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Safe practice with the potent
once daily opioid Exalgo

On March 1, 2010, FDA approved the Schedule II controlled
substance EXALGO, a once daily hydromorphone hydrochlo-
ride extended-release tablet. Exalgo is indicated for the
management of moderate to severe pain in opioid-tolerant
patients requiring continuous, around-the-clock opioid analge-
sia for an extended period of time. The drug is not indicated
for use as an “as needed” analgesic or for the management
of acute or postoperative pain. Exalgo is available in 8, 12,
and 16 mg tablet strengths that should be swallowed whole,
and not broken, chewed, dissolved, crushed, or injected.
Exalgo is contraindicated in patients who are not opioid-
tolerant or those with impaired pulmonary function, paralytic
ileus, or a narrowed or obstructed gastrointestinal tract.

Exalgo will be launched with a Risk Evaluation and
Mitigation Strategy (REMS) program, which includes a
Medication Guide and educational materials to ensure appro-
priate patient selection and dosing. The product packaging
contains an encased statement “For opioid-tolerant patients
only” to emphasize this point. Patients are considered opioid-
tolerant if they have been taking at least one of the following
for 1 week or longer:

B 8 mg of oral hydromorphone/day

B 25 mg of oral oxymorphone/day

B 30 mg of oral oxycodone/day

B 60 mg of oral morphine/day

B 25 mcg of transdermal fentanyl/hour
B Equianalgesic dose of another opioid.

The product package also highlights the words “Once Daily”
to remind dispensing pharmacists of the dosing frequency for
this medication.

Dose conversion to Exalgo requires calculation, and guidance
is provided in the prescribing information to help ensure safe
conversion from other opioids to Exalgo. The starting dose for
Exalgo depends on the specific dose of opioid the patient is
taking and the calculated total daily dose of oral hydromor-
phone. Prescribers should refer to the full prescribing informa-
tion for dosage and instructions for administration.

cont’d on page 2

Safety Briefs

B How did this happen? A patient’s daughter recently
reported to ISMP that the community pharmacy her
father used dispensed the antipsychotic ABILIFY
(aripiprazole) 10 mg to him when he was prescribed
ARICEPT (donepezil) 10 mg for Alzheimer’s Disease.
Although the pharmacy-generated prescription label
correctly listed both the patient’s name and Aricept, it
was affixed to a manufacturer’s bottle of Abilify (see
Figure 1). The mistake was not noticed and the patient
took the incorrect medication for several weeks. The
patient became increasingly confused, displayed atypi-
cal behavior, and frequently fell. He ultimately required
admission to an Alzheimer’s unit at a local nursing
home. A nurse at the facility intercepted the error
because the patient’s
medication did not look
like the Aricept tablets
other patients were taking.
The patient eventually
improved and returned
home. It is unclear exactly
how this error occurred;
however, it could have
been caught. The reporter
recommends that
pharmacy personnel
review and examine the prescription with the patient or
caregiver at the time of pick-up, and we agree. This
would increase the likelihood that a mistake is caught
before it reaches the patient. The reporter stated that her
pharmacist (at a different store than the one her father
used) employs this technique and it seems quite effec-
tive. In addition, include a product description on the
pharmacy-generated label and teach patients and
caregivers to compare that description to the actual
contents of the vial/bottle. Bar-code scanning during the
production stage of the dispensing process could have
identified the error as well.

Figure 1. Pharmacy-generated
label for Aricept affixed to an
Abilify bottle.

B Same name, different drug. We learned recently
that ZAVESCA, marketed in the US as miglustat
capsules, is also being marketed in other parts of the
cont’d on page 2
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Exalgo (cont’d from page 1)

Physicians may prescribe Exalgo 8 mg tablets as an initial
daily dose. The 8 mg strength of Exalgo overlaps with
currently marketed hydromorphone immediate-release
products. This overlap in strength may contribute to medica-
tion errors if inadvertent substitution between the two
hydromorphone products occurs. Confusion between the
immediate- and extended-release products could result in an
overdose, which may lead to serious adverse events such as
respiratory depression and death. Confusion between immedi-
ate- and extended-release products could also result in an
underdose, leading to poor efficacy. To prevent mix-ups and
other types of medication errors with Exalgo, consider the
safety recommendations provided below.

Prescribers
B To help minimize the risk of confusion between
hydromorphone products, include the proprietary name
Exalgo on prescriptions, which may provide greater differ-
entiation than simply using the established name alone.
B If the established name is included or used alone, spell
out “‘hydromorphone extended-release” instead of
“hydromorphone ER.” Pharmacists may overlook the
modifier “ER” and dispense hydromorphone immediate-
release tablets instead of the extended-release tablets,
resulting in inadequate around-the-clock pain control.
B When prescribing the immediate-release hydromorphone
product by the established name, include just “hydromor-
phone.” Do not attach modifiers such as “IR” for
immediate-release. Pharmacists may misinterpret “IR” for
“ER,” especially with handwritten orders, and dispense
Exalgo in error, resulting in dispensing the wrong
formulation.
B Review the patient’s medication history and verify that
the patient is opioid-tolerant before prescribing Exalgo.

Pharmacists and Nurses
B Verify the prescribed hydromorphone product with the
order or prescription. Exalgo is dosed once daily while the
usual dosing frequency for immediate-release hydromor-
phone is every 4 to 6 hours as needed.
B Verify opioid tolerance by asking the patient for his/her
medication history and checking the patient’s pharmacy
profile and medication administration record. Build alerts
into the pharmacy computer system to remind the pharma-
cist to verify opioid tolerance.
B Counsel patients to take Exalgo once daily, to swallow
the tablets whole without chewing or crushing them, and to
cont’d on page 3
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world with the active ingredient escitalopram, which is
LEXAPRO in the US. Miglustat is primarily used in the
treatment of mild-to-moderate type 1 Gaucher disease
when enzyme replacement therapy is not a therapeutic
option. Escitalopram is a selective serotonin reuptake
inhibitor used for depression and anxiety disorders. In
2005, ISMP noted a problem where some FDA-approved
products have the same brand names as foreign drug
products with completely different ingredients. FDA later
published a Public Health Advisory noting that 105 US
brand names are dangerously close to foreign brand
names used for different products, and that patients who
fill prescriptions abroad may get the wrong drugs. When
patients travel overseas, FDA and ISMP suggest carrying
an adequate supply of medications, as well as a list of the
medications noting both generic and brand drug names.
Those needing a temporary supply while overseas should
confirm that the correct drug has been dispensed (by
verifying the generic name/active ingredients of the
dispensed product) since brand-name products may
contain different active ingredients in different countries.

B Mandatory counseling when dispensing insulin
pens. A diabetes educator reported that a patient
presented with a “mysterious” loss of control of her
blood glucose. The patient had recently switched to using
a NOVOLOG MIX 70/30 FLEXPEN (insulin aspart
protamine suspension and insulin aspart injection, [ITDNA
origin]). In speaking with the patient, the diabetes educa-
tor discovered the patient did not know how to use the
pen correctly despite having read the directions. The
patient was able to measure her dose but was not pushing
down on the button/plunger nor was she holding the pen
in place (with the needle in the injection site) for at least
6 seconds. Once the diabetes educator worked with the
patient to correct her technique, the patient required less
insulin to control her blood sugar. The diabetes educator
suggests that prescribers teach patients how to use the
pen rather than expect the patient to learn it from the
literature. We recommend that pharmacists provide
patient education using the “teach-back method too.
Educational material on how to use the various insulin
pens is available from the manufacturers that make them.

B Report bad advertising. FDA’s Division of Drug
Marketing, Advertising, and Communication (DDMAC)
launched its Bad Ad Program (www.fda.gov/badad) on
cont’d on page 3
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Exalgo (cont’d from page 2)
avoid alcohol while taking this medication. Also advise
patients to inform their healthcare provider if Exalgo does
not provide adequate pain control.
B Verify patient understanding about how to take the tablets
at home by asking open-ended questions.
B Advise patients to read the Medication Guide and call
their healthcare provider if they have any questions.
B Instruct patients to check the appearance of each Exalgo
tablet before taking it to ensure it matches the product
description or image when this information is provided on
the pharmacy-generated label or in the pharmacy leaflet.

Safety Briefs (cont’d from page 2)

May 11 with a dual purpose: 1) to educate healthcare
providers about the steps FDA is taking to prevent
misleading or inaccurate promotion of prescription drugs
by drug companies; and 2) to request help from health-
care providers in identifying and reporting these activi-
ties. Pharmaceutical companies spend up to three times
more on advertising directly to healthcare professionals
than consumers. Such “detailing” occurs primarily in
medical offices, hospitals, and at medical meetings.
Informative and responsible promotional efforts can
provide professionals with valuable information about the
latest drug therapies. However, information that may
affect prescribing decisions must be accurate and
balanced. You can report misleading prescription drug
promotion by calling (877) RX-DDMAC (877-793-3622)
or emailing the incident to BadAd@fda.gov. If you are
unsure about what constitutes misleading promotion,
please call DDMAC at (301) 796-1200.

FDA Advise-ERR was provided by the FDA Office of
Surveillance and Epidemiology, Division of Medication
Error Prevention and Analysis, in cooperation with ISMP.

Editor’s note: ISMP urges clinicians to ensure Exalgo is prescribed,
dispensed, and administered only to opioid-tolerant patients with
chronic pain, not acute pain.

Your Reports at Work!

In our February 2009 issue, we reported on cases of
accidental ingestion of Benadryl Extra Strength Itch
Stopping Gel (diphenhydrAMINE), some of which led to
serious adverse reactions requiring emergency treatment or
hospitalization. This topical Benadryl product is intended
“For Skin Use Only.” Between 2001 and 2009, 121 cases
of ingestion of Benadryl Extra Strength Itch Relief Gel
were reported to the manufacturer. Of these cases, 7
resulted in patients requiring treatment in the emergency
room, hospitalization, or admission to the intensive care
unit. Other reported adverse events included hallucinations,
unconsciousness, sleepiness, difficulty walking and speak-
ing, and dizziness.

In response to reports, Johnson & Johnson, in cooperation
with FDA, are making changes to the graphics and infor-
mation displayed on the front of the product container to
reduce the risk of consumers mistakenly ingesting the

medication. More information about this hazardous condi-
tion and the planned changes, with images, can be found
on the FDA Web site at www.ismp.org/sc?k=ucm211395.

Reports like these should remind all of us about the impor-
tance of advising patients to always read the container and
drug facts labels that are affixed to over-the-counter
products. If they are unsure how the product is to be used,
they should be encouraged to ask the pharmacist. “Shelf
Talkers” in OTC areas encouraging patients to ask for a
pharmacist if they have questions may help in this effort.
Pharmacies and others who stock Benadryl Itch Stopping
Gel should keep this product separate from products that
are supposed to be swallowed. We also recommend that
stores selling this product take the extra step to label
shelves about the product being for application to the skin
only. Otherwise consider not stocking this product at all
until the updated product reaches the market.
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