should be available to health care professionals and should
be administered through state agencies that regulate health
care rather than law enforcement.”® The prescription history
data within some electronic databases has been found to be
incomplete, inconsistent, and subject to error. Therefore,
physicians cannot assume the information is correct, and
the use of PMPs should supplement, but not replace,

other practices.

Office

Keep your office neat because investigators often consider
an office in disarray as a “red flag” for inappropriate
practice.*® Maintaining any weapons at your office may be
interpreted as knowledge that the prescriber is dealing with
drug-seeking patients.*

Opioid Abuse-Deterrent Technologies

Opioid analgesics, particularly modified-release preparations,
can be tampered with in many ways.""” A prospective survey
of prescription drug abusers entering a treatment facility
found that 80% had altered the delivery system of the drug
by chewing, snorting, or intravenous administration.* To
counter this, new formulations are being developed to help
prevent abuse of prescription opioids.

Abuse-deterrent technologies include
physical barriers, aversive components,
and pharmacologic properties.

Abuse-deterrent technologies include physical barriers that
make it difficult to extract the full dose of drug from a
formulation; aversive components that utilize sequestered
toxic components or opioid antagonists that are only
released if the formulation is tampered with; and
pharmacologic properties such as prodrugs that require
hepatic metabolism to produce the active metabolite."”'*'
The introduction of such technologies with lower potential
for abuse may help physicians to manage pain patients while
minimizing abuse; however, unanswered questions about
these technologies include analgesic efficacy, the level of
deterrence, the risk to patients, and how they will be viewed
in the FDA approval process and for DEA scheduling. W

IDENTIFYING THE
DRUG-SEEKING PATIENT

Although it is important to trust your patients and accept
what they tell you, it is also important to maintain a healthy
degree of skepticism.'?? There are many “red flags” for drug-
seeking behavior, but very few are pathognomonic for
abuse or diversion. Researchers have empirically identified
ADRBs that are more and less predictive of addiction or
diversion (Table 5)."* If an ADRB has occurred, the
physician must explore its nature and implications. An
isolated episode of unsanctioned dose escalation that is
volunteered by the patient, and is perhaps related to a
period of unrelieved symptoms, does not warrant the
diagnosis of abuse or an addiction disorder. Repeated
episodes of this type, despite warnings, suggest a more
profound loss of control over drug use and may reflect a
problem with many possible causes including an addiction

Table 5. Aberrant Drug-Related Behaviors More &

Less Predictive of Abuse/Diversion

Probably more predictive

Selling prescription drugs

Prescription forgery

Stealing or “borrowing” drugs from others

Injecting oral formulations

Obtaining prescription drugs from nonmedical sources
Concurrent abuse of alcohol or illicit drugs

Multiple dose escalations or other noncompliance with

therapy despite warnings

Multiple episodes of prescription “loss”

Repeatedly seeking prescriptions from other clinicians

or emergency departments without informing

prescriber or despite warnings

B Evidence of deterioration in ability to function at work,
in the family, or socially that appears to be related to
drug use

B Repeated resistance to changes in therapy despite

clear evidence of adverse effects

Probably less predictive

M Aggressive complaining about the need for more
drugs

B Drug hoarding during periods of reduced symptoms

B Requesting specific drugs

B Openly acquiring similar drugs from other medical
sources

B Unsanctioned dose escalation or other noncompliance
with therapy on 1 or 2 occasions

Unapproved use of the drug to treat another symptom
Reporting psychic effects not intended by the clinician

Resistance to change in therapy associated with
“tolerable” adverse effects with expressions of anxiety
related to the return of severe symptoms

Adapted from Portenoy RK. J Pain Symptom Manage. 1996;11:203-17.
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disorder. If the meaning of the behavior is not clear, some
time may be required to assess the patient correctly and
make more thorough observations, such as through more
frequent office visits or periodic UDT.® % 1%

Classic signs of drug-seeking behavior are requesting an
appointment toward the end-of-office hours; arriving
without an appointment; telephoning or arriving after office
hours when staff are anxious to leave;'* reluctance to have
a thorough physical examination, assessment, diagnostic
tests, or referrals; or failing to keep future appointments.
These individuals may be unwilling to give permission to
obtain past medical records or supply the names of past
providers or the hospital/clinic where their records are kept.
Also be wary of new patients with unusual stories:'*?

Visiting relatives or traveling through town on business
and lost a paper prescription, forgot to pack their
medication, left their medication on the plane, or had
their medication stolen

Excessively complimentary about your:

— Office facilities

— Appearance

— Medical reputation in the community

Ask to be given a prescription right away because they
have to “catch a plane” or “get to an important
appointment”

However, emergencies do happen, and not every person
who is in a hurry is an abuser or diverter. These behaviors
are “red flags” but are not confirmatory for addiction or

diversion.

Some patients’ manipulativeness can be detected by a
reasonable level of awareness; for example, if a practitioner
has the impression that his or her responses are being
studied intensely by the patient.” An example of a scam is
shown in Box 1.

A drug seeker may show an unusually high knowledge of
controlled substances and insist on a certain drug, but this
must be taken in context.'>'? Patients who have attended
pain clinics or who have a long-standing pain problem may
have learned what medications best relieve their pain and
are familiar with the names of these medicines. Document
both whether or not, and why, you agreed or disagreed
with their suggestions because prosecutors sometimes
consider a patient’s sophistication or understanding as
indicative of drug seeking. Be cautious about someone who
claims to have never seen a specialist but is familiar with
many drug names. Requesting a specific drug and
unwillingness to try any other treatment with no medical
justification is another suspicious behavior, as is claiming

BOX 1. Drug Diversion Scam: Physician on Call

An individual calls a physician’s office (Dr A) after regular
hours, waiting until he gets the doctor-on-call. The caller
has done enough research to be familiar with Dr A’s
group, and he can refer to specific names as necessary.

He pretends to be a patient of Dr A, who he states has
him on a pain medication for back pain, hydrocodone 5
mg/acetaminophen 500 mg, 2 tablets, 4 times a day,
which he has just run out of and for which he needs a
refill. Would this doctor-on-call please call in a
prescription for him to the pharmacy?

Even though this seems to be a relatively easy scam to
prevent, it has proven very effective.

Solutions to the Scam:

1. Inform the patient that policy does not allow for
prescribing controlled substances over the phone sight
unseen (eg, clinic policy, conditions of physician’s
malpractice insurance). Attempt to get the patient to
meet with you at a hospital emergency department for
examination.

2. If the patient agrees to the emergency department
visit, proceed with normal examination procedures and
history taking.

3. If necessary, contact the colleague who the patient
claims is his regular physician and verify the situation,
or contact the office/clinic/hospital to check the
patient’s records or to verify that he is even a patient.

4. Ask the patient for a phone number to call him back.
Think about the circumstances. If the patient does not
have a phone, why can’t he use the phone number of
the “friend” or “relative” where he is calling from? A
refusal should be a warning signal.

5. Do not prescribe controlled substances over the
telephone to a patient you do not know and have not
examined.

Adapted from Colorado Prescription Drug Abuse Task Force. Drug Diversion Scenarios, Scams. 6th
ed. 2003.

allergy to nonopioid analgesics or to all but one opioid.
Again, these are all reasons to heighten concerns but are
NOT confirmatory.

Three common presenting ailments among patients who
seek controlled substances for abuse or diversion are renal
colic, toothache, and tic douloureux.”®Patients feigning
renal colic complain of a burning sensation on urination and
pain on left side of the body (to avoid an appendicitis
diagnosis) and may drop a small amount of blood into the
urine (eg, from a finger or tongue prick).”® Tic douloureux is
favored because it has no clinical signs; patients complain of
intense episodes of facial pain lasting several minutes.



BOX 2. A Case of Pseudoaddiction BOX 3. A Case of Abuse/Addiction

Mr C, a 50-year-old man with chronic leg pain related to
old osteomyelitis requests opioid pain medication. Medical
records from his previous doctor show that the patient was
fired for “drug-seeking behavior” and for taking excessive
amounts of his prescribed medication, which consisted of
120 tablets of hydrocodone 5 mg/acetaminophen 500 mg
per month. Mr C tells you that 4 tablets per day did not
begin to relieve his around-the-clock pain (pain level
8/10) and that he had experimented and found that 10
per day was required for him to be able to function (pain
level 3-4/10). Naturally, he ran out very early and asked
for early refills. The other physician was unwilling to
increase the dose, and after several early refills, he
discharged Mr C. The patient’s old records did not
indicate any other “red flags” for addictive disorders.

The physician obtains liver function tests and prescribes a
sustained-release opioid, 25 mcg/hour fentanyl patch, 1
every 3 days. The patient returns a week later, and says
that his pain on the new medication is 3/10. Six months
later, on the same dose, the pain is still well controlled.

Lessons:

1. An average of 4 pills per day of a low dose of
short-acting opioid that lasts 4-6 hours will often not
effectively relieve around-the-clock pain.

2. Patients who have undertreated pain will often exhibit
“aberrant drug-related behaviors” that look like
addiction. Once they are appropriately treated, these
behaviors will cease.

3. Patients who exceed 3-4 g of acetaminophen per day
(found in many short-acting combination products
with oxycodone and hydrocodone) risk liver damage—
another reason why short-acting combination products
are not optimal for chronic pain.

Pseudoaddiction

The term pseudoaddiction describes the iatrogenic
syndrome of abnormal behavior that develops in response
to inadequate pain management.’” It is important that
physicians consider the possibility of pseudoaddiction due
to undertreated pain when ADRBs are discovered. The
natural history of pseudoaddiction is a progression through
3 characteristic phases: (1) inadequate analgesia relative to
the primary pain stimulus; (2) escalation of analgesic
demands by the patient associated with behavioral changes
to convince others of the pain's severity; and (3) a crisis of
mistrust between the patient and the health care team.
Treatment strategies include establishing trust between the
patient and the health care team and providing appropriate
and timely analgesics to control the patient’s level of pain.

Mr B, a 37-year-old auto-mechanic, twisted his back in a
work injury and complained of severe pain (8/10). After a
history (including questioning about addiction history,
which he denied) and physical examination, he was
diagnosed with “lumbar strain” and was given a
prescription for oxycodone 5 mg/acetaminophen 325
mg, 4 per day. On his return visit 2 weeks later, he said
he was no better, so his dose was doubled. After 2 more
weeks, he returned complaining that his pain level was
unchanged at 8/10. At this point, his physician changed
his medication regimen to sustained-release oxycodone
40 mg twice a day (which was a doubling of his previous
total dose of oxycodone). Another 2 weeks later, the
patient still stated that his pain level was 7-8/10. The
physician now ordered an MRI of the back—the results
were normal. The physician doubled the dose of
sustained-release oxycodone, to 80 mg twice a day. When
this did not provide additional relief the physician finally
obtained records from Mr B’s previous doctors and
learned that Mr B had a long history of escalating opioid
use for various injuries as well as multiple ED visits to
obtain pain medications for various problems. In fact, he
had a long history of abuse of prescription drugs.
Lessons:

1. It is important to obtain old medical records, especially
in patients who have ongoing pain problems. Old
records should be requested early on, and if they are
not obtained in a timely fashion, persist in getting them.

2. When escalating doses of an opioid do not provide
additional relief, it is possible that the patient will do
better if switched to a different opioid. Patients do
have genetic differences in how they respond to
different opioids. However, the physician needs to also
consider the possibility of an addictive disorder. Whereas
tolerance to the pain-relieving effect of an opioid is
uncommon, rapid tolerance to the euphoria-producing
effect of the drug is the rule, so that an addict or
abuser will persist in requesting a dose increase and is
unlikely to ever stabilize on a given dose.

An example of pseudoaddiction versus addiction can be
found in Box 2.

Addiction = Physical Dependence

Inconsistent use of the terms addiction and physical
dependence often results in misunderstandings between
regulators, clinicians, patients, and the general public
regarding the use of analgesics for the treatment of pain,
and may cause the undertreatment of pain. The AAPM, APS,
and ASAM published a consensus document with definitions
related to the use of medications for the treatment of pain
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that are consistent with current understanding of relevant
neurobiology, pharmacology, and appropriate clinical
practice.

Addiction: Addiction is a primary, chronic, neurobiologic
disease, with genetic, psychosocial, and environmental
factors influencing its development and manifestations.”" It
is characterized by behaviors that include one or more of
the following: impaired control over drug use, compulsive
use, continued use despite harm, and craving.'" An example
of a patient with a drug-abuse problem is shown in Box 3.

Physical Dependence: Physical dependence is a state of
adaptation that is manifested by a drug-class-specific
withdrawal syndrome that can be produced by abrupt
cessation, rapid dose reduction, decreasing blood level of
the drug, and/or administration of an antagonist.'”

Physicians must learn to distinguish between physical
dependence, addiction, and pseudoaddiction. Failure to do
so may lead a physician to incorrectly conclude that the
patient is addicted.'” Although clinical experience has
demonstrated that, in most cases, addiction to opioid
analgesics does not occur with carefully selected and
managed patients, some people with no apparent risk are
genetically predisposed to addiction, which may be
unmasked by opioid therapy. This risk must be balanced
with the benefit to patients from adequately managing
pain. The potential outcomes from inadequately treating
pain include psychosocial harm; cellular and inflammatory
physiologic changes, which may become permanent over
time; and harm to society through health care costs and lost
productivity.** 12

Understanding Tolerance

Tolerance is a state of adaptation in which exposure to a
drug induces changes that result in a diminution of one or
more of the drug’s effects over time.'" In practice, tolerance
is the need to increase the dose to get the same effect, or a
decrease in effect when the same dose is continued over
time.'? Tolerance to different effects of opioids develops at
different rates.'”” Tolerance to adverse effects such as sedation
and nausea is common, typically occurring within days to
weeks, and is clinically desirable.’” Tolerance to constipation
is rare, which is why an ongoing bowel regimen is necessary.

Contrary to common opinion, extensive clinical experience
has shown that tolerance to analgesic effects of opioids is
infrequent, but instead doses required to maintain analgesia
typically stabilize when patients are treated for an extended
time.**'#'? Patients who ask for increased doses are more
likely to be responding to the effect of increased activity (a

BOX 4. Is It Tolerance?

Mrs A, a 48-year-old-woman, was initially seen with
complaints of severe back pain that kept her lying on the
sofa for most of the day. She had a history of 2 prior
lumbar laminectomies with fusion. After each operation
she eventually developed new pain. After a recent MRI of
her lumbar back, her orthopedic surgeon told her that
additional surgery was not indicated. Injections by a pain
specialist at a pain clinic did not alleviate her pain, which
she rated as 9/10. Her history did not suggest any
potential addiction problems.

Mrs A was begun on a trial of sustained-release morphine
30 mg/day, subsequently increased to 60 mg/day. On
this regimen, she initially reported that her pain had
diminished to 3/10. On return a month later, however,
the pain was up to 7/10. Her physician initially thought
she might have developed tolerance to her morphine.
However, further questioning revealed that she had begun
walking her dog daily, gardening in her back yard, and
was babysitting (and occasionally lifting) her 1-year-old
grandson. Increased activity accounted for her increased
pain. When Mrs A's morphine dose was increased to 100
mg/day, her pain level dropped to 4/10 and remained at
that level on subsequent visits.

Lesson:

Before you think “tolerance,” ask about the patient’s level
of activity. Improving one’s function is a primary goal of
chronic pain treatment.

desirable outcome for patients to begin to reengage with
life) or to disease progression, for example.® ¥ When
interpreting the need for a dose increase, rule out other
possibilities before assuming that analgesic tolerance has
occurred.* A request for a dose increase should be
individualized within a context of multidimensional
assessment, regardless of whether it is driven by tolerance
or other factors, such as worsening underlying pathology or
increased activity (Box 4).

The decision to titrate to efficacy or toxicity should be based
on examination of the clinical context (eg, a review of the
“4 A's”).% With the heightening state of regulatory
oversight, there has been a trend for physicians to shy away
from using high opioid doses and many now respond to the
need to increase doses with rotation to another opioid. This
practice is based on incomplete cross-tolerance and genetic
polymorphic effects that appear to make some patients
respond better to certain opioids than to others.** However,
some physicians set arbitrary dose limits for various opioids,
others have stopped using certain opioids that they perceive
as presenting high risk or street value, and still others have
ceased to prescribe opioids entirely.* M



CONCLUSIONS

Nearly every physician will encounter at least a few patients
who require opioids to control chronic pain. Although
controlled substances can be prescribed safely if the
physician is thorough, thoughtful, logically consistent, and
careful, a few people may attempt to use their physician as
a source of drugs for abuse or diversion.'* Therefore,
physicians must safeguard their practices against this
possibility. Understanding the laws and regulations relating
to the appropriate use of controlled substances in clinical
medicine, and utilizing the practical suggestions reviewed in
this monograph, will help physicians safeguard their
practices and prescribe opioids safely and effectively.

Understanding the laws and regulations
relating to the appropriate use of
controlled substances will help physicians
safeguard their practices and
prescribe opioids safely and effectively.

While studies may show that “when adequate
documentation exists in the medical record, the risk of
criminal action being taken by the DEA against a physician
for prescribing opioids for a chronic pain patient is small,”
this is oversimplified."* It is possible for a physician with
comprehensive documentation to be subjected to DEA
action, as there are no guarantees that any one type of
practice will be completely protective of regulatory
scrutiny.” The regulatory and legal environment for the use
of opioids in chronic pain is in flux.” Recent events
underscore expectations for physicians to serve society in
monitoring roles, including events in courts, legislatures,
and medical boards where the health crises of undertreated
pain and drug abuse are colliding.’”® At the same time as
cases for overprescribing opioids have been made (reckless
malpractice, manslaughter/murder, federal charges for drug
trafficking), there have also been successful cases against
physicians for undertreating pain. National policy focusing
on pharmacovigilance in prescribing opioids leaves many
physicians searching for how to balance seemingly
conflicting needs to trust patients, while simultaneously
protecting the patient, society, and themselves.””> W

APPENDIX

US Statutes and Regulations About Controlled Substance Prescriptions and
Prescribing

TITLE 21 UNITED STATES CODE (USC) CONTROLLED SUBSTANCES ACT
21 USC § 802. Definitions.

21 USC § 812. Schedules of Controlled Substances.

21 USC § 813. Treatment of Controlled Substance Analogues.

21 USC § 822. Persons Required to Regjister.

21 USC § 823. Registration Requirements.

21 USC § 824. Denial, Revocation, or Suspension of Registration.

21 USC § 827. Records and Reports of Registrants.

21 USC § 829. Prescriptions.

21 USC § 841. Prohibited Acts A.

21 USC § 842. Prohibited Acts B.

21 USC § 843. Prohibited Acts C.

21 USC § 847. Additional Penalties.
www.deadiversion.usdoj.gov/21cfr/21usc/

CODE OF FEDERAL REGULATIONS

Title 21-Food and Drugs

PART 1301—REGISTRATION OF MANUFACTURERS, DISTRIBUTORS, AND
DISPENSERS OF CONTROLLED SUBSTANCES

21 CFR § 1301.01 Scope of this part 1301.

21 CFR § 1301.02 Definitions.

21 CFR § 1301.03 Information; special instructions.

21 CFR § 1301.11 Persons required to register.

21 CFR § 1301.12 Separate registrations for separate locations.

21 CFR § 1301.13 Application for registration; time for application; expiration
date; registration for independent activities; application forms, fees, contents
and signature; coincident activities.

21 CFR § 1301.15 Additional information.

21 CFR § 1301.16 Amendments to and withdrawal of applications.

21 CFR § 1301.31 Administrative review generally.

21 CFR § 1301.35 Certificate of registration; denial of registration.

21 CFR § 1301.36 Suspension or revocation of registration; suspension of
registration pending final order; extension of registration pending final order.
21 CFR § 1301.37 Order to show cause.

21 CFR § 1301.41 Hearings generally.

21 CFR § 1301.42 Purpose of hearing.

21 CFR § 1301.43 Request for hearing or appearance; waiver.

21 CFR § 1301.44 Burden of proof.

21 CFR § 1301.45 Time and place of hearing.

21 CFR § 1301.46 Final order.

21 CFR § 1301.51 Modification in registration.

21 CFR § 1301.52 Termination of registration; transfer of registration;
distribution upon discontinuance of business.

21 CFR § 1301.71 Security requirements generally.

21 CFR § 1301.76 Other security controls for practitioners.

21 CFR § 1301.91 Employee responsibility to report drug diversion.

21 CFR § 1301.92 lllicit activities by employees.
www.access.gpo.gov/nara/cfr/waisidx_04/21cfr1301_04.html

PART 1304—RECORDS AND REPORTS OF REGISTRANTS

21 CFR § 1304.01 Scope of part 1304.

21 CFR § 1304.02 Definitions.

21 CFR § 1304.03 Persons required to keep records and file reports.

21 CFR § 1304.04 Maintenance of records and inventories.
www.access.gpo.gov/nara/cfr/waisidx_04/21cfr1304_04.html

PART 1306—PRESCRIPTIONS

21 CFR § 1306.01 Scope of part 1306.

21 CFR § 1306.02 Definitions.

21 CFR § 1306.03 Persons entitled to issue prescriptions.

21 CFR § 1306.04 Purpose of issue of prescription.

21 CFR § 1306.05 Manner of issuance of prescriptions.

21 CFR § 1306.06 Persons entitled to fill prescriptions.

21 CFR § 1306.07 Administering or dispensing of narcotic drugs.

21 CFR § 1306.11 Requirement of prescription.

21 CFR § 1306.12 Refilling prescriptions.

21 CFR § 1306.13 Partial filling of prescriptions.

21 CFR § 1306.14 Labeling of substances and filling of prescriptions.

21 CFR § 1306.21 Requirement of prescription.

21 CFR § 1306.22 Refilling of prescriptions.

21 CFR § 1306.23 Partial filling of prescriptions.

21 CFR § 1306.24 Labeling of substances and filing of prescriptions.

21 CFR § 1306.25 Transfer between pharmacies of prescription information
for Schedules IlI, 1V, and V controlled substances for refill purposes.

21 CFR § 1306.26 Dispensing without prescription.

21 CFR § 1306.27 Provision of prescription information between retail
pharmacies and central fill pharmacies for initial and refill prescriptions of
Schedule Ill, IV, or V controlled substances.
www.access.gpo.gov/nara/cfr/waisidx_04/21cfr1306_04.html

PART 1307—MISCELLANEOUS PROVISIONS

21 CFR § 1307.02 Application of State law and other Federal law.

21 CFR § 1307.11 Distribution by dispenser to another practitioner or reverse
distributor.

21 CFR § 1307.21 Procedure for disposing of controlled substances.

21 CFR § 1307.22 Disposal of controlled substances by the Administration.
www.access.gpo.gov/nara/cfr/waisidx_04/21cfr1307_04.html
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