinal tear, and
endophthalmitis.
Macular Edema Following Retinal Vein Occlusion (RVO). The data described below reflect 6 months exposure to EYLEA with a
monthly 2 mg dose in 218 patients following CRVO in 2 clinical studies (COPERNICUS and GALILEO) and 91 patients following BRVO in
one clinical study (VIBRANT).
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Table 2: Most Common Adverse Reactions (≥1%) in RVO Studies
CRVO
Adverse Reactions
Eye pain
Conjunctival hemorrhage
Intraocular pressure increased
Corneal epithelium defect
Vitreous floaters
Ocular hyperemia
Foreign body sensation in eyes
Vitreous detachment
Lacrimation increased
Injection site pain
Vision blurred
Intraocular inflammation
Cataract
Eyelid edema

EYLEA
(N=218)
13%
12%
8%
5%
5%
5%
3%
3%
3%
3%
1%
1%
<1%
<1%

BRVO
Control
(N=142)
5%
11%
6%
4%
1%
3%
5%
4%
4%
1%
<1%
1%
1%
1%

EYLEA
(N=91)
4%
20%
2%
2%
1%
2%
3%
2%
3%
1%
1%
0%
5%
1%

Control
(N=92)
5%
4%
0%
0%
0%
2%
0%
0%
0%
0%
1%
0%
0%
0%

Less common adverse reactions reported in <1% of the patients treated with EYLEA in the CRVO studies were corneal edema, retinal
tear, hypersensitivity, and endophthalmitis.
Diabetic Macular Edema (DME) and Diabetic Retinopathy (DR). The data described below reflect exposure to EYLEA in 578 patients
with DME treated with the 2-mg dose in 2 double-masked, controlled clinical studies (VIVID and VISTA) from baseline to week 52 and
from baseline to week 100.

Table 3: Most Common Adverse Reactions (≥1%) in DME Studies
Baseline to Week 52
Adverse Reactions
Conjunctival hemorrhage
Eye pain
Cataract
Vitreous floaters
Corneal epithelium defect
Intraocular pressure increased
Ocular hyperemia
Vitreous detachment
Foreign body sensation in eyes
Lacrimation increased
Vision blurred
Intraocular inflammation
Injection site pain
Eyelid edema

EYLEA
(N=578)
28%
9%
8%
6%
5%
5%
5%
3%
3%
3%
2%
2%
2%
<1%

Control
(N=287)
17%
6%
9%
3%
3%
3%
6%
3%
3%
2%
2%
<1%
<1%
1%

Baseline to Week 100
EYLEA
(N=578)
31%
11%
19%
8%
7%
9%
5%
8%
3%
4%
3%
3%
2%
2%

Control
(N=287)
21%
9%
17%
6%
5%
5%
6%
6%
3%
2%
4%
1%
<1%
1%

Less common adverse reactions reported in <1% of the patients treated with EYLEA were hypersensitivity, retinal detachment, retinal
tear, corneal edema, and injection site hemorrhage.
Safety data observed in 269 patients with nonproliferative diabetic retinopathy (NPDR) through week 52 in the PANORAMA trial were
consistent with those seen in the phase 3 VIVID and VISTA trials (see Table 3 above).
6.2 Immunogenicity.
As with all therapeutic proteins, there is a potential for an immune response in patients treated with EYLEA. The immunogenicity
of EYLEA was evaluated in serum samples. The immunogenicity data reflect the percentage of patients whose test results were
considered positive for antibodies to EYLEA in immunoassays. The detection of an immune response is highly dependent on the
sensitivity and specificity of the assays used, sample handling, timing of sample collection, concomitant medications, and underlying
disease. For these reasons, comparison of the incidence of antibodies to EYLEA with the incidence of antibodies to other products may
be misleading.
In the wet AMD, RVO, and DME studies, the pre-treatment incidence of immunoreactivity to EYLEA was approximately 1% to 3% across
treatment groups. After dosing with EYLEA for 24-100 weeks, antibodies to EYLEA were detected in a similar percentage range of
patients. There were no differences in efficacy or safety between patients with or without immunoreactivity.
8 USE IN SPECIFIC POPULATIONS.
8.1 Pregnancy
Risk Summary
Adequate and well-controlled studies with EYLEA have not been conducted in pregnant women. Aflibercept produced adverse
embryofetal effects in rabbits, including external, visceral, and skeletal malformations. A fetal No Observed Adverse Effect Level
(NOAEL) was not identified. At the lowest dose shown to produce adverse embryofetal effects, systemic exposures (based on AUC for
free aflibercept) were approximately 6 times higher than AUC values observed in humans after a single intravitreal treatment at the
recommended clinical dose [see Animal Data].
Animal reproduction studies are not always predictive of human response, and it is not known whether EYLEA can cause fetal harm
when administered to a pregnant woman. Based on the anti-VEGF mechanism of action for aflibercept, treatment with EYLEA may
pose a risk to human embryofetal development. EYLEA should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The background risk of major birth defects
and miscarriage for the indicated population is unknown. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.
Data
Animal Data
In two embryofetal development studies, aflibercept produced adverse embryofetal effects when administered every three days
during organogenesis to pregnant rabbits at intravenous doses ≥3 mg per kg, or every six days during organogenesis at subcutaneous
doses ≥0.1 mg per kg.
Adverse embryofetal effects included increased incidences of postimplantation loss and fetal malformations, including anasarca,
umbilical hernia, diaphragmatic hernia, gastroschisis, cleft palate, ectrodactyly, intestinal atresia, spina bifida, encephalomeningocele,
heart and major vessel defects, and skeletal malformations (fused vertebrae, sternebrae, and ribs; supernumerary vertebral arches
and ribs; and incomplete ossification). The maternal No Observed Adverse Effect Level (NOAEL) in these studies was 3 mg per kg.
Aflibercept produced fetal malformations at all doses assessed in rabbits and the fetal NOAEL was not identified. At the lowest
dose shown to produce adverse embryofetal effects in rabbits (0.1 mg per kg), systemic exposure (AUC) of free aflibercept was
approximately 6 times higher than systemic exposure (AUC) observed in humans after a single intravitreal dose of 2 mg.
8.2 Lactation
Risk Summary
There is no information regarding the presence of aflibercept in human milk, the effects of the drug on the breastfed infant, or the
effects of the drug on milk production/excretion. Because many drugs are excreted in human milk, and because the potential for
absorption and harm to infant growth and development exists, EYLEA is not recommended during breastfeeding.
The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for EYLEA and any
potential adverse effects on the breastfed child from EYLEA.
8.3 Females and Males of Reproductive Potential
Contraception
Females of reproductive potential are advised to use effective contraception prior to the initial dose, during treatment, and for at least
3 months after the last intravitreal injection of EYLEA.
Infertility
There are no data regarding the effects of EYLEA on human fertility. Aflibercept adversely affected female and male reproductive
systems in cynomolgus monkeys when administered by intravenous injection at a dose approximately 1500 times higher than the
systemic level observed humans with an intravitreal dose of 2 mg. A No Observed Adverse Effect Level (NOAEL) was not identified.
These findings were reversible within 20 weeks after cessation of treatment.
8.4 Pediatric Use.
The safety and effectiveness of EYLEA in pediatric patients have not been established.
8.5 Geriatric Use.
In the clinical studies, approximately 76% (2049/2701) of patients randomized to treatment with EYLEA were ≥65 years of age and
approximately 46% (1250/2701) were ≥75 years of age. No significant differences in efficacy or safety were seen with increasing age in
these studies.
17 PATIENT COUNSELING INFORMATION
In the days following EYLEA administration, patients are at risk of developing endophthalmitis or retinal detachment. If the
eye becomes red, sensitive to light, painful, or develops a change in vision, advise patients to seek immediate care from an
ophthalmologist [see Warnings and Precautions (5.1)].
Patients may experience temporary visual disturbances after an intravitreal injection with EYLEA and the associated eye examinations
[see Adverse Reactions (6)]. Advise patients not to drive or use machinery until visual function has recovered sufficiently.
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Haptic flanging reduces IOL
dislocations after cataract surgery
Procedure increases lens stability and improves visual acuity in patients
By Michelle Dalton, ELS; Reviewed by Ashkan M. Abbey, MD

H

Image courtesy of Oktay @Adobe Stock

aptic flanging during a transconjunctival sutureless intrascleral (SIS) IOL
fixation technique increases lens stability and improves visual acuity with
minimal complications, according
to a study presented by Ashkan M.
Abbey, MD, of Texas Retina Associates in Dallas during the 2020 virtual American
Society of Retina Specialists annual meeting.
Although rare, IOL dislocation
after cataract surgery can be a
severe complication, he said. Abbey
performed a retrospective chart
review of 488 eyes that received
SIS fixation of a 3-piece IOL with
concurrent pars plana vitrectomy
between September 2015 and SepAbbey
tember 2019 to assess the clinical outcomes, complications, and effectiveness of
haptic flanging in reducing IOL dislocations. All
surgeries were performed by Abbey using transconjunctival fixation through 25- or 27-gauge trocar cannulas.
“This is the largest reported series of SIS fixation of IOLs using trocar cannulas,” Abbey said.
Pre- and postoperative best-corrected visual
acuity (BCVA) and complications were evaluated
in all patients. Abbey assessed the effectiveness
of haptic flanging in reducing postoperative IOL
dislocations as well as the effectiveness of intraoperative peripheral iridotomy to prevent reverse
pupillary block.
ST U DY R E SU LT S
Patients were followed for more than a year (average: 444 days). There was a statistically significant
improvement in postoperative BCVA compared with
baseline (BCVA 20/355 versus 20/39, respectively).
IOL dislocation occurred in 13.7% of cases, with
the vast majority in the first 3 months postoperatively. More than half of the dislocations (52.2%)
occurred after IOL repositioning. The mean number of postoperative days prior to IOL dislocation
was 85.2, he said.
“Several years into performing this procedure,
I began to create flanges with low-temperature
cautery in order to reduce the rate of IOL dislocation,” Abbey explained. “The data show a very

“

clear and significant
reduction in postoperative IOL dislocations in
the flanged cases. The
rate went from 18% in
unflanged cases to 6.6%
in flanged cases.”
Reverse pupi l la r y
block occu r red at a
much higher rate in
patients without intraoperative peripheral
iridotomy compared
with those with intraoperative peripheral iridotomy, at 3% versus
0.4%, respectively.
“In reverse pupillary
– Ashkan M. Abbey, MD
block, the iris functions
as a flap valve, allowing aqueous humor to
pass from the posterior
chamber to the anterior chamber, but not in the opposite direction,”
sion of the conjunctiva,” Abbey said. “Tuck the
Abbey said. “The aqueous humor trapped within
flanges into the scleral tunnel as far as possible,
the anterior chamber causes posterior bowing of
leaving the least amount of the haptic under the
the peripheral iris. This can lead to pigment disconjunctiva to cause erosion. All patients should
persion, inflammation, elevated intraocular presbe monitored regularly to ensure that there is not
sure, and pupil capture.”
an erosion occurring at the conjunctiva.”
Intraoperative peripheral iridotomy significantly
reduced the chance of this occurring. Patients who
TAK E-HOME MESSAGE
developed this complication had several commonTo summarize, Abbey provided a number of takealities including iridodonesis, use of tamsulosin
home points. First, postoperative IOL dislocation in
for the treatment of an enlarged prostate (62.5%
patients undergoing SIS fixation is most likely to
of cases), higher axial length, and high myopia.
occur after repositioning of a previously dislocated
To avoid this complication, Abbey recommended
IOL. Second, IOL dislocation risk can be reduced
placing the haptics 2.75 to 3.0 mm posterior to the
if the clinician has a low threshold for exchanglimbus as opposed to 2 mm in all patients who
ing a warped or damaged 3-piece IOL.
have an axial length greater than 26.5 mm.The
Finally, Abbey concluded that “flanging of the
most common complication was cystoid macular
haptic tip significantly reduces the risk of IOL disedema in 52 eyes (11%).
location, and peripheral iridotomy significantly
Other complications included retinal detachreduced the risk of postoperative reverse pupilment in 5 eyes and haptic exposure in 6 eyes, 2 of
lary block.” ■
which were treated for postoperative endophthalmitis secondary to haptic exposure.
“To avoid this complication, grasp parallel to
ASHKAN M. ABBEY, MD
the distal tip of the haptic during externalization
p: 800/695-6941
to avoid kinking the haptic, which can lead to eroAbbey has no financial disclosures related to this content.

Although
rare, IOL
dislocation
after cataract
surgery can
be a severe
complication.”
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Pearls for drawing patients
back to your practice
Safety protocols, creative solutions help physicians restore patient traffic to normal
By Audrey Talley Rostov, MD; Special to Ophthalmology Times®

O

phthalmology lost a higher share
of patient volume than any other
specialty during the initial months
of the coronavirus disease 2019
(COVID-19) pandemic (March and
April 2020). It is estimated that ophthalmic practice volume fell by 81%
during that time frame, led by declines in cataract surgery (97%) and patients seeking care for
glaucoma (88%).1
That was certainly true for our practice, Northwest
Eye Surgeons. During the 2 months we were closed
for everything except urgent and emergent cases,
we lost 95% of our normal volume. The partners
worked without pay, and most of our employees,
including physicians, were furloughed. The good
news is that we have bounced back to nearly 100%
of our previous volume. Corneal refractive surgery
volume is higher now than at this time last year.

SA FET Y PR EC AU TIONS
The most important step in our recovery was a
thoughtful, cautious approach to welcoming back
patients safely. We ramped up in phases to ensure
our protocols were working (and workable).
For example, we added a check-in kiosk, with
a masked staff member nearby to help. The staff
member takes temperatures, asks screening questions, and escorts the patient to an assigned seat.
These waiting areas have been spread out and
numbered, so the staff knows that Mrs Smith is in
Seating Area 1. We require patients wear masks,
and we even tape them on to ensure they stay
properly over the mouth and nose.
Each physician carries a clear shield for the slit
lamp and cleans it between patients. I also have
implemented a “no talking” rule at the slit lamp.
I explain in advance that this measure keeps us
both safer. If the patient forgets this rule, I step a

Seating areas are clearly labeled and spaced to allow for social distancing.
(Photo courtesy of Audrey Talley Rostov, MD

few feet away and gently remind them.
All patients undergoing laser or surgical procedures (small incision lenticule extraction [SMILE],
laser in situ keratomileusis [LASIK], corneal crosslinking, cataract surgery, or a corneal transplant)
are required to get a COVID-19 test within 72 hours
before surgery. We are fortunate in Washington
state to get test results within 12 to 24 hours. A
negative test result and universal mask wearing
were essential to us in offering cross-linking, which
is performed in the clinic rather than the ambulatory surgical center (ASC), and is one of the longer
procedures we perform.
The pandemic has provided good motivation to
sanitize our exam rooms in the clinic even better
than we already were; few changes were needed
to the sterile environment in our ASC. The biggest
change in the ASC has been limiting the number
of people in the lunchroom and staff lounge.
CLEAR MESSAGING
Many patients have asked me, “Should I just wait
to have surgery until all this has settled down?”
What they are really asking is for us to be clear
about the trade-off between risks and rewards. I
tell patients that I do not recommend waiting, for 2
reasons. The first is that the risk of getting COVID19 during surgery is low. We are experienced in
safety protocols and have taken many extra steps
to protect patients and ourselves. We explained
all these steps in a video (https://www.nweyes.
com/a-special-message-about-coronavirus/) posted
on our website. I tell patients that the ASC is the
safest place I go every week.
The second reason not to wait is that there are
significant benefits to having surgery. The reality
is that “all this” is not going away anytime soon.
Even though many talented people are working
diligently on better treatments and vaccines, we
will never reach 100% immunity. We will still need
to take precautions to protect ourselves and our
patients from COVID-19. Waiting indefinitely to
schedule cataract surgery could result in a denser
lens and increase the risk of complications. Restoring functional vision is critical for fall prevention
and mobility in older adults. 2 Postponing crosslinking for progressive keratoconus could be even
Continues on page 18 : Practice
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Eliminating preop fasting leads
to happier cataract patients
Change can prove to benefit individuals with diabetes, other comorbidities
By Lynda Charters; Reviewed by Daniel C. Terveen, MD

THE SEEMINGLY SIMPLE step of eliminating the requirement to fast before cataract surgery makes patients happier preoperatively. While
some may argue that fasting is a necessity, that
may not be true.
The requirement for fasting
before surgery was recommended
by the American Society of Anesthesiologists (ASA), which published updated guidelines in 2011
for patients undergoing general
anesthesia to reduce the risk of
aspiration pneumonia. General
Terveen
anesthesia is the key consideration because in its absence, there is little risk of
aspiration pneumonia, with the exception of upper
gastrointestinal endoscopy; in those receiving light
sedation, postoperative nausea and vomiting also
are rare. Finally, fasting does not guarantee gastric emptying, according to Daniel Terveen, MD.
Another important consideration is that requiring fasting by elderly patients scheduled to undergo
cataract surgery alters their normal routine, which
can impact those with diabetes or other comorbidi-

PRACTICE
( Continued from page 16 )

more damaging if the condition continues and the
patient loses vision permanently.
C OV I D -19 S U P P O R T AVA I L A B L E
In addition to government programs that helped
many practices, like the Paycheck Protection Program loans, the ophthalmic industry has also found
creative ways to help practices relaunch successfully.
BVI, for example, just released a line of patient packs
to help US ophthalmologists bring back patients to
the office and the operating room with confidence.
The packs include a face mask, cap, shoe covers
and a gown. Johnson & Johnson Vision is offering a
digital toolkit [www.jjvision.com/setting-our-sightsfuture/] to help ophthalmologists educate patients
and navigate a safe reopening. Glaukos is giving
patients vouchers [https://www.livingwithkerato-

ties, possibly leading to dehydration and altered
blood glucose levels as well as causing significant stress.

satisfied and 5 indicating very satisfied.
“The preoperative and postoperative scores
were both very high in the fasting and nonfasting groups, but we found a clinically significant
C A SE- C ON T ROL ST U DY
difference in the preoperative satisfaction levels
Terveen, along with a group of colleagues that inbetween the groups,” Terveen said. “The patients
cluded Chris Bender, CRNA, conducted a study to
who did not fast preoperatively had a better expedetermine how the absence of preoprience by maintaining their normal
erative fasting affected patient satisroutines and were not as concerned
faction with the surgical experience.
about the effects of stopping their
◗ Patients who
Both Terveen and Bender are with
medications.”
Vance Thompson Vision in Sioux
did not fast had a
One episode of nausea and vomitFalls, South Dakota.
better experience
ing occurred in each group, and no
A total of 200 patients who received
by maintaining their
aspiration occurred in either group.
oral sedation before undergoing rouroutines.
The investigators concluded that
tine cataract surgery were included
eliminating preoperative fasting
in a prospective case-control study.
requirements increased the patient
Half the patients followed the ASA fasting guidesatisfaction preoperatively, with no increased risks
lines, and 100 patients were not required to fast—
of nausea and vomiting or aspiration. ■
with the goal of determining the patient levels of
comfort and the postoperative incidence rates of
nausea and vomiting.
DANIEL TERVEEN, MD
The postoperative patient satisfaction was scored
e: daniel.terveen@vancethompsonvision.com
on a scale from 1 to 5, with 1 indicating very disTerveen has no financial interest in this subject matter.

TAKE-HOME

conus.com/living-with-keratoconus-patient-supportprogram/] to reduce out-of-pocket costs related to
the FDA-approved iLink cross-linking procedure.
Through the Living with Keratoconus Patient Support Program, patients with commercial insurance
are eligible to get up to $100 toward their nonreimbursable copay expenses for cross-linking procedures completed from mid-June through the end of
2020. The company also offers a patient assistance
program to support financially eligible, uninsured
patients with drug costs at no charge.
TIME TO REFLECT
Interestingly, we have seen significant growth in
our practice in corneal refractive surgery, which arguably, could be postponed. Among patients whose
disposable income has not been as affected by
the pandemic, many are finding that they have
the time to research refractive surgery, the desire
to prioritize quality-of-life improvements, and the
motivation to get rid of glasses that fog up when
they wear a mask. Many practices nationwide pro-

mote LASIK and SMILE specifically to deal with
face mask fog.
Wearing a mask more frequently has spurred some
patients to take the plunge—especially if laser surgery was a priority. ■
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ADVANCES CONTINUE TO PROGRESS FOR A NEW WAVE OF TECHNIQUES AND TECHNOLOGIES

FA implant outperforms anti-VEGF
in DR patients lost to follow-up
Study results could provide a new preferred treatment paradigm for this population
By Michelle Dalton, ELS; Reviewed by Caesar K. Luo, MD, FACS

P

Image courtesy of Sophia Winters @Adobe Stock

atients with diabetic macular edema
(DME) and high-risk diabetic retinopathy (DR) treated with the fluocinolone
acetonide (FA) implant (Iluvien, Alimera
Sciences) who were lost to follow-up
care for more than 6 months had better vision and more stable disease upon
re-presentation to the clinic compared with patients
treated with intravitreal anti-VEGF therapy, according to data presented during the 2020 American Society of Retina Specialists virtual annual meeting.
These results could provide a new preferred treatment paradigm for this population, as patients with
diabetes have higher rates of treatment nonadherence
than patients with other eye diseases. The reasons
for this are multifold and include the greater number of comorbid conditions in the diabetic population, age, and issues with insurance access.
ST U DY DE SIGN
Caesar K. Luo, MD, FACS, Bay Area Retina Associates, presented data from a retrospective, timematched series collected from the Vestrum Health
database from January 2013 to August 2019.
The study included 344 eyes treated with
the fluocinolone acetonide implant and 15,510
eyes treated with anti-VEGF therapy. To be
included, patients had to have clinically
significant DME, moderate or severe DR,
and a more than 6-month break in followup in the first 2 years. Eyes with panretinal photocoagulation or previous vitrectomy were excluded, he noted.
“Between the last treatment date and the
return visit was around 8 months for the
fluocinolone acetonide subgroup and nearly 9
months for the anti-VEGF subgroup,” Luo said.
“The majority of eyes in the fluocinolone acetonide
group had a diagnosis of moderate nonproliferative
DR (NPDR), whereas in the anti-VEGF group, the
majority of eyes were reported with severe NPDR.”
Researchers analyzed visual acuity, central subfield thickness, and IOP changes, as well as the
incidence of vitreous hemorrhage, tractional retinal
detachment, and iris neovascularization.
R E SULT S
The implant group had better functional and anatomic outcomes overall. Patients in the implant
arm had a letter gain (79.8 to 80.6 letters) while

the anti-VEGF group experienced a letter loss (76.8
to 72.5 letters).
“The fluocinolone acetonide arm had [stable]
visual acuity following the break. While the antiVEGF arm showed a 2.7-letter loss, both arms showed
stability in intraocular pressure before and after the
treatment break,” Luo said. “Anatomic outcomes
were favorable for the fluocinolone acetonide arm
with a 24 μm reduction in central subfield thickness
after the break, while the anti-VEGF arm demonstrated a 7 μm increase after the break.”
Incidence of proliferative events such as tractional
retinal detachments and iris neovascularization were
fewer in the implant arm as well. Retinal detachment, iris neovascularization, and vitreous hemorrhage occurred less often in the implant group than

the anti-VEGF group (1% versus 4%, 1% versus 5%,
and 7% versus 34%, respectively). The implant group
also had greater disease stability.
“In eyes with moderate NPDR prior to the break,
99% of fluocinolone acetonide eyes were stable,
whereas 7% of anti-VEGF–treated eyes showed a
progression of retinopathy,” Luo said. “In eyes with

severe NPDR, 99% of eyes in the fluocinolone acetonide arm had stable or improved retinopathy,
with a single eye progressing to proliferative retinopathy. However, in the anti-VEGF arm, 10% of
eyes had progressed to proliferative retinopathy at
the return visit.”
Importantly, mean and median IOP were not different in the pre- and post-treatment implant arm.
Glaucoma is a concern in patients who receive the
fluocinolone acetonide implant. Although Luo recommends looking at those data further, the implant
group “did not have any patients [who] needed filtering surgery or any secondary treatment for glaucoma progression,” he said.
During the paper discussion, Jack Wells, MD,
University of South Carolina, asked if any evidence
was found to determine whether eyes in the fluocinolone group that had progression of glaucoma
or developed glaucoma, required glaucoma therapy or surgery.
“That’s really the thing that we were first worried about in looking at fluocinolone acetonide
implant,” Luo said. “Since this is a Vestrum
database analysis, we have only what’s available in the electronic medical records. The
mean and median IOP [were] not different
in pre- and post-treatment, but we did look
at the full 3-year treatment” and none of
the 363 eyes needed filtering surgery or
any secondary treatment for glaucoma
progression.
“Was there a difference in DR progression? What would be the mechanism where
steroids would reduce retinopathy progression?” Wells asked.
Luo noted that the time to first event is
similar between the data presented here and
in the pivotal trials. “While the inflammatory
response is not the primary driver for proliferation, it is part of the process. Steroids can reduce
some VEGF levels as well. Maybe not as robustly
as anti-VEGF therapy, but it can reduce them,” he
said, and advised clinicians who think their patients
may not adhere to follow-up to consider using steroid implants. ■

CAESAR K. LUO, MD, FACS
p: 510-832-6554
Luo has no financial interests related to this content.

NOVEMBER 15, 2020 :: Ophthalmology Times®

imaging

Evaluating scleral biomechanics to
pinpoint root of accommodation
Imaging ciliary muscle details mechanism of accommodation, effects of aging
By Lynda Charters; Reviewed by Ernest Kornmehl, MD, FACS

A

n early study of changes in scleral
biomechanical properties found no
correlation between the attenuation
coefficient of the sclera and the spherical equivalent refraction.
Because of the small size of the
study and the characteristics of the
participants, investigators were not convinced of the
validity of that finding. They said evidence suggests
myopia may develop because of changes in those
scleral biomechanical properties possibly affecting
the scleral anatomy and microstructure, and therefore also the scleral scattering properties.
INVESTIGATIONAL FOCUS
Gabrielle Monterano Mesquita, PhD, and several colleagues concentrated their research on the imaging
of the ciliary muscle to gain a better understanding
of the mechanism of accommodation and the effects
of aging over time. Mesquita is a graduate research
assistant at the Ophthalmic Biophysics Center, Bascom Palmer Eye Institute at the University of Miami
Miller School of Medicine, and the Department of
Biomedical Engineering at the University of Miami
College of Engineering in Coral Gables, Florida.
Mesquita said image quality is problematic when
imaging the ciliary muscle and sought to overcome
this using an optical coherence tomography (OCT)
system to image the ciliary muscle transsclerally.
However, because the image quality was a barrier,
investigators studied the properties of the tissue being
imaged that can be penetrated by the light of the
imaging system.
“An important property in this investigation is

scleral attenuation, which is scattered light before
reaching the ciliary muscle,” Mesquita said.
She demonstrated in images of the ciliary muscle the variations in the amount of scleral attenuation and in the signal strength from the muscle that
impedes visualization of the ciliary muscle, especially near the muscle apex.
The investigators developed a method to measure the attenuation coefficient in the scleral OCT
images by subtracting the intensity profile from all
the A-lines that pass through the sclera.
Images of the ciliary muscle were obtained from
47 participants (average age, 36.5 years) using the
transscleral OCT imaging system. The average scleral
attenuation coefficient was 3.21 mm-1, Mesquita said.
R EFR ACTI V E ER ROR A ND AGE
Investigators wanted to determine whether there
was a correlation between the scleral attenuation
and the refractive error, because the scleral properties may be associated with myopia development.
They did this using a spectral-domain OCT system
with a central wavelength of 1325 nm (axial resolution, 7.5 μm; axial range, 2.5 mm, imaging speed,
28,000 A-lines/second).
In this study, ciliary muscle images were obtained
from 31 participants (average age, 34.9 years; range,
16 to 70 years). The participants had an average
spherical equivalent refraction of –2.23 D (range,
–10 to +3.6 D). A rectangular region of interest was
identified in the sclera ranging in depth from the
episcleral-scleral boundary to the sclera-ciliary muscle boundary and ranging laterally from the apex of
the ciliary muscle to the episcleral, Mesquita said.
According to Mesquita, the region of interest contained an average of 229 A-lines in an average area
of 0.34 mm x 0.79 mm. The A-lines in the region
of interest were averaged to indicate the average
intensity profile of the region. The scleral attenuation coefficient was measured on the slope of the
linear fit of the intensity profile.
“The scleral attenuation coefficients was
an average of 3.05/mm-1,” Mesquita said.
“Even though a very weak negative linear
relationship was seen, we found no significant correlation between the attenuation coefficient and refractive error.”
Mesquita said a larger sample is

SPOTLIGHTING TELEMEDICINE
IN THE YEAR OF A PANDEMIC
Ranya Habash, MD, medical director,
Technology Innovation, Bascom Palmer Eye
Institute, University of Miami, speaks on
the capabilities of telemedicine available to
ophthalmologists, the impact of the pandemic
in regard to FDA regulations and how it has
helped to pave the way forward/expand
telemedicine, as well as why the future of
telemedicine requires a new way of thinking.

www.ophthalmologytimes.com/view/
eyepod-spotlighting-telemedicineyear-of-a-pandemic

needed and investigators confirmed a subanalysis
in a young population to eliminate any effect of a
light hyperopia shift that occurs later when myopia
stabilizes and presbyopia begins.
When investigators evaluated whether there was
a correlation between the scleral attenuation coefficient and age, none was found. Multivariable linear
regression also did not find a relationship between
age, attenuation, and refraction.
Investigators plan to study a larger sample of participants with larger distributions of ages and refractive errors to determine with a higher degree of confidence whether there is a correlation. ■

GABRIELLE MONTERANO MESQUITA, PHD
e: gabimonterano@hotmail.com
Mesquita has no financial interest in this subject matter.
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Gene therapy surgical pearls
for successful outcomes
Nine pediatric patients with Leber congenital amaurosis had visual improvement
By Lynda Charters; Reviewed by Audina Berrocal, MD

G

ene therapy is a relatively new treatment option, and physicians are
learning as they go. Audina Berrocal, MD, has used the therapy and
shared her surgical pearls regarding
techniques and instrumentation for
treating patients.
The first FDA-approved gene therapy was voretigene neparvovec-rzyl (Luxturna, Spark Therapeutics) in 2017 for treating RPE65 gene–associated retinal dystrophies. The drug is a viral adenovirus-vector serotype that is injected into the
subretinal space in a volume of 0.3 ml, with 6 to
18 days between treatments.
The patients are immunosuppressed using oral
steroids at a dose of 1 mg/kg/day beginning 3 days
before the injection and tapered over the 10 days
after the injections, said Berrocal, who is a professor of clinical ophthalmology at Bascom Palmer

PLANNING FOR FINANCIAL
SAFETY IN UNCERTAIN TIMES
John J. Grande, CFP, and John S. Grande, CFP, of
Grande Financial Services, discuss how having
a solid financial plan in place can ease anxiety
amid the ongoing coronavirus pandemic and
ahead of a potential second wave, advice to
ophthalmologists contemplating retirement, as
well as the financial repercussions the economy
may face heading into 2021.

www.ophthalmologytimes.com/view/
eyepod-financial-safety-in-uncertain-times

Eye Institute at the University of Miami Health SysBerrocal also explained the importance of the
tem in Florida.
bleb not being too high.
This type of surgery does not happen in a vac“It is better to create 2 blebs than 1 very high
uum, and previous technologic advances pave the
bleb because the retina can stretch too thin,” she
way for surgeons to perform gene therapy.
advised. “The bleb will go wherever it wants to go.”
In the case of subretinal injections,
Bascom Palmer Eye Institute has
the hyaloid needs to be stained. Berperformed this surgery in 9 pedirocal’s observation is that the hyaatric cases with RPE65-associated
loid differs in every pediatric case.
Leber congenital amaurosis. All 9
◗ Gene therapy
Staining provides the necessary visupatients have had visual improveis an evolving
alization and facilitates removal of
ments, and the families are happy
treatment option,
the hyaloid. She pointed out that she
that they opted for the treatment.
and ophthalmologists
finds removal to be more efficient
Improvements in the electroretinocontinue to learn how
beginning at the fovea using the flex
grams have been seen in 2 patients
it can help provide
loop (Finesse, Alcon). The instruand improvement in color vision.
better outcomes for
ment can be used as a scraper and
One patient had improved autoflupatients.
a pick when shortened.
orescence and subjective improveAnother instrument she uses is a
ment in nystagmus.
25-gauge/38-gauge subretinal injec“We have determined that it is bettion cannula with a beveled tip and an Advanced
ter to perform this surgery when the patients are as
Visual Instruments macular window contact lens
young as possible,” Berrocal said. “The patients in
that facilitates injection of the virus vector into the
this group ranged from 2 to 19 years. The younger
subretinal space. Intraoperative optical coherence
the patients are, the more significant the improvetomography is valuable for evaluating the height
ments are. The changes in the 19-year-old were not
of the bleb.
as impressive as those in the 2-year-old.”
Berrocal said she likes the MedOne Surgical MicroBerrocal recounted the case of a young patient
Dose injector because it makes the injection of the
on postoperative day 7 after the first eye underwent
vector controlled, predictable, and easier. When
surgery. When he covered that eye, he was unable
using this injection technique, creating a prebleb
to negotiate around a playground. However, with
is not necessary.
both eyes open at dusk, he was able to comfortably
In the clinical trials of voretigene neparvovecrun around the playground like any other child his
rzyl, a manual injector was used, which can result
age, which was a first for the patient. ■
in delayed injection and differences in the force of
the injection for every injector, Berrocal pointed out.
“In my hands, I prefer to use the MicroDose injector, which is connected to the vitrectomy machine,
AUDINA BERROCAL, MD
the syringe with the medication, and controlled by
e: aberrocal@med.miami.edu
the surgeon with the pedal,” she said.
Berrocal has no financial interest in this subject matter.
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“

We have determined it is better to perform this
surgery when the patients are as young as possible.
– Audina Berrocal, MD
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Neuro-ophthalmology, NFL
connect for a touchdown
Science is being tapped by professional sports league to train and develop officials
By Andrew G. Lee, MD; Special to Ophthalmology Times®

T

he coronavirus disease 2019 (COVID19) pandemic has changed clinical
medicine, including ophthalmology,
and has affected almost every aspect
of American life.
No part of life has been immune to
the effects of the pandemic, including
American professional football.
Prior to the pandemic, innovative work was
being done in the world of National Football League
(NFL) refereeing; training NFL referees was changing to make the job more precise and objective.
Imagine my surprise when Walt Anderson, MD,
a 24-year NFL officiating veteran, called me to talk
about neuro-ophthalmology for the NFL. Anderson has been tasked with training and developing a new breed of NFL game officials. The focus
in his role as the league’s senior vice president of
Officiating Training and Development is on education, and one of his goals is to bring the science of neuro-ophthalmology and the scientific
method to the officiating role.
We all know the tired jokes about “blind” referees missing an infraction and offers for “free
eye exams” after perceived errors. The truth is,
however, that visual acuity probably has nothing
to do with a blown officiating call on the field.

the game. As a retired dentist, Anderson has a
unique insight in to both the world of medicine/
dentistry and the world of NFL football.

“

We all know the tired
jokes about “blind”
referees and offers for
“free eye exams” after
perceived errors.

For example, the VOR—which acts to stabilize foveation during head or body motion—can
degrade a referee’s ability to make the call on the
run during a live-action play. Likewise, the visual
field can make the difference between seeing a
foul and missing the call.
Some of these scientific principles that are well
known and intuitive to ophthalmologists are not
as obvious to laypersons.
Experienced NFL referees know intuitively that
they often have to move back from the snap when
a play starts to increase their field of view to other
ENTER NEURO-OPHTHALMOLOGY
aspects of the play that are known to evolve in a
Anderson’s referee training approach includes realspecific sequence.
world experience with astute scientific analysis comThey know to remain still after gaining line of
bined with the power of careful slow-motion, resight on the play to reduce motion artifact from the
peated viewings of video replays. The process breaks
VOR, and they know that running full tilt with a
down the mechanics of NFL officiatrunning back may not be the best
ing play by play.
way to maintain eyes on the ball.
So, what does this have to do
Neuro-ophthalmic science prowith neuro-ophthalmology? In terms
vides
the anatomy, physiology, and
◗ As the pandemic
of the mechanics of the game for
mechanics
of vision and eye movecontinues to bring
players, coaches, and more specifment
that
pairs
with the existing
change and innovation
ically, referees, football is an “on
knowledge
on
play
calling from years
to the game on
the field” opportunity to see both
of
NFL
experience.
The “know how”
the field, neuroafferent and efferent neuro-ophthalfor
the
mechanics
of football can
ophthalmology looks
mology in the real-world setting.
be
aligned
with
knowledge
about
forward to continued
Amazingly, many of the details
neuro-ophthalmic
systems.
work with the league
of the anatomy and mechanics of
For me, it has been an exciting
for improving the
vision, visual field, saccades, purand
fascinating journey to go on
science of NFL
suit, and the vestibulo-ocular reflex
the
virtual
field with Anderson
officiating.
(VOR) have direct implications for
and to learn the lingo and jargon

TAKE-HOME

of NFL referees. Likewise, for Anderson and his
colleagues, they get a mini-medical school rotation to learn the jargon of neuro-ophthalmology
and to put academic and scientific names on their
referee experience and their advice on and off the
field to NFL referees.
Maximizing visual field, minimizing foveal drift,
improving saccadic search strategies, minimizing
VOR degradation of foveation time, and maximizing binocular pursuit options in real time have
made for fascinating and intriguing discussions
between neuro-ophthalmology and the NFL referees.
As the pandemic continues to bring change
and innovation to the game on the field, neuroophthalmology looks forward to continued work
with Anderson and the NFL for improving the
science of NFL officiating. Moreover, experience
and expertise matter just as much for referees on
the playing field as for clinicians in the neuroophthalmic clinic. ■

ANDREW G. LEE, MD
p: 713-441-8843 e: aglee@houstonmethodist.org
Lee is affiliated with the Blanton Eye Institute at Houston Methodist Hospital in Texas. He
has no financial disclosures related to this content.
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SCREENINGS
( Continued from page 1 )
Research in Vision and Ophthalmology meeting by
Omar I. Ali, BS, an MPH candidate at Emory University’s Rollins School of Public Health and a medical
student at Baylor College of Medicine in Houston,
Texas. Yousuf M. Khalifa, MD, an associate professor of ophthalmology at Emory University School
of Medicine, is the senior investigator in the study.
REDUCING THE BURDEN
“Large teleretinal screening programs offer the potential to reduce the burden of eye disease through
early detection and treatment,” Ali pointed out.
“Such screening systems, however, should be both
highly sensitive and highly specific when compared
to the gold standard, which in our study was clinical examination.”

“Large teleretinal
screening programs
have the potential
to reduce the burden
of eye disease
by early detection
and treatment.”
– Omar I. Ali, BS
Ali also pointed out that additional research must
be done on the best measures for accurate detec-

in case you
missed it

tion of glaucoma, because current telescreening
programs differ on which aspects to give credence
to, reflecting the general difficulty in diagnosing
glaucoma clinically.
“In addition, further research is needed on the
usefulness, cost-effectiveness, and accuracy of this
type of screening system to better understand its
role in a large healthcare system,” he said.

examined had glaucoma (n = 13) or cataract (n
= 3) on screening.
Agreement between the findings from the screening and clinical exam was calculated using K; values were 0.23 for glaucoma, 0.01 for presence of
cataract, and 0.04 for the combined endpoint. The
sensitivity of teleretinal screening for detecting any
of the secondary outcomes ranged from 4.55% to
16.67%, and it had a positive predictive value of
50% for all three.
According to Ali, its specialty was greater than
98% and negative predictive value ranged from
71% to almost 95%.

DETECTING SECONDARY
OUTCOMES
Although the use of teleretinal screening programs
to detect diabetic retinopathy and reduce barriers
to access has spread across many
communities and the benefits have
CONCLUSION
been well reported, there is less inAli said it is likely that the true senvestigation of utilizing the screening
sitivity of the current teleretinal sys◗ Review of images
program to detect secondary outtem is much higher, especially given
acquired in a
comes, such as cataract or glaucoma.
the literature report of a teleglaucoma
teleretinal screening
According to Ali, the retrospective
program having high specificity and
program did not
study was undertaken by investigasensitivity.
provide an accurate
tors against that background.
The investigators were pleased with
method for detecting
Patients included in the study
the results of their research, but also
cataract and
were identified from among those
acknowledged the limitations of the
glaucoma, according
screened using a nonmydriatic camstudy. Further research is needed,
to results of a
era via the Grady teleretinal screenAli explained.
retrospective study.
ing program between January and
“Our study was limited, however,
October 2018.
due to its sample size, loss to follow
Ali explained that the eligible
up, and requirement for patients havpatients had to meet the threshold for the primary
ing to screen positive for both the primary outcome,
outcome of having a positive screen for proliferaPDR and/or DME, and the secondary outcome of
tive diabetic retinopathy (PDR) and/or diabetic
glaucoma or cataract,” Ali concluded. “Further studmacular edema (DME). They also had to show eviies with larger sample sizes and better follow-up are
dence of cataract and/or glaucoma on the screenneeded to better understand the role of teleretinal
ing imaging, and have been seen in the clinic for
screening for secondary outcomes.” ■
follow-up of their primary outcome.
During the study period, a total of 7099 patients
were screened through the teleretinal screening
program, of which 394 screened positive for PDR
OMAR I. ALI, BS
and/or DME. Of the 394 patients, 299 were seen in
e: omar.ali@bcm.edu
clinic for follow-up, but only 16 of the 299 patients
Ali has no relevant financial relationships to disclose.
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Challenges to topical drop
adherence after cataract surgery
Ophthalmologists understand that patients prefer sustained-release technologies
By Cynthia Matossian, MD, FACS, ABES; Special to Ophthalmology Times®

I

n general, patient adherence to using eye drops
is poor, with studies suggesting an overall nonadherence rate of about 30%.1 Patients’ belief
in the utility of the eye drop, remembering to
use it regularly, cost, and access to medication
are concerns across a variety of disease states.
However, most of what is known about drop
adherence has been learned in the context of chronic
topical therapy for glaucoma. I recently conducted a
review of the literature on medication adherence after cataract surgery and found that the problem
of patient nonadherence in this
context may be more substantial,
albeit unintentional.2
In part, this is because patients
undergoing cataract surgery are typMatossian
ically in the age group most likely
to have difficulties in instilling eye drops, including problems with manual dexterity, tremor, difficulty tilting the head back, visual impairment, and
conditions that affect hand strength and the ability
to open and squeeze a bottle.3,4 Older patients also

may have cognitive or memory problems that impair
bottles following the first eye surgery, and then a
their ability to adhere to a drop schedule.
different schedule for the second eye a few weeks
In a prospective Canadian study in which patients
later. The confusion can be compounded when,
who had cataract surgery were video-recorded instillbecause of insurance restrictions, the pharmacy
ing their drops on postoperative day 1, only 7% of the
fills a prescription for a branded qd topical NSAID
54 patients did everything right. Most
with a tid or qid generic substitupatients missed their eye completely
tion, necessitating major changes
(31.5%), instilled the wrong number
in the drop schedule instructions.
of drops (31.5%), failed to wash their
If patients followed our instructions
◗ With intraoperative
hands (77.8%), and/or contaminated
to wait 15 minutes between drops to
sustainedthe bottle tip (57.4%).5
avoid washout (they do not), their
release steroids,
entire day could revolve around drop
ophthalmologists can
A COMPLEX REGIMEN
schedules. This is burdensome for
eliminate the gambles
Odds are against success when it comes
patients and their family members
of patient adherence.
to eye drops in the cataract surgery
or caregivers.
population, thanks to the complexEven when they do instill the drops
ity of the regimen. We typically preon schedule, there is the challenge
scribe an antibiotic, a steroid, and a nonsteroidal
of getting a topically applied drug to the target tisanti-inflammatory drug (NSAID), each of which has
sue inside the eye. In addition to the problem of the
a different instilling schedule. Patients may also
drops landing on the lids, cheek, or lashes, physibe using drops for pre-existing conditions, such as
ological barriers including reflex tearing and the
glaucoma or dry eye. They (or their caregivers) may
tight junctions of the corneal epithelium mean that
be instilling up to 14 drops per day from 4 or more
only 1% to 7% of the instilled drug reaches the
aqueous humor.6
With steroid drops, patients often fail to vigorously
shake the bottle long enough to achieve a homogenized suspension of the active ingredient. This can
lead to the patient getting mostly vehicle and very
little drug during the initial weeks after surgery,
and too much drug later in the course of therapy.

A perfectly formed “white pearl” dexamethasone spherule (Dexycu) instilled
into the eye, tucked under the iris. (Photo courtesy of Cynthia Matossian, MD, FACS, ABES)

TAKE-HOME

FIXING THE PROBLEM
Increasingly, I have become convinced that wherever
possible, we should move away from topical regimens following cataract surgery. The consequences
of missed or incorrectly instilled doses can range
from mild corneal edema, discomfort, and slower
visual recovery to an increased risk of corneal abrasions, cystoid macular edema, and endophthalmitis.
Through a combination of sustained-release technologies and compounded medications, it is possible
to eliminate some or all postoperative drops. For
surgeons who have not used any of these options,
I would encourage my colleagues to first consider
how comfortable they are with compounded medications vs FDA-approved drugs. Although compounded
injections and topical drops are legal, some cliniContinues on page 30 : Cataract
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these, 32% were from prescriptions.2 Although the
overall opioid prescribing rate in the United States
has been declining since 2012, the number of opioids prescribed per person is currently 3 times higher
than it was in 1999.3
“We wanted to know: Are retina surgeons contributing to the opioid addiction and overdose crisis
through their prescribing patterns?” said Yonekawa,
an adult and pediatric retina specialist at Wills Eye
Hospital in Philadelphia, Pennsylvania. “And, if so,
how are retina specialists trending over time?”
Jonathan Prenner, MD, clinical professor and chairman, Department of Ophthalmology, at Rutgers Robert Wood Johnson Medical School in New Jersey,
noted during the discussion that retinal specialists
“feel a little isolated from the opioid epidemic, given
the closed ecosystem that we live in.”
“As we all painfully know, the world is experiencing the coronavirus pandemic, and the smaller
epidemics within it may be getting worse because
of the viral public health crisis,” Yonekawa said.
“The opioid epidemic was already a national issue,
and the current pandemic may be making things
worse. Postprocedural opioid prescription does play
a role in this.”
ST U DY DE SIGN A N D R E SU LT S
Using the 2013-2016 Medicare Part D prescriber
database, Yonekawa and his colleagues evaluated
the opioid prescription patterns of 1815 ASRS members by dividing the US Census regions into 4 sections—Northeast, Midwest, South, and West. They
then mapped the geographic variation in prescribing
patterns. Finally, they performed a regression analysis to identify risk factors associated with a higher
number of opioid prescriptions.
In the overall prescription patterns identified, 87%
were men and 13% were women, although this does
not necessarily represent the percentages of opioid
prescribers, Yonekawa said. The majority of practices
were located in the South (37%). Between 2013 and
2016, ASRS members wrote 918,076 opioid prescriptions. In 2016, ASRS members wrote 15,610 prescriptions
with 70% of members writing at least 1. On average,
ASRS members wrote 11 opioid prescriptions a year.
“About two-thirds of us wrote 1 to 10 opioid prescriptions, a quarter wrote 11 to 50 opioid prescriptions, and 6% wrote more than 50,” Yonekawa said.
“This 6% accounted for 31% of the total number of
opioid prescriptions.”
The total number of opioid prescriptions written by
ASRS members did trend downward overtime, with
an 18% decrease between 2013 and 2016. The highest number of prescriptions were written in Wisconsin, Tennessee, Texas, Oklahoma, Louisiana, Idaho,
and South Dakota.
“Physicians in the South were more likely to prescribe more opioids, and this is a trend seen in other
fields also,” Yonekawa said. “We’re not sure why,

therapeutics
but it might be different practice patterns, perceptions toward opioids, and patient population.”
Although the researchers found that ASRS members wrote fewer opioid prescriptions than the
national mean, they recommend retina specialists reconsider their prescribing habits given the
high risk of addiction.
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Prenner said the percentage of ASRS members
who prescribed opioids “was higher than I would
have expected.” He also asked, “What factors did
you find meaningful in terms of influencing prescribing patterns?” First, Yonekawa said, is that
database is composed of Medicare recipients, “so
Continues on page 30 : Specialists
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cians or facilities are less comfortable using them.
Next, I would suggest replacing 1 topical therapy at
a time. The prime candidate for elimination is the
topical steroid because it contributes the greatest
complexity to the regimen, with a long duration of
use that is complicated by a tapered instilling schedule and, often, the requirement to shake the bottle.
We now have compounded steroid injections
or combination drops from ImprimisRx and Ocular Science, and 2 FDA-approved sustained-release
dexamethasone products (Dexycu, EyePoint Pharmaceuticals, and Dextenza, Ocular Therapeutix) to
reduce the adherence burden on patients and give
surgeons more control over delivery of the steroid.
Dexycu is a biodegradable, extended-release formulation of dexamethasone 9% that is injected
into the ciliary sulcus or into the capsular bag
at the end of cataract surgery, where it delivers
a tapering dose of steroid for the first few weeks
after surgery. In a randomized, controlled clinical trial, complete anterior chamber cell clearing
was achieved in 60% of the Dexycu eyes versus
20% in the placebo group at postoperative day 8.7
Dextenza is a bioerodible 0.4-mg dexamethasone insert that can be placed in the lower canaliculus before, during, or after cataract surgery,
where it releases steroid onto the ocular surface for
30 days. In clinical trials, it resulted in less pain
and inflammation than a placebo insert.8 Patients
greatly prefer these sustained-release options over
topical steroid drops.9,10 Both are FDA approved
and have pass-through status, so their cost is typically covered by Medicare or private insurance.
Intracameral dexamethasone has the advantage
of being applied much closer to the target tissue
than topical or intracanalicular options. It does not
have to cross the corneal and conjunctival barriers;
instead, the surgeon places it under the iris and near
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younger patients are not fully accounted for, which
means the actual numbers are likely much higher.”
Southern-based retina physicians prescribe more
opioids, but that is not unique as other specialties
have similar breakdowns, he said.
“We’re not sure why that is,” Yonekawa said, but
it may have to do with geographic practice patterns
overall. In his practice, Yonekawa has stopped the
use of opioids altogether.
For scleral buckling, which tends to be more
uncomfortable than vitrectomy procedures, “we do

the ciliary body, where the inflammatory cascade
begins. When I participated in the Dexycu clinical
trials, I noticed how quiet the anterior chambers
appeared postoperatively, with hardly any cell or
flare on postoperative day 1. I attribute this to
not only the site of injection, but also the timing.
With topical drops, although we instruct the
patient to instill the steroid 4 times a day starting
several hours after surgery or starting the next
morning if the eye is patched at the time of surgery,
the reality is that family members may still need
to make a trip to the pharmacy, or the patient may
go home and fall asleep before instilling the drops.
It can be from 12 to 24 hours or more before the
first dose of topical steroid is delivered to the eye,
compared with just a few seconds when the surgeon injects Dexycu at the conclusion of the case.
There is a bit of a learning curve for the proper
injection technique for Dexycu; there is also the possibility of migration of the dexamethasone spherule
onto the IOL optic or onto the iris, where it becomes
visible until its absorption within a few days.
With intraoperative sustained-release steroids—
perhaps coupled with other injected or sustainedrelease drugs—we can eliminate the gambles of
patient adherence. This has the potential to greatly
enhance the patient experience, improve practice
flow, and provide the surgeon with more control
over unwanted postoperative complications. ■
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