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extend, or treat-and-observe approaches.

2 SUPPLEMENT TO RETINA TODAY | JANUARY/FEBRUARY 2020

SRINIVAS SADDA, MD
President, Doheny Eye Institute
Professor of Ophthalmology
Department of Ophthalmology
David Geffen School of Medicine at UCLA
Los Angeles, California

GAURAV K. SHAH, MD
Partner, The Retina Institute
St. Louis, Missouri

« Evaluate practice flow to determine the most efficient patient
experience.

« Establish and Implement plans to reduce reimbursement
denials.

GRANTOR STATEMENT

This educational activity was made possible by unrestricted
educational grants from Allergan, Regeneron Pharmaceuticals,
and Carl Zeiss Meditec.

ACCREDITATION STATEMENT

Evolve Medical Education LLC (Evolve) is accredited by
the Accreditation Council for Continuing Medical Education
(ACCME) to provide continuing medical education for physicians.

CREDIT DESIGNATION STATEMENT

Evolve designates this enduring material for a maximum of
1 AMA PRA Category 1 Credit™. Physicians should claim only the
credit commensurate with the extent of their participation in
the activity.

TO OBTAIN CREDIT

To obtain credit for this activity, you must read the activ-
ity in its entirety and complete the Pretest/Posttest/Activity
Evaluation/Satisfaction Measures Form, which consists of a series
of multiple choice questions. To answer these questions online
and receive real-time results, please https://evolvemeded.com/
online-courses/1923-supplement. Upon completing the activity



and self-assessment test, you may print out a CME credit letter
awarding T AMA PRA Category 1 Credit™. Alternatively, please
complete the Posttest/Activity Evaluation/Satisfaction Form and
mail or fax to Evolve Medical Education LLC, 353 West Lancaster
Avenue, Second Floor, Wayne, PA 19087; Fax: (215) 933-3950.

DISCLOSURE POLICY

It is the policy of Evolve that faculty and other individuals
who are in the position to control the content of this activ-
ity disclose any real or apparent conflict of interests relating to
the topics of this educational activity. Evolve has full policies in
place that will identify and resolve all conflicts of interest prior
to this educational activity.

The following faculty/staff members have the following finan-
cial relationships with commercial interests:

Dean Eliott, MD, and or spouse, has had a financial
agreement or affiliation during the past year with the following
commercial interests in the form of Consultant: Alcon, Alimera,
Allergan, Dutch Ophthalmic, Genentech, and RegenxBio.
Grant/Research Support: Neurotech. Stock/Shareholder: Aldeyra
Therapeutics and Pyleus Therapeutics.

SriniVas Sadda, MD, and or spouse, has had a financial
agreement or affiliation during the past year with the following
commercial interests in the form of Consultant: Allergan,
Amgen, Carl Zeiss Meditec, Centervue, Heidelberg, Nidek,
Novartis, Optos, 4DMT, and Roche/Genentech. Grant/Research
Support. Carl Zeiss Meditec. Speaker’s Bureau: Bayer, CenterVue,
Heidelberg, Nidek, and Topcon. Other Financial Support: Research
Instruments: Nidek and Topcon.

Gaurayv K. Shah, MD, and or spouse has had a financial
agreement or affiliation during the past year with the following

commercial interests in the form of Consultant: Allergan, Bausch
+ Lomb, Dorc, Novartis, Omic, and Regeneron Pharmaceuticals.
Grant/Research Support: Allergan. Stock/Shareholder: Vortex.

EDITORIAL SUPPORT DISCLOSURES

Erin K. Fletcher, MIT, director of compliance and education;
Susan Gallagher-Pecha, director of client services and project
management; Cassandra Richards, director of education develop-
ment, Evolve; and Michelle Dalton, writer, have no financial rela-
tionships with commercial interests. Nisha Mukherjee, MD, peer
reviewer, has no financial relationships with commercial interests.

OFF-LABEL STATEMENT

This educational activity may contain discussion of published
and/or investigational uses of agents that are not indicated by
the US FDA. The opinions expressed in the educational activity
are those of the faculty. Please refer to the official prescribing
information for each product for discussion of approved indica-
tions, contraindications, and warnings.

DISCLAIMER

The views and opinions expressed in this educational activ-
ity are those of the faculty and do not necessarily represent
the views of Evolve, Retina Today, or Allergan, Regeneron
Pharmaceuticals, or Carl Zeiss Meditec.

evolve

medical education

JANUARY/FEBRUARY 2020 | SUPPLEMENT TO RETINA TODAY 3



PRETEST QUESTIONS

Please complete prior to accessing the material and submit with
Posttest/Activity Evaluation/Satisfaction Measures Instructions for CME Credit.

1. Rate your level of confidence in your ability to determine when to treat a
patient with diabetic macular edema (DME).

a. Not at all confident

b. Not very confident

c. Neutral

d. Confident

e. Very confident

2. Rate your level of confidence in your ability to determine when to extend
a patient being treated with anti-VEGF therapy for neovascular age-related
macular degeneration.

a. Not at all confident

b. Not very confident

c. Neutral

d. Confident

e. Very confident

3. After performing an intravitreal injection, how often do you tell patients to
contact the office for any pain, decreased vision, pus, or discharge (on a scale of
1-5, where 1=never and 5=always)?

a. 1 (Never)

b.2

c.3

d 4

e. 5 (Always)

4. Which of the following is NOT true?

a. Failure to diagnose a condition (such as retinal detachment) is the
most common claim in ophthalmology.

b. Regarding intravitreal injections, delay in the diagnosis and treatment
of endophthalmitis is the most common claim.

c. Regarding intravitreal injections, there have been no claims of drug
choice (bevacizumab, ranibizumab, aflibercept) and no claims of
floaters due to silicone oil droplets from compounded bevacizumab.

d. Retinopathy of prematurity claims have the highest payments to
plaintiffs.

5. The FLUID study demonstrated that in treatment of neovascular age-related
macular degeneration with anti-VEGF therapy:
a. Zero tolerance of any fluid is essential to achieve optimal visual
outcomes.
b. Intraretinal fluid is associated with better visual outcomes than sub-
retinal fluid.
c. Interval between injections can be extended when mild amounts of
subretinal fluid are present.
d. Monthly therapy should be continued until pigment epithelial
detachments are flattened.
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6. Does EBITDA refer to the evaluation done for private equity deals to obtain a
multiplier?

a. Yes

b. No

7. According to the DRCR.net Protocol V clinical trial, is a reasonable
approach for managing an asymptomatic patient with good vision and center-
involved DME.

a. Monthly aflibercept injections

b. Observation

c. Focal laser treatment

d. Steroid injections

8. What is the most critical step an ophthalmologist can take in order to avoid a
lawsuit?

a. Document every interaction with and test on the patient.

b. Have consistent, frequent communication with the patient.

c. Do not appear rushed during an appointment.

d. Know and practice the standard of care.

9. The Centers for Medicare & Medicaid Services is planning on reimbursement
cuts to which retinal procedures?

a. Vitrectomy

b. Laser panretinal photocoagulation

c. Intravitreal injections

d. Aand B

e.Band C

f.Aand C

10. The period of time before a lawsuit is filed is called
a. Discovery
b. Malpractice
c. Intent to file suit
d. Plaintiff
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Updates for the Newer Retina Specialist

Retinal disorders, including age-related macular degeneration (AMD), diabetic retinopathy (DR), and diabetic macular edema (DME), can result in
vision loss if not treated early and—in most cases—continuously.” Significant challenges lie ahead in addressing these patients’ needs, as providers
are being tasked with treating an increasing number of patients due to the aging population and growing prevalence of diabetes.*%

Early-career retina specialists must also navigate the business aspects of their clinics to make educated decisions on selling a practice or joining a
practice that may be sold to a private equity firm. Further, in today’s increasingly litigious society, it's vital for physicians to understand how to protect

themselves from a lawsuit; ophthalmologists are no exception.”

The following discussion brings together thought leaders in the treatment of retinal disorders to review how to treat commonly seen cases. Panelists
also provide business and malpractice advice invaluable to any early-career ophthalmologist.

— SriniVas Sadda, MD, Moderator

By 2035, it is estimated that about 600 million people worldwide will be living with diabetes, a significant increase from the 382 million in 2013.8
DR is the most common ocular complication of diabetes and leads to more than 10,000 new cases of blindness in the United States each year.’

Approximately 33% of diabetic patients will develop DR.Y

There are two types of DR: nonproliferative and proliferative. Nonproliferative DR (NPDR) will advance to proliferative diabetic retinopathy
(PDR) if not properly managed.”® Up to 10% of patients with mild NPDR will progress within a year."" Once a patient has severe or very severe
NPDR, progression to PDR is very likely within a year at 50% and 75%, respectively.’

Approximately 11% of patients with diabetes will develop DME.® For many years, the standard of care for DME treatment was laser photocoagu-
lation.”™ However, anti-VEGF agents are now considered the first-line therapy for center-involved DME (CI-DME) based off the strength of multiple
clinical trials.”*"’ The American Academy of Ophthalmology’s (AAO) guidelines note laser photocoagulation is still the preferred treatment for non-

center-involving DME.'®

The cornerstone of successful DR and DME management is yearly eye exams, at minimum, and proper glycemic control. Loss to follow-up
remains a significant issue with these patients. The AAO found that upwards of 40% of people with diabetes forego annual eye appointments
to screen for ophthalmic complications.’® Gao et al found that one in four patients with NPDR didn’t return for follow-up after their first anti-

VEGF injection.”

The following cases provide real-world examples of common clinical scenarios early-career retina specialists can expect to face when managing

patients with diabetes.

Case 1: Mild NPDR With Good Vision

SRINIVAS SADDA, MD: Our first case is a 64-year-old patient with
mild NPDR who has been diabetic for some time. Until recently,
her NPDR was well controlled. During her annual follow-up exam, |
noticed that her vision was down slightly to 20/25 in her right eye,
but she hadn’t noticed visual changes. Her exam showed mild NPDR
and edema that had just creeped into the center, which presumably
explains her vision loss. At this point we have four courses of action
for this patient: observation only, anti-VEGF therapy, steroids, or
focal laser treatment. Which would you pick and why?

GAURAV K. SHAH, MD: Given that the patient is asymptomatic, I'd
select observation. | think clinical practice and studies have shown
that observation is quite appropriate for these patients. | don’t like
to treat patients who are asymptomatic and have good vision.

DEAN ELIOTT, MD: | would also observe. This was the subject of a

recent DRCR.net study, and observation was a reasonable approach.

DR. SADDA: What does the literature tell us about how to treat
this patient? The DRCR.net Protocol V clinical trial specifically looked
at how to treat patients with CI-DME and very good vision.?

The trial was conducted at 91 sites in the United States and
Canada and included 702 adults with type 1 or type 2 diabetes.
Patients were randomly assigned to 2.0 mg of aflibercept (n=226)
every 4 weeks, focal/grid laser photocoagulation (n=240), or obser-
vation (n=236). The primary outcome was at least a 5-letter visual
acuity (VA) decrease from baseline at 2 years. At 2 years, 16%, 17%,
and 19% of eyes had at least a 5-letter VA decrease in the afliber-
cept, laser photocoagulation, and observation groups, respectively
(Figure 1). Further, 27%, 25%, and 21% of patients had at least
5-letter gain at 2 years with aflibercept, laser photocoagulation, and
observation, respectively (Figure 2). Very few patients lost even a
line of vision regardless of the treatment strategy. Given that there
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25-LETTER LOSS AT 2 YEARS PRIMARY OUTCOME

Treatment Group
Observed Data Comparisons

Relative Risk (o]} P Value

0.88 0.57-1.35 .79
vs. Laser

vs. 0.83
Observation

0.55-1.27 .79

Observation

Laser vs.

b Srvation 095 0.64-1.41 .79

Aflibercept
N =208

Figure 1. DRCR.net Protocol V clinical trial primary outcome data: letter loss experienced with
aflibercept versus laser versus observation.

was no significant difference in vision loss between the groups, the
researchers concluded that observation without treatment may be a
reasonable strategy unless VA worsens.

DR. ELIOTT: This is assuming the patient comes back for follow-
up exams.

DR. SADDA: That's a fair point. If you choose to observe the
patient, you'll only know if they progress if they come in for follow-
up exams. Presumably patients who progress will also have vision
loss. That could trigger them to come in, but there’s no guarantee. If
you suspect a patient will not return for follow-up, that may impact
your approach. There are classic considerations that impact our
management of diabetic patients. It makes a difference if they're
poorly compliant, have poor systemic control, will need cataract sur-
gery soon, or have concomitant, more severe retinopathy.

That said, I'd argue that a single anti-VEGF injection won’t have
a long-term impact anyway; you'd need to consider laser treat-
ment. The takeaway message is that a relatively low percentage of
patients will progress and need treatment. What does this mean
for nonfoveal macular edema? Does anyone laser for this situa-
tion currently?

DR. SHAH: Sometimes. | laser those patients occasionally prior to
having cataract surgery. Depending on the follow-up of the patients,
if compliance is not great, focal laser might be appropriate for a small,
select few where microaneurysms are noted in the extrafoveal region.

DR. ELIOTT: I very rarely use focal laser. | agree with Dr. Shah that
focal laser is a reasonable approach for the few patients who have
microaneurysms within an area of extrafoveal edema and may have
difficulty with compliance.

Case 2: Very Severe NPDR Treated With Anti-VEGF

DR. SADDA: Our second case is of a 51-year-old Latino male who
has had diabetes for 5 years. He presented with blurry vision in the
right eye and also had very severe NPDR in addition to CI-DME. The
patient was treated with anti-VEGF therapy, which resolved the DME
and improved the retinopathy within 4 months. Should treatment
continue? What are the next steps?
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>5-LETTER GAIN AT 2 YEARS

Treatment Group
Comparisons

Observed Data

Relative Risk cl P Value

113 0.82-1.55 .46
vs. Laser

% of Eyes

vs. 1.30
Observation

0.86-1.98 .40

Observation
N =208

Laser vs.
OB s rvation 115 0.81-1.64 .46

Aflibercept Laser

Figure 2. DRCR.net Protocol V clinical trial secondary outcome data: letter gain achieved with
aflibercept versus laser versus observation.

REGRESSION OF RETINOPATHY WITH ANTI-VEGF THERAPY

Time to Development of PDR

(Composite Measurement of Disease Worsening) Proportion of Patients with 2 2 Step

Improvement in DRSS at Week 52

Figure 3. Key RISE/RIDE clinical trial data.

DR. SHAH: I've found it difficult to convince asymptomatic
patients to continue with injections. I'm not sure | would continue
to treat this patient if they're totally asymptomatic. Now, if you do
wide-angle angiography and you find large areas of nonprofusion,
then you know there’s a potential that the retinopathy will worsen.?’

DR. SADDA: The RISE/RIDE trials showed that intravitreal ranibizumab
reduced the risk of DR progression in eyes with DME, and many
ranibizumab-treated eyes experienced improvement in DR severity
(Figure 3).22 Post-hoc analyses showed at least a 2-step improvement
with ranibizumab 0.3 mg at month 24. For patients with baseline
moderate to severe NPDR levels, ranibizumab reduced the chance of
a new PDR event at month 36 by three times compared with sham
treatment.?2 After 36 months, 500 of 582 patients rolled over to the
open-label extension of RISE/RIDE and were treated with pro re nata
(PRN) ranibizumab 0.5 mg based on predefined DME retreatment
criteria. Between month 36 and 48, 24% did not require ranibizumab.
Diabetic Retinopathy Severity Score (DRSS) improvements with
ranibizumab were maintained in more than 70% of open-label
extension patients after switching to a PRN dosing regimen.?

Patients in RISE/RIDE were treated almost monthly for 3 years,
and then they could transition to PRN. To me, the bottom line is
that a significant proportion of patients who required additional
therapy were treated very infrequently, yet the majority still had
DRSS improvements. There seemed to be some actual disease



WEEK 52: PATIENTS WITH 22-STEP IMPROVEMENT
IN DRSS FROM BASELINE

28
*P <0.0001
vs. sham

Figure 4. PANORAMA clinical trial data: aflibercept every 8 weeks versus aflibercept every 16 weeks.

WEEK 52: PATIENTS DEVELOPING A
VISION THREATENING COMPLICATION OR CI-DME

VTC or

CI-DME viC CI-DME* fm

*p 0,003
vs. sl

Figure 5. Vision-threatening complications in PANORAMA.

modification, at least to the visible retinopathy. Given that DRSS
improvements can be maintained with less frequent PRN therapy,
this may warrant consideration of earlier intervention, especially in
patients with moderately severe and severe NPDR or higher.

DR. ELIOTT: The other thing you have to recognize is that in
diabetic patients, sometimes their vascular status improves; their

NAVIGATING THE WORLD OF RETINA:
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hypertension gets better and their kidney function improves. It's
not your anti-VEGF injections that are doing it, it's really their sys-
temic diseases that are improving. As they come into the office, they
become more aware of how to take care of themselves. RIDE/RISE
had patients who were consistently coming in for follow-up exams
and treatment. Compliant study patients are very different from the
patients we see every day.

DR. SADDA: You're right; that is an important caveat. Another
point to consider is that DRSS assessment was a post-hoc analysis of
the RIDE/RISE trials data. We do, however, have a randomized trial—
PANORAMA—that studied this question.

PANORAMA was a phase 3, double-masked, randomized study
that examined at the safety and efficacy of intravitreal aflibercept for
moderately severe to severe NPDR. A total of 402 patients were ran-
domly assigned to one of three groups: sham (n = 133), aflibercept
every 16 weeks (n = 135), or aflibercept every 8 weeks (n = 134). The
primary endpoint was at least a 2-step improvement on DRSS score
from baseline.*

The results were profound. The proportion of patients with at
least a 2-step improvement in DRSS was significantly greater with
aflibercept; 80% of patients who received aflibercept every 8 weeks
and 65% of patients who received aflibercept every 16 weeks met the
primary endpoint compared with only 15% of patients in the sham
group (Figure 4). Importantly, the proportion of patients who devel-
oped a vision-threatening complication was significant in the sham
group, and that was defined as being either PDR or anterior segment.
Furthermore, vision-threatening complications and CI-DME occurred
in a substantially greater proportion of sham patients (Figure 5).
Based on these data, aflibercept was approved for this indication in
May 2019. Two-year data are pending.

The bottom line is a substantial proportion of patients, just like in
RISE/RIDE, had an improvement in their retinopathy score. This, of
course, doesn’t address the issue of compliance. But | think afliber-
cept treatment is worth discussing with your patients.

By 2040, it is estimated about 228 million people worldwide will be diagnosed with AMD. If left untreated, more than 40% of patients with neo-
vascular AMD (nAMD) may lose 6 lines of vision (or more) within 3 years.?> Anti-VEGF treatment been shown to improve vision by 6 to 10 letters,
and extension studies have found between 33% and 38% gaining at least 15 letters from baseline.?s? Anti-VEGF agents (ranibizumab, aflibercept,

and bevacizumab) are considered the standard of care for AMD treatment.

That said, about 10% of patients won't respond to treatment, and more than half won't significantly improve.?® The PAT Survey found about 78%
of all respondents consider three to six injections sufficient to determine adequate patient response, and lacking optimal responses, most physicians
would consider switching agents>® Although switching can reduce fluid,3"*? it's unclear if switching will improve visual outcomes; clinical trials have

found that visual gains could not be maintained long term.3>3*

The next cases provide real-world examples of common clinical scenarios early-career retina specialists will face when treating AMD patients.

Case 1: Persistent Fluid in AMD

DR. SADDA: Our first case is a patient with 20/40 vision and
AMD who had persistent fluid after monthly aflibercept therapy. |
switched him to ranibizumab, and initially thought there was less
fluid. However, after multiple ranibizumab injections, | still couldn’t
get him dry. | went back to aflibercept, and it was the same situation;

I initially thought they were getting better, but realized the disease
state was the same.

After more than 25 monthly injections and no extension, he still
has fluid but good vision. What do you do about the persistent fluid?

DR. SHAH: I'd like to see them back, but sometimes you can’t get
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rid of all the fluid. I've had some patients whose vision actually wors-
ened after the fluid has gone away. Patients care about their vision,
not about what'’s on the OCT. If you give them anti-VEGF therapy

2 weeks later and the fluid is exactly the same, then maybe the drugs
we have aren’t going to work on their disease.

DR. SADDA: Dr. Shah brings up a great point. Anytime | have a
patient who doesn’t seem to be responding to therapy, | will do a
2-week test to see if there is a reduction in fluid at 2 weeks. If there’s
no change in 2 weeks, then you have to question if the disease pro-
cess is responsive to VEGF and consider a confounding diagnosis. For
example, sometimes these patients have polypoidal choroidal vas-
culopathy (PCV), central serous chorioretinopathy (CSCR), or CNV
complicating CSR, and you're not sure which is the contributor to
the fluid. Is it the CNV? Sometimes it’s not because we know CNVs
can be quiescent, but it’s actually the CSR.

DR. SHAH: The drugs we have don'’t address all the problems in
that lesion, and that’s okay. If you bring them back in 2 weeks and
they aren’t worse, then you know it’s not a persistent problem either.
This is a way to judge really what's going on when drugs are given
since intervals are quite long otherwise.

Case 2: Ongoing Subretinal Fluid in AMD

DR. SADDA: We're now going to look at patients who we think
are VEGF-responsive, but also need frequent anti-VEGF treatment.
Our next patient has 20/20 vision and has had subretinal fluid for
the last 2.5 years. It's remained stable without treatment (Figure 6).
The treating ophthalmologist suspected CNV, but the patient
improved on their own. That happens in patients with fluctuating
fluid; we've all seen cases like that. These patients need frequent
follow-up. Tolerating fluid is a controversial topic, and the FLUID
study attempted to answer the question of if we can tolerate some
fluid in our treatment protocols.

FLUID was a phase 4, randomized, controlled, single-masked
study that investigated the efficacy and safety of ranibizumab treat-
and-extend using an intensive retinal fluid retreatment regimen
compared to a relaxed retinal fluid retreatment regimen in patients
with AMD.>>3¢ A total of 349 patients with one treatment-naive
eye were randomly assigned 1:1 to either intensive or relaxed fluid
management. The full study design is outlined in Figure 7.

Patients received three doses of ranibizumab, and then they
went into a treat-and-extend regimen. The investigators set 200 um
of subretinal fluid as the cutoff—if at any time the patient had
more than 200 pm of fluid, they were treated. The vision outcomes
were the same. Patients treated with a relaxed treat-and-extend
protocol that tolerated some fluid achieved similar VA but with
much fewer injections to those patients who underwent an inten-
sive treatment regimen that sought to resolve the fluid completely
(Figure 8).

The clinical implication is that some residual subretinal fluid
may be tolerated in the short-term. That said, | have some issues
with this study. First, the visional gains in the study were not very
good at only 3 letters. In addition, intraretinal fluid was tolerated if
it was thought to be due to degenerative cysts, but it may not be
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Figure 6. Patient with stable subretinal fluid without treatment.
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Figure 7. FLUID study design.
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Figure 8. FLUID outcome data.

easy to distinguish degenerative from active cysts. We also don’t
have adequate long-term data of what happens if you don’t treat
activity in patients with CNV—there could be significant negative
consequences later on.

| treat to dry, but if | can’t get the patient dry, then I'm not los-
ing sleep over it. The important thing is you can’t let the lesion get
out of hand, and you still need to treat these patients.

DR. SHAH: There are patients who | observe more frequently than
others. There are some patients who will never be completely dry,
despite responding to treatment. Not all fluid needs to be treated,
and if fluid is persistent despite therapy, maybe they have disease
that is not anti-VEGF mediated.
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In recent years, there’s been an increase in the number of ophthalmology practices bought by private equity firms.” These business partnerships
have significant financial ramifications on the practice and physicians, as well as the care patients receive. Private equity buy-outs come with many
pros and cons. The ultimate goal is to increase the value of the practice. A sale provides practice owners with a large sum of money and/or stock
upfront, but they no longer maintain control over the practice. A sale can help offset physician debt and fund infrastructure improvements, but
workforce morale and patient care may suffer. Further, early-career physicians who aren'’t yet partners may find themselves locked into a contract
at a low salary. Before joining a practice that has been sold or may soon be sold, due diligence is needed.

DR. SADDA: What is a private equity firm, and why are ophthal-
mology practices so attractive to them?

DR. SHAH: Private equity is an asset class that consists of equity
securities and debt in companies that are not publicly traded. Simply
stated, private equity is an investment in a private company.

It's critical to understand what a private equity firm is because
they are becoming increasingly important in ophthalmology.
Ophthalmology is appealing to private equity firms because of
the aging population, limited providers, and a lack of competition
with health care systems. Ophthalmology is a growing field and has
additional income streams such as optical shops and ambulatory
surgery centers.

Demographics make the ophthalmology sector appealing to
investors as well. The AAO estimates that more than 24.4 million
Americans over age 40 have cataracts, including half of those older
than 75 years.® About 50 million Americans will have cataracts by
2050, spurring increased demand for cataract surgery.* Elective
laser surgery and new intraocular lens technology are also growing
in popularity.

DR. SADDA: How does private equity compare as an asset class to
public equity?

DR. SHAH: Private equity is a short-term investment of typically 3
to 5 years. Private equity firms have no regulatory oversights, and the
goal is to achieve 2 to 4 times the invested capital. Public equity, on
the other hand, can be either short- or long-term investments, but
typically only see single-digit returns that are tied to the stock mar-
ket. They are also highly regulated.

There are different types of private equity including venture capi-
tal and angel investing. Private equity firms are often confused with
venture capital firms because both look to invest in companies and
exit later by selling those investments. The key here is exit. They
acquire a mature company to increase its overall value in order to
produce a significant return for investors. The Table below provides a
breakdown of differences between the private equity types.

DR. SADDA: What are the main private equity firms in ophthal-
mology, and how do they profit?

DR. SHAH: The largest private equity firms currently are the
Blackstone Group, the Carlyle Group, KKR & Co. Inc,, and Apollo
Global Management. Currently, Blackstone owns more anesthesia
companies or anesthesia doctors than any other group. A private
equity firm has limited partners, and everyone gets a percentage
fee. Say, for example, Blackstone closes a deal for $500 million.
One percent of $500 million is a lot of money. These firms aren’t

TABLE. DIFFERENT TYPES OF PRIVATE EQUITY.

Private Equity Venture Capital

Angel Investing

Target Investment | Mature companies often under-

performing or undervalued prerevenue

Startups, early-stage companies, usually

Startups, very early stage, prerevenue

Target Industry Al industries, usually with an established

market for the product/service

High-growth industries like technology,
biomedical, alternative energy

All Industries

Returns Average returns of 10.64% The vast majority are failures, with some solid | Vast majorities are failures, with some solid returns, and
returns, and a few spectacular successes a few spectacular successes

Risk Level Moderate High Very High

Investment Size Traditionally at least $1M Less than $10M Less than $1M

Structure Ownership equity Ownership equity Convertible debt or ownership equity
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typically interested in a $5 million deal—they are looking for $50
million, $500 million.

Private equity firms make money by buying companies cheaply. The
average price-to-earnings paid for a private company in 2015 was 7.1.
The historical average price-to-earnings ratio is between 15 and 25 for a
public firm (www.multpl.com/s-p-500-pe-ratio/table/by-year). Relative
to their earnings, private companies are bought at half to one-third the
price of what would be paid for the same company if it were public,
which creates a huge return potential in the case of a liquidity event.

DR. SADDA: How can a physician in private practice assess the
practice value to inform their decision to sell?

DR. SHAH: As a business owner, it's very important to know how
profitable your practice is and how to read a balance sheet. No one
will look at your money like you will; you have to do it yourself.

To evaluate the profitability of your practice, use EBITDA: Earnings
Before Interest, Tax, Depreciation, and Amortization.

EBITDA focuses on operating decisions. It is capital structure
neutral, meaning it is not affected by debt and excludes noncash
expenses like depreciation, which may or may not reflect your prac-
tices ability to generate cash that it can pay back as a dividend to its
owners. It excludes non-operating decisions, such as interest expens-
es, which is a financing decision, tax rates, depreciation are tangible
assets and amortizations are intangible assets.

DR. SADDA: Under what circumstances would a physician in pri-
vate practice want to sell their business?

DR. SHAH: Selling a practice makes perfect sense for doctors near-
ing retirement. The payout from the sale will generally dwarf the
earning potential of 5 to 7 more years practicing and comes with the
relief of not having to worry about the minutiae of day-to-day prac-
tice management.

It can also be beneficial for early- to mid-career physician-owners
as well. Although there are significant benefits to maintaining con-
trol, selling your practice can be a shrewd fiscal decision under the
right circumstances.

Generally, you will be compensated in cash and stock in the man-
agement company. Receiving a sizable cash windfall presents an
opportunity to invest and grow that money more than a standard
income, which is spread out over many years and possibly subject
to fee reductions. Investing this large sum early in your career may
afford you the opportunity to develop an impressive nest egg and
possibly cut back your hours or retire early down the line.

Equity in the management company or the original practice will
ideally continue to appreciate as well. For some young owners, the
idea of practicing medicine without the burden of management
concerns may also be appealing. Moreover, groups with a large
number of subspecialists need a wide referral base, and consolida-
tion can add referral practices to the “mothership” practice. This is
especially relevant if local competing practices have been acquired
by other management companies and are looking to add to their
own referral base.
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DR. SADDA: What do early-career physicians need to know about
private equity firms before joining a practice?

DR. ELIOTT: If you're thinking of joining a practice, it’s critical to
know if they're contemplating selling to it to a private equity firm.
You could get burned if you join a practice and they sell 1 year into
your employment; you're not a partner, you're an employee, and
you've lost a lot of the upside income potential.

DR. SHAH: If you're looking for a job, there are scenarios you need
to consider before joining a practice that has been or soon will be
acquired by a private equity firm. Let’s walk through a few different
situations. Say a fellow signs a contract, and then the group sells and
joins a private equity firm shortly thereafter. If private equity was not
what you signed up for, you can get out of the contract. You'll have
to get lawyers involved, but it’s within your right.

This gets trickier if you're already a practice associate 3 to 5 years
into the partnership. The original contract you signed is no longer
valid. Private equity firms typically offer a new contract and pay phy-
sicians with a bonus that’s now determined by the board. You will
most likely not be eligible for any of the initial money. You'll need to
ask how your employment contract will change, and how the pay
will change with the new structure.

Some questions to ask include:

- Are management functions going to be centralized, decentral-
ized, extreme decentralized, or something in between?

+ How controlling is the acquiring management company?

- What does the acquiring company offer employees?

+ What happens to restrictive covenant?

+ How will the staffing change?

- How will the benefits change?

Remember, the goal of consolidation is to maximize profits. There
is always a possibility that this profit-centered attitude will affect staff
treatment, quality of new employees, investment in future equipment
needs and practice infrastructure, and, most importantly, patient care.

You also have to know how long you're required to stay with the
new group once you sign the contract. The new contract may come
with a higher salary, but it's going to come with some baggage like a
minimum number of years you're required to stay.

DR. ELIOTT: You also have to remember that you're now working
for other people. You'll have a boss, and you'll lose all the advantages
of a private practice, where you make a lot of money and you're your
own boss. This is something to be aware of.

DR. SHAH: It’s difficult to predict the future of consolidation in
ophthalmology. The main question is whether the boom in acquisi-
tion of ophthalmology practices will continue to grow or plateau in
coming years. Regardless of whether acquisitions continue or level
off, there is significant opportunity outside of private practice for
younger doctors. With proper research and forethought, it is possible
for early- to mid-career physicians to maintain a stable lifestyle and
even profit from the present flux in practice ownership.
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A retrospective analysis of closed malpractice claims against ophthalmologists in the United States found that 24% of closed claims resulted in
payment; two-thirds were dropped, withdrawn, or dismissed.”’ Fifty percent of claims stemmed from cataract and cornea surgeries. Although oph-
thalmology has a lower number of malpractice claims when compared to other health care specialties, ophthalmologists still need to understand

how to protect themselves in the event of a lawsuit.

DR. SADDA: What are some common terms early-career
ophthalmologists should know regarding malpractice lawsuits?

DR. ELIOTT: Malpractice is negligence plus causation. The plain-
tiff is the patient, and the defendant is the doctor who is getting
sued. An expert witness is a doctor in the same specialty who can
testify on standards of care. You're not really a witness, as you didn’t
observe anything directly, but that's what it is called.

An intent to file suit means the period of time before a suit is filed.

This varies from state to state, and it’s actually a positive to be in a
state that has intent to file suit timeframes because you'll know you
have a 6-month period before the suit gets filed.

Discovery is the period of time where people are gathering
information. If you are sued, it may seem like the suit is moving
slowly, but a lot is happening behind the scenes. For example,
your lawyer may tell you to expect to be deposed. The deposi-
tion is when you have to go under oath and the plaintiff's lawyers
ask you about your care for the particular patient. The discovery
period can take months.

DR. SADDA: How do you prevent a lawsuit?

DR. ELIOTT: First and foremost, you must know the standard of
care, which is what a reasonable doctor would do in a reasonably
similar situation. You have to know what your colleagues are doing.
That means attending meetings and continuing with your medical
education because the standard of care evolves with time. The AAO
Subspecialty Day is a great meeting to attend to keep up with the
standard of care.

You also have to read the journals, such as the American Journal
of Ophthalmology, Ophthalmology, and JAMA Ophthalmology.

You should also read the specialty-specific journals, such as
Ophthalmology Retina, and the trade publications. They're eas-

ily readable and give you a lot of good, practical information.

Also pay attention to the American Society of Retinal Specialists’
Preferences and Trends (PAT) Survey to see what your colleagues
are doing. It will help you know if you're in the mainstream or not
regarding standard of care. Finally, it’s important for early-career
ophthalmologists to have a group of colleagues you stay in touch
with and in whom you can call on to discuss complicated cases.
Communication is critical.

The other way to avoid a lawsuit is through documentation.
Document the patient’s history, the exam, test results, and try to
have thorough chart information. If you don’t have documentation,
you can’t protect yourself in the event of a lawsuit.

Good communication with your patients and their companions
is also critical. Acknowledge the people who accompanied them to
their office visit. Look the patient in the eye when you're talking to

"Demonstrating compassion is

an important point. You never
want to abandon your patients.
If you abandon your patients,
they will abandon you."

—Gaurav K. Shah, MD

them. It’s also important to listen and acknowledge their situation.
Have a positive attitude. All of these things determine your relation-
ship with the patient. The less you look at them, the more they're
going to think you're cold and uncaring, If something happens,
you're more likely to get sued. Explain test results to the patient.
Show them the OCT. Ask if they have questions. The most impor-
tant thing is to demonstrate compassion; show the patient that
you're a human being and that you care about them.

DR. SHAH: Demonstrating compassion is an important point. You
never want to abandon your patients. If you abandon your patients,
they will abandon you.

DR. ELIOTT: Yes, exactly. Don't be a robot. If your patient comes
in with a retinal detachment, instead of spouting off facts about their
condition, tell them you're so sorry this happened. Explain that it
can happen spontaneously, and they did nothing to cause it. Try to
demonstrate that you're more than a doctor giving data, and try to
maintain a positive outlook.

DR. SADDA: How can physicians prevent a lawsuit in the event of
an adverse outcome?

DR. ELIOTT: Adverse outcomes happen, and there are a few things
you can do to prevent a lawsuit in those situations. As is the case
with all patient interactions, document your findings, communicate
effectively with the patient, and demonstrate compassion. In the
event of an adverse outcome, in order to demonstrate compassion,
you have to spend extra time with the patient. You should also
suggest they get a second opinion. If | have an unhappy patient, I'll
refer them to one of my colleagues. If you do that, it’s a good idea to
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send them to somebody a little bit older than yourself who’s more
experienced. That way it looks like they're getting someone with a
little more wisdom who can help them through this difficult situa-
tion, and it shows that you care about them.

DR. SADDA: Are there certain patients who are at higher risk for
bringing a lawsuit than others?

DR. ELIOTT: Yes, absolutely. These include patients who are unin-
sured and those who are noncompliant. Noncompliant patients are of
particular concern, especially if they need a test. Let’s say you suspect
ocular involvement from syphilis, and you order a fluorescent trepo-
nemal antibody (FTA) and rapid plasmin regain (RPR). The patient
disappears for 5 years and it turns out they had a positive FTA, but
you weren't aware of that because you were planning on checking the
result when they returned for their 2 week follow-up. No one checked
the test results because the patient didn’t come back in a timely fash-
ion. You have to check all the test results regardless of whether that
person has followed up as they were supposed to.

DR. SHAH: You not only have to check the test, you have to
close the loop. If the patient needs a referral, you need to provide
it and document that you provided it. If they don’t show up for
the appointment, document that as well. You need to make every
attempt to reach them.

DR. ELIOTT: Lawyers also tend to be problematic patients, espe-
cially litigation attorneys. Patients who live elsewhere (for example,
patients who are on vacation in your town/city when you see them)
are concerning as well, because they may not continue to engage
with you when they return home. Distance can make communica-
tion more difficult, and you won’t see them as often as the typical
local patient. Patients with systemic comorbidities, like diabetes, are
also concerning, as they are more likely to have severe problems with
anesthesia—this may include an increased risk of death.

DR. SADDA: If you have a high-risk patient, what are some strategjes?

DR. ELIOTT: If you have a high-risk patient, reccommend observa-
tion if they’re looking for an elective procedure. If it's a necessary,
but not urgent procedure, bring them back another time and get to
know them a little better. You want to establish a trusted rapport
before surgery. If it's an urgent procedure, like a retinal detachment,
spend a little more time talking to them preoperatively. If they're
sick, make sure they're cleared by anesthesia prior to surgery, docu-
ment everything, and then spend a little bit of extra time with them
postoperatively as well. The bottom line is people usually don’t sue
people they like. High-risk patients will like you if you show that you
care about them.

Early-career physicians should be especially wary if they don’t
know the diagnosis and don’t know what to recommend for a given
patient. In those situations, repeat and refer. | recommend bringing
the patient back in a week or so and repeating the exam. Maybe
the repeat exam and/or scans will show you something you didn’t
think of before. A week between appointments will also give you
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time to discuss the potential diagnosis with friends and colleagues.
Colleagues can provide a fresh perspective.

DR. SADDA: What are some common lawsuit scenarios in
ophthalmology?

DR. ELIOTT: Failure to diagnose a condition is the most common
claim in ophthalmology. For general ophthalmologists, it’s usually a
missed retinal detachment that brings about a claim. For retina spe-
cialists doing intravitreal injections, the most common claim is delay
in the diagnosis and treatment of endophthalmitis.

You also must communicate potential complications to the
patient after every injection. Remind them that if they have any pain,
decreased vision, pus, or discharge, that they should contact the
office immediately. Their eyes may feel uncomfortable for a day, but
it should feel normal after that. Say it over and over, after every treat-
ment. And if a patient calls after an injection saying they have blurry
vision, bring them in for an exam.

So far, there hasn’t been a claim over intravitreal drug choices, but
there have been claims regarding floaters due to silicone oil droplets
from compounded bevacizumab. Make sure your compounder does
not have this problem.

DR. SADDA: If you are sued, what steps should you take to miti-
gate the damage?

DR. ELIOTT: If you know you made a serious mistake that harmed
the patient, attempt to settle the case so it's not on your record. If
you settle, you can negotiate. The patient will receive compensation
and you can hopefully learn from the unfortunate experience and
not make the same mistake again. That said, if you did not com-
mit malpractice, you have to aggressively attempt to get the case
dropped.

In medical school, they teach you to let the lawsuit play out. |
disagree with this. Don’t be passive. Gather all the data, get a good
defense expert witness, and attempt to discredit the plaintiff's expert
witness. Is he board certified? Does he actually specialize in the area
of expertise needed? Does he currently treat patients with the condi-
tion in question or perform the procedure? Oftentimes the plaintiff's
expert doesn’t specialize in the issue at hand; they are simply hired
guns trying to make money. You've got to be on offense.

We're all going to make mistakes. The important thing is prevent-
ing a lawsuit by a commitment to continued learning, providing the
standard of care, knowing your limitations, demonstrating compas-
sion for your patients, treating your patients with respect, and having
your patients like you. Patients need to realize you're a human being,
a nice person, and that you care about them. Remember, that will go
a long way in preventing lawsuits.
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As more and more patients put demands on medical retina services, wait times in the office are likely to increase and/or patients cannot be
scheduled in a timely manner to receive monthly evaluations and (when necessary) the proper injections.”’ This, in turn, can lead to patient dissat-
isfaction with the overall treatment process and may be a contributing factor to poor patient compliance and adherence to a monitoring schedule.

Further adding to the strain on retina clinics is Centers for Medicare & Medicaid Services, which is planning on reimbursement cuts from 33.6%
for procedures such as vitrectomy to 68% cuts for laser panretinal photocoagulation.”? In order to maintain profitability, retina clinics need to evalu-

ate and treat more patients without sacrificing efficiency or patient care.

DR. SADDA: | think a critical aspect is having a good image man-
agement or a picture archiving and communication system that
integrates all of your imaging devices under one common viewing
platform. This picture archiving and communication system should
also be directly tied into your electronic medical record. We really
don’t have time in a busy practice to be running back and forth to
your imaging devices. | have found that this has had a big impact on
our practice efficiency.

DR. ELIOTT: The doctor is the rate limiting step in office work-
flow. Because the doctor can only see one patient at a time, it is
important the doctor does not spend time doing tasks that can
be performed by other office personnel. A strong team of friendly,
skilled, and dedicated people are essential to keep the doctor mov-
ing at an efficient pace. ™
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Address
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LEARNING OBJECTIVES

DID THE PROGRAM MEET THE FOLLOWING EDUCATIONAL OBJECTIVES? AGREE NEUTRAL DISAGREE

Summarize the most recent clinical study evidence using available therapies for AMD and DME. - S
Identify treatments under investigation for AMD and DME. - -

Develop individualized treatment plans for patients with retinal disorders that use a combination
of imaging, treat-and-extend, or treat-and-observe approaches. _ R —  —

Evaluate practice flow to determine the most efficient patient experience.

Establish and Implement plans to reduce reimbursement denials. _— = -



POSTTEST QUESTIONS

Please complete at the conclusion of the program.

1. Based on this activity, please rate your level of confidence in your ability
to determine when to treat a patient with diabetic macular edema.

a. Not at all confident

b. Not very confident

c. Neutral

d. Confident

e. Very confident

2. Based on this activity, please your level of confidence in your ability to
determine when to extend a patient being treated with anti-VEGF therapy
for neovascular AMD.

a. Not at all confident

b. Not very confident

c. Neutral

d. Confident

e. Very confident

3. After performing an intravitreal injection, how often do you tell patients
to contact the office for any pain, decreased vision, pus, or discharge (on a
scale of 1 to 5, where 1=never and 5=always)?

a. 1 (Never)

b.2

c3

d. 4

e. 5 (Always)

4, Which of the following is NOT true?

a. Failure to diagnose a condition (such as retinal detachment) is the
most common claim in ophthalmology.

b. Regarding intravitreal injections, delay in the diagnosis and treatment
of endophthalmitis is the most common claim.

c. Regarding intravitreal injections, there have been no claims of drug
choice (bevacizumab, ranibizumab, aflibercept) and no claims of
floaters due to silicone oil droplets from compounded bevacizumab.

d. Retinopathy of prematurity claims have the highest payments to
plaintiffs.

5. The FLUID study demonstrated that in treatment of neovascular AMD with
anti-VEGF therapy:
a. Zero tolerance of any fluid is essential to achieve optimal visual
outcomes.
b. Intraretinal fluid is associated with better visual outcomes than sub-
retinal fluid.
c. Interval between injections can be extended when mild amounts of
subretinal fluid are present.
d. Monthly therapy should be continued until pigment epithelial
detachments are flattened.

6. Does EBITDA refer to the evaluation done for private equity deals to
obtain a multiplier?

a. Yes

b. No

7. According to the DRCR.net Protocol V clinical trial, _ isa
reasonable approach for managing an asymptomatic patient with good
vision and center-involved DME.

a. Monthly aflibercept injections

b. Observation

c. Focal laser treatment

d. Steroid injections

8. What is the most critical step an ophthalmologist can take in order to
avoid a lawsuit?

a. Document every interaction with and test on the patient.

b. Have consistent, frequent communication with the patient.

c. Do not appear rushed during an appointment.

d. Know and practice the standard of care.

9. The Centers for Medicare & Medicaid Services is planning on
reimbursement cuts to which retinal procedures?

a. Vitrectomy

b. Laser panretinal photocoagulation

c. Intravitreal injections

d. Aand B

e.Band C

f.Aand C

10. The period of time before a lawsuit is filed is called
a. Discovery
b. Malpractice
c. Intent to file suit
d. Plaintiff



ACTIVITY EVALUATION

Your responses to the questions below will help us evaluate this CME activity. They will provide us with evidence that improvements were made in patient
care as a result of this activity.

Rate your knowledge/skill level prior to participating in this course: 5 = High, 1 = Low
Rate your knowledge/skill level after participating in this course: 5 = High, 1 = Low
This activity improved my competence in managing patients with this disease/condition/symptom. Yes No

I plan to make changes to my practice based on this activity. Yes No

Please identify any barriers to change (check all that apply):

____ Cost _____lack of opportunity (patients) Other. Please specify:
____ Lack of consensus or professional guidelines

__ Reimbursement/insurance issues
__ lLack of administrative support __ Lack of resources (equipment)
___ Lack of experience

Patient compliance issues

Lack of time to assess/counsel patients No barriers
The design of the program was effective The content was relative to your practice. Yes No
for the content conveyed. Yes No
The faculty was effective. Yes No
The content supported the identified
learning objectives. Yes No You were satisfied overall with the activity. Yes No
The content was free of commercial bias. Yes No Would you recommend this program to your colleagues? Yes No

Please check the Core Competencies (as defined by the Accreditation Council for Graduate Medical Education) that were enhanced through your
participation in this activity:

Patient Care Medical Knowledge
Practice-Based Learning and Improvement Interpersonal and Communication Skills
Professionalism System-Based Practice

Additional comments:

| certify that | have participated in this entire activity.

This information will help evaluate this CME activity; may we contact you by email in 3 months to see if you have made this change? If so, please
provide your email address below.




