Cardiologists Top E-Prescribers

Cardiologists appear to be adopting elec-
tronic prescribing more readily than col-
leagues in other specialties, according to
a report by the Surescripts e-prescribing
network. The 49% of cardiologists using
e-prescribing is ahead of family practi-
tioners (47%) and internists (45%). Be-
hind them, 38% of gastroenterologists
and 36% of pediatricians are e-prescrib-
ing. About 36% of all office-based physi-
cians were e-prescribing in 2010, and 1 in
10 prescriptions was delivered electron-
ically in 2010, up from 1 in 18 in 2008. E-
prescribing is being driven primarily by
federal legislation, including health care
reform, according to Surescripts.

Bill Would Protect Device Makers

A tort-reform bill that was passed by the
House Energy and Commerce Com-
mittee in mid-May would exempt med-
ical device makers from paying punitive
damages in product liability suits, ac-
cording to the Gray Sheet, which reports
on the medical-device industry. The com-
mittee passed the Help Efficient, Acces-
sible, Low-Cost, Timely Healthcare
(HEALTH) Act of 2011 (H.R. 5) by a
vote of 30-20, largely along party lines.
The bill was introduced in January by
Rep. Phil Gingrey (R-Ga.), who is a physi-
cian. Although Republicans and physi-
cians’ organizations have generally fa-
vored the bill, Democrats have objected
to the exemptions for medical device
and pharmaceutical manufacturers. The
bill would place a $250,000 cap on
noneconomic damages in malpractice
cases and would require that most med-
ical liability suits be filed within 3 years
of an injury.

Heart Admissions Declined

Hospital admissions for top cardiovas-
cular conditions declined among
Medicare beneficiaries from 1998 to
2008, researchers at New York Universi-
ty and Yale University found. While over-
all Medicare admissions climbed from 11
million to 13 million during the decade,
hospitalizations for heart failure, is-
chemic heart disease, and acute my-
ocardial infarction went down 7%, 24%,
and 13%, respectively. In contrast, ad-
missions for cardiac arrhythmia in-
creased 28%. The study was presented as
a poster at an American Heart Associa-
tion meeting in Washington.

Some Pacemakers Okay With MRI

Medicare has proposed ending its blan-
ket ban on MRI in patients with im-
plantable pacemakers. Device maker
Medtronic had asked the agency to alter
the policy after the company in February
won Food and Drug Administration ap-
proval of a pacemaker that was designed
for use with MRI. In a “Proposed Deci-
sion Memo,” the Centers for Medicare
and Medicaid services said that “the ev-
idence is adequate to conclude that mag-
netic resonance imaging (MRI) improves
health outcomes for Medicare benefi-
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ciaries with implanted permanent pace-
makers (PMs) when the PMs are used ac-
cording to the FDA-approved labeling for
use in an MRI environment.”

Heart Failure Certification Begins

The Joint Commission and the American
Heart Association announced that their
advanced certification program in heart

failure will start next month. The pro-
gram will focus on “safe, successful tran-
sitions of care” from inpatient to outpa-
tient settings, according to an AHA
statement. Programs seeking certifica-
tion must have a hospital-based or out-
patient heart failure clinic, a collaborative
relationship with a cardiology practice,
and proof of adherence to the
AHA-American College of Cardiology
guidelines on diagnosis and manage-
ment of heart failure. “By achieving ad-
vanced certification in heart failure, pro-
grams will have demonstrated their
commitment to consistently delivering
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reliable, effective and high quality care to
their heart failure patients,” said Dr.
Gregg C. Fonarow, who led the AHA's
guidelines committee.

CME-Funding Dilemma Persists

Although physicians and other medical
professionals say they're concerned that
commercial funding of continuing med-
ical education may bias the information
provided, most are not willing to pay
more to offset or eliminate such fund-
ing, a study in Archives of Internal Med-
icine shows. Researchers surveyed 770
physicians, nurses, nurse practitioners,

REVATIO® (SILDENAFIL)

Brief Summary of Prescribing Information

INDICATIONS AND USAGE: REVATIO® is indicated for the treatment of pulmonary arterial

hypertension (PAH) (WHO Group 1) to improve exercise ability and delay clinical worsening.

Delay in clinical worsening was demonstrated when REVATIO was added to background

epoprostenol therapy. Studies establishing effectiveness included predominantly patients

with NYHA Functional Class II-1ll symptoms and etiologies of primary pulmonary

hypertension (71%) or pulmonary hypertension associated with connective tissue disease

(25%). The efficacy of REVATIO has not been adequately evaluated in patients taking

bosentan concurrently.

DOSAGE AND ADMINISTRATION

Pulmonary Arterial Hypertension (PAH)

REVATIO Tablets

The recommended dose of REVATIO is 20 mg three times a day (TID). REVATIO tablets

should be taken approximately 4-6 hours apart, with or without food.

In the clinical trial no greater efficacy was achieved with the use of higher doses.

Treatment with doses higher than 20 mg TID is not recommended. Dosages lower

than 20 mg TID were not tested. Whether dosages lower than 20 mg TID are effective

is not known.

REVATIO Injection

REVATIO injection is for the continued treatment of patients with pulmonary arterial

hypertension (PAH) who are currently prescribed oral REVATIO and who are temporarily

unable to take oral medication.

The recommended dose is 10 mg (corresponding to 12.5 mL) administered as an

intravenous bolus injection three times a day. The dose of REVATIO injection does not need

to be adjusted for body weight.

A 10 mg dose of REVATIO injection is predicted to provide pharmacological effect of

sildenafil and its N-desmethyl metabolite equivalent to that of a 20 mg oral dose.

CONTRAINDICATIONS

Use with Organic Nitrates

Do not use REVATIO in patients taking organic nitrates in any form, either regularly or

intermittently. Consistent with its known effects on the nitric oxide/cGMP pathway,

sildenafil was shown to potentiate the hypotensive effects of nitrates.

Hypersensitivity Reactions

REVATIO is contraindicated in patients with a known hypersensitivity to sildenafil or any

component of the tablet.

Rare cases of hypersensitivity have been reported in association with the use of sildenafil

including anaphylactic reaction/shock events and anaphylactoid reaction. The majority of

reported events were non-serious hypersensitivity reactions.

WARNINGS AND PRECAUTIONS

Cardiovascular Effects

REVATIO has vasodilatory properties, resulting in mild and transient decreases in blood

pressure. Before prescribing REVATIO, carefully consider whether patients with certain

underlying conditions could be adversely affected by such vasodilatory effects

(e.g., patients with resting hypotension [BP < 90/50], fluid depletion, severe left ventricular

outflow obstruction, or autonomic dysfunction).

Pulmonary vasodilators may significantly worsen the cardiovascular status of patients

with pulmonary veno-occlusive disease (PVOD). Since there are no clinical data on

administration of REVATIO to patients with veno-occlusive disease, administration of

REVATIO to such patients is not recommended. Should signs of pulmonary edema occur

when REVATIO is administered, consider the possibility of associated PVOD.

As there are no controlled clinical data on the safety or efficacy of REVATIO in the following

groups, prescribe with caution for:

« Patients who have suffered a myocardial infarction, stroke, or life-threatening arrhythmia
within the last 6 months;

« Patients with coronary artery disease causing unstable angina;

« Patients with hypertension (BP > 170/110);

« Patients currently on bosentan therapy.

Use with Alpha-blockers

PDES5 inhibitors, including sildenafil, and alpha-adrenergic blocking agents are both

vasodilators with blood pressure-lowering effects.When vasodilators are used in combination,

an additive effect on blood pressure may be anticipated. In some patients, concomitant use of

these two drug classes can lower blood pressure significantly, leading to symptomatic

hypotension. In the sildenafil interaction studies with alpha-blockers, cases of symptomatic

hypotension consisting of dizziness and lightheadedness were reported [see Drug Interactions].

No cases of syncope or fainting were reported during these interaction studies. The safety of

combined use of PDE5 inhibitors and alpha-blockers may be affected by other variables,

including intravascular volume depletion and concomitant use of anti-hypertensive drugs.

Effects on Bleeding

In humans, sildenafil has no effect on bleeding time when taken alone or with aspirin.

In vitro studies with human platelets indicate that sildenafil potentiates the anti-aggregatory

effect of sodium nitroprusside (a nitric oxide donor).The combination of heparin and

sildenafil had an additive effect on bleeding time in the anesthetized rabbit, but this interaction

has not been studied in humans.

The incidence of epistaxis was 13% in patients taking sildenafil with PAH secondary to

connective tissue disease (CTD). This effect was not seen in primary pulmonary hypertension

(PPH) (sildenafil 3%, placebo 2%) patients. The incidence of epistaxis was also higher in

sildenafil-treated patients with a concomitant oral vitamin K antagonist (9% versus 2% in

those not treated with concomitant vitamin K antagonist).

The safety of REVATIO is unknown in patients with bleeding disorders or active peptic ulceration.

Use with Ritonavir and Other Potent CYP3A Inhibitors

The concomitant administration of the protease inhibitor ritonavir (a highly potent

CYP3A inhibitor) substantially increases serum concentrations of sildenafil; therefore,
co-administration of ritonavir or other potent CYP3A inhibitors with REVATIO is not recommended.
Effects on the Eye

Advise patients to seek immediate medical attention in the event of a sudden loss of vision
in one or both eyes while taking PDES inhibitors, including REVATIO. Such an event may be
asign of non-arteritic anterior ischemic optic neuropathy (NAION), a cause of decreased
vision including permanent loss of vision, that has been reported postmarketing in temporal
association with the use of all PDE5 inhibitors, including sildenafil, when used in the
treatment of erectile dysfunction. It is not possible to determine whether these events are
related directly to the use of PDE5 inhibitors or to other factors. Physicians should also
discuss the increased risk of NAION with patients who have already experienced NAION in
one eye, including whether such individuals could be adversely affected by use of
vasodilators, such as PDE5 inhibitors [see Adverse Reactions].

There are no controlled clinical data on the safety or efficacy of REVATIO in patients with
retinitis pigmentosa, a minority whom have genetic disorders of retinal phosphodiesterases.
Prescribe REVATIO with caution in these patients.

Hearing Impairment

Advise patients to seek prompt medical attention in the event of sudden decrease or loss of
hearing while taking PDES inhibitors, including REVATIO.These events, which may be
accompanied by tinnitus and dizziness, have been reported in temporal association to the intake
of PDE5 inhibitors, including REVATIO. It is not possible to determine whether these events are
related directly to the use of PDES inhibitors or to other factors [see Adverse Reactions].
Combination with other PDES5 inhibitors

Sildenafil is also marketed as VIAGRA®. The safety and efficacy of combinations of REVATIO
with VIAGRA or other PDE5 inhibitors have not been studied. Inform patients taking REVATIO
not to take VIAGRA or other PDES inhibitors.

Prolonged Erection

Use REVATIO with caution in patients with anatomical deformation of the penis

(e.g., angulation, cavernosal fibrosis, or Peyronie’s disease) or in patients who have
conditions, which may predispose them to priapism (e.qg., sickle cell anemia, multiple
myeloma, or leukemia). In the event of an erection that persists longer than 4 hours,

the patient should seek immediate medical assistance. If priapism (painful erection

greater than 6 hours in duration) is not treated immediately, penile tissue damage

and permanent loss of potency could result.

Pulmonary Hypertension Secondary to Sickle Cell Anemia

In a small, prematurely terminated study of patients with PH secondary to sickle cell disease,
vaso-occlusive crises requiring hospitalization were more commonly reported by patients who
received REVATIO than by those randomized to placebo. The effectiveness of REVATIO in
pulmonary hypertension (PH) secondary to sickle cell anemia has not been established.
ADVERSE REACTIONS

The following serious adverse reactions are discussed elsewhere in the labeling:

* Hypotension [see Warnings and Precautions]

« \lision loss [see Warnings and Precautions]

* Hearing loss [see Warnings and Precautions]

* Priapism [see Warnings and Precautions]

« Vaso-occlusive crisis [see Warnings and Precautions]

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction

rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

Safety data were obtained from the 12 week, placebo-controlled clinical study and an
open-label extension study in 277 treated patients with pulmonary arterial hypertension.
Doses up to 80 mg TID were studied.

The overall frequency of discontinuation in REVATIO-treated patients at the recommended
dose of 20 mg TID was 3% and was the same for the placebo group.

In the placebo-controlled trial in pulmonary arterial hypertension, the adverse drug reactions
that were reported by at least 3% of REVATIO patients treated at the recommended dosage
(20 mg TID) and were more frequent in REVATIO patients than placebo patients, are shown
in Table 1. Adverse events were generally transient and mild to moderate in nature.

Table 1. REVATIO All Causality Adverse Events in > 3% of Patients and More Frequent

(> 1%) than Placebo

ADVERSE EVENTS Placebo Revatio 20 mg TID Placebo-
% (n=70) (n=69) Subtracted
Epistaxis 1 9 8
Headache 39 46 7
Dyspepsia 7 13 6
Flushing 4 10 6
Insomnia 1 7 6
Erythema 1 6 5
Dyspnea exacerbated 3 7 4
Rhinitis nos 0 4 4
Diarrhea nos 6 9 3
Myalgia 4 7 3
Pyrexia 3 6 3
Gastritis nos 0 3 3
Sinusitis 0 3 3
Paresthesia 0 3 3

nos: Not otherwise specified
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and physician assistants at CME sessions
and found that the vast majority (88%)
said that commercial support of CME
introduces bias. They also said that the
greater the financial support, the greater
the bias. However, only 15% would
eliminate commercial support from
CME activities and only 42% said they
were willing to pay more in an effort to
cut industry financial involvement. Most
CME participants also significantly un-
derestimated the amount of commercial
funding for their courses, the authors
wrote, adding that “the dilemma re-
mains of how to provide quality CME

either with [alternative funding] or at re-
duced cost.”

Uninsured Can't Afford Hospitals

Few families that lack health insurance
hold the financial assets that would be
necessary to pay potential hospital bills,
according to a report from the DHHS.
Each year, nearly 2 million uninsured
Americans are hospitalized, and 58% of
the resulting bills total more than
$10,000 each. On average, uninsured
families can afford to pay only about
12% of potential hospital stays in full,
and even families of four making up to
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$89,400 per year — four times the feder-
al poverty level — would be unable to
pay for most hospitalizations, HHS
found. About 50 million Americans are
uninsured, and their median family fi-
nancial assets are about $20, the report
said.

State Smoke-Free Laws Jump

More than half the states now prohibit
smoking in indoor work areas, restau-
rants, and bars, an increase from zero
states in 2000, according to the Centers
for Disease Control and Prevention.
However, regional disparities persist, es-

pecially in the South, where no state has
adopted a law that prohibits smoking in
all three venues, the CDC said. It’s still
possible for the United States to reach
the Healthy People 2000 target of
smoke-free indoor work sites in all 50
states by 2020, the report said. “Tremen-
dous progress has been made during the
past decade to protect workers and pa-
trons from the hazardous effects of sec-
ondhand smoke,” the American Cancer
Society Cancer Action Network said in
a statement, but the organization called
for more states to act quickly.

—Alicia Ault

At doses higher than the recommended 20 mg TID, there was a greater incidence of some
adverse events including flushing, diarrhea, myalgia and visual disturbances. Visual
disturbances were identified as mild and transient, and were predominately colortinge to
vision, but also increased sensitivity to light or blurred vision.

The incidence of retinal hemorrhage at the recommended sildenafil 20 mg TID dose was
1.4% versus 0% placebo and for all sildenafil doses studied was 1.9% versus 0% placebo.
The incidence of eye hemorrhage at both the recommended dose and at all doses studied
was 1.4% for sildenafil versus 1.4% for placebo. The patients experiencing these events had
risk factors for hemorrhage including concurrent anticoagulant therapy.

In a placebo-controlled fixed dose titration study of REVATIO (starting with recommended
dose of 20 mg TID and increased to 40 mg TID and then 80 mg TID) as an adjunct to
intravenous epoprostenol in pulmonary arterial hypertension, the adverse events that were
reported were more frequent than in the placebo arm (>6% difference) are shown in Table 2.
Table 2. REVATIO-Epoprostenol Adverse Events More Frequent (> 6%) than Placebo

ADVERSE EVENTS Placebo Revatio 20 mg TID Placebo-
% Epoprostenol Epoprostenol Subtracted
(n=70) (n=69)
Headache 34 57 23
Edema” 13 25 14
Dyspepsia 2 16 14
Pain in extremity 6 17 1
Diarrhea 18 25 7
Nausea 18 25 7
Nasal congestion 2 9 7

Aincludes peripheral edema

REVATIO Injection

REVATIO injection was studied in a 66-patient, placebo-controlled study at doses targeting
plasma concentrations between 10 and 500 ng/mL (up to 8 times the exposure of the
recommended dose). Adverse events in PAH patients were similar to those seen with oral tablets.
Postmarketing Experience

The following adverse reactions have been identified during postapproval use of sildenafil
(marketed for both PAH and erectile dysfunction). Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate
their frequency or establish a causal relationship to drug exposure.

Cardiovascular Events

In postmarketing experience with sildenafil at doses indicated for erectile dysfunction,
serious cardiovascular, cerebrovascular, and vascular events, including myocardial infarction,
sudden cardiac death, ventricular arrhythmia, cerebrovascular hemorrhage, transient
ischemic attack, hypertension, pulmonary hemorrhage, and subarachnoid and intracerebral
hemorrhages have been reported in temporal association with the use of the drug. Most, but
not all, of these patients had preexisting cardiovascular risk factors. Many of these events
were reported to occur during or shortly after sexual activity, and a few were reported to
occur shortly after the use of sildenafil without sexual activity. Others were reported to have
occurred hours to days after use concurrent with sexual activity. It is not possible to
determine whether these events are related directly to sildenafil, to sexual activity, to the
patient’s underlying cardiovascular disease, or to a combination of these or other factors.
Decreases in and Loss of Vision

When used to treat erectile dysfunction, non-arteritic anterior ischemic optic neuropathy
(NAION), a cause of decreased vision including permanent loss of vision, has been
reported postmarketing in temporal association with the use of phosphodiesterase type 5
(PDES5) inhibitors, including sildenafil. Most, but not all, of these patients had underlying
anatomic or vascular risk factors for developing NAION, including but not necessarily
limited to: low cup to disc ratio (“crowded disc”), age over 50, diabetes, hypertension,
coronary artery disease, hyperlipidemia and smoking. It is not possible to determine
whether these events are related directly to the use of PDE5 inhibitors, to the patient’s
underlying vascular risk factors or anatomical defects, to a combination of these factors,

or to other factors [see Warnings and Precautions].

Loss of Hearing

Cases of sudden decrease or loss of hearing have been reported postmarketing in

temporal association with the use of PDE5 inhibitors, including REVATIO. In some of the
cases, medical conditions and other factors were reported that may have also played a role
in the otologic adverse events. In many cases, medical follow-up information was limited. It
is not possible to determine whether these reported events are related directly to the use of
REVATIO, to the patient’s underlying risk factors for hearing loss, a combination of these
factors, or to other factors [see Warnings and Precautions].

Other Events

The following list includes other adverse events that have been identified during
postmarketing use of REVATIO. The list does not include adverse events that are reported
from clinical trials and that are listed elsewhere in this section. These events have been
chosen for inclusion either due to their seriousness, reporting frequency, lack of clear
alternative causation, or a combination of these factors. Because these reactions were
reported voluntarily from a population of uncertain size, it is not possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Nervous system: Seizure, seizure recurrence

DRUG INTERACTIONS

Nitrates

Concomitant use of REVATIO with nitrates in any form is contraindicated
[see Contraindications].

Ritonavir and other Potent CYP3A Inhibitors

Concomitant use of REVATIO with ritonavir and other potent CYP3A inhibitors is not
recommended [see Warnings and Precautions].

Alpha-blockers

Use caution when co-administering alpha-blockers with REVATIO because of additive blood
pressure-lowering effects [see Warnings and Precautions].

In drug-drug interaction studies, sildenafil (25 mg, 50 mg, or 100 mg) and the alpha-blocker
doxazosin (4 mg or 8 mg) were administered simultaneously to patients with benign
prostatic hyperplasia (BPH) stabilized on doxazosin therapy. In these study populations,
mean additional reductions of supine systolic and diastolic blood pressure of 7/7 mmHg,
9/5 mmHg, and 8/4 mmHg, respectively, were observed. Mean additional reductions of
standing blood pressure of 6/6 mmHg, 11/4 mmHg, and 4/5 mmHg, respectively, were also
observed. There were infrequent reports of patients who experienced symptomatic postural
hypotension. These reports included dizziness and light-headedness, but not syncope.
Amlodipine

When sildenafil 100 mg oral was co-administered with amlodipine, 5 mg or 10 mg oral, to
hypertensive patients, the mean additional reduction on supine blood pressure was 8 mmHg
systolic and 7 mmHg diastolic.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category B

No evidence of teratogenicity, embryotoxicity, or fetotoxicity was observed in pregnant rats or rabbits

dosed with sildenafil 200 mg/kg/day during organogenesis, a level that is, on a mg/m? basis, 32-

and 68-times, respectively, the recommended human dose (RHD) of 20 mg TID. In arat pre- and
postnatal development study, the no-observed-adverse-effect dose was 30 mg/kg/day (equivalent
to 5-times the RHD on a mg/m2 basis). There are, however, no adequate and well-controlled
studies of sildenafil in pregnant women. Because animal reproduction studies are not always

predictive of human response, this drug should be used during pregnancy only if clearly needed.

Labor and Delivery
The safety and efficacy of REVATIO during labor and delivery has not been studied.
Nursing Mothers
It is not known if sildenafil or its metabolites are excreted in human breast milk. Because
many drugs are excreted in human milk, caution should be exercised when REVATIO is
administered to a nursing woman.
Pediatric Use
Safety and effectiveness of sildenafil in pediatric pulmonary hypertension patients have not
been established.
Geriatric Use
Clinical studies of REVATIO did not include sufficient numbers of subjects aged 65 and over
to determine whether they respond differently from younger subjects. Other reported clinical
experience has not identified differences in responses between the elderly and younger patients.
In general, dose selection for an elderly patient should be cautious, reflecting the greater frequency
of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.
Hepatic Impairment
No dose adjustment for mild to moderate impairment is required. Severe impairment
has not been studied.
Renal Impairment
No dose adjustment is required (including severe impairment CLcr < 30 mL/min).
OVERDOSAGE
In studies with healthy volunteers of single doses up to 800 mg, adverse events were
similar to those seen at lower doses but rates and severities were increased.
In cases of overdose, standard supportive measures should be adopted as required.
Renal dialysis is not expected to accelerate clearance as sildenafil is highly bound to plasma
proteins and it is not eliminated in the urine.
NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Sildenafil was not carcinogenic when administered to rats for up to 24 months at 60 mg/kg/day,
a dose resulting in total systemic exposure (AUC) to unbound sildenafil and its major metabolite
33 and 37 times, for male and female rats respectively, the human exposure at the RHD of
20 mg TID. Sildenafil was not carcinogenic when administered to male and female mice for up
to 21 and 18 months, respectively, at doses up to a maximally tolerated level of 10 mg/kg/day,
a dose equivalent to the RHD on a mg/m2 basis. Sildenafil was negative in in vitro bacterial and
Chinese hamster ovary cell assays to detect mutagenicity, and in vitro human lymphocytes and
in vivo mouse micronucleus assays to detect clastogenicity.
There was no impairment of fertility in male or female rats given up to 60 mg sildenafil/kg/day,
a dose producing a total systemic exposure (AUC) to unbound sildenafil and its major
metabolite of 19 and 38 times for males and females, respectively, the human exposure at
the RHD of 20 mg TID.
PATIENT COUNSELING INFORMATION
« Inform patients of contraindication of REVATIO with regular and/or intermittent use of
organic nitrates.
« Inform patients that sildenafil is also marketed as VIAGRA for erectile dysfunction.
Advise patients taking REVATIO not to take VIAGRA or other PDES inhibitors.
« Advise patients to seek immediate medical attention in the event of a sudden loss of
vision in one or both eyes while taking REVATIO. Such an event may be a sign of NAION.
« Advise patients to seek prompt medical attention in the event of sudden decrease or loss of
hearing while taking REVATIO. These events may be accompanied by tinnitus and dizziness.
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