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T hose who write about pain management have fo-

cused almost entirely on delivery issues, paying
essentially no attention to the federal regulatory
challenges that affect the development of pain relief tech-
nologies — namely, pharmaceuticals and medical devices
indicated for analgesic uses. The academic literature is
strangely devoid of any sophisticated discussion of the diffi-
culties that attend, first, the product approval decisions of
the Food and Drug Administration (FDA) and, second, the
scheduling decisions made by the Drug Enforcement Ad-
ministration (DEA). If a “bottleneck” develops upstream, it
could have serious repercussions downstream — without
pain relief technologies, the issues of access that have preoc-
cupied previous commentators would have little practical
consequence.

The modern pharmaceutical industry traces its origins
back more than a century, around the time that the German
company Bayer first synthesized aspirin (acetylsalicylic acid)
and began marketing it as an analgesic.! Federal regulation of
drug products in the United States began shortly thereafter,”
and it has evolved alongside the growing sophistication of
the pharmaceutical industry. Although not specifically geared
toward the control of pain management technologies, these
various laws have had important consequences for the avail-
ability and use of analgesic products, at least in part because
of certain peculiar aspects of these pharmaceuticals. In par-
allel, Congress has imposed special requirements on narcotics
often used for analgesia because of concerns about addiction
and abuse.

This article considers, in turn, the roles played by the
FDA and the DEA in regulating pain management technolo-
gies. Whether a company wishes to market an over-the-counter
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pain reliever containing a well-known active ingredient, a
prescription drug containing a novel analgesic compound,
or a medical device intended for the treatment of pain, it
must satisfy a number of requirements designed to ensure
the safety and effectiveness of the product. In addition, if a
drug product contains a narcotic or other controlled sub-
stance, its availability will depend on the manner in which
the DEA has classified that substance. Although implemented
by two quite dissimilar agencies — the former preoccupied
with medical and scientific questions, while the latter fo-
cuses on law enforcement matters — these two regulatory
regimes operate in tandem and overlap in potentially impor-
tant ways.

Several themes emerge from this discussion. First, both
agencies have shown a marked resistance to making narcot-
ics available as analgesic products, though the FDA has better
appreciated the value of providing patients with a wide range
of options for treating pain. Second, notwithstanding its far
more limited understanding of clinical practice, the DEA
has demonstrated a greater enthusiasm for efforts to keep
physicians in line than has the FDA. These and similar ex-
amples of contrasting behavior by the two federal agencies in
this field — reflecting their distinctly different missions and
cultures — provide important lessons about comparative in-
stitutional competence and suggest that Congress might want
to reconsider this sometimes unstable division of regulatory
authority.

Finally, the tools currently available to both agencies
may be too blunt for sensibly addressing the conflict that
often arises between the needs of patients and efforts to pre-
vent irresponsible use. Once it decides to approve a new
drug, the FDA can restrict access to prescription-only and
then hope to influence physician use through recommenda-
tions in labeling. For the DEA, most of the important
restrictions on access to controlled substances represent an
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outgrowth of initial decisions about appropriate scheduling,
which may cause the agency to overschedule substances in
order to serve law enforcement purposes. Providing more
refined regulatory options may allow for a more sensible
resolution of the perennial tension between patient access
and drug diversion.

If federal agencies become excessively concerned about
misuse, they may deprive patients of valuable new analgesic
agents. Indeed, depending on the stringency of the restric-
tions imposed, companies may be unable or unwilling to
develop such products in the first place, or health care pro-
fessionals may fail to make full use of them.? Already hesitant
to approve powerful analgesics, the FDA and the DEA may
be forced to revisit their original clearance decisions due to
the growing problems with the theft and diversion of cur-
rently marketed painkillers containing ingredients such as
oxycodone and fentanyl. Any such regulatory actions —
whether expressed as a refusal to allow an analgesic product
to enter the market initially or the withdrawal of such a
product in the face of rampant abuse — would have to grapple
with the classic difficulty of choosing between the medical
needs of individual patients and the broader societal hazards
associated with the availability of such products. These ques-
tions do not admit of any simple answers, of course, but they
cannot be avoided. This article delineates the nature of the
various challenges that the federal government has faced in
regulating pain management technologies before tentatively
recommending a public health approach that attempts to
bridge the FDA’s predominantly clinical focus and the DEA’s
preoccupation with the potential adverse consequences for
third parties.

FDA REGULATION OF ANALGESIC PRODUCTS

Before pain management technologies can reach patients,
the Food and Drug Administration must assess their safety
and effectiveness. If a product has not received marketing
approval (or an exemption) from the agency, then it cannot
be sold. Even if a company has surmounted the often diffi-
cult hurdle of proving that a product serves a therapeutic
purpose without posing an undue risk, the FDA’s decisions
about appropriate labeling may affect how readily patients
will be able to access it.

Product approval requirements

Over the course of the last century, federal regulation of
medical technologies has shifted from an emphasis on polic-
ing against economic frauds to a premarket approval system
mandating proof to support therapeutic claims.* The FDA
has, for example, expressed long-standing and largely justi-
fied skepticism about “quack” medical devices, including
products indicated for pain relief.” As a result, legitimate
articles used for analgesia may encounter significant regula-
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tory obstacles originally fashioned to protect consumers from
wasting their resources on worthless remedies.

In particular, the FDA’s insistence on placebo-controlled
clinical trials when evaluating the effectiveness of pharma-
ceuticals and medical devices means that firms seeking to
market pain management technologies shoulder a particu-
larly challenging evidentiary burden given the pronounced
placebo effect that researchers encounter in this context.®
Moreover, because of difficulties in measuring a largely sub-
jective condition such as pain,” coupled with the significant
variability in patient response,® the agency may struggle to
interpret placebo-controlled clinical trials submitted as part
of an application for new drug approval (NDA).’

Even if persuaded that a drug works, the agency will
have to decide whether or not the inevitable side-effects pose
too great a hazard to justify granting product approval. In
making these risk-benefit judgments, “the FDA takes into
account the significance of a targeted health condition, or
the status of that condition as a treatable disease.”*® Interven-
tions such as analgesics that provide only symptomatic relief
may not fare as well in this process,'! though some experts
maintain that pain should qualify as a serious disease process
in its own right.'? A similar dichotomy, between curative
and palliative care,'® may account for the persistent
undertreatment of pain by health care professionals.'*

Notwithstanding this pair of potential obstacles — namely,
the heightened difficulty of establishing efficacy and the pre-
sumption that symptomatic relief represents a less compelling
clinical endpoint for purposes of making risk-benefit judg-
ments — no one has accused the FDA of overcaution in
reviewing new analgesics. On the contrary, some observers
have criticized the agency for approving too many new non-
steroidal antiinflammatory drugs (NSAIDs) that offer no
particular advantage over existing, and typically less expen-
sive, drugs in the class.” The FDA usually does not, however,
make judgments about comparative efficacy,'® preferring to
leave that task for physicians and patients based on the infor-
mation supplied in the labeling dictated by agency reviewers.

In some instances, the management of side-effects asso-
ciated with analgesics rather than any differential effectiveness
accounts for the need to have a range of therapeutic options.
In 1999, the FDA approved Vioxx® (rofecoxib) and Celebrex®
(celecoxib), the first in a new class of painkillers called COX-
2 inhibitors.”” NSAIDs represent peripherally acting
analgesics, which means that they lessen the localized in-
flammation (and production of prostaglandins) that triggers
a sensation of pain.'® They do this by blocking the enzyme
cyclooxygenase. As it turns out, this enzyme has two isoforms,
one associated with inflammation (COX-2) and the other
one thought to protect the lining of the stomach (COX-1).
Older NSAIDs blocked both isoforms, which may explain
their association with the development of ulcers." By selec-
tively blocking only the form of the enzyme linked to
inflammation, COX-2 inhibitors promised to offer compa-
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rable pain relief, especially in arthritis patients, without the
associated risk of gastrointestinal side-effects.? These drugs
appear, however, to pose a heightened risk of cardiovascular
side-effects.”!

As may happen with any new drug product, serious side-
effects associated with analgesics may become evident only
after approval and widespread use.?> During the 1980s, the
FDA received numerous adverse event reports for three
NSAIDs that led to their hasty withdrawal from the market:
Zomax® (zomepirac), Oraflex® (benoxaprofen), and Suprol®
(suprofen).?* Zomax was, however, notable for another rea-
son. Even though the FDA conceded that it knew at the time
of approval that the drug represented a potential human car-
cinogen (and that some patients would use it chronically),
Zomax received an NDA because agency reviewers thought
that it could substitute for narcotics used in the treatment of
severe pain.?* This excessive concern about patient use of
any controlled substances — so much so that it would dis-
place the FDA's normal resistance to approving nonessential
products that create a risk of cancer — appears repeatedly in
other contexts. When patients mysteriously began dying from
anaphylactic reactions, even the supposed advantage of Zomax
as a substitute for narcotic analgesics could not prevent the
drug’s commercial demise.”

In July 1997, the prescription analgesic Duract®
(bromfenac sodium) entered the U.S. market. Less than a
year later, the manufacturer withdrew the drug from the
market after it had been associated with liver toxicity result-
ing in at least four deaths and eight liver transplants.?® During
clinical trials, researchers had reported an unexpectedly high
incidence of elevated liver enzymes in patients who took
Duract for relatively long periods,” and one FDA reviewer
voiced significant concerns about the drug’s potential hepa-
totoxicity.”® Nonetheless, as happened with Zomax, the
agency viewed the product as a substitute for narcotic anal-
gesics, so it decided to approve Duract, though only for
short-term use and with labeling information about the risk
of elevated liver enzymes.* Many physicians, however, pre-
scribed Duract for longer than the 10 days specified by the
FDA, and the agency soon began receiving reports of liver
failure.

As the FDA initially became aware of liver problems in
patients taking Duract, it tried to notify physicians about the
emerging safety problems.*® The agency required the addi-
tion of a prominent boxed warning in the drug’s labeling,
and the manufacturer mailed out a “Dear Doctor” letter
empbhasizing the drug’s dangers and providing guidelines for
proper use.’! These efforts did not, however, completely pre-
vent the inappropriate prescribing of Duract for long-term
use. After the FDA concluded that it could not impose effec-
tive restrictions to limit the duration of use,’? the
manufacturer voluntarily withdrew the drug from the mar-
ket in June 1998.% Duract may well have offered a net benefit
over other drugs in some class of patients when used as rec-
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ommended, but the agency could not ignore the pattern of
physician misuse causing risks to other patients.

Over-the-counter marketing

One fundamental labeling question is whether to make a
product available only upon a prescription from — or
through direct administration by — a licensed health care
professional. Because analgesics relieve symptoms and do
not purport to treat any underlying disease process, they would
seem to represent natural candidates for nonprescription or
over-the-counter (OTC) marketing.** Even if most consum-
ers would not need a physician’s diagnostic skills in order to
decide whether to select a particular pain reliever, however,
the safety profile of a product may justify some restriction on
access. At least initially, most new ingredients are available
only by prescription while the FDA collects additional ad-
verse event data.** In addition, the risk of abuse has, from the
outset, represented one of the primary rationales for limiting
drugs to prescription-only sale.*

The FDA may decide to authorize OTC marketing for
drugs that do not require the supervision of a physician, have
a history of safe use, and present no abuse potential. This
may happen in a couple of different ways. First, a company
may sell an OTC drug if it abides by the terms of the appli-
cable “monograph,” which specifies for particular categories
of products the active ingredients and dosages that the FDA
has determined to be safe and effective, along with the pre-
cise labeling necessary to facilitate appropriate consumer use.*”
The agency’s OTC drug review for internal analgesics began
with a call for data in 1972.% Five years later, the review
panel, which had considered forty-nine active ingredients,
issued its recommendations.* More than one decade later,
the FDA published a tentative final monograph (TFM) for
this OTC drug category.** In brief, this proposed rule includes
aspirin and acetaminophen as permitted active ingredients and
allows labeling “for the temporary relief of minor aches and
pains” with directions against taking the product for more
than 10 days along with an assortment of warnings.*! After
more than 30 years, the OTC monograph for internal anal-
gesics remains at least 1 year from finalization.*

The second route to OTC marketing requires that a
company secure supplemental NDA for a reformulation (in-
cluding revised labeling) of a product previously approved
for prescription use.* Among its most prominent Rx to OTC
switches, the FDA authorized nonprescription sale of a lower
dose product containing ibuprofen (e.g., Motrin®).* It later
switched a number of other NSAIDs, including ketoprofen
and naproxen, from prescription to OTC status.* Of course,
it did not take long for consumers to realize that they could
self-medicate with a prescription strength simply by exceed-
ing the dose recommended in the OTC labeling.*

Nonprescription marketing does not mean that a drug
product entails no serious risks,*” as again revealed by the
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FDA’s experience with analgesics. For instance, in the early
1980s, the agency became aware of a link between Reye
syndrome and the use of aspirin by children suffering from
viral infections.* The labels of OTC drug products contain-
ing aspirin now must include the following statement:
“WARNING: Children and teenagers should not use this
medicine for chicken pox or flu symptoms before a doctor is
consulted about Reye syndrome, a rare but serious illness
reported to be associated with aspirin.”* Notably, the FDA
rejected suggestions urging “more drastic measures such as
banning use of aspirin in products for individuals under 21
years of age or limiting such products to prescription use.”°
More recently, after it received reports of an association be-
tween acetaminophen and liver toxicity, the agency imposed
special warning requirements.*!

DEA REesTRICTIONS ON ANALGESIC PRODUCTS

Although NSAIDs dominate both the prescription and OTC
markets in terms of volume,*> most of the truly significant
pain management technologies used by physicians qualify as
“controlled substances,” primarily opioid analgesics.** (Less
frequently, health care professionals may try behavioral
therapy, surgical interventions such as nerve blocks, or
medical devices such as transcutaneous electrical nerve
stimulators.**) Unlike peripherally acting drugs, opioids
relieve pain by acting directly on the central nervous sys-
tem, binding with the receptors that are involved in the
transmission of pain signals to the brain. These drugs must
undergo the same FDA premarket review process as any
other pharmaceutical product, but special authority over
controlled substances resides with a separate agency, the
Drug Enforcement Administration of the U.S. Department
of Justice.*

Classification of controlled substances

In 1970, Congress enacted the Controlled Substances Act
(CSA), which establishes different “schedules” of narcotics
and other substances prone to abuse or diversion. The most
restrictive classification, Schedule I, is defined as follows:

(A) The drug or other substance has a high potential for
abuse.

(B) The drugor other substance has no currently accepted
medical use in treatment in the United States.

(C) Thereisalack of accepted safety for use of the drug
or other substance under medical supervision.*®

The statute then provides the following definition for
Schedule II:

(A) The drug or other substance has a high potential for
abuse.
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(B) The drugor other substance has a currently accepted
medical use in treatment in the United States or a
currently accepted medical use with severe
restrictions.

(C) Abuse of the drug or other substance may lead to
severe psychological or physical dependence.””

Schedules ITI, IV, and V, which all have “a currently accepted
medical use in treatment in the United States,” contain drugs
with progressively lower potentials for abuse and severity of
dependence.’® Most states have adopted parallel legislation
modeled on the federal statute.”’

By way of illustration,® Schedule T includes substances
such as heroin (diacetylmorphine) and marijuana (cannabis).
Schedule IT includes, for instance, drugs containing synthetic
forms of morphine sold as Dilaudid® (hydromorphone hy-
drochloride) and Demerol® (meperidine hydrochloride).
Schedule IIT includes products such as Tylenol® (acetami-
nophen) with codeine. Schedule IV includes products such
as Darvon® (propoxyphene hydrochloride). Schedule V in-
cludes products such as Robitussin®, a cough syrup which
contains a limited amount of codeine.

Congress understood that “[m]any of the drugs included
within this subchapter have a useful and legitimate medical
purpose and are necessary to maintain the health and general
welfare of the American people.”®! This explains the central
role, for purposes of distinguishing Schedule I from all other
controlled substances, of the criterion that asks whether the
drug has “a currently accepted medical use in treatment in
the United States.”®> Congress did not provide further guid-
ance on this score,® but it insisted that the Attorney General
request and abide by recommendations from the Secretary
of Health and Human Services (HHS) when revising the
schedule.®* In amending the CSA in 1978 to implement the
United Nations Convention on Psychotropic Substances,
Congress announced its intent that the legislation not “inter-
fere with ethical medical practice in this country as
determined by the Secretary of [HHS] on the basis of a con-
sensus of the views of the American medical and scientific
community,”® which suggests a somewhat more restrictive
standard than “a currently accepted medical use.”

Under the statute, the DEA supervises the manufactur-
ing and distribution of legal narcotics.* For Schedule I drugs,
manufacturers must register their operations, and the DEA
assigns aggregate and individual production quotas.®’” Sched-
ule IT drugs must be produced in a secure facility, transported
with care, stored in a vault, tracked using a precise inventory
system, supplied in response to an order form completed by
aregistered practitioner, and dispensed only upon a written
prescription and without refills.®® Progressively weaker re-
strictions apply to Schedule III, TV, and V drugs. Physicians
wishing to prescribe controlled substances first must register
with the DEA, which enjoys sweeping authority to suspend
or revoke certificates of registration.®” The agency has, for



The Journal of Law, Medicine & Ethics

instance, threatened to use this authority to discipline physi-
cians who have done nothing more than recommend that their
patients consider taking a Schedule I substance as permitted un-
der limited circumstances in a growing number of states.”

Legislative scheduling decisions

Congress typically makes the initial decision about how to
schedule a controlled substance. In United States v. Oakland
Cannabis Buyers’ Co-operative,”* the U.S. Supreme Court
showed tremendous deference to the legislature’s judgment
about the appropriate classification of marijuana. The dis-
pute arose after California voters passed Proposition 215 (the
Compassionate Use Act of 1996), which created a limited
safe harbor from prosecution under the state’s controlled
substances act for the medical use of marijuana.” The state
law could not, of course, protect critically ill patients or
their health care providers from the risk of federal prosecu-
tion for the medical use of marijuana. As part of its
multipronged response to the California initiative, the De-
partment of Justice sought to enjoin buyers’ clubs from
dispensing the drug to patients with severe pain and other
debilitating symptoms. The U.S. Supreme Court rejected these
groups’ argument that a medical necessity defense might be
implied under federal law. It held that persons manufactur-
ing or distributing Schedule I controlled substances for medical
uses could not avoid federal sanctions,” though three mem-
bers of the Court wrote separately to emphasize that it had
not decided whether a seriously ill patient could raise a medi-
cal necessity defense if prosecuted for using marijuana.”

The Supreme Court’s decision turned entirely on the
notion that, in placing marijuana within Schedule I, Con-
gress necessarily had concluded that the drug lacked any
currently accepted medical use: “It is clear from the text of
the Act that Congress has made a determination that mari-
juana has no medical benefits worthy of an exception.”” The
Court rejected the argument that, although placed within
Schedule T because its medical use had not yet achieved “gen-
eral acceptance,” a controlled substance may offer therapeutic
benefits for some narrow class of patients. It also rejected the
suggestion that Congress may have placed a controlled sub-
stance into Schedule I without strictly abiding by the criteria
(such as the lack of any currently accepted medical use) that
it had established to govern scheduling decisions made by
the DEA.7®

In fact, when it enacted the CSA, Congress had expressed
a good deal of ambivalence about whether marijuana be-
longed in Schedule 1.77 After all, the United States
Pharmacopeia (U.S.R), which Congress has cross-referenced
in other statutes as a source for information about therapeu-
tic products,”® had listed marijuana as a drug for almost a
century (until 1941), and prominent physicians had endorsed
its use early in the twentieth century for treating maladies
such as migraine headaches.” Although neither one of these
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facts would establish that the drug offers genuine therapeutic
benefits, subsequent research has suggested that marijuana
may have analgesic and other clinically useful properties.*
Within the last few years, both the National Institutes of
Health and the Institute of Medicine have recommended
further scientific work on this question.®!

Although more than half a dozen states,** along with
Canadian health officials,** have concluded that marijuana
may have legitimate medical uses, Congress has decided to
abide by its earlier, contrary conclusion: A resolution passed
in 1998 “oppose[d] efforts to circumvent this [federal sched-
uling] process by legalizing marijuana, and other Schedule I
drugs, for medicinal use without valid scientific evidence
and the approval of the Food and Drug Administration.”*
This leaves an opening, of course, for revisiting the original
scheduling judgment administratively if new research emerges
to persuade regulatory officials that marijuana has medical
utility, an issue taken up more fully below.

A similar controversy arose in the early 1980s in con-
nection with the ultimately unsuccessful efforts by some in
Congress to reschedule heroin. Unlike marijuana, which may
have multiple therapeutic applications and an arguably exag-
gerated abuse potential, no one seriously doubts that heroin
causes addiction, but, in common with the Schedule IT drugs
cocaine and morphine, it also offers a powerful analgesic
effect. In fact, some have argued that it has unique properties
as a pain reliever for terminally ill patients or, at the very
least, offers an alternative for those who do not respond well
to approved opioids.* For this reason, the United Kingdom
continues to recognize the medical usefulness of heroin;*
however, the CSA requires that a controlled substance have a
currently accepted use i the United States in order to avoid
classification in Schedule 187 In the end, fears of diversion
and confidence in the effectiveness of already available opioid
analgesics — coupled with the understandable political im-
perative against appearing to be soft on drugs — scuttled the
effort to reschedule heroin.*

In another instance, Congress decided to reclassify a drug
as Schedule I even though it clearly enjoyed a currently ac-
cepted medical use. The FDA previously had approved
methaqualone for treating insomnia, which concededly gave
the drug a currently accepted use in treatment, but Congress
concluded that methaqualone offered no advantages over other
products that posed less of a risk of abuse.® For that reason,
Congress directed the DEA to reschedule the drug and the
FDA to withdraw its NDA.” Although this did not alter the
statutory criteria generally applicable to scheduling decisions,
the legislative rescheduling of methaqualone arguably set a
troublesome precedent.”® In effect, Congress adopted a “one
size fits all” approach, which fails to account for the possi-
bility that this drug might provide some unique benefit to a
small group of patients who are refractory to the drug of
choice, whether because of their physiologic or genetic de-
viation from the norm, progression of disease, heightened
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susceptibility to side-effects, co-morbid factors, or concomi-
tant use of other medications. If aggregate risk-benefit
balancing of this sort becomes the standard for future sched-
uling decisions, then the needs of individual patients will
compete against the consequences of the irresponsible be-
havior of abusers, and the DEA may opt to sacrifice products
that offer insufficiently dramatic advantages over existing al-
ternative treatments.

Administrative scheduling decisions

In the case of newly synthesized chemicals, or in response to
new information about previously scheduled controlled sub-
stances, the DEA may have to make its own scheduling
decisions. As mentioned previously, Congress mandated that
the agency first consult with HHS,”? which has subdelegated
that task to the FDA, and then abide by any recommenda-
tions that the DEA receives from the Department.” In this
way, Congress hoped to “strike[] a balance between the ex-
tent to which control decisions should be based upon law
enforcement criteria, and the extent to which such decisions
should be based on medical and scientific determinations.”**
Given the long-running “war on drugs” in this country, it is
difficult to maintain this sort of balance.”

Such cooperative arrangements between agencies or “split
enforcement” models have posed challenges in other con-
texts.” In some instances, Congress has decided against
consolidating authority in a single administrative agency to
counteract the tendency toward tunnel vision in regulatory
decisions, or it has established a separate watchdog group
for an agency,” as it did when assigning the responsibility for
accident investigations to the National Transportation Safety
Board (NTSB), which often criticizes the Federal Aviation
Administration (FAA) for taking inadequate steps to improve
safety.”® In other instances, the division of authority over a
field between multiple agencies does not reflect any pur-
poseful design but instead an accident of history that
subsequently leads to calls for consolidation.” Apart from
questions of efficiency, these organizational choices can have
significant impacts on substance, especially if two agencies
have different sorts of expertise and missions, and respond
to different constituencies.'® Without meaning to exaggerate
the cultural explanations for their contrasting approaches to
pain management technologies, the FDA probably would
have implemented the Controlled Substances Act differently
than the DEA has done.

Immediately after passage of the Act, the National Or-
ganization for the Reform of Marijuana Laws (NORML),
together with a couple of allied organizations, attempted to
persuade the DEA and its predecessor agency to reschedule
marijuana. Starting in 1972, the agency repeatedly denied
these rescheduling petitions, though on four separate occa-
sions the reviewing court remanded the dispute to the DEA
for further consideration.'" In contrast, constitutional chal-
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lenges to the DEA's refusal to down-schedule marijuana have
not fared as well in the courts.!®

Perhaps the refusal to down-schedule marijuana arises
from a concern that, unlike chemicals synthesized by phar-
maceutical companies, the FDA could not effectively exercise
its regulatory authority to demand proof of safety and effi-
cacy over a raw product with variable composition that
individuals can grow in their homes.!® After the FDA ap-
proved an NDA for Marinol® (dronabinol), an antiemetic
drug containing synthetic tetrahydrocannabinol (THC), the
principal psychoactive component in marijuana, the DEA
placed this controlled substance into Schedule I1.1* In 1999,
the DEA further down-scheduled that drug as the FDA began
to approve additional indications for its use.'”®

In 1992, 20 years after NORML first petitioned the
agency, the DEA Administrator opined that “no responsible
physician could conclude that marijuana is safe and effective
for medical use,”'* echoing his predecessor’s earlier conclu-
sion that it was “not recognized as medicine in generally
accepted pharmacopeia, medical references, journals or text-
books.”'?” This time around the federal appellate court upheld
the agency’s decision.!”® Late in 1997, after receiving yet
another petition for the rescheduling of marijuana, the DEA
once again referred the matter to HHS for a recommenda-
tion.!” In 2001, the DEA appeared to soften its stance
somewhat when it authorized use by researchers at the Uni-
versity of California to conduct clinical trials investigating
marijuana’s analgesic properties in multiple sclerosis and
AIDS patients with peripheral neuropathy.''’

The protracted effort to reschedule marijuana forced the
DEA to elaborate on the meaning of the critical statutory
phrase “currently accepted medical use.”'!! The agency de-
cided to demand that there be adequate safety information
coupled with adequate and well-controlled studies establish-
ing efficacy, which are widely available and accepted by
qualified experts.!? These criteria closely track the FDA’s
test for whether to exempt a product from new drug ap-
proval requirements. Indeed, after noting Congress’s failure
to define “currently accepted medical use,” the DEA looked
to the FDA's enabling statute for guidance.'"> Under that stat-
ute, a manufacturer need not secure an NDA for a drug that
is “generally recognized as safe and effective” (GRASE), which
the FDA has defined as requiring essentially the same proof
of safety and efficacy that it demands for new drugs.''* In
effect, a controlled substance could only avoid inclusion in
Schedule Tif the FDA already had approved it or exempted it
from new drug approval requirements, a standard that seems
overly stringent and inconsistent with the statutory design.!'
Congress could have explicitly linked scheduling decisions
to a drug’s FDA regulatory status, but it did not do so, choos-
ing instead the arguably more flexible standard of “currently
accepted medical use.”

This distribution of regulatory authority, between a tra-
ditional law enforcement agency and one that focuses on
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patient health, can generate incongruities. In some instances,
the DEA’s desire to facilitate prosecution of drug abusers by
placing a substance into Schedule I or II conflicts with the
FDA’s effort to promote the development of a drug poten-
tially valuable in the treatment of a legitimate class of users.!®
In other instances, at least where it has not already approved
a drug proposed for inclusion in Schedule I, the FDA has
done little more than “rubber stamp” DEA scheduling rec-
ommendations.'” Once placed in Schedule I, of course, it
becomes exceedingly difficult to conduct the sort of research
necessary to secure FDA approval and subsequent down-
scheduling by the DEA.

Off-label prescribing

The DEA has overlaid another “currently accepted medical
use” requirement in regulating prescriptions for narcotics.
Physicians may prescribe controlled substances only for “a
legitimate medical purpose.”!'® In turn, pharmacists may
dispense controlled substances only pursuant to a valid pre-
scription, which might require a comparison between the
indications appearing in the FDA-approved labeling and the
patient’s condition.'"”

In contrast, the FDA has long recognized the legitimacy
of “off-label” drug prescribing, an outgrowth of Congress’s
admonition against federal interference with the practice of
medicine.'?® As the agency has explained, “[o]nce a drug
product has been approved for marketing, a physician may,
in treating patients, prescribe the drug for uses not included
in the drug’s approved labeling.”**! Apart from deferring to
the congressional decision against undue interference with
the practice of medicine, this policy acknowledges the inevi-
tability of incomplete information, the lag time before widely
accepted new uses appear in revised labeling (if they ever
do), and patient variability. Thus, physicians routinely, and
often appropriately, deviate from the directions contained in
approved prescription drug labeling.'??

In the case of controlled substances, however, physi-
cians may not have the freedom to engage in such off-label
prescribing.!? In contrast to the FDA, which focuses its at-
tention on the activities of commercial entities, the DEA
enjoys the power to supervise the activity of individual physi-
cians by virtue of its registration requirements. The agency also
has shown less deference to medical practitioners and the regu-
latory prerogative of the states, instead seeming to regard them
with some suspicion. For example, when it down-scheduled
THC, the DEA formally announced a policy threatening to
revoke (as inconsistent with the public interest) the registra-
tion of anyone “who engages in the distribution or dispensing
of dronabinol for medical indications outside the [FDA] ap-
proved [antiemetic] use associated with cancer treatment.”'?*

For a variety of reasons, patients respond variably to
opioids,'? which explains the need for a range of alterna-
tives and the interest in using powerful analgesics in different
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combinations. For instance, a certain genetic polymorphism
found in more than 5 percent of patients makes them poor
metabolizers of codeine.'?* In addition, patients may develop
tolerance from chronic treatment. Would a physician or phar-
macist face DEA sanctions for prescribing or dispensing a
Schedule IT drug approved only for nonanalgesic indications
to a patient with severe pain refractory to the other available
drugs? In recent testimony before Congress, the DEA Ad-
ministrator seemed to imply otherwise,'?” but the agency’s
position remains unclear.

Contemporaneously with the Administrator’s congres-
sional appearance, and in an effort to undercut Oregon’s
Death with Dignity Act, the Attorney General threatened to
sanction physicians who assist in the suicide of terminally ill
patients using Schedule IT drugs approved by the FDA for
other purposes (primarily sedatives such as secobarbital).'?
In effect, the DEA decided that, notwithstanding state law to
the contrary, physician-assisted suicide does not qualify as
legitimately within the scope of medical practice.'?’ A fed-
eral court subsequently invalidated the Attorney General’s
order, holding that Congress had never intended to grant the
DEA such sweeping power to define the contours of legiti-
mate medical practice.!* If affirmed on appeal, this decision
may have broader consequences for the DEA’s authority to
limit off-label prescribing and dispensing of other controlled
substances for analgesic uses.

Formulation issues and distribution controls

Dosage forms

For the most part, scheduling decisions relate to the intrinsic
characteristics of active ingredients, paying little attention to
product formulation and dosage,"! though the DEA’s differ-
ential treatment of smoked marijuana and THC encapsulated
for ingestion may represent an exception. In contrast, the
FDA routinely addresses precisely these sorts of issues when
it reviews an NDA application,’? and the choices that it
makes may have important repercussions for the threat of
abuse and diversion.

Fentanyl citrate is a Schedule II controlled substance.
During the last decade, the FDA approved products contain-
ing this opioid analgesic in unusual dosage forms. First, it
authorized the marketing of a transdermal fentanyl patch
(Duragesic®).!3* Within a couple of years, the misuse of these
patches — for instance, a few individuals died after sucking
on them — led the agency to demand stronger warnings to
physicians and patients.'** More controversially, in 1994, the
FDA approved a transmucosal form of fentanyl — a lollipop
intended for use by children (Oralet®) — notwithstanding
objections that it had received from the DEA and others that
this would promote abuse.'* In 1997, another manufacturer
received approval to market a lollipop form of fentanyl
(Actiq®), though this time intended only for use by cancer
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patients experiencing breakthrough pain and with special
packaging designed to minimize the risk of accidental poi-
soning by children.!3

Recent years have seen widespread misuse of other opioid
analgesics, especially OxyContin® (oxycodone hydrochlo-
ride)."” Introduced in 1996, shortly after securing FDA
approval, OxyContin quickly became the most widely pre-
scribed narcotic painkiller, recording more than $1 billion
in sales last year. The drug’s active ingredient is a synthetic
form of morphine regulated as a Schedule II controlled sub-
stance. Older painkillers such as Percocet® and Percodan®
also contain oxycodone, but OxyContin uses a time-released
formulation designed to offer sustained relief over a 12-hour
period to patients with chronic moderate-to-severe pain. In
contrast, the older drug products in this class (including the
related hydrocodone drugs such as Vicodin® and Lortab®)
may offer uneven relief over just a 3—4 hour period.

It is difficult trying to quantify the benefits of this drug.
Anecdotal reports from physicians testify to the effectiveness
of OxyContin in particular patients, but these give no sense
for the drug’s aggregate utility. One could use the number of
prescriptions written each year — now in excess of 6 million
— as a rough proxy. Even if some number of physicians
prescribed the drug to patients who did not actually suffer
from severe pain or to those for whom the older opioids had
offered satisfactory relief, the high volume of prescribing
suggests that OxyContin has helped to fill a significant unmet
need and that many “thousands” of patients have benefited
from its availability."*® If nothing else, the slow-release fea-
ture made OxyContin more convenient than older opioids,
which patients with severe pain would have to take every 4
hours throughout the day and night.

The time-released formulation also seemed to make
OxyContin less prone to abuse because it would not provide
a quick euphoric effect upon initial ingestion. As a result,
Purdue Pharma and Abbott Labs promoted their drug to a
broader group of physicians and as presenting a lower risk of
abuse and diversion.'3’ The companies apparently failed to
appreciate the creativity of drug abusers. To defeat the slow-
release feature, these individuals chewed, crushed, dissolved,
or scraped the coating off of the tablets, leaving stronger
dosages of oxycodone than found in individual Percocet or
Percodan tablets. They would then ingest, snort, or inject the
substance. Reports indicate that hundreds of people have
died after overdosing in this fashion,*° usually as a result of
acute pulmonary edema.

Diversion occurs in several ways. Individuals might feign
pain and shop for doctors willing to prescribe the drug, or
they might engage in prescription fraud and theft. These in-
dividuals then might use the drugs themselves or sell their
supplies to others. A few desperate addicts have committed
armed robberies at pharmacies, demanding OxyContin rather
than cash.'*! Most of the deaths and other injuries linked to the
drug have occurred in persons other than legitimate patients.
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Although deaths resulting from OxyContin have received
significant publicity, they should be put in context: The di-
version of other prescription controlled substances over
the years has resulted in numerous deaths among drug
abusers, and the toll pales in comparison to the injuries
associated with the lawful use of nonnarcotic drugs. NSAIDs
may represent a far more serious public health menace,
contributing to thousands of patient deaths each year.'*
The volume of use is also higher, but these comparative
statistics raise an interesting policy question: Should inju-
ries to third parties who misuse prescription drugs attract
greater concern from public officials than injuries suffered
by legitimate patients?

Purdue recently announced plans to investigate the pos-
sibility of including another ingredient (naltrexone) that might
counteract efforts to defeat the slow-release mechanism, but
it will have to conduct trials to determine the safety and
efficacy of this combination and then await FDA approval of
asupplemental NDA, which could take several years.!*> What
if naltrexone reduces the effectiveness of OxyContin, as hap-
pened during clinical trials using a similar ingredient
(naloxone),'* or else causes adverse reactions in some sub-
set of users? From the perspective of the patient with cancer
or other type of intractable pain, such a new form of the drug
definitely would not represent an improvement.

Moreover, what if naltrexone does not really help pre-
vent misuse — should OxyContin never have been marketed
because it poses greater risks to nonusers than some of the
older opioids? Is the extended-release feature not a substan-
tial enough utility compared to other narcotic pain relievers
to justify continued marketing in light of emerging patterns
of diversion (much in the same way that Congress evaluated
relative risks and benefits when it decided to reschedule
methaqualone)? And, finally, who should make these sorts
of choices? Tentative answers to such questions appear be-
low, after first considering some of the other possible
regulatory responses.

Marketing and distribution

Just as happens with formulation issues, the abuse potential
of a drug may extend beyond the intrinsic characteristics of
the active ingredient to include how the manufacturer pro-
motes the drug product to health care professionals. Some
critics have alleged that Purdue Pharma overpromoted
OxyContin for the treatment of temporary or less serious
pain, arguing that this led to excessive prescribing and cre-
ated a larger supply for potential diversion.'* Even though
the DEA does not regulate the marketing of controlled sub-
stances (leaving that task to the FDA), it has castigated the
manufacturer for its aggressive promotion of OxyContin to
physicians. 46

Critics also object that Purdue and Abbott made
OxyContin generally available for prescribing by any physi-
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cian and dispensing by any pharmacy. The companies might
have decided to supply the drug only to hospital pharmacies
for dispensing, and only in response to a prescription by a
pain management (or similar) specialist, but such a restricted
distribution network would have been unprecedented and
perhaps even unlawful.'¥” The FDA generally does not have
the authority to restrict the distribution of drugs that it ap-
proves.'* Although the DEA clearly enjoys the power to limit
the channels of distribution for controlled substances by vir-
tue of its scheduling decisions, it does not usually impose
more precise restrictions tailored to a particular drug.'* Ei-
ther agency could attempt to persuade a manufacturer to
accept nominally voluntary limitations that they could not
mandate directly,’*° but that did not happen at the time of
OxyContin’s approval.

In whatever manner achieved, distribution restrictions
would have important practical consequences for patients.
Although more stringent limitations may reduce the threat of
diversion and abuse, they also may complicate access for
legitimate users of these drugs. For instance, with just over
1,000 pain management specialists practicing in the United
States, ! patients would have difficulty getting prescriptions
for needed drugs if only such specialists were permitted to
prescribe them. Similarly, patients would find it inconve-
nient if they regularly had to fill their prescriptions at a hospital
pharmacy. Even without distribution restrictions, of course,
physicians hesitate before prescribing controlled substances, >
and local pharmacists may fail to stock them.*** One should
not lose sight of the fact that the FDA’s decision to restrict
access to some analgesics on prescription-only creates an
important barrier,’* both because physicians have ethical
and legal obligations designed to limit inappropriate pre-
scribing and because of the practical (especially financial)
hurdles involved in visiting a physician. Schedule II, by fur-
ther restricting physician flexibility and by insisting on repeat
office visits (through the no-refill rule), enhances these barri-
ers to patient access.

In July 2001, the FDA mandated labeling revisions for
OxyContin to provide stronger warnings,* and, a few months
later, it convened one of its advisory committees to provide
additional recommendations.!*® States have gotten involved
as well: A few have limited Medicaid reimbursement for
OxyContin,"” and members of the National Association of
Attorneys General have discussed options for curbing abuse
of the drug with representatives from the manufacturer.'® At
the same time, the DEA urged Purdue Pharma to consider
restricting distribution to pain management specialists on
the theory that these physicians would know to use the drug only
as a last resort, if other pharmaceutical options did not help a
patient.'” In testimony before Congress, the acting Administra-
tor of the DEA even threatened to slash the company’s annual
production quota by approximately 95 percent.!®

Ultimately, such responses to widespread misuse may
undermine recent efforts to provide patients with better pain
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management. It makes little sense to protect irresponsible
physicians and illegitimate users from their own bad judg-
ment if it means sacrificing the welfare of those in genuine
need.’" Abuse and diversion remain unlawful, of course,
and persons who violate the CSA may suffer serious legal
and other consequences, but agency initiatives that attempt
to restrict access by limiting supplies or channels of distribu-
tion would reflect an unfortunate pursuit of administrative
expediency or a response to the failure of more precisely
targeted law enforcement efforts.

It is particularly challenging, of course, to target abusers
when large supplies of a drug legally move through channels
of commerce. Unlike illicit substances that law enforcement
officials can attempt to interdict at the source or while still
moving through a distribution network, controlled substances
approved for medical use do not become a law enforcement
concern until diverted by drug abusers fairly late in the dis-
tribution process. Agencies will have a natural inclination to
reduce the undoubted difficulty of their task by restricting
supplies, but they must not lose sight of the other half of the
equation.'®? To its credit, the DEA recently took the unprec-
edented step of issuing a public statement joined by numerous
public health groups to emphasize the importance of not
letting concerns about abuse interfere with the legitimate use
of OxyContin.'®* Although an important gesture, it remains
to be seen whether this conciliatory rhetoric translates into
more enlightened regulatory responses by the agency when
confronted with calls for swift action to crack down on the
next wave of controlled substances abuse.

The experience with antibiotics may offer an instructive
contrast. Physicians continue to overprescribe these often
powerful prescription drugs with attendant risks to their pa-
tients’ health.!** Patients also may abuse antibiotics, whether
by disregarding dosage and duration of use instructions or by
passing them along to family members and friends.'®* Unlike
the abuse and diversion of controlled substances, none of
this unwise behavior violates federal law. The same prob-
lems may, of course, arise with any pharmaceutical product,'¢¢
but antibiotic misuse carries a societal risk as well — wide-
spread overuse has created drug-resistant strains of infectious
agents.'®” As with analgesics, this explains the need to con-
tinue developing new and improved antimicrobial agents even
though the old stand-bys usually work well enough for most
patients with simple bacterial infections.'®® So far, public
health agencies have responded by pleading with physicians
to exercise restraint in prescribing,'® but some commenta-
tors would go further and restrict access to the latest
compounds.'”® Because individual physicians and patients
do not directly bear the diffuse societal risks associated with
the spread of resistance, and because they do not face any
real legal consequences for misusing antibiotics, a paternal-
istic strategy of limiting access has much to recommend it.'”!
Because law enforcement tools already exist to deal with the
abuse and diversion of controlled substances, however, fed-
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eral access restrictions that may interfere with legitimate use
seem far less defensible.

Perhaps the central lesson from this brief discussion of
antibiotics is that neither the FDA nor the DEA has ap-
proached pain management issues from the proper perspective.
Traditionally, the FDA has adopted a clinical (or individual-
istic) mindset, leaving most of the difficult risk-benefit
judgments in the hands of health care professionals and pa-
tients. Although such an attitude has much to commend it,
the agency may have placed excessive faith in the good sense
of physicians and the power of labeling to encourage proper
use and to limit the occasions for inappropriate prescrib-
ing.'”? Conversely, the DEA’s law enforcement mindset goes
to the opposite extreme, giving perhaps undue weight to the
negative externalities associated with access to narcotics and
not trusting health care professionals. A public health per-
spective, which the Centers for Disease Control and
Prevention (CDC) has expressed in connection with antibi-
otics as well as vaccine programs,'”> might help to mediate
between these two potentially incompatible perspectives.

A public health approach to concerns about the overuse
of narcotic analgesics might bring with it a variety of inter-
mediate regulatory responses. For one thing, the government
might limit access to those medical specialists who usually
encounter persons suffering severe or chronic pain — in-
cluding, for instance, oncologists and orthopedic surgeons
along with pain specialists — in the hopes that such special-
ists would better resist the tendency to prescribe Schedule IT
analgesics for patients for whom milder agents would work
equally well. As mentioned previously, however, this would
risk creating serious access problems for legitimate patients,
at least if the range of specialists was defined too narrowly.

The federal government also could try to limit promo-
tional efforts. At present, the FDA does not permit
manufacturers of Schedule II drugs to advertise directly to
consumers, and it might restrict the distribution of free
samples to physicians. An outright prohibition on advertis-
ing directed to physicians could, however, run afoul of the
First Amendment.'* Enhanced tracking of prescriptions of-
fers still another — though controversial — option worth
exploring, and the DEA has encouraged more states to set up
prescription monitoring programs.'” Perhaps enhanced agency
efforts to educate health care professionals would offer the
best mechanism for achieving the ideal balance between pro-
moting appropriate use in patients and discouraging excessive
or otherwise inappropriate prescribing.'7®

CONCLUSION

Federal agencies represent the first, but hardly the only, line
of defense against the misuse of pain management technolo-
gies. Their licensing decisions should not reflect an excessive
preoccupation with the potential for abuse unless the prod-
ucts genuinely have no value as therapeutic interventions. If
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an analgesic drug or medical device offers a relatively safe
and effective option for the treatment of pain in some group
of patients, then any concerns about misuse and diversion
need to balance the therapeutic benefit for legitimate users
against the risk that individuals who act unlawfully may in-
jure themselves and others. It would be unfortunate if an
inability to deal with the latter problem by other means (in-
cluding educational efforts as well as state and local policing)
led to regulatory decisions that denied effective relief to those
in pain. Federal officials must resist the temptation to place
law enforcement imperatives ahead of genuine medical need.
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