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INDICATIONS AND USAGE

PATADAY™ solution is indicated for the treatment of ocular itching 
associated with allergic conjunctivitis.

CONTRAINDICATIONS

Hypersensitivity to any components of this product.

WARNINGS

For topical ocular use only. Not for injection or oral use.

PRECAUTIONS

Information for Patients

As with any eye drop, to prevent contaminating the dropper tip and 
solution, care should be taken not to touch the eyelids or surrounding 
areas with the dropper tip of the bottle. Keep bottle tightly closed when 
not in use. Patients should be advised not to wear a contact lens if their 
eye is red.
PATADAY™ (olopatadine hydrochloride ophthalmic solution) 0.2% 
should not be used to treat contact lens related irritation. The 
preservative in PATADAY™ solution, benzalkonium chloride, may be 
absorbed by soft contact lenses. Patients who wear soft contact lenses 
and whose eyes are not red, should be instructed to wait at least 
ten minutes after instilling PATADAY™ (olopatadine hydrochloride 
ophthalmic solution) 0.2% before they insert their contact lenses.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Olopatadine administered orally was not carcinogenic in mice and 
rats in doses up to 500 mg/kg/day and 200 mg/kg/day, respectively. 
Based on a 40 L drop size and a 50 kg person, these doses were 
approximately 150,000 and 50,000 times higher than the maximum 
recommended ocular human dose (MROHD). No mutagenic potential 
was observed when olopatadine was tested in an in vitro bacterial 
reverse mutation (Ames) test, an in vitro mammalian chromosome 
aberration assay or an in vivo mouse micronucleus test. Olopatadine 
administered to male and female rats at oral doses of approximately 
100,000 times MROHD level resulted in a slight decrease in the fertility 
index and reduced implantation rate; no effects on reproductive function 
were observed at doses of approximately 15,000 times the MROHD 
level.

Pregnancy:

Teratogenic effects: Pregnancy Category C

Olopatadine was found not to be teratogenic in rats and rabbits. 
However, rats treated at 600 mg/kg/day, or 150,000 times the MROHD 
and rabbits treated at 400 mg/kg/day, or approximately 100,000 times 
the MROHD, during organogenesis showed a decrease in live fetuses. 
In addition, rats treated with 600 mg/kg/day of olopatadine during 
organogenesis showed a decrease in fetal weight. Further, rats treated 
with 600 mg/kg/day of olopatadine during late gestation through the 
lactation period showed a decrease in neonatal survival and body 
weight.
There are, however, no adequate and well-controlled studies in pregnant 
women. Because animal studies are not always predictive of human 
responses, this drug should be used in pregnant women only if the 
potential benefit to the mother justifies the potential risk to the embryo 
or fetus.

Nursing Mothers:

Olopatadine has been identified in the milk of nursing rats following oral 
administration. It is not known whether topical ocular administration 
could result in sufficient systemic absorption to produce detectable 
quantities in the human breast milk. Nevertheless, caution should be 
exercised when PATADAY™ (olopatadine hydrochloride ophthalmic 
solution) 0.2% is administered to a nursing mother.

Pediatric Use:

Safety and effectiveness in pediatric patients below the age of 3 years 
have not been established.

Geriatric Use:

No overall differences in safety and effectiveness have been observed 
between elderly and younger patients.

ADVERSE REACTIONS

Symptoms similar to cold syndrome and pharyngitis were reported at an 
incidence of approximately 10%.
The following adverse experiences have been reported in 5% or less 
of patients:
Ocular: blurred vision, burning or stinging, conjunctivitis, dry eye, foreign 
body sensation, hyperemia, hypersensitivity, keratitis, lid edema, pain 
and ocular pruritus.
Non-ocular: asthenia, back pain, flu syndrome, headache, increased 
cough, infection, nausea, rhinitis, sinusitis and taste perversion.
Some of these events were similar to the underlying disease being 
studied.

DOSAGE AND ADMINISTRATION

The recommended dose is one drop in each affected eye once a day.

HOW SUPPLIED

PATADAY™ (olopatadine hydrochloride ophthalmic solution) 0.2% is 
supplied in a white, oval, low density polyethylene DROP-TAINER® 
dispenser with a natural low density polyethylene dispensing plug and 
a white polypropylene cap. Tamper evidence is provided with a shrink 
band around the closure and neck area of the package.

NDC 0065-0272-25

2.5 mL fill in 4 mL oval bottle

Storage:  

Store at 2°C to 25°C (36°F to 77°F)
U.S. Patents Nos. 4,871,865; 4,923,892; 5,116,863; 5,641,805; 
6,995,186

Rx Only
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Stopping Trials Early: Do Results Get Clouded?
B Y  K E R R I  WA C H T E R

The early stopping of a clinical tri-
al because of clear benefit from a
new drug or regimen is usually

good news. In the long run, however, re-
searchers may find that they lack clear an-
swers about the ethics and validity—and
sometimes the benefit itself—of doing so.

The controversy over early stopping
and early release of data stems from the
desire to speed patient access to what ap-
pears to be a superior treatment, and the
question of whether this will end up be-
ing done at the cost of scientific validity. 

Trials involving sunitinib (Sutent) for
pancreatic neuroendocrine tumors and
lenalidomide (Revlimid) for multiple
myeloma are two recent examples.

In February, researchers announced
that a data-monitoring committee
stopped the 171-patient sunitinib study af-
ter an analysis revealed that progression-
free survival, the primary end point, was
much longer in the active treatment arm. 

In December 2009, a 568-patient study
was not stopped, but early release of ini-
tial data showed that progression-free
survival was longer in patients who re-
ceived maintenance therapy with the oral
drug lenalidomide after stem cell trans-
plant than in patients who got a placebo.

“On the one hand, if the trial really is
positive, then that’s important informa-
tion to get out there to the medical com-
munity and patients,” said Dr. Richard
Schilsky, chairman of Cancer and
Leukemia Group B (CALGB), which
conducted the multiple myeloma trial.
“On the other hand, there’s this risk that
you put the data
out there early,
and it doesn’t hold
up over time.”

When trials are
stopped early for
benefit, “typically
the experimental
arm is so much
better than the
standard arm that
it is felt that it is medically and ethically
necessary to announce the results before
the trial is actually completed,” said Dr.
Schilsky, former president of the Amer-
ican Society of Clinical Oncology and
chief of hematology and oncology at the
University of Chicago Medical Center.

One area of contention is the choice
of end point that’s used in a study’s pre-
defined early-stopping rules. Presum-
ably, the primary end point of the study
is used in the early stopping criteria, Dr.
Schilsky said. In oncology trials, that 

often means progression-free survival.
But progression-free survival often is

used as a surrogate for overall survival,
said Dr. Jennifer Obel, a member of
ASCO’s cancer communications com-
mittee and an oncologist with
NorthShore University HealthSystem in
Illinois. Progression-free survival is quick-

er to measure, but
whether it’s clini-
cally meaningful is
unclear. Both the
sunitinib and
lenalidomide stud-
ies were stopped
for benefits in dis-
ease progression.

“The real, mean-
ingful end point is

overall survival,” Dr. Obel said. Usually,
patients who live longer do so without
progression, but in some instances, drugs
have prolonged progression-free survival
but not overall survival. 

Smaller P Values, Fewer Events
Another argument against early stopping
is that it can overestimate the treatment
benefit. In a systematic review of trials
stopped early for benefit, researchers
found that trials that accrued fewer events
(that is, with end points that drove early
stopping) estimated larger treatment ef-
fects ( JAMA 2005;294:2203-9). 

“The whole problem with this is that
the effect size that we’re looking for is
relatively small,” said Dr. Jeffrey Craw-
ford, chief of medical oncology at Duke
University in Durham, N.C. “We’re look-
ing for a very small difference in survival
in an unselected population. When you
look for these small differences, the only
way to really know is to have a large
enough sample size that you have confi-
dence in the result.” 

Dr. Schilsky noted that “the stringency
of the statistical analysis plan is impor-
tant.” Early stopping often requires a
much smaller P value to show signifi-
cance. “It’s a much higher threshold for
stopping early because there are so many
fewer events. You don’t want to declare a
trial to be positive unless the events are so
unbalanced that you think it’s extremely
unlikely to be due to chance,” he said.

Weighing Drug Availability
Patients in the control arm pose yet an-
other complication. If the experimental
arm is better, patients who receive the
control drug or regimen often gain access
to the experimental drug or regimen.
“Does that then potentially confound the
final interpretation of the study results,
because then you have a potentially sig-
nificant number of patients who cross
over?” Dr. Schilsky asked.

Early stopping because of efficacy is
even more complicated when the exper-
imental drug is not yet available. In that
event, it’s up to the manufacturer to de-
velop a compassionate-use protocol spec-
ifying the patient population and how to
administer the drug, he noted. Compas-
sionate use allows the drug to be avail-
able to patients, even as the company is

following the usual regulatory proce-
dure for approval.

The effects of early stopping because of
efficacy go far beyond the trial itself, with
implications for ongoing and future stud-
ies of the same disease. “If you stop ear-
ly and declare that you have a [new] stan-
dard of care, does that impact other
ongoing studies that are not using that
[new standard] of care arm, or does that
impact the planning for the next genera-
tion of studies?” Dr. Schilsky asked. “You
may find that the accrual to other ongo-
ing trials screeches to a halt because every-
one says ‘this trial design is no longer rel-
evant in light of this new information.’ ” 

Making the Decision
Ultimately, the decision to stop a trial
early is in the hands of the safety
data–monitoring committee (DMC).
“This sort of data release is almost al-
ways undertaken only after a very thor-
ough review by an independent data-
monitoring committee,” Dr. Schilsky
said. “DMCs are in the best position to
make these decisions and they do it only
after lots of careful deliberation.”

Ideally, the DMC should weigh in and
make a recommendation on what should
be done for the patients who are in the
control arm of the study, at the very
least, he said.

In the case of lenalidomide for multi-
ple myeloma, “the study was markedly
positive in favor of the Revlimid main-
tenance, and led our data- and safety-
monitoring board to recommend early
release of the results,” Dr. Schilsky not-
ed. Accrual had been completed and all
patients were in follow-up, but “the
study crossed a statistical boundary for
early release of the data before the pro-
tocol-specified number of events for the
final analysis was available.”

This process involved notifying the
Food and Drug Administration, the Na-
tional Cancer Institute, and the drug
manufacturer, as well as developing let-
ters for physicians and patients involved
in the study, and sending out a press re-
lease. In this case, because lenalidomide
is already available, oncologists could
start prescribing the drug for this patient
group immediately.

Advancing technology and the devel-
opment of more personalized medicine
may help resolve some of the issues con-
cerning the early stopping of trials, Dr.
Crawford suggested. 

“What will solve this will be biomark-
er-directed treatment subgroups. ... We
can look at a much smaller sample of pa-
tients because we’re looking at a much
bigger effect,” he said. “In the long run,
that’s going to be a much better ap-
proach to oncology than continuing to
treat thousands of patients with treat-
ment A vs. B.” ■

Disclosures: Both Dr. Schilsky and Dr.
Obel said that they have no significant
financial relationships. Dr. Crawford has
received research support from and been an
adviser, speaker, or consultant for several
pharmaceutical companies.

‘There’s this risk
that you put the
data out there
early, and it
doesn’t hold up
over time.’

DR. SCHILSKY


