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engineered for the treatment of DME in patients who have been 
previously treated with a course of corticosteroids and did not 
have a clinically signifi cant rise in intraocular pressure.

In pivotal studies, ILUVIEN demonstrated a proven increase 
in visual acuity through 24 months (primary endpoint) and 
sustained up to 36 months.2-4

Adverse reactions in the ILUVIEN phase III clinical trials were 
consistent with other corticosteroid treatments.2
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BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION

ILUVIEN® (fluocinolone acetonide intravitreal implant) 0.19 mg For Intravitreal Injection

INDICATIONS AND USAGE
ILUVIEN® (fluocinolone acetonide intravitreal implant) 0.19 mg is indicated for the treatment 
of diabetic macular edema in patients who have been previously treated with a course of 
corticosteroids and did not have a clinically significant rise in intraocular pressure.

CONTRAINDICATIONS
Ocular or Periocular Infections: ILUVIEN is contraindicated in patients with active or 
suspected ocular or periocular infections including most viral disease of the cornea and 
conjunctiva including active epithelial herpes simplex keratitis (dendritic keratitis), vaccinia, 
varicella, mycobacterial infections and fungal diseases.
Glaucoma: ILUVIEN is contraindicated in patients with glaucoma, who have cup to disc  
ratios of greater than 0.8.
Hypersensitivity: ILUVIEN is contraindicated in patients with known hypersensitivity to any 
components of this product. 

WARNINGS AND PRECAUTIONS
Intravitreal Injection-related Effects: Intravitreal injections, including those with ILUVIEN, 
have been associated with endophthalmitis, eye inflammation, increased intraocular pressure, 
and retinal detachments. Patients should be monitored following the intravitreal injection.
Steroid-related Effects: Use of corticosteroids including ILUVIEN may produce posterior 
subcapsular cataracts, increased intraocular pressure and glaucoma. Use of corticosteroids  
may enhance the establishment of secondary ocular infections due to bacteria, fungi,  
or viruses. 
Corticosteroids are not recommended to be used in patients with a history of ocular herpes 
simplex because of the potential for reactivation of the viral infection.
Risk of Implant Migration: Patients in whom the posterior capsule of the lens is absent or 
has a tear are at risk of implant migration into the anterior chamber.

ADVERSE REACTIONS
Clinical Studies 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 the clinical trials of another drug and may not reflect the rates observed 
in practice.
Adverse reactions associated with ophthalmic steroids including ILUVIEN include cataract 
formation and subsequent cataract surgery, elevated intraocular pressure, which may 
be associated with optic nerve damage, visual acuity and field defects, secondary ocular 
infection from pathogens including herpes simplex, and perforation of the globe where there 
is thinning of the cornea or sclera.
ILUVIEN was studied in two multicenter, randomized, sham-controlled, masked trials in 
which patients with diabetic macular edema were treated with either ILUVIEN (n=375) or 
sham (n=185). Table 1 summarizes safety data available when the last subject completed  
the last 36-month follow up visit for the two primary ILUVIEN trials. In these trials, subjects 
were eligible for retreatment no earlier than 12 months after study entry. Over the three-year 
follow up period, approximately 75% of the ILUVIEN treated subjects received only  
one ILUVIEN implant. 

Table 1: Ocular Adverse Reactions Reported by ≥1% of Patients and  
Non-ocular Adverse Reactions Reported by ≥5% of Patients

Adverse Reactions ILUVIEN (N=375)
n (%)

Sham (N=185)
n (%)

Ocular

Cataract1 192/2352 (82%) 61/1212 (50%)

Myodesopsia 80 (21%) 17 (9%)

Eye pain 57 (15%) 25 (14%)

Conjunctival haemorrhage 50 (13%) 21 (11%)

Posterior capsule opacification 35 (9%) 6 (3%)

Eye irritation 30 (8%) 11 (6%)

Vitreous detachment 26 (7%) 12 (7%)

Conjunctivitis 14 (4%) 5 (3%)

Corneal oedema 13 (4%) 3 (2%)

Foreign body sensation in eyes 12 (3%) 4 (2%)

Eye pruritus 10 (3%) 3 (2%)

Ocular hyperaemia 10 (3%) 3 (2%)

Optic atrophy 9 (2%) 2 (1%)

Ocular discomfort 8 (2%) 1 (1%)

Photophobia 7 (2%) 2 (1%)

Retinal exudates 7 (2%) 0 (0%)

Anterior chamber cell 6 (2%) 1 (1%)

Eye discharge 6 (2%) 1 (1%)

Table 1 (continued)

Adverse Reactions ILUVIEN (N=375)
n (%)

Sham (N=185)
n (%)

Non-ocular

Anemia 40 (11%) 10 (5%)

Headache 33 (9%) 11 (6%)

Renal failure 32 (9%) 10 (5%)

Pneumonia 28 (7%) 8 (4%)
1  Includes cataract, cataract nuclear, cataract subcapsular, cataract cortical and cataract 
diabetic in patients who were phakic at baseline. Among these patients, 80% of ILUVIEN 
subjects vs. 27% of sham-controlled subjects underwent cataract surgery.

2  235 of the 375 ILUVIEN subjects were phakic at baseline; 121 of 185 sham-controlled 
subjects were phakic at baseline. 

Increased Intraocular Pressure
Table 2: Summary of Elevated IOP-Related Adverse Reactions

Event ILUVIEN (N=375)
n (%) Sham (N=185) n (%)

Non-ocular

IOP elevation ≥ 10 mm Hg from baseline 127 (34%) 18 (10%)

IOP elevation ≥ 30 mm Hg 75 (20%) 8 (4%)

Any IOP-lowering medication 144 (38%) 26 (14%)

Any surgical intervention for elevated 
intraocular pressure

18 (5%) 1 (1%)

Figure 1: Mean IOP during the study 

Cataracts and Cataract Surgery

At baseline, 235 of the 375 ILUVIEN subjects were phakic; 121 of 185 sham-controlled 
subjects were phakic. The incidence of cataract development in patients who had a phakic 
study eye was higher in the ILUVIEN group (82%) compared with sham (50%). The median 
time of cataract being reported as an adverse event was approximately 12 months in the 
ILUVIEN group and 19 months in the sham group. Among these patients, 80% of ILUVIEN 
subjects vs. 27% of sham-controlled subjects underwent cataract surgery, generally within 
the first 18 months (Median Month 15 for both ILUVIEN group and for sham) of the studies.
Postmarketing Experience: The following reactions have been identified during post-
marketing use of ILUVIEN in clinical practice. Because they are reported voluntarily, 
estimates of frequency cannot be made. The reactions, which have been chosen for 
inclusion due to either their seriousness, frequency of reporting, possible causal connection 
to ILUVIEN, or a combination of these factors, include reports of drug administration error 
and reports of the drug being ineffective.

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Category C.
There are no adequate and well-controlled studies of ILUVIEN in pregnant women. 
Animal reproduction studies have not been conducted with fluocinolone acetonide. 
Corticosteroids have been shown to be teratogenic in laboratory animals when 
administered systemically at relatively low dosage levels. ILUVIEN should be used during 
pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: Systemically administered corticosteroids are present in human milk 
and could suppress growth and interfere with endogenous corticosteroid production. The 
systemic concentration of fluocinolone acetonide following intravitreal treatment with 
ILUVIEN is low. It is not known whether intravitreal treatment with ILUVIEN could result 
in sufficient systemic absorption to produce detectable quantities in human milk. Exercise 
caution when ILUVIEN is administered to a nursing woman.
Pediatric Use: Safety and effectiveness of ILUVIEN in pediatric patients have not been 
established.
Geriatric Use: No overall differences in safety or effectiveness have been observed 
between elderly and younger patients.
Manufactured for: 
Alimera Sciences, Inc. • 6120 Windward Parkway
Alpharetta, GA 30005 • Patented. 
See: www.alimerasciences.com
All Rights Reserved; Issue Date December 2014;  
ILUVIEN is a registered trademark of Alimera Sciences, Inc.
Copyright © 2016 Alimera Sciences, Inc. All rights reserved. 
1-844-445-8843. Printed in USA. US-ILV-MMM-0311. 5/16
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This is the first in a series of three inserts discussing best practices in treating and managing patients 
with diabetic macular edema from a clinical, financial, and operational point of view. South Bay Retina, 
located in Sunnyvale, California, is a small practice with one physician. Georgia Retina, located in 
Atlanta, Georgia, is a large practice with multiple locations and physicians. 

6 A Disease Process Compared With a Diagnosis

7  DME Treatment Requires More Staff, More Authorizations

9 Anti-VEGF Versus Steroids

10 Managing Risk and Volume

See videos of the physicians and their staff discussing the clinical, financial, and operational 
aspects of treating and managing patients with DME at eyetube.net/series/pillars-of-success.

THREE PILLARS OF SUCCESS
in Patient and Practice Management 
Strategies in Diabetic Macular Edema

SOUTH BAY RETINA 
SUNNYVALE, CALIFORNIA

Keshav Narain, MD, is a retina specialist at 
South Bay Retina. He has no financial inter-
ests to disclose. Dr. Narain may be reached at 
kn63md@gmail.com.

Miya Yang is chief finance manager at 
South Bay Retina. She has no financial inter-
ests to disclose. Yang may be reached at 
miya999888@gmail.com.

Carley Carlson is practice manager at South 
Bay Retina. She has no financial interests to 
disclose. Carlson may be reached at  
carley@southbayretina.com.

GEORGIA RETINA 
ATLANTA, GEORGIA

Sean S. Koh, MD, is a retina specialist at 
Georgia Retina. He has no financial interests to 
disclose. Dr. Koh may be reached at  
skoh@garetina.com.

Paul Lucas is chief financial officer and admin-
istrator at Georgia Retina. He has no financial 
interests to disclose. Lucas may be reached at 
plucas@garetina.com.
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Fine-tuning treatment for patients with this multifactorial disease is now possible with the 
options available. 

BY KESHAV NARAIN, MD

A DISEASE PROCESS  
COMPARED WITH A DIAGNOSIS

Successfully managing patients with diabetic macular 
edema (DME) requires a three-pronged approach: clini-
cal, financial and operational. I will review the newer 

ways of handling DME from a clinical perspective. My staff at 
South Bay Retina will discuss the financial aspects of handling 
this disease and the operational efficiencies that need to be 
achieved in order to maximize the impact of treatments.

Factors Influencing Treatment
DME is truly a multifactorial disease process. There are 

inflammatory factors, growth factors, and various cyto-
kines involved to different degrees at different stages. 
Consequently, we treat by using a combination of drugs that 
act specifically to obtain the best results possible in patients.

  I think that as an initial treatment many of us reach for 
anti-VEGF drugs as they have a known safety record, and 
they can be administered in patients who are phakic as well 
as pseudophakic without concern about cataract. However, I 
am finding that in most, if not all, patients with early disease, 
there appears to be a prostaglandin-mediated inflammation 
that responds to steroids. I rely on many steroids because 
each has different characteristics.

When deciding how to treat a newly diagnosed DME 
patient, I look at many factors, such as severity of edema, 
duration of disease, and microcirculation. I use a variety 
of diagnostic tests, including fluorescein angiography and 
optical coherence tomography (OCT), as well as some that 
are less routine, such as microperimetry and electrophysiol-
ogy. By identifying which factor is involved at a particular 
time, I improve the efficiency of my management of that con-
dition. By using functional tests, I gain better insight into the 
success or failure of a treatment. 

Other factors to consider in terms of selecting a therapy 
are the age and the lifestyle of the patient. Younger patients 
may not have the time to return every month for an injec-
tion, therefore a depot medication is ideal. Older patients 
really do not like receiving injections. I have found that depot 
medication works well in both younger and older patients. 

With the sustained-release and depot choices that are 

available now, we can fine-tune the treatment for patients with 
DME. I am able to address specific components of the disease 
and treat this as a disease process rather than as a diagnosis.  

One routine practice for me is to always discuss the 
patient’s blood pressure and blood sugar at each visit. 
Better results are achieved with all ophthalmic treatments 
if patients take better overall care of themselves, and we 
work with our primary care colleagues to treat this as a 
systemic disease.

Patient Education
Patients often question whether the injections are effec-

tive. They say, “You gave me the injection and my vision is 
about the same.” How do we deal with that? First of all, as 
practitioners, we have to recognize that “about the same” 
might be really good for some patients. I find a micrope-
rimeter to be very helpful in educating patients about their 
disease. It is wonderful to have OCT that shows a decrease in 
retinal thickness. While impressive, it tells us nothing about 
actual visual function. I am amazed at how microperim-
etry can demonstrate what translates to functional visual 
improvement. We are learning that visual function and qual-
ity are not determined by Snellen acuity alone. Seeing the 
central field change from a mosaic of visual islands to a fully 
functional macula is possible with both central field analysis 
(microperimetry) as well as multifocal electroretinography 
(ERG). Such improvements are usually easy for patients to 
describe, but they are difficult to measure using Snellen 
acuity or contrast acuity alone. This is where we most will 
appreciate the benefits of reducing edema over time. They 
may still be reading the 20/30 line but with much greater 
ease. This is far more important to us than seeing a retinal 
thickness decrease without improvement in function. We 
are treating to improve visual function, after all. I think that 
showing patients benchmarks for progress that are real and 
objective is something that helps patients with treatment 
compliance. I think it would be helpful for retina specialists 
to learn how to expand on this. Once a patient understands 
the benefit of treatment, it is less challenging for that patient 
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to agree to the variety of different intravitreal medications 
that are now available (Table).

Short-Duration Implants
I believe that short-duration intravitreal corticosteroid 

implants indicated for the treatment of DME, such as the dexa-
methasone intravitreal implant 0.7 mg (Ozurdex; Allergan), 

have helped many of my patients in a dramatic fashion.   
Clinical studies with dexamethasone intravitreal implant 

0.7 mg indicate that an average of four injections are required 
over 36 months to achieve 15 or more letters of improve-
ment in BCVA.1

They have been available for some time for a variety of dif-
ferent indications, but certain specifics of injections become 
an issue for some patients. For example, patients often ask 
why repeat injections are needed and why the needle is larger 
and sometimes more painful. I think the most significant chal-
lenge, however, is duration of action. Like others, we found the 
short-duration implants did not last as long as we would have 
liked. Consequently, we found ourselves monitoring more fre-
quently, trying to re-inject before edema returned.

Long-Duration Implants
Long-duration intravitreal corticosteroids used for the treat-

ment of DME, such as the fluocinolone acetonide intravitreal 
implant 0.19 mg (Iluvien; Alimera), have been very nicely 
accepted by the patients in my practice. The first thing they 
notice is the smaller needle compared with the short-duration 
implants and the longer time between re-injection—and that 

Intravitreal corticosteroids
• triamcinolone acetonide (Triesence; Alcon)
• dexamethasone implant (Ozurdex; Allergan)
• fluocinolone acetonide implant (Iluvien; Alimera)

Intravitreal anti-VEGF agents
• pegaptanib sodium (Macugen; Bausch + Lomb)
• aflibercept (Eylea; Regeneron)
• ranibizumab (Lucentis; Genentech)
• bevacizumab (off-label use) (Avastin; Genentech)

TABLE.  INTRAVITREAL MEDICATIONS  
USED FOR DME

DME TREATMENT REQUIRES MORE STAFF, MORE 
AUTHORIZATIONS 
By Carley Carlson and Miya Yang

The treatment and management of diabetic macular edema 
(DME) patients has impacted our practice, South Bay Retina, in 
multiple ways. We have hired additional staff to accommodate 
more patients, and we spend a great deal of time processing 
insurance authorizations. 

Our practice sees about 24 patients a day, 4 days a week. 
Roughly half of those patients are DME patients. We are see-
ing these DME patients every 4 to 6 weeks, and every visit 
they are requiring fluorescein angiograms or optical coher-
ence tomography. 

The pre-approval process for our DME patients is basi-
cally the same whether they have a PPO or HMO plan. Even 
though a patient has a PPO plan, some of those patients still 
require an authorization process, and you may not know that 
unless there was a benefits investigation done for the patient’s 
insurance. And then, like with all patients who have an HMO, 
all of those visits and every procedure that is done in office 
requires pre-authorization. 

Insurance pre-approvals for many DME medications are much 
easier because of the specific J-codes, which simplifies the bill-
ing process because it is drug specific. It is also easier for us to 
follow-up using electronic medical records for billing. I just did 

an audit on those drugs, and it was very easy for me to search. 
The benefits investigation for our DME patients is similar 

across the board. However, the process for patients using Iluvien 
(Alimera) is a little more rigorous versus Ozurdex (Allergan) 
or Kenelog (Bristol-Myers Squibb), mainly because of the cost 
of the drug. Although Iluvien is the most expensive drug our 
practice has ever used, it can minimize patient visits and billing 
because one injection can last 3 years versus other drugs that 
require an injection every 1 to 2 months.     

The way we handle the buy-and-bill process in our practice is 
as follows: After Keshav Narain, MD, determines that the patient 
is a candidate for an injection or an implant, I review the insurance 
details for the patient, then I enroll them in the benefits inves-
tigation process, and a third party looks over all of their details. 
Once I receive the paperwork from the third-party reviewer, I can 
determine if the patient will have any out-of-pocket expenses. I 
then schedule the patient’s appointment and order the medica-
tion. The challenge is with the insurance plans. If we are dealing 
with an HMO plan, it is usually more difficult to receive payment. 
Sometimes the insurance company initially approves the process, 
but then the claim is denied once it is billed.

We definitely have to pay closer attention to authorizations 
and billing when managing DME patients.
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is a huge benefit for them. I have had very convincing results 
based upon the combination of treatments that I am using, 
especially with the long-term steroid implant.

Iluvien is a nonbioerodable intravitreal implant in a drug 
delivery system containing 0.19 mg fluocinolone acetonide, 
designed to release the drug at an initial rate of 0.25 μg/day 
and lasting 36 months. Iluvien is specifically indicated for 
treatment in patients who have been previously treated with 
a course of corticosteroids and did not have a clinically sig-
nificant rise in intraocular pressure.2

Determining Nonresponders
I determine if a treatment is beneficial for patients 

based upon a variety of measures, in addition to the acu-
ity that they may perceive. Once again, I use microperim-
etry, retinal thickness, and more recently, I began utilizing 
electrophysiology and looking at normalization of ERG-
responses. Normalization is achieved as you get towards 
a healthy retina, and that normalization likely reflects an 
improvement in retinal function and usually does correlate 
with improvement in vision. The pharmacokinetics of these 
steroids also have differences that are likely to affect efficacy.

I tend to gauge whether someone will be a responder 
based upon the degree of ischemia, the degree of inflam-
mation, and the amount of leakage present. If I see a retina 

that has been affected by chronic inflammation, there are 
usually cysts that are more or less permanent features of 
the architecture, which are visible on OCT. This is likely an 
eye that is not going to respond well. I think that retina 
specialists are getting better at determining who will and 
will not respond, but we still do not have a way of know-
ing absolutely; however, there are clues that we can get. 
Response to therapy can be indexed by reduction of edema 
by OCT, normalization of ERG characteristics (we see this 
with even pattern ERG), restoration of macular integrity 
by microperimetry, amongst other measures. We are all 
aware that patients with relatively normal OCT can have 
poor vision and some appear to have very good vision (at 
least by Snellen measurement) but a significant amount 
of edema. Beyond reductions of edema structurally, there 
is evidence that steroids can promote survival of injured 
retinal tissue in animals.3 There is further evidence that 
steroids play multiple roles in retinal physiology and bio-
chemistry. This includes possible upregulation of neuropro-
tective cytokines.4 n

1.  Ozurdex [package insert]. Irvine, CA: Allergan; 2014
2.  Iluvien [package insert]. Alpharetta, GA: Alimera Sciences; 2015.
3.  Brown J, Schuschereba ST, Hacker HD, et al. Steroid and nonsteroidal medications can enhance photoreceptor survival 
following argon laser retinal photocoagulation. Invest Ophthalmol Vis Sci. 2005;46(13):4735
4.  Byrne AM, Roche SL, Ruiz-Lopez AM, et al. The synthetic progestin norgestrel acts to increase LIF levels in the rd10 mouse 
model of retinitis pigmentosa. Mol Vis. 2016;22:264-274.
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Several factors must be considered when choosing a treatment option for patients with  
diabetic macular edema. 

BY SEAN S. KOH, MD

ANTI-VEGF VERSUS STEROIDS

T reating and managing patients with diabetic macular 
edema (DME) requires extreme attention to detail. In 
this article, I will discuss the clinical aspect of treating 

these patients, while Paul Lucas, the CFO of Georgia Retina, 
will explain the operational and financial challenges he faces 
on a day-to-day basis. 

VEGF and Cytokines
The pathogenesis of DME is complex and multifacto-

rial. It not only involves VEGF, but also other inflammatory 
cytokines. According to a study by Dong, et al,1 the level 
of these inflammatory cytokines varies depending on the 
level of diabetic retinopathy (DR). For example, the level of 
inflammatory cytokines is more elevated in the eyes with 
more severe DR. On the other hand, VEGF level may be high 
even in the eyes with mild DR, and it remains unchanged 
even if the DR worsens. 

What consequence does this have for the treatment of 
DME? Even though most patients respond well to anti-VEGF 
therapy, we all have seen some patients who have a subopti-
mal response. In patients who have had multiple injections, 
yet their visual acuity or macular edema does not improve, 
they are more likely to have chronic diffuse DME, which is 
probably driven by inflammatory cytokines. Therefore, they 
may respond better to intravitreal steroid therapy rather 
than anti-VEGF injections. 

New DME Patients
My first-line therapy for a patient with newly diagnosed 

DME is one of the three anti-VEGF agents: bevacizumab 
(Avastin; Genentech), ranibizumab (Lucentis; Genentech), 
or aflibercept (Eylea; Regeneron). I prefer aflibercept or 
ranibizumab to bevacizumab because of the data from 
Diabetic Retinopathy Clinical Research Network (DRCR.
net) Protocol T2 that showed inferior visual outcome for 
patients who received bevacizumab. Among the ranibi-
zumab and aflibercept groups, there was no significant 
visual acuity difference at 2 years. If a patient with newly 
diagnosed DME receives three anti-VEGF injections 
and his or her visual acuity or macular edema does not 
improve, I would consider switching to an intravitreal ste-
roid implant. 

Patient Compliance
Based on feedback from patients regarding the routine 

of anti-VEGF injections, most patients are willing to comply 
with repeat injections as long as it helps maintain their vision. 
However, if after several injections their visual acuity does not 
improve anymore, they do sometimes ask for less frequent 
injections. It is often because of transportation issues, a busy 
schedule, and sometimes because of pain related to the 
actual procedure. 

We also have many younger patients with DME who are 
working full time so they have less time for frequent visits. 
These patients are more likely to miss their follow-up visits, 
which is not good for anti-VEGF–therapy success. For these 
patients, I would consider switching to an intravitreal steroid 
implant. However, patients should understand that there is a 
risk of developing cataracts and needing anti-glaucoma drops. 
As long as they understand these possible complications, I 
believe the steroid implant option can provide a better quality 
of life with no compromise in the final visual outcome. 

Short-Duration and Long-Duration Implants
I use short-duration corticosteroid implants—such as 

the dexamethasone intravitreal implant 0.7 mg (Ozurdex; 
Allergan)—for the treatment of DME in my practice, espe-
cially for those patients who have no response or a sub-
optimal response to anti-VEGF therapy. In my experience, 
most patients gain 2 lines of vision and their macular edema 
improves after switching to the dexamethasone implant. 
Clinical studies with dexamethasone intravitreal implant 0.7 
mg indicate that an average of four injections are required 
over 36 months to achieve 15 or more letters of improve-
ment in BCVA.3 However, in my experience these patients 
still need an injection every 3 months, on average. Their 
compliance is better after switching to an every 3-month 
dexamethasone implant injection versus the monthly anti-
VEGF injections. 

I also use a long-duration corticosteroid implant—such 
as the fluocinolone acetonide intravitreal implant 0.19 mg 
(Iluvien; Alimera)—for those patients who are not respond-
ing well to anti-VEGF therapy, or those who are not willing to 
do the dexamethasone implant every 3 months. In my expe-
rience, the visual gain and optical coherence tomography 
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findings with the fluocinolone acetonide implant are similar 
to those with the dexamethasone implant. Most patients are 
thrilled after switching to the fluocinolone acetonide implant 
because usually they do not need another injection for at 
least the next 2 years. 

Iluvien is a nonbioerodable intravitreal implant in a drug 
delivery system containing 0.19 mg fluocinolone acetonide, 
designed to release the drug at an initial rate of 0.25 μg/day 
and lasting 36 months. Iluvien is specifically indicated for the 
treatment in patients who have been previously treated with 
a course of corticosteroids and did not have a clinically sig-
nificant rise in intraocular pressure.4 

Treating Nonresponders
For me, nonresponders to anti-VEGF therapy are defined 

as those whose visual acuity improves less than 5 letters or 
whose macular edema does not improve at all. I would then 
define suboptimal responders to anti-VEGF therapy as those 
whose visual acuity improves 5 letters or more but less than 
10 letters, and if the macular edema improves slightly but still 
persists after several anti-VEGF injections. 

For patients who are nonresponders to anti-VEGF therapy, 
I encourage them, without any reservation, to switch to 
either the dexamethsone or the fluocinolone acetonide 
implant. For those who have a suboptimal response to anti-
VEGF therapy, I will still consider continuation of anti-VEGF 
therapy for at least a few more injections. If you look at the 
data from DRCR.net Protocol I,5 28% of suboptimal respond-
ers eventually got better vision, more than 10 letters at year 1 
if they continued to receive ranibizumab. Perhaps it is worth-
while to try several more anti-VEGF injections, especially 
if they are phakic or they have glaucoma. However, if the 
patients are not willing to have monthly injections, or if the 
acuity does not improve after several more anti-VEGF injec-
tions, I would switch them to either the dexamethasone or 
fluocinolone acetonide implants. n

1.  Dong N, Xu B, Wang B, Chu L. Study of 27 aqueous humor cytokines in patients with type 2 diabetes with or without 
retinopathy. Mol Vis. 2013;19:1734-1746.
2.  Wells JA, Glassman AR, Ayala AR, et al; Diabetic Retinopathy Clinical Research Network. Aflibercept, bevacizumab, or 
ranibizumab for diabetic macular edema. N Engl J Med. 2015;372(13):1193-1203
3.  Ozurdex [package insert]. Irvine, CA: Allergan; 2014.
4.  Iluvien [package insert]. Alpharetta, GA: Alimera Sciences; 2015.
5.  Elman MJ, Aiello LP, Beck RW, et al; The Diabetic Retinopathy Clinical Research Network. Ophthalmology. 
2010;117(6):1064-1077.e35.

MANAGING RISK AND VOLUME
By Paul Lucas

The treatment and management of patients with diabetic 
macular edema (DME) has added more risk to our practice, 
Georgia Retina, not only from the procurement side of the 
drug because we need higher credit limits but also from the 
reimbursement side. It has also greatly increased the volume of 
patients we see. 

Authorizations and Billing
Pre-approvals for DME are a challenge because they have 

largely been on a carrier-by-carrier basis, which seems to always 
change. We had to hire a person specifically to address these 
authorizations for any type of DME treatment or other inject-
able treatments. 

As far as billing is concerned, J codes are definitely an asset, 
specifically for Iluvien (Alimera) because of the cost involved. It 
reduces a lot of back-end work required with regards to insur-
ance companies, such as sending in chart notes or calling them 
with invoices just to prove our case. 

The buy-and-bill system in retina has been evolving over the past 

several years as new treatments requiring more expensive drugs 
have become available. We have really gone from a paper system to 
what I call a fairly sophisticated refrigerated inventory management 
system. This system tracks our inventory, purchases, and utilizations, 
all of which helps to ensure that we have adequate supplies on 
hand and get paid for what use when we use it. 

An Increase in Patient Visits
From an operational perspective, treating DME patients has 

increased the volume of recurring patients for some of these 
treatment regimens. DME patients per day in the Atlanta area 
from our 11 offices average between 40 and 50. We do not 
schedule based on diagnosis so it is difficult to extrapolate that 
from any of our reports, but it is a considerable amount that 
has impacted our overall practice. Treating DME has forced us 
to become much more efficient in how patients flow in and out 
of the office, while still giving each patient the appropriate time 
in the examination room before and after treatment. We have 
hired additional technicians to keep up with the sheer volume 
of patients coming through the office.
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