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Evaluation and treatment

m ABSTRACT

Any patient age 50 or older with distorted vision or vision
loss may have age-related macular degeneration and
should be immediately referred to an ophthalmologist. Early
diagnosis and treatment are essential to preserve the
current level of vision. We outline risk factors, clinical signs,
what happens to the retina, and what treatments are
currently available, as well as recommendations about
vitamin and mineral supplementation.

KEY POINTS

Hypertension should be maximally controlled and all
patients who smoke should be encouraged to quit, as
smoking leads to a poorer outcome.

In accordance with the results of the Age-Related Eye
Disease study, patients over age 55 with evidence of
macular degeneration should take vitamin C 500 mg,
vitamin E 400 IU, beta-carotene 15 mg (unless the patient
smokes), and zinc (80 mg) every day.

For patients with the dry form of macular degeneration,
visits to an ophthalmologist every 6 months and daily home
Amsler grid testing are sufficient to monitor the disease,
usually beginning at age 50.

In patients with the wet form of macular degeneration,
laser photocoagulation is effective in juxtafoveal and
extrafoveal neovascularization, but not in most cases if the
new vessel growth is subfoveal.
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RIMARY CARE PHYSICIANS attuned to

the signs and symptoms of age-related
macular degeneration can help patients pre-
serve their vision by referring them for
immediate evaluation by an ophthalmolo-
gist, as well as controlling any hypertension
and encouraging smoking cessation.

Age-related macular degeneration is the
leading cause of new blindness in patients
older than 60 years in the United States.1-8
[t tends to progress slowly, but when it
reaches the point of choroidal neovascular-
ization, the loss of sharp, central vision
needed to read street signs and fine print
and to recognize faces can be sudden,
severe, and irreversible. Early diagnosis is
critical to preserve vision and prevent addi-
tional loss.

In this article, we outline the clinical
signs and visual symptoms that should suggest
age-related macular degeneration. We also
discuss treatments, as well as dietary supple-
ments that lower the risk of progression of the
condition.

m PREVALENCE AND INCIDENCE

In population-based studies, the prevalence
of age-related macular degeneration ranged
from 1.2% to 1.8% and increased with
age.23,6710 In 1992, Klein et al? estimated
that about 640,000 people in the United
States age 75 or older have signs of advanced
macular degeneration, and 315,000 people
will develop late-stage macular degeneration
over a 5-year period.® However, it is current-
ly estimated that there are approximately 14
million Americans with age-related macular
degeneration, with 1 million new cases per
year.
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Drusen

FIGURE 1. Numerous soft drusen are noted to
coalesce beneath the retina in the macula.

m RISK FACTORS

Although epidemiologic studies suggested a
wide variety of risk factors,!-15 including
female gender,’ a recent meta-analysis!® con-
cluded that the only significant ones are:

o Age > 50 years

e White race

e Smoking.

= MACULAR DEGENERATION
HAS TWO FORMS

Age-related macular degeneration exists in
two forms: atrophic (“dry”) and exudative
(“wet”). About 80% to 85% of people with
macular degeneration have the dry form. Wet
macular degeneration accounts for 15% to
20% of cases, but 90% of the severe loss of
vision due to the disorder.

= ATROPHIC (‘DRY’)
MACULAR DEGENERATION

Macular degeneration usually starts with tiny
yellow subretinal deposits called drusen (Ficure
1). Many patients older than 50 years develop
drusen, most commonly in the macula. Drusen
do not affect vision, and most people with
drusen do not develop macular degeneration.
However, one must have drusen to develop
age-related macular degeneration.

Over time, drusen can coalesce and lead
to geographic atrophy of the macula (riGure 2),
with loss of retinal pigment epithelium,
degeneration of the overlying photoreceptors,
and gradual loss of central visual acuity.

VOLUME 70 « NUMBER 12

Atrophy

FIGURE 2. Atrophy with sharply delimited
borders and visible choroidal vessels overlying
the fovea.

Because it tends to progress slowly, dry
macular degeneration does not usually cause
sudden, severe vision loss. But it can progress
to the wet form, so patients should be
encouraged to see their ophthalmologist reg-
ularly.

Treatment of dry macular degeneration is
usually limited to vision aids. No treatment
exists for the dry form once it involves the
center of the fovea.

= EXUDATIVE (‘'WET’)
MACULAR DEGENERATION

Wet macular degeneration is characterized by
choroidal ~ neovascularization—abnormal
growth of blood vessels in the choroid mem-
brane that underlies the retina. The neovascu-
larization extends anteriorly through a defect
in the Bruch membrane to the space under the
retinal pigment epithelium, under the sensory
retina, or both places, leading to accumulation
of subretinal fluid, blood, lipid, or all three
(FIGURE 3).

This condition can progress rapidly and
cause permanent vision loss, so early diagnosis
and treatment and regular visits to the oph-
thalmologist are critical.

Clinical features

of choroidal neovascularization

Patients with choroidal neovascularization
may report diminished, distorted, or blurred
visual acuity (7asLe 1). Patients with hemor-
rhage often describe a cloud or haze obscuring
their vision; occasionally, they see “floaters” or
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Choroidal neovascular membrane

FIGURE 3. A choroidal neovascular membrane
with subretinal hemorrhage and lipid exudates.

Common symptoms of age-
related macular degeneration

Decreased visual acuity
Metamorphopsia

Blurred visual acuity

Dark spot in the visual field (scotoma)
Foggy vision/haze

Difficulty reading

Floaters

Sparks or flashes (photopsia)

flashing lights, similar to the symptoms of reti-
nal detachment. Patients who report any dis-
tortion of their visual acuity should contact an
ophthalmologist immediately for an evalua-
tion.

On funduscopic examination, choroidal
neovascularization may present as detach-
ment of the pigment epithelium, subretinal
fluid, subretinal hemorrhage, subepithelial or
intraepithelial lipid, vitreous hemorrhage,
pigment epithelial tear, or, in the late stage, a
disciform scar.

Pigment epithelial detachment is a well-
demarcated, dome-shaped elevation of the
retinal pigment epithelium sometimes accom-
panied by pigment clumping.16 The fluid may
be clear or mildly turbid, and the detachment
may have a blister-like appearance (FIGURE 4).
A pigment epithelial detachment does not
necessarily mean that choroidal neovascular-
ization is present, since coalesced drusen can
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Pigment epithelial detachment

FIGURE 4. A pigment epithelial detachment
with a blister-like appearance in the macula.

lead to a localized pigment epithelial detach-
ment.

Subretinal blood and lipid and subsenso-
ry fluid are strongly associated with choroidal
neovascularization.16 Subretinal hemorrhage
can track under the macula, leading to a sud-
den and considerable decrease in visual acuity
(FIGURE 5).

Vitreous hemorrhage occurs when sub-
retinal blood breaks through the retina.

A pigment epithelial tear can result when
choroidal neovascularization exerts tractional
forces on the retinal pigment epithelium
monolayer.

Disciform scar. In long-standing cases,
choroidal neovascularization most often
results in a disciform scar, characterized by sub-
retinal fibrosis and lipid exudation (FIGURE 6).

Angiographic features

of choroidal neovascularization

After undergoing an ocular examination,
patients with suspected wet macular degener-
ation then undergo intravenous fluorescein
angiography, which helps confirm the diagno-
sis and identify the type of neovascularization
and the extent of the problem. This test is
contraindicated in patients who are pregnant
or who have liver disease.

Fluorescein angiography involves taking a
rapid series of photographs (not radiographs)
of the back of the eye for up to 30 minutes
after injecting fluorescein or indocyanine
green into an arm vein. The angiographic
appearance of choroidal neovascularization in
age-related macular degeneration is classified
as either classic or occult.
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Subretinal hemorrhage

FIGURE 5. A subretinal hemorrhage within
the macular region.

Classic neovascularization is defined as
“an area of choroidal hyperfluorescence with
well-demarcated boundaries” discernible early
during angiography.17 Early in the study the
hyperfluorescence can appear lace-like; in
later frames, leakage and pooling of the fluo-
rescein dye can obscure the original bound-
aries of the choroidal neovascularization (riG-
ure 7).17 The classic type is uncommon in age-
related macular degeneration.

Occult neovascularization refers either to
fibrovascular pigment epithelial detachments
or to late leakage from an undetermined
source.l7 Late leakage can appear as an area of
speckled hyperfluorescence and dye pooling in
the subretinal space in the late phases of
angiography; these areas do not correspond to
drusen or areas of atrophy of the retinal pig-
ment epithelium. Occult neovascularization
accounts for the vast majority of cases of
choroidal neovascularization in patients with
wet macular degeneration.

m OVERVIEW OF TREATMENTS

The treatment of macular degeneration
depends on the findings on funduscopic exam-
ination and fluorescein angiography and on
the results of previous interventions.

A number of treatments are available,
each with its own specific indications; these
include:

e Laser photocoagulation
Ocular photodynamic therapy
Macular translocation
Submacular surgery

Vitamin supplements.
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Disciform scar

FIGURE 6. A disciform scar with subretinal
fibrosis overlies the macula.

m LASER PHOTOCOAGULATION

Laser photocoagulation of abnormal choroidal
blood vessels is the most commonly used treat-
ment for preserving vision in patients with
wet macular degeneration.

Macular Photocoagulation Study

The Macular Photocoagulation Study, a

prospective, multicenter, controlled trial,

evaluated the effectiveness of laser photocoag-

ulation for the treatment of wet macular

degeneration.18 The study had three arms,

based on the location of the neovasculariza-

tion with respect to the fovea:

e Extrafoveal (200-2,500 pm from the cen-
ter of the foveal avascular zone)

e Juxtafoveal (within 1-200 pm of the
fovea)

¢ Subfoveal (beneath the fovea).

Results of extrafoveal argon laser treat-
ment. This arm was terminated early because
the treatment was beneficial: at 6 months,
severe visual loss had occurred in 25% of treat-
ed patients vs 60% of untreated patients (P <
.001).18 The benefit persisted at 3 years (52%
vs 68%; P < .004)19 and at 5 years (46% vs
64%).20 At 6 months, the relative risk of
developing severe visual loss from baseline was
1.5 among untreated patients vs treated
patients (P = .001).20 However, lesions
recurred in 54% of treated patients by the end
of 5 years.20

Results of juxtafoveal krypton laser
treatment. At 3 years, severe visual loss had
occurred in 49% of treated patients vs 58% of
untreated patients (P = .02).21 The benefit
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Classic choroidal
neovascularization

FIGURE 7. Classic choroidal
neovascularization on early- and late-frame
angiography.

was greatest among patients without hyper-
tension.2! Persistent choroidal neovascular-
ization, defined as angiographic evidence of
choroidal neovascularization with 6 weeks of
treatment, was detected in 32% of patients.22
The relative risk of severe visual loss from
baseline among untreated patients vs treated
patients was 1.2 from 6 months through the
5-year follow-up (P = .04).23 The relative
risk among untreated normotensive patients
vs treated normotensive patients was 1.82.23
The rate of recurrent choroidal neovascular-
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ization was 41.7% by 5 years, with an esti-
mated 78% rate of persistence or recurrence
at 5 years.23

Results of subfoveal argon or krypton
laser treatment. Laser photocoagulation to
the fovea carries the risk of immediate,
irrecoverable loss of central visual acuity. At 3
months, severe visual loss had occurred in
20% of laser-treated eyes vs 11% of untreated
eyes.24 By 24 months, however, this trend had
reversed itself, with severe visual loss in 20%
of treated eyes vs 37% of untreated eyes.24
These benefits persisted at 4 years (22% vs
47%; P = .002).25 Lesions persisted or recurred
in 51% of treated eyes.24

Treatment of recurrent lesions. This arm of
the study also included an evaluation of argon
or krypton laser photocoagulation for recur-
rent choroidal neovascularization resulting in
large losses of visual acuity in patients with
subfoveal involvement.26 By 24 months,
severe visual loss had occurred in 9% of laser-
treated eyes vs 28% of untreated eyes.26 These
benefits persisted at 3 years (12% vs 36% ; P =
.009).25

The investigators concluded that laser
photocoagulation is warranted for the sub-
group of patients with subfoveal choroidal
neovascularization with the following features:
e (lassic type
e Well-demarcated boundaries
e No larger than 3.5 disc areas (1 disc area

= 1.77 mm?).27

The rate of persistent choroidal neovas-
cularization was 13%, with a 3-year rate of
recurrence of 35%.28 The investigators con-
cluded that patients with smaller subfoveal
lesions and moderate or poor visual acuity
tended to have better outcomes than those
with larger lesions and moderate or good
visual acuity.29

Currently, we do not recommend photo-
coagulation for subfoveal choroidal neovascu-
larization.

m OCULAR PHOTODYNAMIC THERAPY
FOR SUBFOVEAL LESIONS

The Macular Photocoagulation Study demon-
strated the efficacy of laser photocoagulation
for extrafoveal and juxtafoveal choroidal neo-
vascularization. However, few patients with

DECEMBER 2003

Downloaded from www.ccjm.org on July 17, 2025. For personal use only. All other uses require permission.


http://www.ccjm.org/

subfoveal lesions qualified for this treatment
because either their lesions were too large, the
lesions had poorly defined boundaries, they
had visual acuity better than 20/200, or they
had no evidence of classic neovasculariza-
tion.25.26,29 This, combined with the high rates
of persistence and recurrence, prompted the
search for alternative therapies.

One such new therapy is ocular photody-
namic therapy, which involves the injection
of a lipophilic photosensitizer, verteporfin
(Visudyne), intravenously over 10 minutes.
The dye is allowed to reach the choroidal cir-
culation, at which time it is activated by a
689-nm diode laser. The laser activation
excites the photosensitizer to a triplet state,
creating oxygen species that damage endothe-
lial cells, which ultimately occludes the neo-
vascular membranes by activating the clotting
cascade.30.31 Studies in nonhuman primates
demonstrated this vascular occlusion both
angiographically and histologically,32-35 and
phase 1 and 2 studies were promising.36,37

Evidence of effectiveness
The Treatment of Age-Related Macular
Degeneration with Photodynamic Therapy
study38 consisted of two identical randomized,
multicenter, controlled trials designed to
determine if ocular photodynamic therapy
with verteporfin could reduce the risk of mod-
erate visual loss (loss of < 15 letters or approx-
imately 3 lines of vision on a Snellen test) in
patients with wet macular degeneration with
subfoveal choroidal neovascularization.38

At 1-year follow-up, 61% of treated eyes
vs 46% of placebo-treated eyes showed no evi-
dence of progression to moderate visual loss (P
< .001).38 Patients with predominantly clas-
sic-type neovascularization had a more pro-
nounced treatment benefit (67% of treated
eyes vs 39% of placebo-treated eyes showed no
progression to moderate visual loss, P <
.001).38 There was no treatment benefit in
patients whose lesions were less than 50%
classic.38 The 2-year results supported these
findings.39

Recommendations

Ocular photodynamic therapy is currently rec-
ommended for patients with predominantly
classic subfoveal choroidal neovascularization
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related to wet macular degeneration. Over 2
years, a patient receives a median of 5.6 treat-
ments.39 Patients tolerate the procedure well,
with the most frequent complications being
visual disturbance, reaction at the injection
site, photosensitivity reactions, and infusion-
related back pain.40 Following treatment,
patients are cautioned to avoid exposure to
sunlight for a period of 48 hours.40

A recent study demonstrated that this
procedure is somewhat more effective than
placebo at preventing visual loss in patients
with purely occult lesions, but approval has
not yet been granted for this treatment.

m MACULAR TRANSLOCATION

Macular translocation is the surgical reloca-
tion of the central neurosensory retina or
fovea intraoperatively or postoperatively
specifically for the management of macular
disease.41

The rationale for macular translocation is
to preserve foveal photoreceptors from an area
of recent damage (ie, subretinal fluid or hem-
orrhage) by moving them to an area with rel-
atively healthy retinal pigment epithelium.4!
Once the fovea has been translocated, the
choroidal neovascularization (which remains
in place anchored to the underlying retinal
pigment epithelium) can be treated using tra-
ditional photocoagulation, thereby sparing
the foveal photoreceptors.

Numerous techniques have been described
and tested42-56; however, macular transloca-
tion is still considered experimental and awaits
rigorous testing in controlled clinical trials.>7

= SUBMACULAR SURGERY

Submacular surgery is another intervention
still considered experimental and in need of
rigorous testing in controlled clinical trials. It
was developed as an alternative to macular
photocoagulation for subfoveal choroidal neo-
vascularization secondary to ocular histoplas-
mosis.’8-61 The technique involves a standard
three-port pars plana vitrectomy with removal
of the posterior hyaloid, creation of a retino-
tomy away from the foveal center, and
mechanical removal of the choroidal neovas-
cularization with forceps.
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Gass6? postulated that removal of the
choroidal neovascularization in age-related
macular degeneration would result in strip-
ping of the retinal pigment epithelium, with
subsequent poor visual outcome, whereas in
ocular histoplasmosis the neovascularization
is removed without damaging the retinal pig-
ment epithelium, with a resultant increase in
visual acuity. To date, most reports have sup-
ported this contention.63,64

However, enough success was seen that
several trials of the procedure were start-
ed.65-67 The first results, published in 2000,
indicated that, for patients with recurrent
extrafoveal or juxtafoveal choroidal neovas-
cularization secondary to age-related macular
degeneration following laser photocoagula-
tion, there was no difference in outcome
between repeat laser photocoagulation or sub-
macular surgery.68 Furthermore, a companion
report indicated no lifestyle change between
the two treatment groups.®® Further reports
are expected in the next few years.

= VITAMIN SUPPLEMENTATION

The Age-Related Eye Disease Study

The Age-Related Eye Disease Study was a

multicenter, randomized, controlled double-

blind study to evaluate the effects of high

doses of vitamin C, vitamin E, beta-carotene,

and zinc on the progression of age-related

macular degeneration and visual acuity.70
The study divided patients into four cate-

gories of macular degeneration:

e (Category 1—a total drusen area < 63 pUm
and visual acuity = 20/32 in both eyes

e Category 2 (mild macular degenera-
tion)—multiple small drusen, single or
nonextensive  intermediate  drusen
(63—124 pum), pigment abnormalities, or a
combination of these in one or both eyes,
and visual acuity = 20/32 in both eyes

e (Category 3 (intermediate macular degen-
eration)—no evidence of advanced dis-
ease (ie, atrophy involving the center of
the macula or features of choroidal neo-
vascularization) in both eyes and at least
one eye with visual acuity = 20/32, with at
least one large drusen (125 pm), exten-
sive intermediate drusen, or geographic
atrophy not involving the center of the
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macula, or any combination of these
e (Category 4—visual acuity = 20/32 and no

advanced macular degeneration in the

study eye, and the fellow eye with lesions

of advanced degeneration or visual acuity

< 20/32 likely due to macular degenera-

tion.70

Patients ages 55 to 59 required category 3
or 4 lesions to qualify for the study.?0

The treatment groups received antioxi-
dants (vitamin C 500 mg, vitamin E 400 IU,
and beta carotene 15 mg), or zinc 80 mg with
copper 2 mg, or antioxidants with zinc. The
control group received placebo. Outcomes
were progression to or treatment of advanced
macular degeneration and moderate visual
loss. The study enrolled 3,640 patients and
followed them for an average of 6.3 years.70

Results. The risk of developing advanced
macular degeneration was lower in patients
taking antioxidants plus zinc than in those tak-
ing placebo (odds ratio 0.72, 99% confidence
interval 0.52-0.98). Those taking antioxidants
alone also had a lower risk (odds ratio 0.75,
99% confidence interval 0.55-1.03), as did
patients taking zinc alone (odds ratio 0.80,
99% confidence interval 0.59-1.09).70

For moderate visual loss, only the antioxi-
dant plus zinc therapy resulted in a reduction of
risk (odds ratio 0.73, 99% confidence interval
0.54-0.99). In patients in category 3 or 4, the
risk of developing advanced macular degenera-
tion was 20% with antioxidants plus zinc vs
28% with placebo; the probability of a 15-letter
decline in visual acuity was 23% vs 29%.70

Benefits were seen for patients with dry
and wet macular degeneration. Patients who
smoked were taken off the beta-carotene for-
mulation because of a risk of malignancy. The
authors recommended that patients over age
55 who met study criteria should take antiox-
idants plus zinc daily, minus the beta-carotene
if they smoked.70

Our recommendations

We recommend that, in accordance with the
results of the Age-Related Eye Disease study,
patients over age 55 with evidence of macular
degeneration take antioxidants (vitamin C
500 mg, vitamin E 400 IU, beta-carotene 15
mg, unless a smoker) and zinc 80 mg every
day.
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= THERAPIES UNDER DEVELOPMENT

We need new and better therapies to preserve
vision in patients with either form of age-relat-
ed macular degeneration. The goal of new ther-
apies will be the same as that of current ones: ie,
to control the adverse effects of choroidal neo-
vascularization on the foveal photoreceptors

and retinal pigment epithelium.

tion, semiannual visits to an ophthalmologist
and daily home Amsler grid testing is suffi-
cient to monitor the disease, usually beginning
at age 50.

Patients with wet macular degeneration
require closer monitoring, with the frequency
based on the clinical findings, response to
treatment, and the clinical judgment of the
examining ophthalmologist.

Some areas are especially in need of new

treatments. For example, there is currently no
therapy for occult choroidal neovascularization,
although verteporfin was recently demonstrated
to be somewhat more successful than placebo at
preventing moderate visual loss.”! Similarly, no
treatments exist for less than predominantly
classic subfoveal choroidal neovascularization,

geographic atrophy, or disciform scars.

Exciting new approaches undergoing clin-
ical testing include intravitreally injected
antiangiogenic agents, newer photodynamic
agents, transpupillary thermotherapy, radia-
tion therapy, other forms of vitamin supple-

mentation, and gene therapy.72.73

= MONITORING PATIENTS
WITH MACULAR DEGENERATION

Hypertension should be maximally controlled
to keep the blood pressure within the optimal
range. All patients who smoke should be
encouraged to discontinue this habit, as it may

lead to a poorer outcome.

For patients with dry macular degenera-
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