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Questions from Chairman Tim Murphy

1. Question: Last fall, the Canadian press reported that a type of test strip to indicate
the presence of fentanyl was being made widely available for a low price ($5
Canadian). These Kits or test strips were first announced in Vancouver, British
Columbia, but later reports have identified them to pharmacies in Winnipeg,
Manitoba (the middle of Canada). Yet there appears to be little if any public
reaction, response, or similar kits detected or reported in the US.

a. Does NIDA have any familiarity with these test kits?
b. Is NIDA supporting research into these types of test Kits?

Answer: Our understanding is that these test strips are enzyme immunoassay Kits
originally developed to test for the presence of fentanyl in urine that are being used to test
for fentanyl in drug samples diluted in water. These kits are available for sale in the
United States as well, from Diagnostic Automation/Cortez Diagnostics Inc., Confirm
Biosciences, and NarcoCheck, and are sensitive to a variety of newer fentanyl analogs.
At this time, there are no NIDA projects researching the adaptation of these kits to
identify fentanyl in drug samples.

2. Question: What challenges does fentanyl present in a treatment setting and how
does that compare to treating a patient that is addicted to opioids or heroin?

Answer: The high potency of fentanyl and its rapid onset of effects are likely to increase
the risk for overdose, as well as for addiction and for withdrawal symptoms. Thus,
fentanyl users may be more likely to have severe opioid use disorders, compared with
users of other types of opioids, but the treatment strategy is the same. It is also important
to note that most individuals who illicitly use fentanyl also use other opioids; polydrug
use is very common. Furthermore, users may be unaware that fentanyl was in the
substances that they consumed.

Medication-assisted treatment (MAT) is the standard of care. Evidence strongly
demonstrates that methadone, buprenorphine, and injectable extended-release naltrexone
all effectively help maintain abstinence from other opioids and reduce opioid use disorder
symptoms. These medications should be administered in the context of drug use
monitoring along with appropriate counseling and psychosocial supports to improve


http://www.rapidtest.com/index.php?i=Drug-Tests&id=675&cat=24
http://www.confirmbiosciences.com/fentanyl-drug-test?ref=Binfen
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outcomes and reduce the potential for relapse. However, there have been few cases of
illicitly manufactured fentanyl users treated with MAT, and given that fentanyl use may
lead to a more severe opioid use disorder, higher doses may be required to restore balance
to the brain circuits impaired in these patients and to support recovery.

3. Question: How could the NIDA-funded National Drug Early Warning System be
used to enhance fentanyl surveillance?

Answer: The NIDA-funded National Drug Early Warning System (NDEWS) uses
multiple sources of data to monitor fentanyl use and informs our understanding of the
extent of the problem. NDEWS is a unique approach to understanding drug use
(including fentanyl) patterns and trends in sentinel communities and across the nation.
This program identifies emerging issues and disseminates information to a broad range of
stakeholders. Key components of NDEWS include:

a. leveraging existing data from law enforcement, public health, and research
sources to monitor indicators of drug use, availability and consequences, in
combination with novel data available via the internet and media;

b. establishing collaborations with researchers in local communities to produce
annual Sentinel Community Site Drug Use Patterns and Trends Reports and
serving as contacts for emerging issues through the year. For example, NDEWS
Sentinel Community Site Advance Report 2016: Selected Findings for Heroin,
Fentanyl, and Methamphetamine

c. anopen virtual NDEWS Network of more than 1,500 members, including
researchers, practitioners, and concerned citizens, providing the opportunity for
NDEWS to share information and query the Network about emerging drug trends,
and for Network participants to alert others to significant drug-related issues in
their areas as they arise, query each other about what they have seen, and
exchange scientific information and resources;

d. the ability to conduct a limited number of “hot spot” studies in collaboration with
local researchers to obtain more detailed information on emerging issues,
including analysis of existing bio-specimens for the detection of drug
metabolites—for example, New Hampshire HotSpot Report: The Increase in
Fentanyl Overdoses (2016);

e. the dissemination of information though several mechanisms including project
website, annual Sentinel Community Site reports, special reports addressing
priority topics and a webinar series addressing timely drug topics.

4. Question: How can real-time monitoring of the fentanyl threat be expanded?

This question is best addressed by CDC. Please see their QFRs for a response.

5. Question: Is NIDA supporting any research on understanding the differences
between fentanyl analogues and their responsiveness to naloxone?
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Answer: While no NIDA projects are currently researching the efficacy of naloxone for
treating overdoses related to fentanyl analogues, the National Institutes of Health (NIH),
of which NIDA is a component, has just launched an Opioid Research Initiative to target
research advances toward an end to the opioid crisis. Overdose Treatment Options is one
of the three key pillars of this Initiative (along with Pain Management and Opioid
Addiction Treatment), which will focus on developing new stronger, longer-acting
antagonists to address the higher-potency synthetic opioids and reduce opioid overdose
mortality.

Question: Is NIDA supporting any behavioral research on effective prevention
messaging?

Answer: NIDA is not currently supporting projects on prevention messaging that address
fentanyl specifically, or opioids more broadly. The prevention messaging grants that
NIDA supports primarily address tobacco, alcohol and marijuana use. However, NIDA is
supporting a research study that is exploring the acceptability and feasibility of using
social media-based interventions for opioid misuse and overdose prevention among
patients on chronic opioid therapy (5R21DA039458-02).

Question: Is NIDA supporting any research on the development of a low-cost rapid
field test to detect the presence of fentanyl?

Answer: As noted in our response to question 1, NIDA is not currently funding any
research to develop a field test for detecting fentanyl in drug samples. However, we are
funding a project to develop a more rapid test for screening biosamples (e.g. blood or
urine). Routine drug screens in hospitals often fail to detect synthetic drugs, so clinicians
might be unaware of what caused an overdose. Mass spectrometry has the potential to be
a useful tool to detect synthetic drugs, but it is rarely used at the point of care due to the
complexity of conducting the analyses. A NIDA-funded study (DA043037)" is
addressing this issue by exploring the use of “paper spray”” mass spectrometry, which
simplifies the testing process to make it more feasible in healthcare settings or potentially
for emergency responders in the field. Researchers are developing and testing a
disposable paper spray cartridge, which automates the preparation of the sample for
testing. If the technology becomes widely used, the timely information on synthetic drug
usage has the potential to improve the quality of care, and will be very useful for
monitoring and surveillance of the fentanyl threat across the country.

Question: The trends in medical prescriptions for fentanyl and related opioids are
decreasing. Is NIDA supporting research to evaluate what programs have been
effective in these areas?

Answer: Federal and state efforts have begun to curb the rate of opioid prescribing in the
last few years. In states with the most comprehensive initiatives to reduce opioid


https://projectreporter.nih.gov/project_info_description.cfm?aid=8919331&icde=33942907&ddparam=&ddvalue=&ddsub=&cr=1&csb=default&cs=ASC&pball=

overprescribing, the results have been encouraging. The state of Washington’s
implementation of evidence-based dosing and best-practice guidelines, as well as
enhanced funding for the state’s Prescription Drug Monitoring Program (PDMP), helped
reduce opioid deaths by 27 percent between 2008 and 2012.% In Florida, new restrictions
were imposed on pain clinics, new policies were implemented requiring more consistent
use of the state PDMP, and the Drug Enforcement Administration (DEA) worked with
state law enforcement to conduct widespread raids on pill mills, which resulted in a
dramatic decrease in opioid prescribing and in overdose deaths between 2010 and 2012.
These examples show that state and federal policies can reduce the availability of
prescription opioids and related overdose deaths. NIDA is currently funding work to
further explore the effectiveness of policies and programs intended to reduce opioid
prescriptions, which includes research on:
e The impact of opioid prescribing practices on clinical outcomes*
e The impact of PDMP use on opioid prescribing and related health outcomes®
e Improving data extraction from PDMPs to identify patients who are doctor
shopping®
e The impact of clinical guidelines and training on opioid prescribing and health
outcomes’

Question: What has research shown about what is driving the increasing rates of
heroin use?

Answer: Heroin produces its effects through the same opioid receptors as prescription
pain relievers do, and research has shown that increases in heroin use have largely been
driven by the increase in misuse of prescription opioids. Between 1999 and 2011 there
was a fourfold increase in opioid prescribing that was paralleled by increases in
prescription opioid misuse, addiction, and overdose.® While only about 1-3 percent of
people who misuse prescription opioids transition to heroin in any given year,”'° 80
percent of heroin users today initiated opioid misuse with prescription opioids.® Those
who transition to heroin are likely to use multiple other drugs and to have severe
prescription opioid use disorders, suggesting that the transition to heroin is part of a broad
drug misuse pattern.

Increases in heroin use may also be driven by increases in heroin availability and purity,
along with its relatively low cost.® Mexican potential pure heroin production increased
from an estimated eight metric tons in 2005 to 70 metric tons in 2015—more than a 10-
fold increase. Domination of the U.S. market by Mexican and Colombian heroin sources,
along with technology transfer between these suppliers, has increased the availability of
easily injectable, white powder heroin.** In a recent survey of patients receiving
treatment for opioid use disorder, accessibility was one of the main factors identified in
the decision to start using heroin.> While some have speculated that regulatory changes
aimed to restrict prescription opioid availability have led to increased heroin use, this was
not the primary driver as heroin use began to rise before these policy shifts.?



10. Question: Does fentanyl adulteration of heroin and other drugs of abuse raise
concerns about increases in the rates of addiction and overdoses?

Answer: Yes. Fentanyl taken alone or in combination with other drugs exhibits
properties that are associated with a heightened risk of addiction and overdose. Fentanyl
is extremely fat-soluble, so it crosses the blood-brain barrier very rapidly and exerts
potent subjective effects within seconds.*® Faster euphoric effects are associated with
increased addictive potential of drugs.** Fentanyl also quickly and potently reduces the
rate of breathing, and circumstances surrounding fentanyl overdose—including lack of
fentanyl metabolism and death with the needle still in the vein—indicate that such
overdoses can occur very quickly.™>*® Acute chest wall rigidity caused by IV fentanyl
use could also contribute to heightened risk of rapid overdose death. A recent study of
injection drug use determined that fentanyl injections had twice the overdose risk of
heroin injections, and eight times the overdose risk of injections of common prescription
opioids, such as oxycodone.’” This increase in overdose risk is exacerbated by the fact
that drugs sold as heroin or counterfeit pills may be cut with variable amounts of
fentanyl, and a person may not even know that they’re being exposed to this potent and
dangerous opioid.*®
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