
Cash only payer with no adjudication to a 

third party, especially if patient has 

prescription drug insurance coverage.  

A small number of prescribers issue a 

disproportionately large amount of the 

prescriptions for controlled substances in a 

given area.    

High proportion of Schedule II and III 

narcotics relative to legend drugs. 

Prescribers who consistently prescribe a 

“cocktail” of controlled substances (narcotic, 

benzodiazepine, and carisoprodol), or a 

significant number of patients present with 

this combination of prescriptions. 

Patients travel long distances to receive 

treatment and/or fill a prescription, or 

prescribers' practice is located a great 

distance from the pharmacy. 

Most of the patients of the prescriber receive 

the same medications, in the same quantity, 

with the same directions. 

Filling prescriptions for a patient who refers 

to their medications using slang that is 

associated with the illicit distribution of those 

drugs (e.g. “bars”, “blues”, “512s”). 

Patient requests a specific manufacturer’s 

product. 

Dispensing narcotics to young adults who 

exhibit no indication of pain.  

Quantity and strength prescribed is 

unusually high. The CDC considers > 50 

morphine milligram equivalents (MME) a 

“risky” amount from a clinical standpoint, and 

references > 90 MME as an amount to 

“avoid or carefully justify”.  

Patient is continually requesting early refills.  

Medical office does not have proper 

equipment (i.e. no exam tables, EKG, blood 

pressure), or medical office has limited 

number of support staff (i.e. no nurses, 

medical assistant, or NP on staff). 

*This list is not all-inclusive, but it is instructive. Information in this policy is gathered from multiple sources.  
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Section 1306.04 Purpose of issue of 

prescription.  

(a) A prescription for a controlled 

substance to be effective must be issued 

for a legitimate medical purpose by an 

individual practitioner acting in the usual 

course of his professional practice.  

The responsibility for the proper 

prescribing and dispensing of controlled 

substance is upon the prescribing 

practitioner, but a corresponding 

responsibility rests with the pharmacist 

who fills the prescription.  An order 

purporting to be a prescription issued not 

in the usual course of professional 

treatment or in legitimate and authorized 

research is not a prescription within the 

meaning and intent of section 309 of the 

Act (21 U.S.C. 829) and the person 

knowingly filling such a purposed 

prescription, as well as the person issuing 

it, shall be subject to the penalties 

provided for violations of the provisions of 

law relating to controlled substances.

(b) A prescription may not be issued in 

order for an individual practitioner to obtain 

controlled substances for supplying the 

individual practitioner for the purpose of 

general dispensing to patients. 

(c) A prescription may not be issued for 

“detoxification treatment” or “maintenance 

treatment”, unless the prescription is for a 

Schedule III, IV, or V narcotic drug 

approved by the Food and Drug 

Administration specifically for use in 

maintenance or detoxification treatment 

and the practitioner is in compliance with

requirements in 1301.28 of this chapter. 

While prescribers have an obligation to issue 

prescriptions for a legitimate medical 

purpose, pharmacists have a “corresponding 

responsibility” to ensure that prescriptions 

are written for a legitimate medical purpose 

by a practitioner acting in the usual course of 

professional practice 21 C.F.R. 1306.04 (a). 

The DEA has explained this corresponding 

responsibility in many of the Agency’s Final 

Orders that revoked a pharmacy’s DEA 

registration. 

According to these DEA Orders, pharmacists 

have many obligations as part of their 

corresponding responsibility, such as: 

• “A duty to question the prescription” when 

a prescription is suspicious.

• A duty to act like a reasonable pharmacist 

in recognizing red flags (“a pharmacist 

may not intentionally close their eyes and 

thereby avoid knowledge of the actual 

purpose of the prescription”).

• A duty to refuse to fill a prescription in the 

face of a red flag (a circumstance that 

does or should raise a suspicion) unless 

the red flag is resolved, and the 

pharmacist determines that the 

prescription is valid (i.e., issued for a 

legitimate medical purpose).

• A duty to verify that the prescriber is 

properly licensed and registered to 

prescribe the controlled substance. 

• A duty to refrain from dispensing controlled 

substances to individuals that exhibit “drug 

seeking behavior.”



Make it a habit to check the prescription monitoring program in your state when dispensing opioid 

prescriptions. Check the database when you have a new patient or a red flag on any control prescription 

you fill.   

• North Carolina: https://northcarolina.pmpaware.net

• South Carolina: https://southcarolina.pmpaware.net

• Virginia: https://virginia.pmpaware.net

• West Virginia: https://csappwv.com

Keep a file with refusals to fill with documentation of the red flags and why you made the decision.  

• http://www.visualcapitalist.com/americas-opioid-epidemic

• https://againstopioidabuse.org/PharmacyToolkit

• https://www.bluecrossnc.com/opioid-epidemic

• https://www.cdc.gov/drugoverdose/pdf/calculating_total_daily_dose-a.pdf

• https://goo.gl/pphhu6

In addition to certain obligations common to all DEA registrants, DEA-registered distributors have additional 

regulatory and sub-regulatory obligations regarding the reporting of all transactions involving certain 

controlled substances, detecting and reporting suspicious orders, and conducting due diligence on its 

customers.

The DEA maintains a database (commonly referred to as "ARCOS") which monitors the distribution of 

controlled substances from their point of manufacture through their point of sale, or distribution at the retail 

level. Distributors are required to periodically report to the DEA all transactions involving Schedule II 

controlled substances, Schedule III narcotic drugs, and gamma-hydroxybutyric acid ("GHB"). This 

information is accumulated and analyzed to provide federal and state government agencies information 

which can then be used to identify the diversion of controlled substances into illicit channels of distribution.

DEA regulations also require distributors to design and operate a system to detect and report suspicious 

orders for controlled substances that are placed by the distributor's customers.  Suspicious orders are 

defined, but not limited to, orders of unusual size, orders of unusual frequency, or orders deviating from a 

normal ordering pattern.  As with ARCOS reports, DEA uses suspicious order reports for investigative leads.  

DEA policy guidance also imposes on DEA-registered distributors the obligation to conduct due diligence on 

its customers.  Distributors have implemented "Know Your Customer" programs, which collect customer-

specific data to help the distributor assess whether orders for controlled substances or other activity by the 

customer could indicate the potential for diversion to occur.  Information collected by distributors goes 

beyond standard licensing information and will typically involve requesting certain dispensing and 

demographic information regarding the pharmacy. 



Higher dosages of opioids are associated with higher risk of overdose and death—

even relatively low dosages (20-50 morphine milligram equivalents (MME) per day) 

increase risk. Higher dosages haven’t been shown to reduce pain over the long term. 

One randomized trial found no difference in pain or function between a more liberal 

opioid dose escalation strategy (with average final dosage 52 MME) and 

maintenance of current dosage (average final dosage 40 MME). 

Patients prescribed higher opioid dosages 

are at higher risk of overdose death.

In a national sample of Veterans Health Administration 

(VHA) patients with chronic pain receiving opioids from 

2004–2009, patients who died of opioid overdose were 

prescribed an average of 98 MME/day, while other 

patients were prescribed an average of 48 MME/day.

Calculating the total daily dose of opioids helps identify

patients who may benefit from closer monitoring, 

reduction or tapering of opioids, prescribing of 

naloxone, or other measures to reduce risk of 

overdose. 

Dosages at or
above 50 MME/day

increase risks for overdose
by at least

2x
the risk at

<20 MME/day

50 mg of hydrocodone (10 tablets of hydrocodone/

acetaminophen 5/300) 

90 mg of hydrocodone (9 tablets of hydrocodone/

acetaminophen 10/325) 

33 mg of oxycodone (~2 tablets of oxycodone

sustained-release 15 mg) 

60 mg of oxycodone (~2 tablets of oxycodone

sustained-release 30 mg) 

12 mg of methadone ( <3 tablets of methadone 5 mg) ~20 mg of methadone (4 tablets of methadone 5 mg) 



DETERMINE the total daily amount of each opioid the patient takes.

CONVERT each to MMEs—multiply the dose for each opioid by the conversion factor (see table).

ADD them together. 

Codeine 0.15

Fentanyl transdermal (in mcg/hr) 2.4

Hydrocodone 1

Hydromorphone 4

Methadone 

1-20 mg/day 4

21-40 mg/day 8

41-60 mg/day 10

≥ 61-80 mg/day 12

Morphine 1

Oxycodone 1.5

Oxymorphone 3

NOTE:

These dose conversions are estimated and cannot account for all individual differences in genetics and pharmacokinetics. 

CAUTION:

Do not use the calculated dose in MMEs to determine dosage for converting one opioid to another—the new opioid should be 

lower to avoid unintentional overdose caused by incomplete cross-tolerance and individual differences in opioid 

pharmacokinetics. Consult the medication label. 

USE EXTRA CAUTION:

Methadone: the conversion factor increases at higher doses.

Fentanyl: dosed in mcg/hr instead of mg/day, and absorption is affected by heat and other factors. 

• Use caution when prescribing opioids at any dosage and prescribe the lowest effective dose.

• Use extra precautions when increasing to ≥50 MME per day* such as:

• Monitor and assess pain and function more frequently.

• Discuss reducing dose or tapering and discontinuing opioids if benefits do not outweigh 

harms.

• Consider offering naloxone.

• Avoid or carefully justify increasing dosage to ≥90 MME/day.*

* These dosage thresholds are based on overdose risk when opioids are prescribed for pain and should not guide dosing of medication-assisted treatment for opioid use disorder. 
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The information provided in this policy and procedure document is designed to provide helpful information 
on the subjects covered.  This document is to be used as a guide and does not provide legal advice. 


