
  
 

  

 

 

 

     
   

 
 

 

 
 

 
 

 
           

             
         

 

 

 

 
 

 
 

 
 

 
 

 
 

 
  

 

California State Board of Pharmacy BUSINESS, CONSUMER SERVICES AND HOUSING AGENCY 

1625 N. Market Blvd, N219, Sacramento, CA 95834 DEPARTMENT OF CONSUMER AFFAIRS 

Phone: (916) 574-7900 GOVERNOR EDMUND G. BROWN JR. 

Fax: (916) 574-8618 
www.pharmacy.ca.gov 

ENFORCEMENT AND COMPOUNDING 
COMMITTEE REPORT 
December 11, 2017 

Allen Schaad, Licensee Member, Chair  
Amy Gutierrez, PharmD, Licensee Member, Vice Chair 
Greg Lippe, Public Member 
Stan Weisser, Licensee Member  
Valerie Muñoz, Public Member 

I.  Call to Order, Establishment of Quorum, and General Announcements 

II.   Public Comments on Items Not on the Agenda/Agenda Items for Future Meetings 
Note: The board may not discuss or take action on any matter raised during this public 
comment section that is not included on this agenda, except to decide whether to place the 
matter on the agenda of a future meeting. [Government Code sections 11125, 11125.7(a)] 

III.  Discussion and Consideration of Possible Statutory Proposal Relating to the Use of 
Automated Drug Delivery Systems (ADDS) 

Attachment 1 
Relevant Law 
CCR Section 1713 establishes the provisions for a pharmacy to use an ADDS machine to 
deliver previously dispensed medications. 

BPC Section 4105.5 establishes the requirements for use of an ADDS machine including 
registration, inventory management, and drug loss requirements. 

BPC Section 4186 establishes the requirements for use of an ADDS machine in a 
community clinic. 

HSC 1261.6 defines “automated drug delivery system” and establishes the requirements 
for use of such a delivery system. 

Background 
As the committee has previously discussed, there appears to be an increasing interest and 
demand for expanded use of ADDS in pharmacies, clinics and other environments to 
provide medications to patients. Generally, there are two major forms of these machines:  

1.    Storage of medication until a specific dose is needed for a patient (e.g., Pyxis 
machines in hospitals and skilled nursing facilities), where the medication is obtained 
by a health care provider after it has been ordered for a patient. 

2.    Storage of a full dosing regimen for a specific patient awaiting patient pick up (e.g., 
Asteres machine currently under study by UCSD. 
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As part of its work, a technology summit was convened earlier this year where the board 
learned about various forms of technology.   This year in the California Legislature there 
are two proposals to allow for additional uses of the machines: 

 A machine that can store medication in fire departments and EMSA offices to replenish 
ambulance supplies when convenient for the ambulance (sponsored by the board). 

 A machine installed in clinics, operated by a pharmacy, to dispense 240B drugs to 
qualified patients.  (This measure stalled in committee.) 

Prior Committee Discussion 
Most recently, during its September meeting, the committee requested that staff develop 
a statutory proposal to expand the conditions under which an ADDS machine could be 
used.  The committee noted that ADDS benefit patients by increasing their access to 
medications, but that appropriate security measures must be in place and the board must 
be notified if any theft or diversion occurs.  The committee also underscored the need for 
patient consultation when the ADDS machine is used to deliver the medication to the 
patient, the need for development of a self‐assessment form addressing specifically the 
use of machines and that the locations where ADDS are placed needs to be inspected by 
the board. 

The committee recommended creating separate requirements based on the two different 
types of machines (unit dose administered to a patient versus medications dispensed to a 
patient). 

At the conclusion of its discussion, the committee authorized board staff to develop 
parameters with the committee chair to present at a subsequent meeting. 

For Committee Discussion and Consideration 
Provided below is the basic framework from which a legislative proposal could be secured.  
Under the proposal the existing statutes and regulations would be replaced and be 
incorporated within the below. 

1. Definitions ‐ Amend Article 2 by creating, by definition, a delineation of the two 
different types of systems (“unit dose administered” versus “dispensed to patient”). 

2. General Requirements – Amend Article 6 to create the basic licensing requirements to 
include: 

a. Limited to licensed pharmacies/hospitals located in California. 
b. The device must be licensed by the board to operate.   
c. Application and annual renewal of $200.  Renewal will be synced with 

underlying pharmacy license.   (Hospitals using unit dose machines for 
administration to inpatients would be exempt from licensure, however an ADDS 
machine for dispense would be required to secure licensure.) 

d. The ADDS license would be cancelled by operation of law if the underlying 
pharmacy license is cancelled or revoked. 
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e. Pharmacy must own the drugs and be responsible for the drugs (storage 
security, etc.) until the medication is either dispensed or administered.) 

f. Pharmacy is responsible for delivery of the medications. 
i. Pharmacy staff must stock dispensing devices immediately upon 
delivery. 

ii. Pharmacy or identified staff may stock the administration device 
(consistent with current provisions).  If the device is not immediately 
stocked, it must be stored in a segregated, secured area.  Drugs may not 
be stored in this area for more than 48 hours. 

3. Pharmacies – Amend Article 7 to specify where a device can be used. 
a. Any health facility licensed under HSC Section 1250, clinic licensed pursuant to 

BPC 4180 or 4190 or any medical office or clinic at which a patient receives 
health care services.  (Note:  The requirement to be located adjacent to the 
secured pharmacy area would eliminated.) 

b. All clinical services provided as part of the dispensing process must be provided 
by a California licensed pharmacist. 

c. Mandatory consultation on all drugs dispensed. 
d. All devices used for dispensing must have a posted notice providing the name of 

the pharmacy that operates the device. 
e. All devices used for dispensing must meet all prescription labeling 

requirements. 

Existing requirements regarding inventory management, policies and procedures, security, 
quality assurance policies, patient consent, etc., would be incorporated. 

In addition to discussing the proposal parameters outlines above, board staff are seeking 
input from the committee on the frequency of inspections for the location of the device as 
well as if the proposal should include a limit on the number of dispensing systems a 
pharmacy can operate. 

Attachment 1 includes a copy of the relevant laws. 

IV.  Discussion and Consideration of Possible Board Policy Relating to Disclosure of 
Enforcement Actions Involving Board Members 

On the Department of Consumer Affairs’ list of the “Top 10 Traits of an Effective Board 
Member” is “Be aware of conflicts of interest” and clarifies that such conflicts could be  
real or perceived. 

One area where board members should be transparent is in the area of enforcement 
actions (whether they are directly or indirectly involved).  Board members should 
determine whether recusal should occur based on the real or possible appearance of self‐
interest.  For example, an enforcement matter involving a board member could influence a 
member’s objectivity in future decision making. 
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For this reason and in efforts to ensure greater transparency, President Gutierrez has 
requested a discussion of this item at this meeting to require the reporting of any 
enforcement action affecting a board member. Examples of items that would trigger this 
reporting would be disciplinary or administrative action. 

V.  Discussion and Consideration of FDA Draft Guidance for Industry Relating to 
“Grandfathering Policy for Packages and Homogenous Cases of Product Without a 
Product Identifier” 

Attachment 2 
Background 
The Drug Supply Chain Security Act (DSCSA), signed into law in November 2013, established 
the federal track and trace requirements.  The requirements encompass the entire drug 
supply chain and are phased in over a period of 10 years.   

The FDA previously released a guidance delaying some provisions of the DSCSA.  
Specifically, the FDA indicated that it did not intend to take action against manufacturers 
who do not add a product identifier to each package and homogenous case intended to be 
introduced into commerce before November 27, 2018.  (That represented a one‐year delay 
in implementation of the requirement.) 

For Committee Discussion and Consideration 
In November 2017, the FDA issued a draft guidance detailing the circumstances under 
which it would exempt packages and homogenous cases of product to be sold that are not 
labeled with the required product identifier.  Such products may be grandfathered if there 
is documentation that it was packaged by a manufacturer or repackager prior to November 
27, 2018.  

The guidance also highlights the resulting changes throughout the remaining partners in 
the supply chain.   Similar wholesaler requirements regarding the sale of products without 
the required product identifier will be delayed until November 27, 2019 and the related 
dispenser requirements will be delayed until November 27, 2020. 

The board has previously discussed its concern with delays in implementing the track and 
trace requirements.  A copy of the draft guidance is provided in Attachment 2. 

VI.  Discussion and Consideration of “CURES 2.0 Survey of California Physicians’ and 
Pharmacists’ Experience with and Attitudes about CURES 2.0” 

Attachment 3 
Background 
In September 2013, California enacted a new law to update the Controlled Substance 
Utilization Review and Evaluation System (CURES). This law (SB‐809) provided a dedicated 
funding source for CURES. It also required CURES to streamline the registration process and 
mandated registration for dispensers and DEA‐licensed prescribers. 
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As part of the upgrade, CURES personnel added the following new features:  streamlined 
electronic registration process, automatic alerts for certain high risk prescribing practices, 
ability to send peer‐to‐peer messages within CURES, ability to flag patient‐provider 
agreements in CURES, and ability for CURES users to identify delegates who can initiate CURES 
patient reports. The bundle of upgrades authorized by SB‐809 is collectively referred to as 
“CURES 2.0.” 

As approved by the Board at the July 2016 meeting, the Board participated in assisting 
researchers from the University of California, Davis in surveying pharmacists. Questions 
were designed to learn about their use, access to, likes, dislikes and concerns with CURES. 
Physicians also participated in a related survey at the same time.  The results have recently 
been published and have shared with the board. 

UC Davis researchers partnered with the California Department of Public Health to develop 
and conduct  the survey . The survey was conducted from August 2016 to January 2017 
and done in cooperation with the Medical Board of California  (MBC) and the Osteopathic 
Medical Board of California (OMBC) in addition to the Board of Pharmacy. 

Survey Summary 
The survey also evaluated physicians' and pharmacists' attitudes about prescription drug 
misuse and abuse, prescribing practices, and expectations about using prescription drug 
monitoring programs when prescribing or dispensing controlled substances. 

The survey was sent to a sample group comprised of a quasi‐random sample of: 
 one‐twenty‐fourth of all California pharmacists (n = 1626) {498 responded}  
 allopathic physicians (n = 5701) 
 one‐twelfth of all California osteopathic physicians (n = 577) 

The survey received 1904 responses, for an overall response rate of 24%. 

Some highlights of the responses are: 

 Pharmacists listed information from CURES the most common reason for changes in 
their dispensing practices (63 percent) 

 Nearly all pharmacists and 92 percent of physicians reported that they had heard of 
CURES. 

 Among respondents who were required to register for CURES, 96 percent of pharmacists 
reported that they were either registered or in the process of registering for CURES. 

 Pharmacists reported having used CURES for longer than physicians. Over half (54 
percent) of pharmacists reported using CURES for more than a year, and 70 percent 
reported using CURES for 7 months or more. In contrast, only 33 percent of physicians 
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reported using CURES for more than a year, and 49 percent of physicians reported using 
CURES for 7 months or more. 

 32 percent of pharmacists rated registering for CURES as “difficult” or “very difficult” 
compared to 43 percent of physicians. 

 36 percent of pharmacists indicated that they check CURES for at least 50 percent of the 
controlled substance prescriptions they dispense or manage, while 28 percent of 
physicians indicated that they check CURES for least 50 percent of the patients to whom 
they prescribe controlled substances. 

 For overall ease of use, 47 percent of pharmacists rated CURES 2.0 as an improvement 
over the prior system. For Patient Activity Reports, 52 percent of pharmacists reported 
that CURES 2.0 was an improvement over the prior system. 

 When asked whether they felt they needed additional training or education about 
CURES, 40 percent of pharmacists responded affirmatively. 

 A substantial majority of physicians (81 percent) and pharmacists (91 percent) agreed 
that their colleagues should check CURES when prescribing or dispensing a controlled 
substance. 

 39 percent of pharmacists supported mandatory CURES use for their colleagues.  

The survey results suggest that access to CURES has a major effect on pharmacists 
dispensing practices, and that increased professional awareness of risks and benefits plays a 
major role in decreased prescribing /dispensing for both physicians and pharmacists. These 
survey results indicate that pharmacists have near perfect compliance with mandatory 
CURES registration. 

A copy of the survey is provided in Attachment 3. 

VII. Discussion and Consideration of Possible Statutory Proposal to Require E‐Prescribing of 
Prescription Drugs 

Attachment 4 

Relevant Law 
Since at least 1994, California was positioned to allow e‐prescribing for dangerous drugs 
and controlled substances; however, for prescribing controlled substances, California had 
to wait for the DEA to finish its federal requirements in 2010. 

The DEA's Final Rule for Electronic Prescriptions for Controlled Substances (EPCS) was 
published on March 31, 2010 at 75 FR 16236‐16319 and became effective on June 1, 2010.  
These regulations paved the way for controlled substance prescriptions to be issued 
electronically. 
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Background 
Prescription medications may be prescribed on paper, verbally or electronically.   
Controlled medications, a subset of prescription medication, have special restrictions that 
specify conditions for oral or written prescriptions and electronic prescriptions must 
comply with federal requirements.   Additionally in California, if written, the prescriptions 
must generally be written on prescription forms printed by DOJ‐licensed printers with 14 
specific features.  Schedule II controlled medications, with rare exceptions, cannot be 
orally ordered or refilled. 

Over the past decade, the abuse of pharmaceutical drugs, both controlled and noncontrolled 
has skyrocketed in the United States and has led to the current opioid epidemic throughout 
the country. 

In California specifically, through this system of paper prescriptions, criminal organizations 
have been able to take advantage of weaknesses and lack of oversight of the printing 
program resulting in their ability to counterfeit prescriptions. This has led to the diverting of 
the most dangerous and addictive drugs prescribed.  As recently as November 29, 2017 a 
member of a drug trafficking organization that illegally acquired and distributed at least 
50,000 oxycodone tablets valued at $1.5 million using counterfeit security form 
prescriptions during a three‐year span was convicted in federal court in San Diego.  

Some patients who have become addicted to drugs or simply want to divert drugs alter 
prescriptions to increase the quantity prescribed, add additional drugs, or add refills. Some 
steal entire prescription pads from prescribers, which are sold to criminal organizations or 
used by addicts to fill the drugs of their choice. Prescribers routinely report losing their 
pads to the Board of Pharmacy as well as to other agencies. 

Currently, there are seven states that have passed legislation on e‐prescribing.   Laws 
already exist in three states (NY, MN, and ME) while the remaining four will become 
effective in 2018. Of the three states with active laws, Minnesota’s requires prescribers, 
pharmacies and health systems to have the capabilities to e‐prescribe but does not 
mandate its use.  However, NY and ME mandate the use of e‐prescribing as the primary 
means of prescribing medication.  

According to Surescripts data, 98 percent of retail pharmacies were able to accept e‐
prescriptions, 45.3 million prescriptions for controlled substances were delivered 
electronically in 2016, a 256 percent increase from the 12.81 million controlled substance e‐
prescriptions in 2015.   

In New York, which has had a mandate since March 2016 for both controlled and non‐
controlled prescriptions to be e‐prescribed: 

 98.1 percent of pharmacies were EPCS‐enabled, 

 72.1 percent of prescribers were EPCS‐enabled (one year ago, only 47% of New York 
prescribers could use EPCS) and  

 91.9 percent of controlled substance prescriptions were sent electronically, 
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(according to Surescripts).  

The use of e‐prescribing in California is increasing because e‐prescribing helps to  
 Reduce overall mistakes made in interpreting physicians’ handwriting,  

 Allow for the prescription information to auto populate in the pharmacy without staff 
input, 

 Reduce patients’ wait times for filling prescriptions,  

 Enable fast retrieval of records,  

 Save space saving by e‐storage of records,  

 Substantially reduce the opportunities for persons to steal, alter, “doctor shop,” or 
counterfeit prescriptions thus decreasing unsupervised access to medication.  

For Committee Discussion and Consideration 

Board staff recommends sponsoring legislation to require e‐prescribing as the primary 
mode for ordering controlled and other prescription drugs in CA.  Staff notes that the 
proposal would need to allow for exemptions to the e‐prescribing requirements to address 
some scenarios, e.g., for terminally ill patients, or when the electronic system is not 
available.  There would still be a need for paper prescriptions and existing patient‐care 
exemptions, etc.    

As part of its discussion the committee may also want to consider when such provisions 
would take effect.  [In NY, the mandate to use e‐prescribing was three years after 
enactment of their regulations and their full implementation data being 2016 (several 
other exemptions are still being phased into e‐prescribing).]  

Attachment 4 includes the DEA press release regarding the criminal arrest. 

VIII. Discussion and Consideration of Noncompliant California Security Prescription Forms 

The California Health and Safety Code contains specific provisions for California Security 
Forms, which are the specialized prescription forms for prescribing controlled substances in 
California.  There are 14 security features that are required to appear on the form, and the 
California Department of Justice licenses the printers who are authorized to print these 
forms. 

Over the last year, the board has identified noncompliant security forms in use.  When 
identified, the board typically cites and fines the pharmacy, and advises the prescribing 
board that one of its practitioners is using noncompliant form.  Sometimes the board also 
identifies fraudulent security forms in use for which are handled differently and more 
aggressively. 

In early November, two pharmacy chains began to stop filling noncompliant security forms.    
Later when speaking with the Department of Justice at the end of November, the board 
learned that in October a DOJ audit of California licensed security printers identified 12 
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companies that were producing forms that were not compliant with California’s Health and 
Safety Code. 

In order to resolve the problem without harm to patients, the executive officer released the 
following subscriber alert.  This information is being provided to you for informational 
purposes.   

California Health and Safety Code section 11162.1 contains 14 elements that must 
appear on California Security Forms, the forms used to prescribe controlled substances in 
California*.  These elements were first enacted in 2003 when the triplicate prescription 
form was discontinued.  The law also requires that California Security Forms must be 
printed by CA Department of Justice licensed printers.  In 2006, the law was amended 
again to make several changes that took effect in January 2007.  Finally legislation 
enacted in 2011 required that the California Security Forms in use must be fully 
compliant with all requirements of the Health and Safety Code by July 1, 2012. 

Here is a link to the required elements in the Health and Safety Code (go to page 357):  
http://www.pharmacy.ca.gov/laws_regs/lawbook.pdf 

In recent years, the board has continued to identify noncompliant California Security 
Forms in use that have been filled by California pharmacies, in violation of the Health 
and Safety Code requirements.  The board’s response upon identification of 
noncompliant forms having been used to dispense controlled drugs is to educate the 
licensee, and to cite and fine the pharmacy/pharmacists involved. Typically the licensing 
board for the prescriber is advised as well.   

Recently some pharmacies have begun to refuse to fill prescriptions written on 
noncompliant forms where item 11162.1(a)(10) is not fully compliant with the required 
elements.  One of these elements is “ Check boxes shall be printed on the form so that 
the prescriber may indicate the number of refills ordered.”  There are also additional 
elements missing on some forms, including lack of a watermark on the reverse of the 
form.     

The board recently has received complaints from patients or prescribers whose patients 
have been denied medication from the pharmacy because of the noncompliant forms. 

Interim Solutions 

 Prescribers and dispensers need to become familiar with the 14 required 
elements of the security prescription forms. 

 Prescribers with noncompliant forms should reorder compliant forms from a DOJ‐
licensed security printer. 

 Prescribers with noncompliant forms should consider using e‐prescribing for 
controlled substances. 
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Additionally: 
1. Schedule III ‐V controlled substances may be filled (and refilled) if the pharmacist 

treats the prescription as an oral prescription and verifies orally with the 
prescriber the number of any refills ordered with notations on the security form.    

2. California law provides that Schedule II drugs cannot generally be orally 
prescribed, nor can they be refilled using a California Security Prescription.   
However, when there is no alternative except to prescribe a Schedule II controlled 
medication using a noncompliant California Security Form to allow patients to 
receive their pain medications timely, prescribers and dispensers should 
communicate about why a noncompliant California Security Form is being used 
on a temporary basis.   

*Please note this exception to the security forms requirements: controlled substances prescriptions written 
for patients with a terminal illness may be written on ordinary prescription forms pursuant to section 
11159.2 of the Health &Safety Code – here is a link (see page 352): 
http://www.pharmacy.ca.gov/laws_regs/lawbook.pdf 

IX.  Update on Emergency Regulation to Amend California Code of Regulations, Title 16 
Section 1735.2, Relating to Compounding Beyond Use Dates 

Attachment 5 
During its July 2017 Board Meeting, the board voted to pursue an emergency regulation to 
amends Section 1735.2.  The emergency rulemaking was recently approved by the 
department and was released for the five‐day comment period on December 1, 2017.  The 
packaged can be filed with the Office of Administrative Law on December 11, 2017.  OAL 
will have 10 calendar days to complete its review.  If approved by OAL the regulation will 
be effective for 180 days, during which the regular rulemaking must be promulgated to 
make the changes permanent.  Two 90‐day readoptions of the emergency regulation are 
allowed if the board is making progress towards adopting the permanent regulations. 

The regular rulemaking file is currently undergoing pre‐review by the department. 

Attachment 5 includes a copy of the proposed emergency regulation language and the 
proposed permanent regulation language. 

X.  Discussion and Consideration of Draft Frequently Asked Questions Relating to 
Compounding Requirements, California Code of Regulations, Title 16, Sections 1735 et 
seq. and 1751 et seq. 

Attachment 6 
For several meetings the committee has considered requested changes to the board’s 
compounding requirements.  Some of the requested changes were accepted and are 
included in the board’s emergency rulemaking and/or the permanent rulemaking 
referenced above. 
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When considering some other requested changes, members determined that a change to 
the regulation was not necessary but additional guidance should be provided in the form 
on a FAQ. 

Attachment 6 includes draft FAQs in the following areas: 

 Electronic monitoring of refrigerator and freezer temperatures 
 Definition of Sterility 

 Definition of Stability 

 Identical as applied CCR Section 1735.2(i)(4) 

 Quality assurance minimum testing requirements 

XI.  Discussion and Consideration of Requested Changes to Board Compounding Regulations, 
California Code of Regulations, Title 16, Sections 1735 et seq. and 1751 et seq., Including 
Presentation Regarding Beyond Use Date Testing 

Attachment 7 
As included on the agenda, during the meeting a presentation on testing used for 
establishing beyond use dates. 

Relevant Law 
CCR Section 1735 et seq., and CCR section 1751 et seq., establish the requirements for 
compounding drug preparation. 

Business and Professions Code section 4127.1 requires the board to adopt regulations to 
establish policies, guidelines and procedures to implement Article 7.5, Sterile Drug 
Products, and further requires the board to review any formal revisions to General Chapter 
797 of the United States Pharmacopeia and the National Formulary (USP‐NF) relating to 
the compounding of sterile preparations not later than 90 days after the revision becomes 
official. 

Background 
Since adoption of the board’s current compounding regulations, the committee and board 
have received public comment regarding the impact of the regulations on patient 
populations, principally for oral compounded preparations, including animals.   

The committee held meetings on June 2, 2017, and July 11, 2017, to consider both written 
and verbal comments and requested changes offered by board staff and members of the 
public.  As noted in prior agenda items, the board initiated an emergency and regular 
rulemaking to update its regulations in response to some of the request changes 
considered by the committee. 

During the September 2017 committee meeting, it was requested that the committee 
continue its consideration of additional requested changes offered by stakeholders during 
previous meetings. 

For Committee Discussion 
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During the meeting, the committee will have the opportunity to review additional 
outstanding items and make recommendations as it deems appropriate.  Below is a brief 
summary of the requested change and relevant information. 

Proposed Change to CCR 1735(b) regarding the use of compounding kits 
The committee previously considered a change that would exempt from the definition of 
compounding the combining of nonhazardous ingredients from prepackaged kits supplied 
by an FDA registered manufacturer for nonsterile preparations.  In response to public 
comment, board staff was directed to contact the FDA to determine the level of regulatory 
oversight these kits have.  Staff has been advised that the FDA is not aware of any FDA 
approved applications for compounding kits and the FDA has not conducted premarket 
review of any instructions provided with product or any premarket review of the 
manufacturer’s assignment of BUDs.  The FDA also advised board staff that it is currently 
reviewing its policy in this area. 

Given the review being undertaken by the FDA, rather than exempting compounding kits 
from the definition of compounding, an alternative approach may be to exempt such 
compounding from some of the regulation requirements such as the compounding log.   

Based on the direction from the committee, staff can develop language to facilitate 
implementation. 

Proposed Change to CCR Section 1735.1(r) regarding the board’s current definition of 
“hazardous drug” 
The committee previously considered a request to change the board’s definition of 
“hazardous drug” to mirror the definition provided in USP <800>.  In late September 2017 
USP announced the postponement of the official date of Chapter <800> until December 1, 
2019 to coincide with the anticipated update to Chapter <797>.   Consistency between the 
board’s definition of hazardous and USP <800> would be beneficial to the board’s regulated 
public.  However, given the postponement of the relevant USP Chapter, it seems 
appropriate for the committee to provide guidance on its preference for reconciling the two 
definitions. 

Below is language that could be used to update the board’s definition of hazardous to 
coincide with the effective date of USP <800>: 

  … 
(r) Until December 1, 2019, “Hhazardous” means all anti‐neoplastic agents identified 

by the National Institute for Occupational Safety and Health (NIOSH) as meeting the 

criteria for a hazardous drug and any other drugs, compounds, or materials 

identified as hazardous by the pharmacist‐in‐charge.  Effective December 1, 2019, 

“hazardous” means any drug identify by NIOSH and that exhibit as at least one of 

the following six criteria: 

(1) Carcinogenicity 
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(2) Teratogencitiy of developmental toxicity 

(3) Reproductive toxicity in humans 

(4) Organ toxicity in low doses in human or animals 

(5) Genotoxicity 

(6) New drugs that mimic existing hazardous drugs in structure or toxicity. 

… 

Proposed Change to CCR Section 1735.2(a), regarding documentation of prescriber’s 
authorization to compound 
During prior discussions, the committee considered if it would be appropriate to remove the 
requirement to document a prescriber’s authorization to compound a product and 
requested additional research to be conducted by board staff.  Without documentation 
neither the pharmacy nor the board will have any record that the prescriber authorized use 
of a compounded product.  Public comment previously contemplated that such a 
requirement could result in a delay in therapy.  A slight revision to the language or an FAQ 
could be developed to specify that the documentation could be made after the 
compounded preparation is dispensed. 

Proposed Change to CCR Section 1735.2(i)(2)‐(4), regarding BUDs for sterile drug products 
During prior discussions, the committee considered if changes were necessary to the 
requirements for the establishment of a BUD for sterile products.  (BUD requirements for 
nonsterile products are currently undergoing changes through the emergency rulemaking.)  
At the time of its last discussion, the committee was anticipating changes to USP <797> 
would be in place in 2018.  Given the delay in those changes, it may be appropriate consider 
if board requirements should be updated now and reassessed after USP completes it work. 

Below is recommended language which may more clearly align with current USP <797> 
requirements for the committee’s consideration should it decide updates are appropriate. 

… 
(2) For sterile compounded drug preparations, the beyond use date shall not exceed 

any of the following: 

(A) The shortest expiration date or beyond use date of any ingredient in the sterile 

compounded drug product preparation, 

(B) The chemical stability of any one ingredient in the sterile compounded drug 

preparation, 

(C) The chemical stability of the combination of all ingredients in the sterile 

compounded drug preparation, and 

(D) The beyond use date assigned for sterility in section 1751.8., or
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(3E) Extension of a beyond use date is only allowable when supported by the 

following: A beyond use date established by a pharmacist using his or her 

professional judgment after conducting research and analysis and preparing 

documentation. The pharmacist’s documentation must demonstrate that: 

(A i) The beyond use date is supported by a USP <671> compliant Method Suitability 

Test, 

(Bii) The beyond use date is supported by a USP <1191> Container Closure Integrity 

Test, and 

(Ciii) The beyond use date is supported by Stability Studies, and 

(4iv) In addition to the requirements of paragraph three (3), Tthe drugs or 

compounded drug preparations tested and studied shall be identical in 

ingredients, specific and essential compounding steps, quality reviews, and 

packaging as the finished drug or compounded drug preparation. 

… 

Proposed Change to CCR Section 1735.6(e), regarding the venting requirements for 
hazardous drug compounding. 
The board’s current regulations require such compounding (among other requirements) 
must be completed in an externally vented, physically separated room and that each PEC in 
the room shall also be externally vented.  [This is one of two provisions where the board has 
established the authority for a pharmacy to secure a temporary waiver to complete 
construction necessary to comply.]  Board staff received questions about the venting 
requirements and was recently advised that the board’s application of the requirement 
(which allows a single venting system for both the PEC and the room) is consistent with 
OSHPD’s.  Specifically, OSHPD advised the board staff that there is nothing in the code or 
USP that prevents a designer from venting the room through the hood and noted that the 
key is to ensure that the design would not violate the hood’s listing requirements to be able 
to maintain its ISO‐5 environment.   

During prior discussions, the committee considered if alternative containment strategies for   
hazardous drugs could be considered.  Given the statements from OSHPD on this item, 
board staff does not believe such a change is appropriate. 

Recently, board staff was advised that the board’s requirements should be placed in the 
Building Standards Code.  Board staff will be working with legal counsel to determine if 
such a change is necessary and if so, the best strategy for implementation. 

Proposed Change to CCR Section 1751.4(d) regarding where decontamination 
requirements and cleaning frequency. 
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In response to questions submitted previously, it was suggested that the board should 
consider detailing contamination requirements as well as reconsider the frequency of 
cleaning some surfaces and areas that must be cleaned.  Below is suggested language that 
could be used to update such requirements. 

… 
(d) Cleaning shall be done using a germicidal detergent and sterile water. The 

use of a sporicidal agent is required to be used at least monthly.  When

hazardous drugs are being compounded, decontamination with an inactivating 

agent shall take place before each cleaning.  Any dilution of the germicidal 

detergent, sporicidal agent, or inactivating agent shall only be done with sterile 

water. 

(1) All ISO Class 5 surfaces, work table surfaces, carts, counters, and the 

cleanroom floor shall be cleaned at least every 48 hours and at minimum must be 

cleaned each day prior to compounding.at least daily. After each cleaning, 

disinfection using a suitable sterile agent shall occur on all ISO Class 5 surfaces, 

work table surfaces, carts, and counters. 

(2) Walls, ceilings, storage, shelving, tables, stools, and all other items in the ISO 

Class 7 or ISO Class 8 environment, and the segregated sterile compounding areas 

shall be cleaned at least monthly. 

(3) Cleaning shall also occur after any unanticipated event that could increase the 

risk of contamination. 

(4) All cleaning materials, such as wipers, sponges, and mops, shall be non‐

shedding and dedicated to use in the cleanroom, or ante‐area, and segregated 

sterile compounding areas and shall not be removed from these areas except for 

disposal. 

… 

Proposed Change to CCR Section 1751.7(e)(1) regarding alternative testing methods and 
end product testing requirements 
The committee has previously considered whether a rapid microbial test method may be 
appropriate to consider.  Such testing, when used and applied appropriately can provide 
test results much more quickly than current testing requirements which could address some 
concerns raised about delays in therapy.  Below is suggested language that could be used to 
allow for the use of rapid microbial method testing for batch‐produced sterile drug 
programs.   

… 
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(e)(1) Batch‐produced sterile drug preparations compounded from one or more 

non‐sterile ingredients, except as provided in paragraph (2), shall be subject to 

documented end product testing for sterility and pyrogens and shall be 

quarantined until the end product testing confirms sterility and acceptable levels 

of pyrogens. Sterility testing shall be USP chapter 71 compliant unless a validated 

rapid microbial method (RMM) test is performed and pyrogens testing shall 

confirm acceptable levels of pyrogens per USP chapter 85 limits, before 

dispensing.   Validation studies (method suitability) for each formulation using a 

RMM test shall be kept in a readily retrievable form at the licensed location.  This 

requirement of end product testing confirming sterility and acceptable levels of 

pyrogens prior to dispensing shall apply regardless of any sterility or pyrogen 

testing that may have been conducted on any ingredient or combination of 

ingredients that were previously non‐sterile. Exempt from pyrogen testing are 

topical ophthalmic and inhalation preparations. 

… 

Also related to this section, the committee has previously considered if the board should 
expand its current exception for end product testing of non‐sterile to sterile batch 
preparations. Given that pharmacies need to provide compounded preparations when a 
drug is in short supply, a limited exception for such instances may be appropriate.  Below is 
language that could be used to create such an exception. 

… 
(2) The following non‐sterile‐to‐sterile batch drug preparations do not require 

end product testing for sterility and pyrogens: 

(A) Preparations for self‐administered ophthalmic drops in a quantity sufficient 

for administration to a single patient for 30 days or less pursuant to a 

prescription. 

(B) Preparations for self‐administered inhalation in a quantity sufficient for 

administration to a single patient for 5 days or less pursuant to a prescription. 

(C) Preparations noted as “Currently in Shortage” on the FDA website for a single 

patient on a one‐time basis for 21 days or less pursuant to a prescription.  The

pharmacy shall retain a copy of the documentation of the shortage and the 

specific medical need as part of the pharmacy record.   

… 
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In addition to the above items, it is anticipated that public comment may also be provided 
on other provisions of the board’s compounding regulations.  Board staff recently began 
receiving emails regarding the board’s compounding regulations.  The emails appear very 
similar in content.   

Attachment 7 includes a copy of each of the above regulation sections showing the full 
regulation text for each section, a paper entitled, “Strength and Stability Testing for 
Compounded Preparations,” and a sample of the comments sent via email.  During the 
meeting a printout of the emails received through Friday will be available for committee 
members to review as well as a copy available for the public. 

XII. Status Report on Waivers Issued for Compounding Construction Compliance Delays 
Pursuant to California Code of Regulations, Title 16, Sections 1735.6 and 1751.4 

Relevant Law 
Title 16 of California Code of Regulations (CCR) section 1735.6 (f) states that where 
compliance with California’s compounding regulations requires physical construction or 
alteration to a facility or physical environment, the board may grant a waiver for a period of 
time to permit the required physical changes. There is a related provision in CCR section 
1751.4 which provides the same allowances for sterile compounding facilities.   

Overview of Process 
An application for any waiver must be made in writing, identify the provisions requiring 
physical construction or alteration, and provide a timeline for any such changes. The board 
is able to grant the waiver for a specified period when, in its discretion, good cause is 
demonstrated for the waiver.   

Initial review of the waiver is performed by staff led by the executive officer, who approves 
or denies the waiver request.  Approval or denial of a waiver is provided to facilities in 
writing.  If a waiver is denied by the executive officer, there is an appeal process that will be 
reviewed by two board members, currently Board Members Schaad and Law.   

The goal of the construction waiver process is to secure full compliance at the earliest 
possible time. 

Facilities that have been denied a waiver have been made aware that there is an appeal 
process. Such waiver appeals go to the subcommittee of Mr. Schaad and Mr. Law. There 
have been no additional appeals made since July 1, 2017. 

Most request waiver from sections are 1735.6(e) and 1751.4(g) for the external venting 
requirement for compounding hazardous drugs.  

Update  
The waiver review process is ongoing as pharmacies continue to seek extensions or 
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modifications (often due to construction delays) in their facilities to comply with <USP> 800.  
During the November 2017 Board Meeting, the recent delay in USP <800> to December 1, 
2019, was discussed.  The board directed staff to continue to evaluate waivers and monitor 
progress toward compliance with the board’s regulation.  The board granted authority to 
the executive officer to grant waivers through November 30, 2019. 

The board’s continued monitoring of progress is consistent with USP, which is 
“…encouraging early adoption and implementation of Chapter <800> to help ensure a safe 
environment and protection of healthcare practitioners and others when handling 
hazardous drugs.” 

Since the waiver process began, 415 waivers have been approved.  Board staff continues to 
receive a relatively low number of new requests.  However, as implementation of the 
waivers transitions to a monitoring phase, board staff is now undertaking review of status 
reports that are documenting progress of an entity to achieving compliance.   

XIII. Enforcement Statistics 

Enforcement statistics for the first five months of FY 2017/18 will be provided during the 
meeting. 

XIV. Future Committee Meeting Dates 

Below are the committee dates for 2018. 

 March 28, 2018 

 June 7, 2018 

 September 5, 2018 

 December 13, 2018 

Enforcement and Compounding Committee Chair Report – December 11, 2017 
Page 18 of 18 



 
 

  Attachment 1 



 
        

   
 

      
     
        
   
       

         
      

          
        

  
      
       

    
    

     
   

       
       

  
       

    
      

      
    

     
     

         
     

       
        
      

  
    

  
     

     
     

   
      

   

1713. Receipt and Delivery of Prescriptions and Prescription Medications Must 
Be to or from Licensed Pharmacy 

(a) Except as otherwise provided in this Division, no licensee shall participate in 
any arrangement or agreement, whereby prescriptions, or prescription 
medications, may be left at, picked up from, accepted by, or delivered to any 
place not licensed as a retail pharmacy. 

(b) A licensee may pick up prescriptions at the office or home of the prescriber or 
pick up or deliver prescriptions or prescription medications at the office of or 
a residence designated by the patient or at the hospital, institution, medical 
office or clinic at which the patient receives health care services. In addition, 
the Board may, in its sole discretion, waive application of subdivision (a) for 
good cause shown. 

(c) A patient or the patient’s agent may deposit a prescription in a secure 
container that is at the same address as the licensed pharmacy premises. The 
pharmacy shall be responsible for the security and confidentiality of the 
prescriptions deposited in the container. 

(d) A pharmacy may use an automated delivery device to deliver previously 
dispensed prescription medications provided: 
(1) Each patient using the device has chosen to use the device and signed a 

written consent form demonstrating his or her informed consent to do 
so. 

(2) A pharmacist has determined that each patient using the device meets 
inclusion criteria for use of the device established by the pharmacy prior 
to delivery of prescription medication to that patient. 

(3) The device has a means to identify each patient and only release that 
patient’s prescription medications. 

(4) The pharmacy does not use the device to deliver previously dispensed 
prescription medications to any patient if a pharmacist determines that 
such patient requires counseling as set forth in section 1707.2(a)(2). 

(5) The pharmacy provides an immediate consultation with a pharmacist, 
either in-person or via telephone, upon the request of a patient. 

(6) The device is located adjacent to the secure pharmacy area. 
(7) The device is secure from access and removal by unauthorized 

individuals. 
(8) The pharmacy is responsible for the prescription medications stored in 

the device. 
(9) Any incident involving the device where a complaint, delivery error, or 

omission has occurred shall be reviewed as part of the pharmacy's 
quality assurance program mandated by Business and Professions Code 
section 4125. 

(10) The pharmacy maintains written policies and procedures pertaining to 
the device as described in subdivision (e). 



     
       

      
     

   
   
      

      
       
  

   
       

     
   

    
    

        
       

          
  

        
    

      
      

  
    

       
 

       
      

(e) Any pharmacy making use of an automated delivery device as permitted by 
subdivision (d) shall maintain, and on an annual basis review, written 
policies and procedures providing for: 
(1) Maintaining the security of the automated delivery device and the 

dangerous drugs within the device. 
(2) Determining and applying inclusion criteria regarding which 

medications are appropriate for placement in the device and for which 
patients, including when consultation is needed. 

(3) Ensuring that patients are aware that consultation with a pharmacist is 
available for any prescription medication, including for those delivered 
via the automated delivery device. 

(4) Describing the assignment of responsibilities to, and training of, 
pharmacy personnel regarding the maintenance and filing procedures 
for the automated delivery device. 

(5) Orienting participating patients on use of the automated delivery 
device, notifying patients when expected prescription medications are 
not available in the device, and ensuring that patient use of the device 
does not interfere with delivery of prescription medications. 

(6) Ensuring the delivery of medications to patients in the event the device 
is disabled or malfunctions. 

(f) Written policies and procedures shall be maintained at least three years 
beyond the last use of an automated delivery device. 

(g) For the purposes of this section only, "previously-dispensed prescription 
medications" are those prescription medications that do not trigger a non-
discretionary duty to consult under section 1707.2(b)(1), because they have 
been previously dispensed to the patient by the pharmacy in the same 
dosage form, strength, and with the same written directions. 

Authority cited: Sections 4005, 4075, and 4114 Business and Professions Code. Reference: 
Sections 4005, 4052, 4116 and 4117 Business and Professions Code. 



   

  

  

  
  

  

  
  

  

State of California 

BUSINESS AND PROFESSIONS CODE 

Section  4105.5 

4105.5. (a) For purposes of this section, an “automated drug delivery system” has 
the same meaning as that term is defned in paragraph (1) of subdivision (a) of Section 
1261.6 of the Health and Safety Code. 

(b) Except as provided by subdivision (e), a pharmacy that owns or provides 
dangerous drugs dispensed through an automated drug delivery system shall register 
the automated drug delivery system by providing the board in writing with the location 
of each device within 30 days of installation of the device, and on an annual basis as 
part of the license renewal pursuant to subdivision (a) of Section 4110. The pharmacy 
shall also advise the board in writing within 30 days if the pharmacy discontinues 
operating an automated drug delivery system. 

(c) A pharmacy may only use an automated drug delivery system if all of the 
following conditions are satisfed: 

(1) Use of the automated drug delivery system is consistent with legal requirements. 
(2) The pharmacy’s policies and procedures related to the automated drug delivery 

system to include appropriate security measures and monitoring of the inventory to 
prevent theft and diversion. 

(3) The pharmacy reports drug losses from the automated drug delivery system to 
the board as required by law. 

(4) The pharmacy license is unexpired and not subject to disciplinary conditions. 
(d) The board may prohibit a pharmacy from using an automated drug delivery 

system if the board determines that the conditions provided in subdivision (c) are not 
satisfed. If such a determination is made, the board shall provide the pharmacy with 
written notice including the basis for the determination. The pharmacy may request 
an offce conference to appeal the board’s decision within 30 days of receipt of the 
written notice. The executive offcer or designee may affrm or overturn the prohibition 
as a result of the offce conference. 

(e) An automated drug delivery system operated by a licensed hospital pharmacy 
as defned in Section 4029 for doses administered in a facility operated under a 
consolidated license under Section 1250.8 of the Health and Safety Code shall be 
exempt from the requirements of subdivision (b). 

(Added by Stats. 2016, Ch. 484, Sec. 18.  (SB 1193)  Effective January 1, 2017.) 



   

  

  

  

  

  

  

  

State of California 

BUSINESS AND PROFESSIONS CODE 

Section  4186 

4186. (a) Automated drug delivery systems, as defned in subdivision (h), may be 
located in any clinic licensed by the board pursuant to Section 4180. If an automated 
drug delivery system is located in a clinic, the clinic shall develop and implement 
written policies and procedures to ensure safety, accuracy, accountability, security, 
patient confdentiality, and maintenance of the quality, potency, and purity of drugs. 
All policies and procedures shall be maintained at the location where the automated 
drug system is being used. 

(b) Drugs shall be removed from the automated drug delivery system only upon 
authorization by a pharmacist after the pharmacist has reviewed the prescription and 
the patient’s profle for potential contraindications and adverse drug reactions. Drugs 
removed from the automated drug delivery system shall be provided to the patient by 
a health professional licensed pursuant to this division. 

(c) The stocking of an automated drug delivery system shall be performed by a 
pharmacist. 

(d) Review of the drugs contained within, and the operation and maintenance of, 
the automated drug delivery system shall be the responsibility of the clinic. The review 
shall be conducted on a monthly basis by a pharmacist and shall include a physical 
inspection of the drugs in the automated drug delivery system, an inspection of the 
automated drug delivery system machine for cleanliness, and a review of all transaction 
records in order to verify the security and accountability of the system. 

(e) The automated drug delivery system used at the clinic shall provide for patient 
consultation pursuant to Section 1707.2 of Title 16 of the California Code of 
Regulations with a pharmacist via a telecommunications link that has two-way audio 
and video. 

(f) The pharmacist operating the automated drug delivery system shall be located 
in California. 

(g) Drugs dispensed from the automated drug delivery system shall comply with 
the labeling requirements in Section 4076. 

(h) For purposes of this section, an “automated drug delivery system” means a 
mechanical system controlled remotely by a pharmacist that performs operations or 
activities, other than compounding or administration, relative to the storage, dispensing, 
or distribution of prepackaged dangerous drugs or dangerous devices. An automated 
drug delivery system shall collect, control, and maintain all transaction information 
to accurately track the movement of drugs into and out of the system for security, 
accuracy, and accountability. 

(Added by Stats. 2001, Ch. 310, Sec. 1.  Effective January 1, 2002.) 



      

  

  

  

  

     

  

  

  

  

  

State of California 

HEALTH AND SAFETY CODE 

Section  1261.6 

1261.6. (a) (1) For purposes of this section and Section 1261.5, an “automated drug 
delivery system” means a mechanical system that performs operations or activities, 
other than compounding or administration, relative to the storage, dispensing, or 
distribution of drugs. An automated drug delivery system shall collect, control, and 
maintain all transaction information to accurately track the movement of drugs into 
and out of the system for security, accuracy, and accountability. 

(2) For purposes of this section, “facility” means a health facility licensed pursuant 
to subdivision (c), (d), or (k), of Section 1250 that has an automated drug delivery 
system provided by a pharmacy. 

(3) For purposes of this section, “pharmacy services” means the provision of both 
routine and emergency drugs and biologicals to meet the needs of the patient, as 
prescribed by a physician. 

(b) Transaction information shall be made readily available in a written format for 
review and inspection by individuals authorized by law. These records shall be 
maintained in the facility for a minimum of three years. 

(c) Individualized and specifc access to automated drug delivery systems shall be 
limited to facility and contract personnel authorized by law to administer drugs. 

(d) (1) The facility and the pharmacy shall develop and implement written policies 
and procedures to ensure safety, accuracy, accountability, security, patient 
confdentiality, and maintenance of the quality, potency, and purity of stored drugs. 
Policies and procedures shall defne access to the automated drug delivery system 
and limits to access to equipment and drugs. 

(2) All policies and procedures shall be maintained at the pharmacy operating the 
automated drug delivery system and the location where the automated drug delivery 
system is being used. 

(e) When used as an emergency pharmaceutical supplies container, drugs removed 
from the automated drug delivery system shall be limited to the following: 

(1) A new drug order given by a prescriber for a patient of the facility for 
administration prior to the next scheduled delivery from the pharmacy, or 72 hours, 
whichever is less. The drugs shall be retrieved only upon authorization by a pharmacist 
and after the pharmacist has reviewed the prescriber’s order and the patient’s profle 
for potential contraindications and adverse drug reactions. 

(2) Drugs that a prescriber has ordered for a patient on an as-needed basis, if the 
utilization and retrieval of those drugs are subject to ongoing review by a pharmacist. 

(3) Drugs designed by the patient care policy committee or pharmaceutical service 
committee of the facility as emergency drugs or acute onset drugs. These drugs may 



  

  

  

  

  

  

  

     

  

  

be retrieved from an automated drug delivery system pursuant to the order of a 
prescriber for emergency or immediate administration to a patient of the facility. 
Within 48 hours after retrieval under this paragraph, the case shall be reviewed by a 
pharmacist. 

(f) When used to provide pharmacy services pursuant to Section 4119.1 of the 
Business and Professions Code, the automated drug delivery system shall be subject 
to all of the following requirements: 

(1) Drugs removed from the automated drug delivery system for administration 
to a patient shall be in properly labeled units of administration containers or packages. 

(2) A pharmacist shall review and approve all orders prior to a drug being removed 
from the automated drug delivery system for administration to a patient. The 
pharmacist shall review the prescriber’s order and the patient’s profle for potential 
contraindications and adverse drug reactions. 

(3) The pharmacy providing services to the facility pursuant to Section 4119.1 of 
the Business and Professions Code shall control access to the drugs stored in the 
automated drug delivery system. 

(4) Access to the automated drug delivery system shall be controlled and tracked 
using an identifcation or password system or biosensor. 

(5) The automated drug delivery system shall make a complete and accurate record 
of all transactions that will include all users accessing the system and all drugs added 
to, or removed from, the system. 

(6) After the pharmacist reviews the prescriber’s order, access by licensed personnel 
to the automated drug delivery system shall be limited only to drugs ordered by the 
prescriber and reviewed by the pharmacist and that are specifc to the patient. When 
the prescriber’s order requires a dosage variation of the same drug, licensed personnel 
shall have access to the drug ordered for that scheduled time of administration. 

(7) (A) Systems that allow licensed personnel to have access to multiple drugs 
and are not patient specifc in their design, shall be allowed under this subdivision if 
those systems have electronic and mechanical safeguards in place to ensure that the 
drugs delivered to the patient are specifc to that patient. Each facility using such an 
automated drug system shall notify the department in writing prior to the utilization 
of the system. The notifcation submitted to the department pursuant to this paragraph 
shall include, but is not limited to, information regarding system design, personnel 
with system access, and policies and procedures covering staff training, storage, and 
security, and the facility’s administration of these types of systems. 

(B) As part of its routine oversight of these facilities, the department shall review 
a facility’s medication training, storage, and security, and its administration procedures 
related to its use of an automated drug delivery system to ensure that adequate staff 
training and safeguards are in place to make sure that the drugs delivered are 
appropriate for the patient. If the department determines that a facility is not in 
compliance with this section, the department may revoke its authorization to use 
automated drug delivery systems granted under subparagraph (A). 

(g) The stocking of an automated drug delivery system shall be performed by a 
pharmacist. If the automated drug delivery system utilizes removable pockets, cards, 



  

  

  

  

  

drawers, similar technology, or unit of use or single dose containers as defned by the 
United States Pharmacopoeia, the stocking system may be done outside of the facility 
and be delivered to the facility if all of the following conditions are met: 

(1) The task of placing drugs into the removable pockets, cards, drawers, or unit 
of use or single dose containers is performed by a pharmacist, or by an intern 
pharmacist or a pharmacy technician working under the direct supervision of a 
pharmacist. 

(2) The removable pockets, cards, drawers, or unit of use or single dose containers 
are transported between the pharmacy and the facility in a secure tamper-evident 
container. 

(3) The facility, in conjunction with the pharmacy, has developed policies and 
procedures to ensure that the removable pockets, cards, drawers, or unit of use or 
single dose containers are properly placed into the automated drug delivery system. 

(h) Review of the drugs contained within, and the operation and maintenance of, 
the automated drug delivery system shall be done in accordance with law and shall 
be the responsibility of the pharmacy. The review shall be conducted on a monthly 
basis by a pharmacist and shall include a physical inspection of the drugs in the 
automated drug delivery system, an inspection of the automated drug delivery system 
machine for cleanliness, and a review of all transaction records in order to verify the 
security and accountability of the system. 

(i) Drugs dispensed from an automated drug delivery system that meets the 
requirements of this section shall not be subject to the labeling requirements of Section 
4076 of the Business and Professions Code or Section 111480 of this code if the drugs 
to be placed into the automated drug delivery system are in unit dose packaging or 
unit of use and if the information required by Section 4076 of the Business and 
Professions Code and Section 111480 of this code is readily available at the time of 
drug administration. For purposes of this section, unit dose packaging includes blister 
pack cards. 

(Amended by Stats. 2016, Ch. 484, Sec. 54.  (SB 1193)  Effective January 1, 2017.) 
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3100 or (CBER) Office of Communication, Outreach and Development, 800-835-4709 or 240-
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Contains Nonbinding Recommendations* 

Draft — Not for Implementation 

1 Grandfathering Policy for Packages and Homogenous Cases of 

2 Product Without a Product Identifier 

3 Guidance for Industry1 

4 

5 
6 This draft guidance, when finalized, will represent the current thinking of the Food and Drug 

7 Administration (FDA or Agency) on this topic. It does not establish any rights for any person 
8 and is not binding on FDA or the public.2 You can use an alternative approach if it satisfies the 
9 requirements of the applicable statutes and regulations. To discuss an alternative approach, 

10 contact the FDA staff responsible for this guidance as listed on the title page. 

11 

12 
13 

14 I. INTRODUCTION 
15 
16 This draft guidance addresses product distribution security provisions in section 582 of the 
17 Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 360eee). Section 582 was added 

18 by the Drug Supply Chain Security Act (DSCSA) (Title II of Public Law 113-54) and facilitates 
19 the tracing of products through the pharmaceutical distribution supply chain by requiring trading 
20 partners3 (manufacturers, repackagers, wholesale distributors, and dispensers) to exchange 
21 transaction information, transaction history, and a transaction statement (product tracing 

22 information) when engaging in transactions involving certain prescription drug products. In 
23 addition, section 582 requires manufacturers and repackagers to start affixing or imprinting a 
24 product identifier to each package4 and homogenous case5 of product no later than November 27, 
25 6 2017 (for manufacturers) and November 27, 2018 (for repackagers). 

26 

1 This guidance has been prepared by the Center for Drug Evaluation and Research (CDER) in cooperation with the 

Center for Biologics Evaluation and Research (CBER) and the Office of Regulatory Affairs (ORA) at the Food and 
Drug Administration. 
2 This sentence does not apply to the discussion regarding the circumstances under which packages and homogenous 

cases of product thatare not labeled with a product identifier and that are in the pharmaceuticaldistribution supply 
chain at the time of the effective date of the requirements of section 582 of the FD&CAct shallbe exempted from 

the requirements of section 582. 
3 For this guidance, trading partner is defined as described in section 581(23)(A) of the FD&C Act (21 U.S.C. 
30eee(23)(A)). Although third-party logistics providers are also considered trading partners under section 

581(23)(B) (21 U.S.C. 30eee(23)(B)) of the FD&C Act, they are notsubject to thesame product tracing 
requirements of section 582. 
4 Package is defined in section 581(11) of the FD&C Act. 
5 Homogeneous case is defined in section 581(7) of the FD&CAct. The terms “homogeneous” and “homogenous” 
are used interchangeably throughout the DSCSA. FDA has chosen to use only the term“homogenous” throughout 
this guidance. 
6 See section 582(b)(2)(A) and 582(e)(2)(A)(i) of the FD&C Act. See also FDA’s draft guidance, Product Identifier 
Requirements Under theDrug Supply Chain Security Act – CompliancePolicy (explaining, among other things, that 

FDA does not intend to take action against manufacturers who do not affixor imprint a product identifier to each 
package and homogenous case of products intended to be introduced in a transaction into commerce before 
November 26, 2018). 

4 
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27 We are issuing this guidance to help trading partners understand their compliance obligations 
28 under section 582 for packages and homogenous cases of product that are not labeled with a 
29 product identifier and that are in the pharmaceutical distribution supply chain at the time of the 
30 effective date of the requirements of section 582. This guidance, which is required by section 

31 582(a)(5)(A) of the DSCSA, specifies whether and under what circumstances such packages and 
32 homogenous cases of product shall be exempted, as grandfathered, from certain requirements of 
33 section 582. It also briefly discusses the distinctions between the grandfathering policy 
34 provisions of this guidance with the draft guidance, Product Identifier Requirements Under the 

35 Drug Supply Chain Security Act – Compliance Policy. 7 

36 
37 In general, FDA’s guidance documents do not establish legally enforceable responsibilities. 
38 Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 

39 as recommendations, unless specific regulatory or statutory requirements are cited. The use of 
40 the word should in Agency guidances means that something is suggested or recommended, but 
41 not required. 
42 

43 An exception to that framework derives from section 582(a)(5)(A) of the FD&C Act, wherein 
44 Congress granted authorization to FDA to issue guidance specifying whether and under what 
45 circumstances packages and homogenous cases of product that are not labeled with a product 
46 identifier and that are in the pharmaceutical distribution supply chain at the time of the effective 

47 date of the requirements of section 582 shall be exempted from the requirements of section 582. 
48 Accordingly, insofar as this guidance specifies such circumstances, this document is not subject 
49 to the usual restriction in FDA’s good guidance practice regulations that guidances not establish 
50 legally enforceable responsibilities. See 21 CFR 10.115(d). Therefore, when finalized, the 

51 portion of this guidance that specifies the circumstances under which packages and homogenous 
52 cases of product that are not labeled with a product identifier and that are in the pharmaceutical 
53 distribution supply chain at the time of the effective date of the requirements of section 582 shall 
54 be exempted from the requirements of section 582 will have binding effect, as indicated by the 

55 use of the words must, shall, or required. 
56 
57 

58 II. BACKGROUND 

59 

60 A. Drug Supply Chain Security Act 
61 
62 The DSCSA (Title II of Public Law 113-54) was signed into law on November 27, 2013. 

63 Section 202 of the DSCSA added section 582 to the FD&C Act, which established product 
64 tracing requirements for manufacturers, repackagers, wholesale distributors, and dispensers of 
65 most prescription drugs in a finished dosage form for administration to a patient without 

7 When final, this guidance will represent the FDA’s current thinking on this topic. For the most recentversion of a 
guidance, check the FDA Drugs guidance web page at 

https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htmor FDA Biologics 
guidanceweb page at 
https://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 

5 

https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
https://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/default.htm


   

     

  

            
     

  
               

               
             

              
              

              
               

    
  

           
              

           
            

              
          

  
            

            
             

               
             

         
  

               
        

                 
               

             
          

               
             

              
              

        
  

                                              
                  

           

            
                 

          
        
        

         

Contains Nonbinding Recommendations* 

Draft — Not for Implementation 

66 8 substantial further manufacturing (products). The DSCSA phases in its new requirements over 
67 a period of 10 years. 
68 
69 A critical component of the product tracing scheme outlined in the DSCSA is the product 

70 identifier.9 Section 582 requires that each package and homogenous case of product in the 
71 pharmaceutical distribution supply chain bear a product identifier that is encoded with the 
72 product’s standardized numerical identifier, lot number, and expiration date by specific dates. 
73 Under the statute, manufacturers are required to begin affixing or imprinting (adding) a product 

74 identifier to each package and homogenous case of a product intended to be introduced into 
75 commerce no later than November 27, 2017.10 Repackagers are required to do the same no later 
76 than November 27, 2018.11 

77 

78 Sections 582(c)(2), (d)(2), and (e)(2)(A)(iii) of the DSCSA restrict trading partners’ ability to 
79 engage in transactions involving packages and homogenous cases of product that are not labeled 
80 with a product identifier after specific dates. Beginning November 27, 2018, repackagers may 
81 not receive or transfer ownership of a package or homogenous case of a product that is not 

82 12 encoded with a product identifier. Similar restrictions go into effect for wholesale distributors 
83 and dispensers on November 27, 2019, and November 27, 2020, respectively.13 

84 
85 Section 582(a)(5)(A) gives FDA the authority to exempt packages and homogenous cases of 

86 product without a product identifier from the product tracing requirements discussed above.  We 
87 are required to issue guidance that specifies whether and under what circumstances we will 
88 exercise this authority. Only packages and homogenous cases of product that are “in the 
89 pharmaceutical distribution supply chain at the time of the effective date of the requirements of 

90 [section 582]” are eligible for an exemption under section 582(a)(5)(A). 
91 
92 The draft guidance Product Identifier Requirements Under the Drug Supply Chain Security Act – 
93 Compliance Policy (Product Identifier Compliance Policy or compliance policy) explains that 

94 FDA does not intend to take action against manufacturers who do not add a product identifier to 
95 each package and homogenous case of product intended to be introduced in a transaction into 
96 commerce before November 27, 2018. This represents a 1-year delay in enforcement of section 
97 582(b)(2)(A) of the FD&C Act. The Product Identifier Compliance Policy also explains that 

98 FDA does not intend to take action against manufacturers and other trading partners who transact 
99 such product or verify it for investigatory purposes or saleable returns without using the product 

100 identifier. The grandfathering policy in this guidance should be read in conjunction with the 
101 Product Identifier Compliance Policy, which is currently a draft guidance, but which the agency 

102 plans to finalize after considering comments received. 
103 

8 Certain prescription drugs are excluded fromthe product tracing requirements of section 582. See section 581(13) 
of the FD&CAct for the definition of the termproduct. 
9 Product identifier is defined in section 581(14) of the FD&C Act. 
10 See section 582(b)(2)(A) of the FD&CAct. See also FDA’s draft guidance, Product Identifier Requirements 

Under the Drug Supply Chain Security Act – Compliance Policy. 
11 See section 582(e)(2)(A)(i) of the FD&CAct. 
12 See section 582(e)(2)(A)(iii) of the FD&CAct. 
13 See sections 582(c)(2), (d)(2) of the FD&C Act. 

6 
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104 B. Scope of This Guidance 
105 
106 This guidance specifies the circumstances under which packages and homogenous cases of 
107 product that are not labeled with a product identifier and that are in the pharmaceutical 

108 distribution supply chain at the time of the effective date of the requirements of section 582, 
109 including saleable returned packages and homogenous cases of product, shall be exempted, as 
110 grandfathered, from certain requirements of section 582. This guidance does not address 
111 products or transactions for which a waiver, exception, or exemption has been granted under 

112 section 582(a)(3) of the DSCSA from the requirement to bear a product identifier on packages 
113 and homogenous cases. FDA intends to address waivers, exceptions, and exemptions under 
114 section 582(a)(3) in a separate guidance. 
115 

116 

117 III. INTERPRETATION OF SECTION 582(a)(5)(A) OF THE DSCSA 
118 
119 Under section 582(a)(5)(A), packages and homogenous cases of product that are not labeled with 

120 a product identifier are eligible to be exempted from the requirements of section 582 if they are 
121 “in the pharmaceutical distribution supply chain at the time of the effective date of the 
122 requirements of this section [(i.e., section 582)].” For the purposes of this guidance, a package 
123 or homogenous case of product is “in the pharmaceutical distribution supply chain” if it was 

124 packaged by the product’s manufacturer before November 27, 2018. We interpret “the effective 
125 date of the requirements of this section” as referring to the date set forth in section 
126 582(e)(2)(A)(i) of the DSCSA regarding when repackagers must begin adding product identifiers 
127 to packages and homogenous cases of product (i.e., no later than November 27, 2018). 

128 
129 Consequently, a package or homogenous case of product that is not labeled with a product 
130 identifier is eligible for an exemption under section 582(a)(5)(A) as described in this guidance 
131 only if the product’s manufacturer packaged the product before November 27, 2018. 

132 
133 

134 IV. GRANDFATHERING POLICY14 

135 

136 FDA has determined that there are circumstances under which it would be appropriate to exempt 
137 packages and homogenous cases of product meeting the conditions of section 582(a)(5)(A) of the 
138 FD&C Act (i.e., the packages and homogenous cases of product that are not labeled with a 
139 product identifier and are in the pharmaceutical distribution supply chain at the time of the 

140 effective date of the requirements of section 582) from certain requirements of section 582. 
141 Those circumstances, and the statutory requirements from which packages and homogenous 
142 cases of product without a product identifier shall be exempted, as grandfathered, are set forth 
143 below. Our policy for saleable returned packages and homogenous cases of product meeting the 

144 conditions of section 582(a)(5)(A) is also described below. 

14 Insofar as section IVof this guidance specifies thecircumstances under which packages and homogenous cases of 

product thatare not labeled with a product identifier and thatare in the pharmaceuticaldistribution supply chain at 
the time of the effective dateof the requirements of section 582 of the FD&C Act shallbe exempted fromthe 
requirements of section 582, it will have binding effect, once finalized. 

7 
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146 A. Grandfathering Exemption15 from Certain Transaction-Related 

147 Requirements of Section 582 
148 

149 1. Scope of Grandfathering Exemption 

151 A package or homogenous case of product that is not labeled with a product identifier shall be 
152 exempted from certain requirements in section 582 (i.e., grandfathered) where there is 

153 documentation that it was packaged by a manufacturer before November 27, 2018. For example, 
154 if a package or homogenous case of product not labeled with a product identifier is accompanied 

by transaction information or a transaction history that includes a sale before November 27, 
156 2018, that trading partner can reasonably conclude the product was packaged by a manufacturer 

157 before that date. 
158 
159 If the transaction information or transaction history does not include a sale before November 27, 

2018, and absent other indicia that a product may be suspect or illegitimate, the transaction 

161 statement is one indication that the product was in the pharmaceutical distribution supply chain 
162 before that date.16 Furthermore, manufacturers retain packaging date information in the ordinary 
163 course of business and as a part of batch recordkeeping, and they should provide the packaging 
164 date to subsequent trading partners if they request it. 

166 2. Trading Partner Requirements under the Grandfathering Exemption 
167 
168 The specific requirements of section 582 from which a grandfathered product is exempted are set 

169 forth below. To assist trading partners in understanding how the grandfathering exemption 
applies to their activities, the requirements for trading partners are addressed separately below. 

171 
172  Manufacturer Requirements 
173 
174 Manufacturers are exempted from two requirements of section 582 in situations 

where there is documentation that the product involved in the transaction was in the 
176 pharmaceutical distribution supply chain before November 27, 2018. 
177 

178  First, in those circumstances, manufacturers investigating suspect product 
179 without a product identifier to determine whether that product is illegitimate 

are exempted from that part of section 582(b)(4)(A)(i)(II) which requires that 

181 they verify product at the package level using the product identifier beginning 
182 November 27, 2017; specifically, manufacturers shall not be required to verify 
183 the product at the package level using the product identifier. However, a 
184 manufacturer must still validate any applicable transaction history and 

transaction information in its possession and otherwise investigate the product 

15 As used in this guidance, the termgrandfathering exemption refers to an exemption fromthe requirements of 
section 582 that is establishedby this guidanceunder theauthority of section 582(a)(5)(A) of the FD&C Act. 
16 Per section581(27)(d) of the FD&C Act, the transactionstatement indicates that an owner did notknowingly ship 

a suspect or illegitimate product. 

8 
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186 to determine if it is illegitimate in accordance with section 582(b)(4)(A)(i)(II); 
187 the exemption does not extend to these requirements. 
188 
189  Second, in those circumstances, manufacturers are exempted from that part of 

190 section 582(b)(4)(C) of the DSCSA which, beginning November 27, 2017, 
191 requires that upon request from an authorized trading partner in possession or 
192 control of a product that believes is from the manufacturer, such manufacturer 
193 verifies17 a product at the package level using the product identifier. 

194 However, a manufacturer must still follow all other steps as described in 
195 582(b)(4)(C). 
196 

197 Manufacturers must comply with all other applicable requirements of section 582 
198 when engaging in transactions pursuant to this exemption. 
199 

200  Wholesale Distributor Requirements 
201 
202 Wholesale distributors are exempted from two requirements of section 582 in 
203 situations where there is documentation that the product involved in the transaction 

204 was in the pharmaceutical distribution supply chain before November 27, 2018. 
205 
206  First, in those circumstances, wholesale distributors are exempted from 
207 section 582(c)(2), which requires that they engage in transactions involving 

208 only product encoded with a product identifier beginning November 27, 2019. 
209 
210  Second, in those circumstances, wholesale distributors are exempted from that 
211 part of section 582(c)(4)(A)(i)(II) of the DSCSA which requires that they 

212 undertake certain activities to determine whether a product is illegitimate. 
213 Specifically, wholesale distributors shall not be required to verify the product 
214 at the package level using the product identifier beginning November 27, 
215 2019. However, wholesale distributors must still validate any applicable 

216 transaction history and transaction information in their possession and 
217 otherwise investigate the suspect product to determine if it is illegitimate. The 
218 exemption does not extend to these requirements of section 
219 582(c)(4)(A)(i)(II). 
220 
221 Wholesale distributors must comply with all other applicable requirements of section 

222 582 when engaging in transactions pursuant to this exemption. 
223 

224  Dispenser Requirements 

225 
226 Dispensers are exempted from two requirements of section 582 in situations where 
227 there is documentation that the product involved in the transaction was in the 
228 pharmaceutical distribution supply chain before November 27, 2018. 

229 

17 Verify is defined in section581(28) of the FD&C Act. 
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 First, in those circumstances, dispensers are exempted from section 582(d)(2) 
of the DSCSA, which requires that they engage in transactions involving only 
product encoded with a product identifier beginning November 27, 2020. 

 Second, in those circumstances, dispensers are exempted from section 
582(d)(4)(A)(ii)(II), which requires that they verify the product identifier of a 
portion of packages beginning November 27, 2020, as part of an investigation 
conducted to determine whether a product is illegitimate. However, 

dispensers must still verify the lot number of a suspect product as described in 
section 582(d)(4)(A)(ii)(I), validate any applicable transaction history and 
transaction information in their possession as described in section 
582(d)(4)(A)(ii)(III), and otherwise investigate the product to determine if it is 

illegitimate as required by section 582(d)(4)(A)(ii)(IV). The exemption does 
not extend to these requirements of section 582(d)(4)(A)(ii) of the DSCSA. 

Dispensers must comply with all other applicable requirements of section 582 when 
engaging in transactions pursuant to this exemption. 

 Repackager Requirements 

FDA has also determined that the grandfathering exemption applies to certain 
repackager activities in situations where there is documentation that the product 

involved in the transaction was in the pharmaceutical distribution supply chain before 
November 27, 2018. 

 First, in those circumstances, repackagers are partially exempted from the 

requirement of section 582(e)(2)(A)(iii) of the DSCSA to only engage in 
transactions of product encoded with a product identifier beginning November 
27, 2018; specifically, repackagers may accept ownership of packages or 
homogenous cases of product without a product identifier after November 27, 

2018. However, if a repackager wishes to transfer ownership of a package or 
homogenous case of product without a product identifier on or after 
November 27, 2018, it must, in accordance with section 582(e)(2)(A)(i), first 
add a product identifier to the package or homogenous case of product. 

 Second, in those circumstances, repackagers investigating suspect product 
without a product identifier to determine whether that product is illegitimate 
are also exempted from that part of section 582(e)(4)(A)(i)(II) which requires 

that they verify product at the package level using the product identifier 
beginning November 27, 2018; specifically, repackagers shall not be required 
to verify the product at the package level using the product identifier. 
However, a repackager must still validate any applicable transaction history 

and transaction information in its possession and otherwise investigate the 
product to determine if it is illegitimate in accordance with section 
582(e)(4)(A)(i)(II); the exemption does not extend to these requirements. 

10 
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276  Third, if a repackager initially repackaged and sold product without a product 
277 identifier before November 27, 2018, it is exempted from that part of section 
278 582(e)(4)(C) of the DSCSA which, beginning November 27, 2018, requires 
279 that upon request from an authorized trading partner in possession or control 

of a product it believes is from the repackager, such repackager verifies the 
281 product using the product identifier. However, a repackager must still follow 
282 all other steps as described in 582(e)(4)(C). 
283 

284 Repackagers must comply with all other applicable requirements of section 582 when 
engaging in transactions pursuant to this exemption. 

286 
287 Trading partners may engage in transactions involving products exempted as grandfathered per 

288 the conditions of the grandfathering policy until product expiry, regardless of when the 
289 transaction occurs. Although there is no sunset date for the grandfathering exemption, FDA 

expects there to be relatively few, if any, of these packages and homogenous cases of product 
291 without a product identifier in the pharmaceutical distribution supply chain by November 27, 

292 2023.18 

293 
294 The FDA guidance Drug Supply Chain Security Act Implementation: Identification of Suspect 

Product and Notification notes that a package missing product tracing information is a scenario 

296 that could significantly increase the risk of a suspect product entering the drug supply chain.19 

297 As product identifier requirements are implemented over time, trading partners should be 
298 diligent when engaging in a transaction of a package or homogenous case of product without a 
299 product identifier to ensure it is subject to the grandfathering policy, other type of exemption, or 

a compliance policy. 
301 
302 FDA emphasizes that trading partners must comply with all other applicable requirements of 
303 section 582 when engaging in transactions covered by the exemption established by this 

304 guidance. For example, a wholesale distributor that transfers ownership of a package or 
homogenous case of product without a product identifier after November 27, 2019 that is subject 

306 to the grandfathering exemption must provide the subsequent owner with the product’s 
307 transaction information, transaction history, and transaction statement prior to, or at the time of, 

308 the transaction. 
309 

B. Saleable Returned Packages and Homogenous Cases of Product 
311 

312 Section 582 addresses trading partners’ ability to accept and redistribute product that is returned 
313 to them in saleable condition. Manufacturers, wholesale distributors, and repackagers are 
314 required under sections 582(b)(4)(E), (c)(4)(D), and (e)(4)(E), respectively, to verify the product 

identifier of a saleable returned package or sealed homogenous case of product that is intended 

316 for further distribution. This requirement goes into effect on November 27, 2017 (per the 

18 We note that the enhanced drug distribution securityprovisions of section 582(g) go into effect onNovember 27, 
2023. 
19 See guidance for industryat https://www.fda.gov/downloads/drugs/guidances/ucm400470.pdf. 
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317 statute) for manufacturers, November 27, 2018, for repackagers, and November 27, 2019, for 
318 wholesale distributors. 20 

319 
320 For returns21 of saleable packages and homogeneous cases of product without product identifiers 

321 that were in the pharmaceutical distribution supply chain before November 27, 2018, 
322 manufacturers, wholesale distributors, and repackagers are exempted from the requirements of 
323 sections 582(b)(4)(E), (c)(4)(D), and (e)(4)(E), respectively, to verify the product identifier of a 
324 saleable returned package or sealed homogenous case of product that is intended for further 

325 distribution. Manufacturers are exempted from the requirements of 582(b)(2)(A) to add product 
326 identifiers before redistributing such product. Repackagers are exempted from the requirements 
327 of 582(e)(2)(A)(i) and (e)(2)(A)(iii) to add product identifiers before redistributing such product 
328 if they initially repackaged and sold the product without a product identifier before November 

329 27, 2018. Trading partners must comply with all other applicable requirements of section 582 
330 when engaging in returns. For example, wholesale distributors must still meet the requirements 
331 of section 582(c)(1)(B)(i)(II) and only accept returned product from a dispenser or repackager 
332 beginning November 27, 2019, if they can associate the returned product with the transaction 

333 information and transaction statement for that product. 
334 

335 V. DISTINCTIONS BETWEEN THE GRANDFATHERING POLICY AND THE 

336 COMPLIANCE POLICY FOR PRODUCT IDENTIFIER REQUIREMENTS 

337 UNDER THE DSCSA 
338 
339 The grandfathering and compliance policies have different legal statuses and apply in different 
340 scenarios. Under the grandfathering policy, eligible packages and homogenous cases of product 

341 are exempted, as grandfathered, from certain DSCSA requirements. The Product Identifier 
342 Compliance Policy, by contrast, describes FDA’s intention not to take action against certain 
343 trading partners in certain circumstances; the DSCSA requirements remain in effect, but the 
344 Agency intends to exercise discretion in how it enforces the law. 

20 See also FDA’s draft guidance, Product Identifier Requirements Under the Drug Supply Chain Security Act – 
Compliance Policy. 
21 Return is defined in section 581(17) of the FD&C Act. 
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EXECUTIVE SUMMARY  

In 2013, California enacted a new law that provided dedicated funding for California’s 
Controlled Substance Utilization, Review and Evaluation System (CURES), authorized an update 
and expansion of the CURES database and functionality, and mandated CURES registration for 
pharmacists and controlled substance prescribers. As part of a comprehensive evaluation of these 
updates (collectively known as “CURES 2.0”), a statewide, representative survey of California 
physicians and pharmacists was conducted to assess attitudes and beliefs about CURES and 
controlled substance use, and to identify areas for further improvement of CURES. 

The survey was conducted with cooperation from the California State Board of Pharmacy, the 
Medical Board of California, and the Osteopathic Medical Board of California. The overall survey 
response rate was 24% (n = 1904). Comparison of aggregate data on responders and non-
responders indicated that responders appear to be representative of California physicians and 
pharmacists. 

Response patterns were broadly similar for pharmacists and physicians. Compared to physicians, 
pharmacists generally expressed more positive attitudes about CURES, were more likely to 
register for and use CURES, were more concerned about prescription drug abuse, and expressed 
a greater sense of professional obligation to use CURES. Pharmacists reported near perfect 
compliance with mandatory CURES registration (which took effect a few months prior to survey 
deployment), compared to approximately 82% compliance among DEA-licensed physicians. An 
additional 12% of physicians reported that they planned to register within the next 3 months. 
Physicians most frequently cited the time required to register and lack of importance as reasons 
for not registering; technical problems with CURES were rarely cited as a reason for not 
registering. 

Thirty-one percent of physicians and 20% of pharmacists reported a recent decrease in the 
number of controlled substances they prescribed and dispensed, respectively. Survey data 
indicated that access to data from CURES, increased professional awareness of controlled 
substance risks and benefits, and new clinical guidelines all played major roles in decreasing 
prescribing and dispensing. 

Twenty-eight percent of physicians indicated that they check CURES for least 50% of the 
patients to whom they prescribe controlled substances. Thirty-six percent of pharmacists 
indicated that they check CURES for at least 50% of the controlled substance prescriptions they 
dispense. Sixty percent of physicians and 80% of pharmacists agreed that CURES was helpful.  
Thirty-two percent of physicians and 59% of pharmacists agreed that CURES was easy to use.  
Among physicians and prescribers who had used both CURES 1.0 and CURES 2.0, more than 
90% rated CURES 2.0 as the same or better than CURES 1.0 across all categories. Forty-seven 
percent of physicians and 40% of pharmacists reported a need for additional training on how to 
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use CURES. The most commonly identified needs for additional training related to the new 
advanced features of CURES 2.0, such as peer-to-peer messaging. 

A substantial majority of physicians (81%) and pharmacists (91%) felt that their peers should 
check CURES when prescribing or dispensing a controlled substance, respectively. Nineteen 
percent of physicians and 36% of pharmacists felt that their peers ought to be using CURES 
100% of the time when prescribing or dispensing controlled substances. In contrast, only 23% of 
physicians felt that physicians should be required to check CURES when prescribing. The 
corresponding value for pharmacists was 39%, indicating that nearly two-fifths of pharmacists 
supported mandatory CURES use for pharmacists. Over two-thirds of pharmacists (69%) agreed 
that checking CURES was considered standard of care, compared to 40% of physicians. 

When asked to give open-ended suggestions or comments, many physicians and pharmacists felt 
that CURES was not relevant to their practice, particularly those who did not practice in 
California. Some physicians who rarely prescribed controlled substances and pharmacists who 
worked in hospital settings also felt that CURES was not relevant to their practice.  Finally, 
several pharmacists recommended improving the accuracy and timeliness of CURES data, 
including adding data from federal pharmacies in California. 
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INTRODUCTION AND BACKGROUND 

Prescription Drug Monitoring Programs (PDMPs) are considered an important, but under used, 
tool for combating the ongoing epidemic of prescription opioid abuse and overdose.1,2 

Preliminary evidence suggests that PDMP use may be associated with changes in prescribing 
behaviors;3-5 however, important knowledge gaps remain around PDMPs. Each state has a 
separate PDMP, so the administration, technical details, strengths, and weakness of PDMPs vary 
widely across states. Thus, to a large extent, the strengths, weaknesses, and effectiveness of 
PDMPs must be evaluated on a state-by-state basis, because suggestions for improving PDMPs in 
one state may not be applicable to PDMPs in other states. 

On the other hand, all PDMPs share the same general characteristics and so findings related to 
general PDMP attributes (e.g., ease of registration and use, data accuracy and timeliness) do 
likely generalize across states. In addition, social and professional norms (i.e., physicians’ and 
pharmacists’ beliefs and attitudes about PDMPs) are also likely to be an important determinant of 
PDMP use and effectiveness, but these concepts have so far been relatively unexplored. Most 
prior research on barriers to PDMP use has focused on state-specific technical and logistical 
barriers (e.g., website design, registration processes, etc).6-9 

California has the nation’s oldest prescription drug monitoring program. CURES was established 
in 1939. An electronic interface that prescribers and pharmacists could search in real time was 
implemented in 2009, but the CURES program was de-funded in 2011 due to state budget cuts. 
In September 2013, California enacted a new law to update CURES. This law (SB-809) provided 
a dedicated funding source for CURES. It also required CURES to streamline the registration 
process and mandated registration for dispensers and DEA-licensed prescribers. The bill did not 
specifically define all of the features that needed to be part of the CURES upgrade. Nevertheless, 
as part of the upgrade, CURES personnel added the following new features:  streamlined 
electronic registration process, automatic alerts for certain high risk prescribing practices, ability 
to send peer-to-peer messages within CURES, ability to flag patient-provider agreements in 
CURES, and ability for CURES users to identify delegates who can initiate CURES patient 
reports. The bundle of upgrades authorized by SB-809 is collectively referred to as “CURES 2.0.” 
The current CURES home page can be accessed at the following web address: 
https://oag.ca.gov/cures. 

To evaluate the impacts of CURES 2.0, a representative, statewide survey of California physicians 
and pharmacists was conducted by University of California, Davis researchers in collaboration 
with the California Department of Public Health. The survey focused on physicians and 
pharmacists because these two professions comprise over 80% of all CURES users and because 
they represent the two primary categories of CURES users, prescribers and dispensers. Surveys 
were completed between August 2016 and January 2017. Data collection started after California 
implemented mandatory CURES registration (July 1, 2016), in order to ensure that all 
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respondents had a chance to register for CURES prior to the survey. The primary survey goals 
were as follows: 

 To assess attitudes and beliefs about controlled substance misuse and abuse among 
California physicians and pharmacists 

 To assess compliance with mandatory CURES registration 

 To evaluate the impact of changes made as part of CURES 2.0 

 To evaluate beliefs, attitudes, and social and professional norms related to using CURES 

 To elicit suggestions and identify priority areas for further improvement of CURES 

This report provides a detailed account of the survey methodology and a descriptive account of 
survey results. More detailed analysis of predictors of intent to use CURES and of the responses 
to an open-ended survey question will be published separately. The intended audience for this 
report includes the California Departments of Justice and Public Health, California state licensing 
and regulatory boards, California physicians and pharmacists, as well as researchers and public 
health officials in other states. 

FUNDING AND ACKNOWLDGEMENTS 

This survey was funded by the Harold Rogers Prescription Drug Monitoring Program (BJA 
cooperative agreement 2015-PM-BX-K001 awarded to the California Department of Justice) and 
the Prevention for States program (CDC cooperative agreement 1U17CE002747 awarded to the 
California Department of Public Health). Neither funding agency had any input into the design 
or conduct of this survey, or into the analysis of results. The final decision about what to publish 
in this report rested solely with the listed report authors. 

The authors gratefully acknowledge the advice, cooperation and in-kind support provided by 
staff from the California State Board of Pharmacy, the Medical Board of California, and the 
Osteopathic Medical Board of California, without which this survey would not have been 
possible. 

METHODS 

Survey development 

This survey was developed and conducted by the University of California Davis in collaboration 
with the California Department of Public Health, and with cooperation from the California State 
Board of Pharmacy, the Medical Board of California (MBC), and the Osteopathic Medical Board 
of California (OMBC). 

Survey questions assessed the following topics:  demographics and prescribing / dispensing 
practice patterns, concern about prescription drug misuse and abuse, beliefs about CURES 
effectiveness, CURES registration status, barriers to CURES registration and use, beliefs about 
professional norms, social norms, and moral obligations regarding CURES, questions about 
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specific features of CURES 2.0, need for additional training on how to use CURES, and 
comparing CURES 2.0 versus CURES 1.0. Survey questions were informed in part by reviewing 
previously published PDMP surveys.6-9 Questions for allopathic and osteopathic physicians were 
identical; questions for pharmacists were very similar to questions for physicians, but asked 
about dispensing or managing rather than prescribing controlled substances. In order to reduce 
respondent fatigue, skip logic was used so that, to the extent possible, prescribers only answered 
questions relevant to their practice. For example, physicians who reported not having a DEA 
license (and so were not eligible to register for CURES) did not answer questions about CURES, 
and physicians who reported not being registered for CURES did not answer questions about 
how often they checked CURES. An open-ended question asking “Is there anything else you 
would like to tell us about CURES? (e.g., problems, recommendations)” was also included. The 
survey was web-based and was hosted by Qualtrics (Provo, UT), an online survey program. The 
complete physician and pharmacist surveys are shown in Appendix A and B, respectively. 

Survey questions were reviewed by the study team and approved by the 3 regulatory boards. 
Community physicians and pharmacists not related to the study pilot tested the survey to 
identify any ambiguous questions and technical problems with the web interface. This project 
was reviewed by the University of California Davis Institutional Review Board and deemed to be 
program evaluation rather than human subjects research. 

Sampling strategy 

The survey sample was all pharmacists and allopathic physicians with licenses expiring on 
November 30, 2016 and all osteopathic physicians with licenses expiring on December 31, 
2016. Licenses in California must be renewed every 2 years and expire at the end of the 
licensee’s birth month; for osteopathic physicians, licenses must be renewed every 2 years and 
expire 6 times a year based on licensee birth month. Therefore, the sample comprised a quasi-
random sample of one-twenty-fourth of all California pharmacists (n = 1626) and allopathic 
physicians (n = 5701) and one-twelfth of all California osteopathic physicians (n = 577). 

Initial survey invitations were mailed from each regulatory board between August and October, 
2016 and were included in the same envelope as the licensee’s license renewal paperwork. One 
or two additional reminders were sent by mail from the survey team; an additional reminder 
letter was mailed from each regulatory board using envelopes showing that board’s return 
address. Allopathic physicians also received several email reminders. The OMBC and the State 
Board of Pharmacy do not maintain licensee email addresses and so could not send out email 
reminders. All survey materials included the logos of both the University of California Davis and 
the applicable regulatory board. A detailed timeline of the survey reminder schedule for each 
survey is shown in Appendix C. All surveys were closed on January 31, 2017. Licensees were 
advised that participation was voluntary and that their individual responses would not be shared 
with the regulatory boards. All surveys were completed on the web. Respondents could access 
the survey by typing in a short web address, scanning a QR code on their cell phone, or clicking 
on a survey link on the appropriate regulatory board’s web page. Licensees were required to type 
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in their license number before starting the survey. This approach prevented licensees from taking 
the survey multiple times, restricted respondents to licensees in the sample, and allowed us to 
keep track of respondents in order to avoid sending reminders to licensees who had already 
completed the survey. 

Statistical analysis 

All surveys opened with 2 items assessing respondents’ concern about prescription drug misuse 
and abuse. Because physicians without a DEA license were screened out after these 2 items, 
physicians who completed these 2 survey items were considered responders for purposes of 
calculating overall survey response rate. To assess for response bias, the demographic and 
training characteristics of responders and non-responders were compared using aggregate data 
obtained from each regulatory board. Descriptive statistics (means and standard deviations for 
continuous measures, proportions for ordinal and Likert-type items) were calculated for each 
survey item. Responses from allopathic and osteopathic physicians were combined for all 
analyses; differences between allopathic and osteopathic physicians were not investigated. 

Path analysis 

A subset of items was also used to conduct a path analysis to identify factors associated with 
physicians’ and pharmacists’ intent to use CURES during the next 3 months. Path analysis is a 
statistical method for modeling and evaluating causal associations between variables.10 Full 
details of this analysis will be published elsewhere, and so are not repeated in this report. 

Qualitative analysis 

Responses to the open-ended survey question were analyzed using content analysis followed by 
thematic analysis. For the content analysis, two investigators independently reviewed responses 
to identify content categories that emerged from the data. Investigators met weekly to discuss 
provisional categories, refine definitions, and discuss challenging cases. Codes were developed 
and reviewed jointly to ensure coding consistency while minimizing investigator bias. 
Disagreements were resolved by discussion, resulting in a final list of 18 codes. Both investigators 
independently coded responses using the final list of codes and compared results until they 
could apply codes reliably with high levels of agreement on a 5% sample of all open-ended 
responses. The remaining responses were each coded by one investigator; both investigators 
reviewed all comments where coding was considered ambiguous. The prevalence of each content 
category was assessed separately for physicians and pharmacists; the final list of codes was 
identical for both groups of respondents. Open-ended responses varied in length from a few 
words to a few paragraphs; therefore, coding categories were exhaustive but not mutually 
exclusive. For example, if a single response mentioned three different categories, that response 
was assigned to all three categories. 
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For the thematic analysis, investigators reviewed responses for each code to identify categories 
and themes that occurred within the responses. Crosscutting categories and themes were 
identified and discussed. Based on this analysis, codes were collapsed into larger themes. 

RESULTS AND DISCUSSION 

Response rate and sample representativeness 

The survey received 1904 responses, for an overall response rate of 24%. As shown in Table 1, 
the response rate for pharmacists was substantially higher than rates for physicians. Detailed 
comparison of survey responders versus non-responders is shown in Table 2. Overall, 
characteristics for responders and non-responders were similar. Compared to non-responders, 
responders were older and more likely to be white or Asian / Pacific Islander. Physician 
responders were more likely to report psychiatry or emergency medicine as their primary 
specialty and to have a California address of record. Pharmacist responders were more likely to 
have a BS degree than a PharmD degree; this difference likely reflects the age difference between 
responders and non-responders, because PharmD became the required entry-level pharmacist 
degree in 2003. 
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Table 1. Survey response rates 

Item Pharmacists MBC OMBC All physicians Total 

Responses 498 1289 117 1406 1904 

Invitees
a
 1626 5701 577 6278 7904 

Response rate (%) 30.6 22.6 20.3 22.4 24.1 
a
Pharmacy and MBC samples included licensees with out of state addresses. OMBC 

sample included only licensees with California addresses. 

A major strength of this survey was collaboration with and support from the State Board of Pharmacy, 
OMBC, and MBC. Cooperation from these boards made it possible to survey a representative, statewide 
sample of physicians and pharmacists, to achieve a higher response rate than prior web-based surveys of 
prescription drug monitoring programs,8,11 and to compare characteristics of responders and non-
responders to assess sample representativeness and possibility of response bias. As shown in Table 2, 
physician responders were slightly more likely to report specialties that commonly prescribe 
controlled substances (e.g., emergency medicine, psychiatry, internal medicine, family medicine, 
and anesthesiology). However, responders and non-responders were otherwise similar, 
suggesting that the sample is likely to be representative of California pharmacists and physicians 
despite a response rate that is lower than traditional paper surveys delivered by U.S. mail. 
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Table 2. Comparison of responder and non-responder characteristics.  

Physicians 
f 

Pharmacists

Responders Non-Responders Responders Non-Responders 

Item Response n = 1406 n = 4872 n = 497 n = 1119 
a 

Gender (n, %) Gender (n, %) 

Male 908 64.6 3152 64.7    Male 207 41.7 439 39.2 

Female 498 35.4 1719 35.3    Female 290 58.4 680 60.8 
b

Mean age, Years (SD)  56.7 (13.0) 52.7 (14.1) Mean age, Years (SD) 48.9 (13.6) 44.8 (13.8) 
c

Foreign medical graduate (n,%)  289 22.4 1065 24.1 
d 

Race and ethnicity (n, %) Degree type (n, %)
g 

White 672 47.8 1843 37.8    PharmD 332 66.8 868 77.6 

Black 40 2.8 126 2.6    BS 165 33.2 251 22.4

 Asian/Pacific Islander 389 27.7 1571 32.2 

Hispanic 40 2.8 226 4.6 Pharmacy school (n, %) 

Other 16 1.1 26 0.5    Foreign school 61 12.3 89 8.0 

Decline to state 198 14.1 764 15.7    US school 436 87.7 1030 92.1 

Missing 51 3.6 316 6.5    California school 251 50.5 644 57.6 

e
Primary specialty (n, %)

 Internal medicine 186 13.2 589 12.1

 Family medicine 175 12.4 503 10.3

 Psychiatry 116 8.3 250 5.1

 Emergency medicine 93 6.6 185 3.8

 Anesthesiology 78 5.5 228 4.7

 OBGYN 55 3.9 207 4.2

 Pediatrics 84 6.0 295 6.1

 Pain medicine 10 0.7 23 0.5

 Radiology 53 3.8 241 4.9 

Current license 1390 98.9 4450 91.3 

c
California address  1123 87.1 3419 77.5 California address 444 89.2 974 86.4 
a
1 missing value; 

b
weighted average of osteopathic and allopathic physician data; 

c 
Reported for allopathic physicians only (1,289 responders; 

4,412 non-responders);
 d 

Categories not mutually exclusive; 
e 
Categories are mutually exclusive; only results for the most common specialty 

categories are shown;
 f
 Data missing for 10 pharmacists; 

g 
PharmD became the required entry-level degree in 2003. 
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Respondent characteristics 

All California pharmacists were required to register for CURES by July 1, 2016. According to 
California’s mandatory CURES registration law (SB-809), only physicians authorized to prescribe 
controlled substances (i.e., physicians who are licensed in California and who have a DEA license 
assigned to a California address) are required to register for CURES. Of the physicians surveyed, 
91% (n = 1275) reported having a DEA license to prescribe controlled substances, and 78% (n = 
995) of physicians with a DEA license reported currently prescribing controlled substances in 
their practice. Physicians who self-reported not having a DEA license did not answer any further 
survey questions, because they are not eligible to register for or use CURES. The survey did not 
prompt physicians to specify whether their DEA license was assigned to an address in California. 
Thus, it is not possible to determine exactly how many physician respondents had DEA licenses 
associated with a California address and so were required to register for CURES under SB-809. 

Analysis of answers to the open-ended survey question indicated that a large proportion of the 
22% of physicians who reported not prescribing controlled substances were retired or not in 
active clinical practice. Nineteen percent of all physician respondents commented that that they 
felt CURES was not relevant to their practice, and about half of these responses indicated that 
this lack of relevance was due to the physician being retired or working outside of California. 

Table 3 shows respondent demographics (excluding physicians who reported not having a DEA 
license to prescribe controlled substances).  Physician respondents were predominantly male and 
white; pharmacist respondents were predominantly female. Pharmacists were 47% Asian and 
42% white. Physicians were slightly older than pharmacists. 
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Table 3. Respondent demographics
   Physicians   Pharmacists 

a
 n = 1275    n = 482 

Item Response n % n % 

Gender 

 Male 734 63.9 193 43.3

 Female 407 35.4 251 56.3

 Other 8 0.7 2 0.4 

Did not respond 126 36 

Ethnicity 

Not Hispanic or Latino 1034 93.0 421 97.7 

Hispanic or Latino 78 7.0 10 2.3 

Did not respond 163 51 

Race and Ethnicity 

American Indian or Alaskan Native 6 0.5 4 0.9 

Asian 272 24.6 206 47.1 

Black or African American 34 3.1 9 2.1 

Hawaiian or Pacific Islander 14 1.3 5 1.1 

White 694 62.7 184 42.1 

Other 86 7.8 29 6.6 

Did not respond 169 45 

Mean SD Mean SD 

Respondent age (years) 55 12.9 49 13.4 

Did not respond (n) 152 45 

Years in practice 23 13.2 21 13.7 

Did not respond (n) 139 37 
a
Physicians who reported having a DEA license 

Table 4 shows physician-reported specialty and pharmacist-reported practice location. The most 
common physician specialties were adult primary care (i.e., internal medicine and family 
medicine) and surgical specialties. The most common pharmacist practice location was chain 
pharmacy (31%), followed by hospital (26%). Nine percent of pharmacists reported not being 
involved in patient care. Twelve percent of pharmacists noted in the open-ended survey question 
that CURES was not relevant to their practice, and many of these specified that CURES was not 
relevant to their practice because they only dispensed controlled substances in the hospital 
setting. 
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Table 4. Practice specialties and dispensing sites of survey respondents
   Physicians    Pharmacists 

  n = 1275
a

  n = 482 

Item Response n % n % 

Specialty 

Anesthesiology and pain medicine 81 7.2 

Emergency medicine 98 8.7 

Pediatrics 94 8.3 

Adult primary care 454 40.1 

Psychiatry 110 9.7 

Surgical specialty 166 14.7 

Other 128 11.3 

Did not respond 144 

Dispensing Site 

Chain pharmacy 137 30.8 

Hospital 116 26.1 

Independent pharmacy 67 15.1 

Mass merchandiser 3 0.7 

Supermarket 21 4.7 

Other patient care practice 60 13.5 

Other non-patient care 41 9.2 

Did not respond 37 
a
Demographic counts available for physicians who reported having a DEA license 

Prescribing and dispensing practices 

The survey included several items designed to gauge how often respondents prescribed or 
dispensed controlled substances. Based on respondents’ description of their clinical practice 
patterns, physicians who reported prescribing any controlled substances were estimated to 
prescribe to a mean of 55 patients per month (median=35, interquartile range 22-65). 
Pharmacists were estimated to dispense or manage a mean of 760 controlled substance 
prescriptions per month (median=522, IQR 196-1044). 

Respondents were also asked about changes in their prescribing and dispensing practices over 
the past 3 months. As shown in Table 5, 31% of physicians and 20% of pharmacists reported 
prescribing / dispensing fewer controlled substances, respectively. Very few respondents 
indicated that they had prescribed / dispensed more controlled substances over the past 3 
months.  
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Table 5. How have your prescribing / dispensing practices changed in the last 3 months? 
 Physicians    Pharmacists 

a
  n = 1275    n = 482 

Item Response n % n % 

Prescribe (dispense) far fewer controlled substances 137 11.6 24 5.4 

Prescribe (dispense) fewer controlled substances 231 19.6 65 14.7 

No change 800 68.0 321 72.5 

Prescribe (dispense) more controlled substances 8  0.7  31 7.0 

Prescribe (dispense) far more controlled substances 0 0.0 2 0.5 

Did not respond 99 39 
a
Physicians who reported having a DEA license. 

Respondents who reported any change in practice were then asked about the reasons for this 
change (Table 6). For physicians, increased professional awareness of risks and benefits was by 
far the most commonly cited reason for changes in prescribing, and was endorsed by 65% of 
physicians who reported a recent change in their prescribing practices. Other common reasons 
cited by physicians were new clinical guidelines (47%) and increased patient awareness of risks 
and benefits (37%). The majority of pharmacists (55%) also cited increased professional 
awareness. For pharmacists, information from CURES was the most common reason endorsed 
for changes in their dispensing practices (63%); only 25% of physicians endorsed this factor. 
Other commonly cited reasons pharmacists endorsed for changing dispensing habits were 
increased professional awareness of risks and benefits (55%) and new clinical guidelines (35%). 
Among physicians who endorsed “other” reasons, most cited either increased concern about 
opioid risks or working in a setting that did not involve controlled substance prescribing. These 
results suggest that access to CURES has a major effect on pharmacist dispensing practices, and that 
increased professional awareness of risks and benefits plays a major role in decreased prescribing 
/dispensing for both physicians and pharmacists. 
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Table 6. What factors led you to change your prescribing / dispensing practices 
[Check all that apply]? 

Physicians Pharmacists 
a 

n = 376
a 

n = 122

n % n  % Item Response 

Change in practice location or patient mix 90 24.1 36 28.8 

Increased professional awareness of risks, benefits, and 
other solutions 

243 65.2 67 54.9 

New clinical guidelines and recommendations 175 46.9 43 35.2 

CURES providing greater access to patient prescription 
drug  history 

94 25.2 77 63.1 

Increased patient awareness of risks and benefits 136 36.5 38 31.1 

Medico-legal ramifications 103 27.6 14 11.5 

Other 55 14.8 14 11.5 
a
Respondents who reported a change in their prescribing or dispensing habits 

were eligible to answer this question.  

Attitudes about use, misuse, and abuse of controlled substances 

The first two survey items assessed respondents’ attitudes about prescription drug misuse and 
abuse. Table 7 shows that 87% of physicians and 93% of pharmacists reported being at least 
moderately concerned about prescription drug misuse and abuse in California; 44% of 
physicians and 62% of pharmacists were extremely concerned about prescription drug misuse 
and abuse in California. Overall, respondents were slightly less concerned about prescription 
drug misuse in their local community compared to the state overall, and pharmacists were 
substantially more concerned about prescription drug misuse and abuse than physicians. 

Table 7. How concerned are you about prescription drug misuse and abuse among 
patients in: 

Physicians Pharmacists 

n = 1401
a 

n = 482
a 

Practice Practice
   California     California 

Community Community 

Item Response n % n % n % n % 

Not concerned at all 42 3.0 65 4.7 2 0.4 9 1.9 

Slightly concerned 137 9.8 230 16.5 34 7.1 60 12.6 

Moderately concerned 603 43.4 570 41.0 148 30.8 147 30.9 

Extremely concerned 609 43.8 525 37.8 296 61.7 260 54.6 

Did not respond 10 11 2 6 

a
All respondents were eligible to answer these items, including physicians who reported 

that they did not have a DEA license.  
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The survey also included items about the perceived benefits and risks of controlled substances in 
California (Figures 1 and 2). Physicians and pharmacists provided similar estimates about 
perceived benefits and risks for California overall. Based on the responses shown in Figures 1 
and 2, the mean estimate for both physicians and pharmacists was that about one-third of 
patients taking controlled substances in California misused or abused them, whereas fewer than 
60% of patients taking controlled substances in California benefited from them  

Figure 1. Percent of California patients perceived to misuse or abuse controlled 
substance medications 
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Figure 2. Percent of California patients perceived to benefit from controlled substance 
medications 
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Respondeents were thhen asked theese same queestions speciifically abouut their own patients. Botth 
physicianns and pharmmacists estimmated that thhe rate of missuse and abuuse was subsstantially lowwer 
among thheir patients compared to all Californnia patients (Figures 3 aand 4). This difference mmay 
indicate tthat responddents think their own paatients have llower risk off misuse or aabuse, or thaat 
respondeents considerr themselvess to have safeer or more cautious presscribing habiits than typiccal 
physicianns and pharmmacists in Caalifornia. 

Figure 3. Physicians: What percent of your owwn patients ((compared wwith Californiia patients) 
taking coontrolled subbstance medications do yyou feel misuuse or abusee them? 
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Figure 4. Pharmacistss: What perccent of your oown patientss (compared with Califorrnia patients)) 
taking coontrolled subbstance medications do yyou feel misuuse or abusee them? 
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When askked about patient benefiit, physicianns estimated that a higherr proportionn of their pattients 
benefitedd from controolled substannces comparred to the staate average ((Figure 5). 

Figure 5. Physicians: What percent of your owwn patients ((compared wwith Californiia patients) 
taking coontrolled subbstance medications do yyou feel beneefit from them? 
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In contraast, pharmacists estimateed that a lowwer proportioon of their paatients benefited comparred 
to the staate average (FFigure 6). Thhis differencce between ppharmacists aand physiciaans may be ddue 
to the facct that physiccians have mmore detailedd clinical infoormation onn their patiennts (compareed to 
pharmaciists) or that physicians aare more incllined to pressume that prrescriptions they write arre 
helping ttheir patientss. 

Figure 6. Pharmacistss: What perccent of your oown patientss (compared with Califorrnia patients)) 
taking coontrolled subbstance medications do yyou feel beneefit from them? 
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Awareness of CURES and CURES registration requirement 

Tables 8 and 9 show rates of awareness of CURES and CURES registration status, respectively. 
Nearly all pharmacists and 92% of physicians reported that they had heard of CURES. Among 
respondents who were required to register for CURES, 82% of physicians and 96% of 
pharmacists reported that they were either registered or in the process of registering for CURES. 
Only 18 pharmacists were not registered or in the process of registering, and 16 of these 
reported that they were likely or very likely to register for CURES in the next 3 months. Of the 
231 physicians who were not registered, 70% reported that they were likely or very likely to 
register for CURES in the next 3 months. These results indicate that pharmacists have near perfect 
compliance with mandatory CURES registration. In contrast, only about 82% of DEA-licensed 
physicians reported compliance with mandatory CURES registration, though 94% of physicians were 
either registered or indicated that they were likely to register in the next 3 months. 

Table 8. Have you heard of CURES? 
Physicians Pharmacists 

n = 1275
a 

n = 482 

Heard of CURES? n % n % 

Yes 1156 92.0 464 98.5 

No 101 8.0 7 1.5 

Did not respond 18 11 
a
Physicians who reported having a DEA license. 

Table 9. Are you registered for CURES? 
Physicians     Pharmacists 

a
  n = 1275    n = 482 

CURES Registration n % n % 

Yes 988 78.7 445 94.7 

No 128 10.2 11 2.3 

Registration in process 37 2.9 7 1.5 

Do not know 103 8.2 7 1.5 

Did not respond 19 12 
a
Physicians who reported having a DEA license. 

Tables 10 and 11 show additional information for respondents who had not yet registered for 
CURES, or who did not know their registration status. Among non-registered physicians, the 
majority (71%) were not aware that CURES registration was mandatory for DEA-licensed 
physicians. Separately, 71% of non-registered physicians reported that they were likely to 
register for CURES in the next 3 months. Among DEA-licensed physicians who were not 
registered and who reported being unlikely or very unlikely to register for CURES in the next 3 
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months, nearly half had addresses outside of California (46%; n = 31 of 68). Many physicians 
with addresses outside California likely also have DEA licenses with non-California addresses, 
and so are not covered by the mandatory CURES registration requirement. 

Table 10. Are you aware that registering for CURES is mandatory for…?
   Physicians

a
 Pharmacists

a

    n = 231   n = 18 

CURES Registration n % n % 

Yes 65 28.8 8 52.9 

No 161 71.2 9 47.1 

Did not respond 5 1 
a
Respondents who reported they had not registered, or did not know if they were 

registered, were eligible to answer this item. 

Table 11. How likely are you to register for CURES within the following 
month? 

a
   Physicians

a
  Pharmacists

    n = 231    n = 18 

Item Response 

Extremely unlikely 

Unlikely 

Likely 

Extremely likely 

Did not respond 

n 

35 

33 

76 

82 

5 

% 

15.5 

14.6 

33.6 

36.3 

n 

1 

1 

5 

9 

2 

% 

6.3  

6.3  

31.3 

56.3 

a
Respondents who reported they had not registered, or did not know if they 

were registered, were eligible to answer this item. 

Past and future CURES use 

Table 12 shows how long respondents reported having used CURES. Based on the timing of 
survey administration, those who had been using CURES for 7 months or more likely registered 
at least a few months prior to implementation of mandatory registration on July 1, 2016. Overall, 
pharmacists reported having used CURES for longer than physicians. Over half (54%) of 
pharmacists reported using CURES for more than a year, and 70% reported using CURES for 7 
months or more. In contrast, only 33% of physicians reported using CURES for more than a 
year, and 49% of physicians reported using CURES for 7 months or more. Forty percent of 
physicians indicated they had been using CURES for 6 months or less, suggesting that physicians 
were more likely to register at or near the mandatory registration deadline. These results indicate 
that pharmacists have been using CURES longer than physicians and were more likely to have registered 
for CURES before mandatory registration went into effect. 
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Table 12. How long have you been using CURES?

   Physicians
a 

Pharmacists
a

   n = 988    n = 445 

Item Response n % n % 

Less than 3 months 287 29.4 70 15.8 

4 to 6 months 210 21.5 61 13.7 

7 months to 1 year  158 16.2 75 16.9 

More than 1 year 321 32.9 238 53.6 

Did not respond 12 1 
a
Respondents who reported they had registered were eligible to answer this 

item. 

Table 13 indicates respondents’ expected likelihood of using CURES at least once in the next 3 
months. Overall, pharmacists were much more likely than physicians to report planned use of 
CURES in the next 3 months. Some of this difference may be due to physicians’ and pharmacists’ 
different roles regarding controlled substances.  

Table 13. How likely are you to use CURES at least once in the next 3 
months? 

Physicians
a 

Pharmacists
a 

n = 1025 n = 452 

b 
Item Response n % n 

Extremely unlikely 233 23.1 93 

Unlikely 238 23.6 76 

Likely 240 23.8 75 

Extremely likely 296 29.4 205 

Did not respond 18 3 

% 

20.7 

16.9 

16.7 

45.7 

a
Respondents who reported they had registered, or were in process, were 

eligible to answer this item. 

Barriers to CURES registration and use 

Table 14 describes barriers to registration among physicians and pharmacists who were not 
already registered for CURES. Most physicians reported that they knew how to register for 
CURES; however, 29% indicated that they had more important things to do than registering for 
CURES and only 19% reported that the registration process takes little time, indicating that lack 
of importance and time required for registration were the most commonly reported barriers to 
registration for physicians. In contrast, only 13% of physicians reported encountering technical 
problems when trying to register. Given the small number of pharmacists not registered for 
CURES, it is difficult to draw meaningful conclusions about barriers to registration among 
pharmacists. 
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Table 14. Please indicate the extent to which you agree with the following: 
a 

Physicians
a 

Pharmacists

n = 231 n = 18 

Item Response n 
b 

% n 
b 

%

I have other problems that are more important than 
registering for CURES 65 29.4 7 43.8 

I know how to go about registering for CURES 123 55.1 7 43.8 

Every time I try to register for CURES, something goes 
wrong 29 13.2 6 37.6 

Registering for CURES takes little time 41 18.7 4 35.1 

I don’t have access to a computer or the internet where 
I practice 10 4.4 2 12.5 

a
Respondents who reported they had not registered, or did not know if they were 

registered, were eligible to answer this item. 
b
Percent of respondents indicating they 'somewhat agree' or 'strongly agree' with item. 

For respondents who reported being registered for CURES, the survey included several items 
related to the logistics of accessing and checking CURES. Table 15 shows results for items related 
to accessing CURES. Overall, physicians reported more difficulty accessing CURES than did 
pharmacists. For example, 43% of physicians rated registering for CURES as “difficult” or “very 
difficult” compared to 32% of pharmacists. Other than CURES registration, pharmacist and 
physicians indicated that remembering security questions was the most common barrier to 
accessing CURES, with 31% of physicians and 29% of pharmacists indicating that remembering 
passwords was difficult or very difficult. In the open-ended question, 7% of all physician 
respondents and 5% of all pharmacist respondents commented on barriers to accessing CURES, 
such as difficulties with registration and the time required to access CURES. 
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Table 15. How difficult are the following in CURES? 
 Physicians   Pharmacists 
 n = 1025

a
 n = 452

a 

Item Response n 
b 

% n 
b 

%

Registering for CURES 427 42.8 145 32.3 

Logging in to CURES 275 28.3 55 12.53 

Resetting your password 291 30.4 105 23.92 

Remembering security questions 301 31.4 128 28.96 
a
Respondents who reported they had registered, or were in process, were eligible 

to answer this item. 
b
Percent of respondents indicating item was 'difficult' or 'very difficult'. 

Table 16 shows results of items designed to assess non-logistical barriers to using CURES. One 
quarter (25%) of pharmacists and nearly one-third (32%) of physicians agreed or strongly agreed 
that CURES was not relevant to their practice. Pharmacists who were practicing in a hospital, a 
non-clinical setting, or some “other patient care practice” (see Table 4 above) were more likely to 
agree or strongly agree that CURES was not relevant to their practice than pharmacists working 
in retail settings (i.e., chain, supermarket, independent or mass merchandiser). Compared to 
pharmacists, physicians were more likely to agree that CURES was not easy to use, and to agree 
that they did not know how to use CURES. Very few physicians (9%) and pharmacists (2%) 
agreed that CURES is not helpful. 

Table 16. Please indicate the extent to which you agree with the following: 
Physicians  Pharmacists  

a 
n = 988 n = 445

a 

Item Response n 
b 

% n 
b 

%

CURES is helpful 594 60.1 356 80.0 

CURES is not relevant to my practice 302 30.6 108 24.2 

CURES is easy to use 320 32.4 264 59.3 

I don't know how to use CURES 194 19.7 31 6.9 

CURES is checked by someone else in the office  107 10.8 60 13.5 

I have limited or no access to CURES while I practice 112 11.3 45 10.1 
a
Respondents who reported they had registered for CURES were eligible to answer this 

item. 
b
Percent of respondents indicating they 'agree' or 'strongly agree' with item. 

Patterns of CURES use 

Table 17 shows frequency of CURES use reported by respondents. Pharmacists reported using 
CURES more often than physicians. Only 30% reported that they had never used CURES during 
the past 3 months, and 48% indicated that they used CURES at least daily. In comparison, 44% 
of physicians reported that they never used CURES, and only 14% reported using CURES at least 
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daily. These results are consistent with the general finding that pharmacists are more likely to 
register and use CURES than are physicians. 

Table 17. On a typical day when you prescribe (dispense or manage) 
medications, how many times do you use CURES to look up a patient’s 
controlled substance medication history? 

   Physicians Pharmacists
a 

    n = 1025
a 

  n = 452

Item Response n % n % 

Never  431 44.5 129 29.6 

Less than once a day 398 41.1 98 22.5 

1-2 times a day  104 10.7 120 27.5 

3-5 times a day  24 2.5 36 8.3 

6+ times a day 11 1.1 53 12.2 

Did not respond 57 16 
a
Respondents who reported they had registered for CURES, or that their 

registration was in process, were eligible to answer this item. 

The survey included several items asking respondents the percentage of time they checked 
CURES when prescribing or dispensing a controlled substance, for those who report checking 
CURES at least once in the last 3 months. Figure 7 shows these results graphically for physicians 
and pharmacists. For physicians, 28% indicated that they check CURES for least 50% of the 
patients to whom they prescribe controlled substances. For pharmacists, 36% indicated that they 
check CURES for at least 50% of the controlled substance prescriptions they dispense or manage. 
Although the question did not distinguish between short-term and long-term opioid use, the 
pattern of CURES use reported by physicians is likely below what would be observed when 
CURES use becomes mandatory for prescribers in 2018. 

Figure 7. When a controlled substance was prescribed, for what percentage of patient visits 
(physicians) or prescription fills (pharmacists) did you review CURES information (last 3 months)? 
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Figure 8 shows physician responses to items asking them to indicate the proportion of time that 
checking CURES altered their prescribing decision. 

Figure 8. What percent of the time did the information you obtained from CURES alter your 
prescribing decision (during the past 3 months)? 
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Overall, results suggest that checking CURES regularly but infrequently caused physicians to 
change their prescribing decisions. Two-thirds (68%) of physicians reported changing a 
prescribing decision at least once during the past 3 months based on information they obtained 
from CURES; however, 63% of physicians reported that checking CURES only affected their 
prescribing decision in 10% or fewer of the times when they checked CURES. On the other 
hand, 18% indicated that information obtained from CURES affected their prescribing decision 
at least 50% of the time that they checked CURES. Of note, these responses do not account for 
how often physicians checked CURES. In the open-ended response item at the end of the survey, 
4% of physicians indicated that CURES should be checked based on physician or pharmacist 
judgement about the patient. Thus, some physicians likely checked CURES only when they did 
not know a patient or when they suspected prescription drug misuse or observed unusual 
patient behavior. It is likely that physicians who reported changing prescribing decisions 50% or 
more of the time did not check CURES for every patient to whom they prescribed controlled 
substances, and only checked CURES when they already had a high suspicion for prescription 
drug misuse. 

Figure 9 shows analogous survey results for pharmacists, who were asked to estimate the 
proportion of time that checking CURES caused them to either contact the prescriber for more 
information, or to refuse to dispense a controlled substance.  
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Figure 9. Percent of cases for which pharmacists reviewed patient information in CURES (past 3 
months) and altered dispensing decisions. 
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Response patterns were qualitatively similar to physician responses; 86% and 79% of 
pharmacists reported that checking CURES caused them to contact the prescriber or refuse to 
dispense a prescription, respectively, at least once in the prior 3 months. On the other hand, 
42% of physicians and 61% of pharmacists reported that checking CURES caused them to 
contact the prescriber or refuse to dispense, respectively, in 10% or fewer of the times when they 
checked CURES. As with the physicians, these responses do not account for how often 
pharmacists checked CURES, so pharmacists who reported contacting the prescriber in most of 
the cases likely checked CURES only when they had a high suspicion for prescription drug 
misuse. 

Attitudes about the usefulness of CURES 

Table 18 lists the reasons that respondents cited for checking CURES. More than three-quarters 
of physicians and pharmacists endorsed checking CURES prior to prescribing or dispensing a 
controlled substance in order to look for “doctor shopping.” Many respondents also reported 
checking CURES in order to monitor patients on controlled substances or to improve their 
communication with patients. Respondents who answered “other” were given the opportunity to 
type in additional reasons. Many respondents used this open-ended response to note that they 
do not practice in California or that they work only in inpatient settings. Other reasons provided 
by respondents included checking on new patients who request controlled substances, 
evaluating the status of supposedly missing or unfilled prescriptions, helping patients who 
cannot remember their medications, and to review the fill dates of prior prescriptions. 
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Table 18. What are your reasons for checking CURES? [Check all that apply]
    Physicians    Pharmacists

 n = 988
a

  n = 445
a 

Item Response n % n % 

To check on patients prior to dispensing 
or managing a controlled substance  418 78.0 277 89.4

   To look for evidence of “drug seeking”  
To monitor patients on controlled 

substances 
To improve my communication with 

patients regarding controlled 
substances 

465 

365 

258 

86.9 

68.1 

48.1 

257 

246 

187 

82.9 

79.4 

60.3 

Other 35 3.5 28 9.0 
a
Respondents who reported they had registered for CURES were eligible to answer this 

item. 

The survey included multiple items related to respondents’ attitudes and beliefs about CURES. 
Table 19 shows items about the usefulness of CURES for various functions. Overall, pharmacists 
were more likely to report that CURES was useful or very useful than were physicians. Nearly 
90% of pharmacy respondents indicated that CURES was useful or very useful for informing 
clinical decisions, for identifying “doctor shopping” or “pharmacy shopping,” and for identifying 
patients who misuse or abuse prescriptions drugs. Physician responses in these categories ranged 
from 62% to 76%. A majority of pharmacists indicated that CURES was useful or very useful for 
helping manage patients with pain and for building trust with patients. In comparison, 46% of 
physicians felt that CURES was useful or very useful for helping them to manage patients with 
pain, and 37% felt that CURES was useful or very useful for helping them to build trust with 
patients. In the open-ended item at the end of the survey, 7% of all physician respondents and 
4% of all pharmacist respondents noted that CURES was a useful or valuable tool. In contrast, 
2% of physician respondents and 0.4% of pharmacist respondents used the open-ended item to 
convey skepticism that CURES was useful for curbing prescription drug abuse. 

Table 19. How useful to you is CURES for the following: 
Physicians   Pharmacists 

    n = 1025
a

   n = 452
a 

Item Response n 
b 

% n 
b 

%

Helping manage patients with pain 412 45.5 271 64.5 

Helping build trust with patients 333 36.7 243 58.0 

Informing decisions to prescribe, dispense, 
or manage controlled substances  556 61.6 363 86.4 

Identifying patients filling prescriptions from 
multiple doctors and/or pharmacies 685 75.5 374 88.6 

Identifying patients who misuse or abuse 
controlled prescription drugs 672 74.1 370 87.7 

a
Respondents who reported they had registered for CURES, or that their registration was in 

process, were eligible to answer this item. 
b
Percent of respondents indicating they 'useful' or 'very useful' with item. 
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Feedback on CURES 2.0 

An important survey goal was to get feedback about changes made as part of CURES 2.0, in 
order to identify what is working well and to identify areas for further improvement. 
Respondents who reported having used the prior version of CURES were asked to compare 
CURES 2.0 to the prior version. As shown in Table 20, more than 90% of respondents rated CURES 
2.0 as the same or better across all categories. For overall ease of use, 43% of physicians and 47% of 
pharmacists rated CURES 2.0 as an improvement over the prior system. For patient activity 
reports, 36% of physicians and 52% of pharmacists reported that CURES 2.0 was an 
improvement over the prior system. 

Table 20. Compared to the old website, how would you rate the CURES website on the 
following characteristics: 

Physicians
a 

Pharmacists
a 

n = 276 n = 216 

Item 
Response Worse 

  n   %

About the 
same 

   n   %

   Better 

   n  %

Worse 

   n   %

About the 
same 

    n %

Better 

   n   % 

Overall ease 
of use 25 9.1 132 47.8 119 43.1 12 5.6 102 47.2 102 47.2 

Login process 16 5.8 163 58.8 98 35.4 8 3.7 125 57.6 84 38.7 

Patient activity 
reports 27 9.8 151 54.7 98 35.5 10 4.6 94 43.3 113 52.1 

Help desk 
support 19 7.3 181 69.1 62 23.7 11 5.2 141 66.8 59 28.0 

a
Respondents who reported they had used the previous version of CURES were eligible to answer 

this item. 

Respondents were also asked about several specific features that were new to CURES 2.0:  the 
ability to send secure peer to peer messages within CURES, the ability to designate delegates to 
access CURES on one’s behalf, automatic alerts for high risk patients, and the ability to flag 
patients with whom a physician has signed a controlled substance agreement (“compact”). As 
shown in Table 21, most respondents had never heard of these new features. Only 3% of 
pharmacists reported having used each of these new features at least once. Similarly, very few 
physicians reported having used the messaging function (2%), the ability to flag controlled 
substance agreements (3%), the delegate function (5%), or the automatic alerts (5%) at least 
once. 
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Table 21. Are you aware of the following new features in CURES? 

 Physicians   Pharmacists
a

 n = 988
a 

 n = 452

Item Response n 
b 

% n 
b 

%

Sending secure peer-to-peer messages about 
specific patients 755 77.7 308 70.6 

Giving delegates the ability to access to CURES 
on your behalf 665 68.5 331 76.3 

Automatic alerts for high risk patients 721 74.3 319 73.3 
The ability to flag patients who have patient-

provider agreements 671 69.1 Not Applicable 
a
Respondents who reported they had registered for CURES were eligible to answer this item. 

b
Percent of respondents indicating they never heard of the feature. 

When asked whether they felt they needed additional training or education about CURES, 47% of 
physicians and 40% of pharmacists responded affirmatively. The most commonly identified need for 
additional training related to the new advanced features of CURES 2.0. As shown in Table 22, 
physicians most commonly indicated needing additional training or education about flagging 
patients with controlled substance agreements (63%), sending secure messages (54%), and 
running patient activity reports (57%). Pharmacists most commonly indicated needing 
additional training about how automatic reports are generated (68%), sending secure messages 
(76%), and using the delegate feature (55%). 

Table 22. What would you like additional training on? [Check all that apply] 
Physicians  Pharmacists  
n = 949

a 
n = 205

a 

Item Response n %
b 

n %
b 

Registering for CURES 158 24.7 29 13.2 

CURES passwords and security questions 134 20.9 33 15.0 

Running patient activity reports 362 56.6 108 49.1 

Identifying and using CURES delegates from my 
account 301 47.0 121 55.0 

Sending secure messages 345 53.9 167 75.9 

How automatic reports are generated 317 49.5 149 67.7 

Flagging patients who have patient-provider 
agreements 400 62.5 Not Applicable 

Other topics 58 9.1 15 6.8 
a
Respondents who indicated a need for additional training or education about CURES (or 

skipped the item) were eligible to answer this item. 
b
Percent of respondents identifying the topic as needed. 
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Professional attitudes and beliefs related to CURES 

Respondents who reported being registered for CURES had similar responses related to social 
norms, or respondents’ beliefs about their colleagues’ use of CURES. Both physicians (Figure 10) 
and pharmacists (Figure 11) tended to think that the proportion of their colleagues using CURES 
at least weekly was lower than the proportion of their colleagues who ought to be using CURES 
weekly. In other words, respondents felt that some of their colleagues who should be using 
CURES regularly were not doing so.  

Figure 10. Physicians: What percentage of your colleagues do you feel are (or ought to be) using 
CURES at least weekly? 
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Percent of Colleagues Who Are Believed to Be Using (Or Ought to Be 
Using) CURES at Least Weekly 
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Figure 11. Pharmacists: What percentage of your colleagues do you feel are (or ought to be) using 
CURES at least weekly 
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Table 23 summarizes information from Figures 8 and 9 and shows that, on average, pharmacists’ 
estimates of the proportion of their colleagues using CURES were higher than physicians’ 
estimates (means = 49% and 24%, respectively). Similarly, pharmacists had higher estimates 
than physicians for proportion of their colleagues who ought to be using CURES (means = 62% 
and 47%, respectively). As shown in Figures 8 and 9, 19% of physicians and 36% of pharmacists 
felt that their colleagues ought to be using CURES 100% of the time when prescribing or 
dispensing controlled substances. 

Table 23. What percent of your colleagues do you feel… ?

 Physicians   Pharmacists 
   n =1275

a
   n = 482

b 

 Mean   SD Mean    SD 

Item Response   %    %    %     % 

Use CURES at least weekly 23.8   25.9 48.9 35.3 

Ought to be using CURES at least weekly 46.5   37.3 61.6 38.1 
a
Of 1275 total DEA-licensed physicians eligible to answer this question, question 1 (n = 
1100) and question 2 (n = 1088). 

b
Of 482 total pharmacists, question 1 (n = 432) and question 2 (n = 429). 

The questions in Table 24 relate to beliefs about CURES use and regulation. A substantial majority 
of physicians (81%) and pharmacists (91%) agreed that their colleagues should check CURES when 
prescribing or dispensing a controlled substance, respectively. In contrast, only 23% of physicians felt 
that physicians should be required to check CURES when prescribing. The corresponding value for 
pharmacists was 39%, indicating that about two-fifths of pharmacists supported mandatory CURES use 
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for their colleagues. The survey did not directly ask pharmacists about requirements for physicians 
(or vice versa). In the open-ended question, 3% of pharmacists commented that prescribers 
should use CURES more often. 

Table 24. Should physicians / pharmacists… 
Physicians Pharmacists 
n = 1275

a 
n = 482

a 

Item Response n 
b

%  n 
b 

%

Check CURES when prescribing / dispensing a 
controlled substance? 

728 80.6 367 91.3 

Be required to check CURES when prescribing / 
dispensing a controlled substance 

218 22.6 152 39.2 

a
Total DEA-licensed physicians and pharmacists eligible to answer. 

b
Percent of respondents who answered “yes” to this item 

While the survey was being administered, California passed a new law that, when implemented, 
will require physicians (and other prescribers) to use CURES when prescribing controlled 
substances (SB-482). Some survey reminders to physicians mentioned this new law in order to 
increase physician survey response rates. To evaluate whether passage of the new law (or the 
survey reminders mentioning the new law) affected results, we analyzed survey responses to the 
items in Table 24 based on the date that physician respondents took their survey. Seventy-six 
percent of physicians who took the survey before the Governor signed SB-482 agreed that 
physicians should check CURES prior to prescribing a controlled substance, compared to 83% of 
physicians who took the survey after the Governor signed SB-482. Only 19% of physicians who 
took the survey before the new law was signed agreed that physicians should be required to 
check CURES prior to prescribing a controlled substance, compared to 25% of physicians who 
took the survey after the new law was signed. Thus, we found no evidence of a “backlash” by 
physicians in response to SB-482. In contrast, physicians who took the survey after the new law 
was signed were more likely to agree that physicians should be required to check CURES before 
prescribing controlled substances. 

Table 25 shows results for survey items relating to respondents’ professional and moral 
obligations to use CURES. Pharmacists indicated greater obligations to use CURES than did 
physicians, though a majority of physicians did agree that they had a professional responsibility 
to check CURES and that checking CURES when prescribing controlled substances is the right 
thing to do. Over two-thirds of pharmacists (69%) agreed that checking CURES was considered 
standard of care, compared to 40% of physicians. In contrast relatively few respondents agreed with 
negatively worded items on this topic. 
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Table 25. Please indicate the extent to which you agree with the following…a 

Physicians  Pharmacists
a

  n = 1275
a 

 n =482

Item Response n 
b

%  n 
b 

%

I have a professional responsibility to check CURES when 
prescribing /dispensing controlled substances 

Checking CURES when prescribing / dispensing controlled 
substances is the right thing to do 

Using CURES when prescribing / dispensing controlled 
substances is considered standard of care 

Prescribing / dispensing controlled substances without 
checking CURES would be morally wrong 

Checking CURES when prescribing /dispensing controlled 
substances is NOT a necessary part of my job 

623 52.6 353 77.6 

710 60.0 368 80.7 

446 37.9 310 68.7 

190 16.2 142 31.5 

290 24.7 59 13.1 

a
Physicians who reported having a DEA license (valid denominator n per item ranged from 1171-
1184) and pharmacist respondents (valid denominator n per item ranged from 451-456) were 
eligible to answer this item. 

b
Percent of respondents indicating they “agree” or “strongly agree” with item. 

Content analysis of responses to the open-ended survey question  

Table 26 shows results of the content analysis performed on a single open-ended survey 
question, “Is there anything else you would like to tell us about CURES (e.g., problems, 
recommendations)?” Sixty-three percent (n = 597 of 1275) of DEA-licensed physicians and 56% 
(n = 270 of 482) of pharmacists provided responses to the question. Thus, responses were 
received from approximately half (49%, n=867 of 1757) of all survey respondents who were 
eligible to answer the open-ended question.  

For both physicians and pharmacists, the most common response category was “relevance,” 
indicating that respondents felt that CURES was not relevant to their practice. Many of the 
comments in this category indicated that the respondent was retired or no longer working in 
California. However, many other respondents indicated that they felt CURES was not relevant to 
them because they rarely prescribed controlled substances or because the respondents were 
confident that none of their patients were “doctor shopping” or misusing controlled substances. 
Several physicians commented that they only checked CURES for new patients. After 
“relevance,” the second most common category for pharmacists was “data.”  Thirty-four 
pharmacists (7% of all pharmacist respondents) complained about the quality and accuracy of 
CURES data, with several indicating that they felt CURES data accuracy should be improved 
and/or that the time lag between dispensing prescriptions and data showing up in CURES 
reports was too long. This category of responses also included comments about the lack of 
Veterans Health Administration or out of state prescriptions in CURES. Pharmacists typically 
dispense many more controlled substances than physicians, which likely explains why 
pharmacists were more attuned to the need for improved CURES data quality than were 
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physicians. For physicians, the second most common categories included difficulty accessing 
(7%) or using (8%) CURES, along with positive statements indicating that CURES had value or 
was useful to physicians (7%). Comments about difficulty using CURES most often related to the 
amount of time needed to access CURES and run patient reports while working in clinic. 
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Table 26. Definitions and frequency of content codes derived from the open-ended survey 
questiona 

Physicians Pharmacists 
b 

n =1275 n =482 

Code Definition n %  n % 

Access 
Problems with registration, login, password or security 

questions, help desk, customer service 
85 6.7 27 5.4 

Difficulty 
Difficulty using CURES, including time consuming, 

website not user friendly, difficult to generate reports, 
99 7.8 14 2.8 

Regulation 
Loss of physician autonomy, micromanaging patient care, 

social control by state/ medical board / DOJ, red tape 
39 3.1 5 1.0 

CURES not relevant to respondent due to various 
Relevance reasons, including out of state, retired, specialty, 240 18.8 61 12.1 

practice patterns, or patient population 

Limitations related to CURES data, including timeliness of 
Data data, absence of out of state prescriptions, other data 32 2.5 34 6.8 

quality problems 

Comments about whether CURES should or should not 
Laws be legally required, either laws for mandatory CURES 47 3.7 8 1.6 

registration or mandatory CURES use 

Value 
Positive statements about CURES indicating that it is 

valuable, helpful, or useful in some way 
87 6.8 22 4.4 

Skepticism 
Statements that CURES is not effective or not useful for 

curbing drug abuse 
19 1.5 2 0.4 

Training 
Statements about needing training or help to use CURES 

or better use CURES 
21 1.6 8 1.6 

Misinform Statements that are factually incorrect 2 0.2 1 0.2 

Suggestion 
Concrete suggestions for making CURES better not 

covered in other categories 
51 4.0 31 6.2 

Care 
Comments that CURES impacts quality of care or patient 

27 2.1 2 0.4 
care 

Pharmacist 
Comments about how pharmacists should use CURES 

(physicians only) 
11 0.9 0 n/a 

Prescriber 
Comments about how prescribers / physicians should use 

CURES (pharmacists only) 
0 n/a 16 3.2 

Judgment 
Comments that using CURES should be based on 

physician/pharmacist judgment 
55 4.3 5 1.0 

Aware 
Comments that person is not aware of CURES or doesn't 

know how to use it 
21 1.6 3 0.6 

Cost 
Cost of CURES license fee; productivity costs that 

mention money 
3 0.2 4 0.8 

Misc 
Any response that does not fit in any of the above 

categories 
58 4.5 46 9.1 

None Respondent left question blank 671 52.6 270 53.7 
a
Responses could be counted in multiple categories. 

b
Physicians who reported having a DEA license were eligible to answer this question 
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Qualitative analysis of responses to the open-ended survey question  

Forty-nine percent (n=867) of sample respondents (n=1757) answered the open-ended question, 
“Is there anything else you would like to tell us about CURES? (e.g., problems, 
recommendations).” A qualitative analysis of responses revealed four major themes illustrating 
attitudes and perceptions of CURES among physicians and pharmacists: (1) cost of using CURES 
(2) interference with professionalism (3) shifting responsibility and (4) benefits and future 
direction of CURES. These four major themes are explained in detail in the sections below. 
Overall, responses from physicians and pharmacists were similar with some exceptions. 
Pharmacists expressed more positive perceptions of CURES, but were more likely than 
physicians to report limitations including timeliness and accuracy of data as well as lack of 
inclusion of data from federal pharmacies in California, such as Veterans Health Administration 
pharmacies. The qualitative analysis also collected general and specific recommendations that 
respondents gave for increasing the use and utility of CURES among California physicians and 
pharmacists. 

Cost of using CURES 

Costs of using CURES comprise the time required to routinely access and enter patient 
information as well as the actual monetary cost associated with registration. Both groups of 
participants expressed that using CURES requires a significant amount of time which reduces the 
quality of the patient/customer interaction and thus negatively impacts the quality of care 
provided. A few physicians also expressed a decreased willingness to prescribe opioids due 
perceived barriers.  

“…checking CURES  has to fit efficiently into a busy primary care workflow, or else providers 
will burn out and choose not to prescribe opioids to anyone, even if indicated. The decision to 
prescribe opioids to patients is already a challenging process.” (Physician)  

“I strongly disagree that pharmacists be required legally to check CURES before  
dispensing because it is a legal burden. Pharmacists should be encouraged and fully trained 
without a fee to use CURES, but not required.” (Pharmacist)  

“CURES is a great resource, but too much CURES will interfere with clinical care. Time should 
be spent with the patient, not with the database.” (Physician) 

Interference with professionalism 

While physicians were slightly more likely to express lack of autonomy, professional judgement, 
and relevance as reasons for not mandating the use of CURES, pharmacists also shared concerns 
about relevance; some pharmacists who worked in hospital settings indicated that CURES was 
not relevant to their daily work. Many physicians reported that CURES was irrelevant to their 
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practice for a variety of reasons including:  prescribing patterns, trust and established 
relationship with patients, medical specialty, pharmacy practice location, and the fact that they 
use professional judgement. Physicians who rarely, if ever, prescribe controlled substances 
believed that they should be exempt from using CURES along with pharmacists who work 
outside of retail settings.  

“I work in an inpatient setting. CURES, for the most part, is irrelevant to my practice. Perhaps I 
need further training on how it applies to my work.” (Pharmacist)  

“An astute physician knows when to check with CURES or prior colleagues treating his 
patients…” (Physician) 

“As it is I generally only use it CURES when someone is demonstrating drug seeking behavior.” 
(Physician)  

Shifting responsibility  

Perceptions of who should be responsible for consulting CURES were contingent on one’s role in 
health care. Many physicians hold pharmacists accountable for using CURES because 
pharmacists dispense medications. At the same time, some pharmacists shifted responsibility to 
physicians, noting that physicians have the prescription writing privileges and so have greater 
responsibility for preventing prescription drug misuse.  

“I think all prescribers of controlled substances should be required to check CURES before they 
write prescriptions. The sole responsibility of should not be with pharmacists.” (Pharmacist) 

“Pharmacists should check on all patients and send notice to us [physicians].” (Physician) 

“Unless MDs are forced to buy in you are making me the policeman…unless there are 
consequences for the MD by the Medical Association nothing will ever change.” (Pharmacist)  

“Pharmacy involvement should be greater in monitoring patients that reflect misuse.” 
(Physician)  

Benefits of CURES and future directions 

While both groups reported various concerns regarding CURES, they also expressed many 
benefits and suggestions for improving the process. An appreciation for the underlying 
philosophy of CURES was evident in the open-ended responses. 

“CURES is a wonderful contribution to help identify patients who are ‘doctor shopping’ for 
opioids (Physician).  
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“CURES is very helpful in ensuring honesty from patients in the patient-pharmacist 
relationship.” (Pharmacist)  

A variety of recommendations was suggested by both physicians and pharmacists and includes: 
increased training and advertisement around CURES, data updates in real time, and expansion to 
include out-of-state patient information. Some of these recommendations (e.g., the ability to save 
commonly-used patient searches) actually already exist in CURES 2.0, while others (e.g., 
including out-of-state prescriptions and decreasing data lag time) would require new state 
legislation. 

“CURES should be part of a network like insurance DUR system, so without logging in 
pharmacists get prompted about prescriptions filled at other places.” (Pharmacist)  

“Great program. Needs to be promoted more along with further training. Would be good if there 
were an incentive for less than conscience physicians to use the program.” (Physician)  

“Some of the chains [pharmacies] have firewalls when it comes to resetting passwords and when 
trying to reset on a mobile device it does not work. Fixing this problem would be very helpful.” 
(Pharmacist) 

General recommendations made in open-ended responses 

 Offer incentives to encourage physicians and pharmacists to use CURES 

 Promote CURES to increase awareness and visibility 

 Provide additional CURES training 

 Improve usability of CURES (including use on mobile devices)    

Specific recommendations made in open-ended responses:  

 Provide access to out-of-state prescription information 

 Store patient names in memory bank to save time on repeat patient searches 

 Alert pharmacists when patients get prescriptions filled at other pharmacies 

 Update data in real time (currently CURES has a 1-week submission lag time). 

 Track and report over-prescribers 

 Link registered aliases and legal name changes 

 Track identify theft and fraud in conjunction with prescriptions drugs 
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Appendix A  CURES MBC survey 

Q52 How concerned are you about prescription drug misuse and abuse among: 

Not concerned at 
all (0) 

Slightly 
concerned (1) 

Moderately 
concerned (2) 

Extremely 
concerned (3) 

Patients in 
California (1) 

Patients in the 
community 
where you 
practice (2) 

















Q2 Do you currently have a DEA license to prescribe controlled substances? 

 Yes (1) 

 No (0) 

If No Is Selected, Then Skip To End of Survey 

Q4 Do you currently prescribe controlled substances in your practice? 

 Yes (1) 

 No (0) 

Q8 Now we would like you to think about the last 3 months. 

Q9 On average, how many days a week do you see patients? 

Q10 On average, how many patients do you see per day? 

Display This Question: 

If Do you currently prescribe controlled substances in your practice? <span style="font-

size:16px;">Yes</span> Is Selected 

Q11 On average, for how many of the patients that you see per day do you prescribe a 

controlled substance? 

Q5 Now we'd like to ask you some questions about California’s Controlled Substance Utilization 

Review and Evaluation System (CURES).    CURES is California’s online, computer-based 

system for monitoring the prescribing of all Schedule II, III and IV controlled substances 

dispensed in California.      Have you heard of CURES? 

 Yes (1) 

 No (0) 

Q7 Are you registered for CURES? 

 Yes (1) 

 No (2) 

 Registration in process (3) 

 Do not know (4) 

Q12 Are you aware that registering for CURES is mandatory for DEA-licensed physicians? 

 Yes (1) 

 No (0) 

Q13 How likely are you to register for CURES within the following month? 

 Extremely unlikely (1) 

 Unlikely (2) 

 Likely (3) 

 Extremely likely (4) 



 

   

 

 
 

          

          

 

          

          

          

 

 

 

 

  

 

 

 

 

 

 

 

  

 

 

 
          

 
          

           

           

 

 

 

 

 

 

 

 

 

 

 

Q14 Please indicate the extent to which you agree with the following: 

Strongly 
disagree (1) 

Somewhat 
disagree (2) 

Neither agree 
nor disagree 

(3) 

Somewhat 
agree (4) 

Strongly 
agree (5) 

I have other 
problems that 

are more 
important     

than 
registering for 
CURES. (2) 

I know how to 
go about 

    
registering for 
CURES. (3) 

Every time I 
try to register 
for CURES, 
something 

    

goes wrong. 
(5) 

Registering 
for CURES 

    
takes little 
time. (4) 

I don’t have 
access to a 
computer or 

    
the internet 

where I 
practice. (6) 

Display This Question: 

If Are you registered for CURES? Yes Is Selected 

Q34 How long have you been using CURES? 

 Less than 3 months (1) 

 4 to 6 months (2) 

 7 months to 1 year (3) 

 More than 1 year (4) 

Q17 How likely are you to use CURES at least once in the next 3 months? 

 Extremely unlikely (1) 

 Unlikely (2) 

 Likely (3) 

 Extremely likely (4) 

Q15 How difficult are the following in CURES?  

Very difficult 
(5) 

Difficult (4) Average (3) Easy (2) Very easy (1) 

Registering 
for CURES 

(1) 

Logging in to 
CURES (2) 

Resetting 
your 

password (3) 

Remembering 
security 

questions (4) 









































Display This Question: 

If Are you registered for CURES? Yes Is Selected 

Q16 Now we would like you to think about the last 3 months.On a typical day when you see 

patients, how many times do you use CURES to look up a patient's controlled substance 

medication history? 

 Never (1) 

 Less than once a day (5) 

 1-2 times a day (2) 

 3-5 times a day (3) 

 6+ times a day (4) 

https://months.On


 

   

 

 

 
 

          

 
 

          

 

 
          

 

 
          

 
 

          

 

          

 

 

  

   

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Q18 Please indicate the extent to which you agree with the following: 

Strongly 
disagree (1) 

Disagree (2) Neither agree 
nor disagree 

(3) 

Agree (4) Strongly 
Agree (5) 

CURES is 
helpful (2) 

CURES is not 
relevant to 
my practice 

(3) 

CURES is 
easy to use 

(4) 

I don't know 
how to use 
CURES (5) 

CURES is 
checked by 
someone 
else in the 
office (6) 

I have limited 
or no access 
to CURES 

while I 
practice (7) 





























































Display This Question: 

If We would like you to think about the last 3 months. On a typical day when you see 

patients, how m... Never Is Not Selected 

And Are you registered for CURES? Yes Is Selected 

Q19 What are your reasons for checking CURES? [Check all that apply] 

 To check on patients prior to prescribing a controlled substance. (1) 

 To look for evidence of “drug seeking.” (5) 

 To monitor patients on controlled substances. (2) 

 To improve my communication with patients regarding controlled substances. (7) 

 Other (6) ____________________ 

Display This Question: 

If We would like you to think about the last 3 months. On a typical day when you see 

patients, how m... Never Is Not Selected 

And Are you registered for CURES? Yes Is Selected 

Q20 Thinking about the past 3 months, for what percentage of patient visits that resulted in a 

prescription for controlled substances did you review CURES information? 

 0% (0) 

 10% (1) 

 20% (2) 

 30% (3) 

 40% (4) 

 50% (5) 

 60% (6) 

 70% (7) 

 80% (8) 

 90% (9) 

 100% (10) 

Display This Question: 

If Thinking about the past 3 months, for what percentage of patient visits that resulted in a 

prescr... 0% Is Not Selected 

And We would like you to think about the last 3 months. On a typical day when you see 

patients, how m... Never Is Not Selected 

And Are you registered for CURES? Yes Is Selected 

Q21 Consider the patient visits for which you have reviewed CURES in the past 3 month period. 

For what percent of these cases did the information you obtained from CURES alter your 

prescribing decision? 

 0% (0) 

 10% (1) 

 20% (2) 

 30% (3) 

 40% (4) 

 50% (5) 

 60% (6) 

 70% (7) 

 80% (8) 

 90% (9) 

 100% (10) 



 

 

 
 

         

 
        

 

        

 
 

        

 
        

 

 

 
   

 
 

      

 
      

 
      

 
      

 

 

 

 

 

 

 

          

          

           

 
          

 

 

Display This Question: 

If Are you registered for CURES? Yes Is Selected 

Q28 How useful to you is CURES for the following: 

Very Useful (4) Useful (3) A little useful (2) Not useful at all 
(1) 

Helping manage 
patients with 

pain (1) 

Helping build 
trust with 

patients (2) 

Informing 
decisions to 

prescribe 
controlled 

substances. (4) 

Identifying 
patients filling 
prescriptions 
from multiple 

doctors and/or 
pharmacies (5) 

Identifying 
patients who 

misuse or abuse 
controlled 

prescription 
drugs (6) 









































Q27 Are you aware of the following new features in CURES? 

Never heard of it (0) Heard of it, but never 
use it (1) 

Used it at least once 
(2) 

Sending secure peer-
to-peer messages 

about specific 
patients (2) 

Giving delegates the 
ability to access to 
CURES on your 

behalf (4) 

The ability to flag 
patients who have 
patient-provider 
agreements (3) 

Automatic alerts for 
high risk patients (5) 

























Display This Question: 

If Are you registered for CURES? Yes Is Selected 

Q31 Did you use the previous version of CURES in your practice? 

 Yes (1) 

 No (0) 

Display This Question: 

If Did you use the previous version of CURES in your practice? Yes Is Selected 

And Are you registered for CURES? Yes Is Selected 

Q32 Compared to the old website, how would you rate the new CURES website on the following 

characteristics? 

Much worse 
(-2) 

Somewhat 
worse (-1) 

About the 
same (0) 

Somewhat 
better (1) 

Much better 
(2) 

Overall ease 
of use (1) 

Login 
process (2) 

Patient 
Activity 

Reports (3) 

Help Desk 
support (4) 











































 

 

 

  

 

 

 

 

  

 

  

 

 

 

 

  

 

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

 

 

 

 

  

 

 

 

Q29 Do you feel that you need additional training or education about CURES? 

 Yes (1) 

 No (0) 

 Don't know (2) 

Display This Question: 

If Do you feel that you need additional training or education about CURES? Yes Is Selected 

Or Do you feel that you need additional training or education about CURES? Don't know Is 

Selected 

Q30 What would you like additional training on? [Check all that apply] 

 Registering for CURES (1) 

 CURES passwords and security questions (2) 

 Running patient activity reports (3) 

 Identifying and using CURES delegates from my account (4) 

 Sending secure messages (5) 

 How automatic reports are generated (6) 

 Flagging patients who have patient-provider agreements (7) 

 Other topics (8) ____________________ 

Q33 Now we would like to ask you some general questions about monitoring patient's controlled 

substance medications using systems such as CURES. 

Q54 Should physicians check CURES prior to writing a prescription for a controlled substance? 

 Yes (1) 

 No (0) 

 Don't know (2) 

Q55 Should physicians be required to check CURES prior to writing a prescription for a 

controlled substance? 

 Yes (1) 

 No (0) 

 Don't know (2) 

Q56 What percentage of your colleagues do you think use CURES at least weekly? 

 0% (1) 

 10% (2) 

 20% (3) 

 30% (4) 

 40% (5) 

 50% (6) 

 60% (7) 

 70% (8) 

 80% (9) 

 90% (10) 

 100% (11) 

Q57 What percentage of your colleagues do you feel ought to be using CURES at least weekly? 

 0% (1) 

 10% (2) 

 20% (3) 

 30% (4) 

 40% (5) 

 50% (6) 

 60% (7) 

 70% (8) 

 80% (9) 

 90% (10) 

 100% (11) 

Q35 I have a professional responsibility to check CURES when prescribing controlled 

substances. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 

Q36 Checking CURES when prescribing controlled substances is the right thing to do. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 



  

  

 

 

 

  

 

 

 

  

  

 

 

 

  

 

 

  

  

 

 

  

  

 

 

 

 

  

   

 

  

 

 

 

 
  

 
         

 
                      

                      

 

 

   

 
  

 
         

 
                      

                      

 

 

 

  

  

 

 

 

 

 

  

 

 

 

 

 

 

 

  

 

 

 

 

Q37 Using CURES when prescribing controlled substances is considered standard of care. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 

Q38 Prescribing controlled substances without checking CURES would be morally wrong. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 

Q39 Checking CURES when prescribing controlled substances is NOT a necessary part of my 

job. 

 Strongly agree (1) 

 Agree (2) 

 Neither agree nor disagree (3) 

 Disagree (4) 

 Strongly disagree (5) 

Q40 Now we would like to ask you some questions regarding your prescribing practices more 

generally. 

Q41 How have your prescribing practices changed in the last 3 months? 

 I prescribe FAR FEWER controlled substances (-2) 

 I prescribe FEWER controlled substances (-1) 

 No change (0) 

 I prescribe MORE controlled substances (1) 

 I prescribe FAR MORE controlled substances (2) 

If No change Is Selected, Then Skip To End of Block 

Q42 What factors led you to change your prescribing practices? [Check all that apply] 

 Change in practice location or patient mix (1) 

 Increased professional awareness of risks, benefits, and other solutions (3) 

 New clinical guidelines and recommendations (4) 

 CURES providing greater access to patient prescription drug history (6) 

 Increased patient awareness of risks and benefits (7) 

 Medico-legal ramifications (8) 

 Other reason (10) ____________________ 

Q44 What percent of patients in California taking controlled substance medications do you feel: 

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% 
(1) (2) (3) (4) (5) (6) (7) (8) (9) (10) (11) 

Misuse/Abuse 
them (1) 

Benefit from 
them (2) 













































Q43 What percent of your patients taking controlled substance medications do you feel: 

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% 
(1) (2) (3) (4) (5) (6) (7) (8) (9) (10) (11) 

Misuse/Abuse 
them (1) 

Benefit from 
them (2) 













































Q45 Is there anything else you would like to tell us about CURES? (e.g., problems, 

recommendations) 

Q46 Which gender do you identify with? 

 Male (0) 

 Female (1) 

 Other (2) ____________________ 

Q47 Please indicate your age in years: 

Q51 Please indicate whether you consider yourself 

 Hispanic or Latino (1) 

 Not Hispanic or Latino (2) 

Q48 Which one of the following groups do you most identify with? 

 American Indian or Alaskan Native (1) 

 Asian (2) 

 Black or African American (3) 

 Native Hawaiian or Other Pacific Islander (4) 

 White (5) 

 Other (please specify) (6) ____________________ 

Q49 How long have you been practicing in years:  



 

  

  

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

  

  

 

 

 

 

 

  

 

 

 

 

 

 

    

 

Q50 Please choose the specialty that best describes your current practice: 

 Allergy and Immunology (24) 

 Anesthesiology (1) 

 Colon and Rectal Surgery (2) 

 Dermatology (3) 

 Emergency Medicine (4) 

 Family Medicine (5) 

 Internal Medicine (general) (6) 

 Internal Medicine (subspecialty) (7) 

 Medical Genetics (25) 

 Neurology (8) 

 Neurosurgery (26) 

 Nuclear Medicine (27) 

 Obstetrics and Gynecology (9) 

 Ophthalmology (10) 

 Orthopaedic Surgery (17) 

 Otolaryngology (28) 

 Pathology (29) 

 Pain Medicine (11) 

 Pediatrics (general) (12) 

 Pediatrics (subspecialty) (30) 

 Physical Medicine and Rehabilitation (31) 

 Plastic Surgery (14) 

 Preventive Medicine (32) 

 Psychiatry (15) 

 Radiology (13) 

 Surgery (general) (34) 

 Surgery (subspecialty) (35) 

 Thoracic and Cardiac Surgery (33) 

 Urology (16) 

Q51 As part of the effort to understand prescribing practice and CURES usage, some of your 

colleagues have volunteered to participate in a follow up survey.   May we contact you in the 

future regarding your prescribing practices and usage of CURES? 

 Yes (1) 

 No (0) 

If No Is Selected, Then Skip To End of Survey 

Q58 Thank you for your participation. Please provide your email address so we may contact you 

at a later date. 



 

 

   
 

 

        

 
        

 

 

  

 

 

 

 

 

 

  

 

  

 

 

 

 

 

 

 

  

 

 

  

 

 
 

          

          

 

          

          

          

 

 

Appendix B CURES pharmacist survey 

Q52 How concerned are you about prescription drug misuse and abuse among: 

Not concerned at 
all (0) 

Slightly 
concerned (1) 

Moderately 
concerned (2) 

Extremely 
concerned (3) 

Patients in 
California (1) 

Patients in the 
community 
where you 
practice (2) 

















Q8 Now we would like you to think about the last 3 months. 

Q9 On average, how many days a week do you dispense or manage medications?  

Q10 On average, how many prescriptions do you dispense or manage per day? 

Q11 On average, how many controlled substance substance prescriptions do you dispense or 

manage per day? 

Q5 Now we'd like to ask you some questions about California’s Controlled Substance Utilization 

Review and Evaluation System (CURES).     CURES is California’s online, computer-based 

system for monitoring the dispensing of all Schedule II, III and IV controlled substances 

dispensed in California.     Have you heard of CURES? 

 Yes (1) 

 No (0) 

Q7  Are you registered for CURES? 

 Yes (1) 

 No (2) 

 Registration is in process (3) 

 Don't know (4) 

Q12 Are you aware that registering for CURES is mandatory for pharmacists? 

 Yes (1) 

 No (0) 

Q13 How likely are you to register for CURES within the following month? 

 Extremely unlikely (1) 

 Unlikely (2) 

 Likely (3) 

 Extremely likely (4) 

Q14 Please indicate the extent to which you agree with the following: 

Strongly 
disagree (1) 

Somewhat 
disagree (2) 

Neither agree 
nor disagree 

(3) 

Somewhat 
agree (4) 

Strongly 
agree (5) 

I have other 
problems that 

are more 
important 

than 
registering for 
CURES. (2) 

I know how to 
go about 

registering for 
CURES. (3) 

Every time I 
try to register 
for CURES, 
something 

goes wrong. 
(5) 

Registering 
for CURES 
takes little 
time. (4) 

I don’t have 
access to a 
computer or 
the internet 

where I 
practice. (6) 





















































 

  

 

 

 

 

 

 

 

  

 

 

 
          

 
          

           

           

 

 

  

 

 

 

 

 

 

 

 

   

 

 

 
 

          

 
 

          

 

 
          

 

 
          

 
 

          

 
 

          

 

 

  

 

 

  

  

 

  

 

 

 

Display This Question: 

If  Are you registered for CURES? Yes Is Selected 

Q34 How long have you been using CURES? 

 Less than 3 months (1) 

 4 to 6 months (2) 

 7 months to 1 year (3) 

 More than 1 year (4) 

Q17 How likely are you to use CURES at least once in the next 3 months? 

 Extremely unlikely (1) 

 Unlikely (2) 

 Likely (3) 

 Extremely likely (4) 

Q15 How difficult are the following in CURES?  

Very difficult 
(5) 

Difficult (4) Average (3) Easy (2) Very easy (1) 

Registering 
for CURES 

(1) 

Logging in to 
CURES (2) 

Resetting 
your 

password (3) 

Remembering 
security 

questions (4) 









































Display This Question: 

If  Are you registered for CURES? Yes Is Selected 

Q16 Now we would like you to think about the last 3 months.On a typical day when you 

dispense or manage medications, how many times do you use CURES to look up a patient's 

controlled substance medication history? 

 Never (1) 

 Less than once a day (5) 

 1-5 times a day (2) 

 6-9 times a day (3) 

 10+ times a day (4) 

Q18 Please indicate the extent to which you agree with the following: 

Strongly 
disagree (1) 

Disagree (2) Neither agree 
nor disagree 

(3) 

Agree (4) Strongly 
Agree (5) 

CURES is 
helpful (2) 

CURES is not 
relevant to 
my practice 

(3) 

CURES is 
easy to use 

(4) 

I don't know 
how to use 
CURES (5) 

CURES is 
checked by 
someone 
else in the 
office (6) 

I have limited 
or no access 
to CURES 

while I 
practice (7) 





























































Display This Question: 

If On a typical day when you dispense or manage medications, how many times do you use 

CURES to look... Never Is Not Selected 

And  Are you registered for CURES? Yes Is Selected 

Q19 What are your reasons for checking CURES? [Check all that apply] 

 To check on patients prior to dispensing or managing a controlled substance. (1) 

 To look for evidence of “drug seeking.” (5) 

 To monitor patients on controlled substances. (2) 

 To improve my communication with patients regarding controlled substances. (7) 

 Other (6) ____________________ 

https://months.On


  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

 

 

 

 
     

 
 

 

                      

 
                      

 

 

 

 
 

         

 
        

 

 

        

 

 
 

        

 

 
        

 

 

 
   

 
 

      

 
      

 
 

      

 

 

Display This Question: 

If On a typical day when you dispense or manage medications, how many times do you use 

CURES to look... Never Is Not Selected 

And  Are you registered for CURES? Yes Is Selected 

Q20 Thinking about the past 3 months, for what percentage of controlled substance fills did you 

review CURES information? 

 0% (6) 

 10% (7) 

 20% (8) 

 30% (9) 

 40% (10) 

 50% (11) 

 60% (12) 

 70% (13) 

 80% (14) 

 90% (15) 

 100% (16) 

Display This Question: 

If On a typical day when you dispense or manage medications, how many times do you use 

CURES to look... Never Is Not Selected 

And Thinking about the past 3 months, for what percentage of controlled substance fills did 

you revie... 0% Is Not Selected 

And  Are you registered for CURES? Yes Is Selected 

Q21 Consider the prescriptions for which you have reviewed CURES in the past 3 month 

period. For what percent of these prescriptions did the information you obtained from CURES 

prompt you to... 

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% 
(1) (2) (3) (4) (5) (6) (7) (8) (9) (10) (11) 

contact the 
prescriber 
for more           

information? 
(2) 

not to fill the 
prescription?           

(3) 

Display This Question: 

If  Are you registered for CURES? Yes Is Selected 

Q28 How useful to you is CURES for the following 

Very Useful (4) Useful (3) A little useful (2) Not useful at all 
(1) 

Helping manage 
patients with 

pain (1) 

Helping build 
trust with 

patients (2) 

Informing 
decisions to 
dispense or 

manage 
controlled 

substances (4) 

Identifying 
patients filling 
prescriptions 
from multiple 

doctors and/or 
pharmacies (8) 

Identifying 
patients who 

misuse or abuse 
controlled 

prescription 
drugs (6) 









































Q27 Are you aware of the following new features in CURES? 

Never heard of it (0) Heard of it, but never Used it at least once 
use it (1) (2) 

Sending secure peer-
to-peer messages 

about specific 
patients (2) 

Giving delegates the 
ability to access 
CURES on your 

behalf (4) 

Automatic alerts for 
high-risk patients (5) 





















 

 

 

 

 

          

 
          

           

 
          

 

 

 

 

 

 

 

 

 

 

  

 

  

 

 

 

   

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Display This Question: 

If  Are you registered for CURES? Yes Is Selected 

Q31 Did you use the previous version of CURES in your practice? 

 Yes (1) 

 No (0) 

Display This Question: 

If Did you use the previous version of CURES in your practice? Yes Is Selected 

And  Are you registered for CURES? Yes Is Selected 

Q32 Compared to the old website, how would you rate the new CURES website on the following 

characteristics? 

Much worse 
(-2) 

Somewhat 
worse (-1) 

About the 
same (0) 

Somewhat 
better (1) 

Much better 
(2) 

Overall ease 
of use (1) 

Login 
process (2) 

Patient 
Activity 

Reports (3) 

Help Desk 
support (4) 









































Q29 Do you feel that you need additional training or education about CURES? 

 Yes (1) 

 No (0) 

 Don't know (2) 

Display This Question: 

If Do you feel that you need additional training or education about CURES? Yes Is Selected 

Or Do you feel that you need additional training or education about CURES? Don't know Is 

Selected 

Q30 What would you like additional training on? [Check all that apply] 

 Registering for CURES (1) 

 CURES passwords and security questions (2) 

 Running patient activity reports (3) 

 Identifying and using CURES delegates from my account (4) 

 Sending secure messages (5) 

 How automatic reports are generated (6) 

 Other topics (8) ____________________ 

Q33 Now we would like to ask you some general questions about monitoring patient's controlled 

substance medications using systems such as CURES. 

Q51 Should pharmacists check CURES prior to dispensing or managing a controlled 

substance? 

 Yes (1) 

 No (0) 

 Don't know (2) 

Q52 Should pharmacists be required to check CURES prior to dispensing or managing a 

controlled substance? 

 Yes (1) 

 No (0) 

 Don't know (2) 

Q54 What percentage of your colleagues do you think use CURES at least weekly? 

 0% (1) 

 10% (2) 

 20% (3) 

 30% (4) 

 40% (5) 

 50% (6) 

 60% (7) 

 70% (8) 

 80% (9) 

 90% (10) 

 100% (11) 

Q56 What percentage of your colleagues do you feel ought to be using CURES at least weekly? 

 0% (1) 

 10% (2) 

 20% (3) 

 30% (4) 

 40% (5) 

 50% (6) 

 60% (7) 

 70% (8) 

 80% (9) 

 90% (10) 

 100% (11) 



 

 

  

 

 

 

 

  

 

 

 

  

  

 

 

 

  

 

 

 

 

  

 

 

 

  

 

  

   

   

 

 

 

 

 

 

 

  

   

   

 

 

  

 

 

 

 
  

 
         

 
                      

                      

 

 

   

 
  

 
      

 
                      

                      

 

 

 

Q35 I have a professional responsibility to check CURES when dispensing or managing 

controlled substances. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 

Q36 Checking CURES when dispensing or managing controlled substances is the right thing to 

do. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 

Q37 Using CURES when dispensing or managing controlled substances is considered standard 

of care. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 

Q38 Dispensing or managing controlled substances without checking CURES would be morally 

wrong. 

 Strongly agree (5) 

 Agree (4) 

 Neither agree nor disagree (3) 

 Disagree (2) 

 Strongly disagree (1) 

Q39 Checking CURES when dispensing or managing controlled substances is NOT a 

necessary part of my job. 

 Strongly agree (1) 

 Agree (2) 

 Neither agree nor disagree (3) 

 Disagree (4) 

 Strongly disagree (5) 

Q40 Now we would like to ask you some questions regarding your dispensing and 

managing practices more generally. 

Q41 How have your dispensing or managing practices changed in the last 3 months? 

 I dispense/manage FAR FEWER controlled substances (-2) 

 I dispense/manage FEWER controlled substances (-1) 

 No change (0) 

 I dispense/manage MORE controlled substances (1) 

 I dispense/manage FAR MORE controlled substances (2) 

If No change Is Selected, Then Skip To End of Block 

Q42 What factors led you to change your prescribing practices? [Check all that apply] 

 Change in practice location or patient mix (1) 

 New professional standards and protocols where I practice (2) 

 Increased professional awareness of risks, benefits, and other solutions (3) 

 New clinical guidelines and recommendations (4) 

 Increased law enforcement activity (5) 

 CURES providing greater access to patient prescription drug history (6) 

 Increased patient awareness of risks and benefits (7) 

 Medico-legal ramifications (8) 

 Other reason (10) ____________________ 

Q43 What percent of patients in California taking controlled substance medications do you feel: 

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% 
(1) (2) (3) (4) (5) (6) (7) (8) (9) (10) (11) 

Misuse/Abuse 
them (1) 

Benefit from 
them (2) 













































Q44 What percent of your patients taking controlled substance medications do you feel: 

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% 
(1) (2) (3) (12) (13) (14) (15) (16) (17) (18) (19) 

Misuse/Abuse 
them (1) 

Benefit from 
them (2) 













































Q45 Is there anything else you would like to tell us about CURES? (e.g. problems, 

recommendations) 



  

 

 

 

 

 

 

  

 

 

 

 

 

 

 

  

 

 

 

 

   

 

 

 

 

 

  

 

 

 

 

    

 

Q46 Which gender do you identify with? 

 Male (0) 

 Female (1) 

 Other (2) ____________________ 

Q47 Please indicate your age in years: 

Q50 Please indicate whether you consider yourself 

 Hispanic or Latino (1) 

 Not Hispanic or Latino (2) 

Q48 Which one of the following groups do you most identify with? 

 American Indian or Alaskan Native (1) 

 Asian (2) 

 Black or African American (3) 

 Native Hawaiian or Other Pacific Islander (4) 

 White (5) 

 Other (please specify) (6) ____________________ 

Q49 How long have you been practicing in years: 

Q50 Please identify the choice that best describes your primary practice site? 

 Independent pharmacy (1) 

 Chain pharmacy (2) 

 Hospital (3) 

 Supermarket (4) 

 Mass merchandiser (5) 

 Other patient care practice (6) 

 Other (non patient care) (7) 

Q51 As part of the effort to understand clinical practice and CURES usage, some of your 

colleagues have volunteered to participate in a follow up survey.   May we contact you in the 

future regarding your clinical practice and usage of CURES? 

 Yes (1) 

 No (0) 

If No Is Selected, Then Skip To End of Survey 

Q57 Thank you for your participation. Please provide your email address so we may contact you 

at a later date. 



 

 

 

  

  

  

                                                                 

   

 

 
 

  

 

 

 

 

    

 

Appendix C. Timeline of survey deployment and reminders 

Medical Board Pharmacy Boarda Osteopathic Boarda 

Initial fliers mailed 8/10/2016 9/6/2016 10/6/2016 

Email #1 sent 8/23/2016 -- -- 

Post card #1 mailed 8/27/2016 9/26/2016 -- 
b

SB-482 signed  9/27/2016            -

Tri-fold reminder #1 -- -- 10/19/2016 

Email #2 sent 10/18/2016 -- -- 

Reminder letter mailed from  

Board of Pharmacy 
-- 10/12/2016** -- 

Postcard #2 mailed -- -- 12/5/2016 

Email #3 sent 11/9/2016 -- -- 

Email #4 sent 11/16/2016 -- -- 

Email #5 sent 11/30/2016 -- -- 

Reminder letter mailed from 
MBC 

11/21/2016 -- -- 

Reminder letter mailed from 
OMBC 

-- -- 12/19/2016 

Survey closed 1/31/2017 1/31/2017 1/31/2017 
a
Email reminders were not possible for Pharmacy Board and OMBC. 

b
SB-482, a state law mandating eventual CURES use by prescribers, was signed during the survey period. Some 

physician reminders sent out after this date mentioned SB-482 in order to encourage participation. 
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OFFICE OF THE UNITED STATES ATTORNEY 

SOUTHERN DISTRICT OF CALIFORNIA 

San Diego, California 

United States Attorney 

Adam Braverman 

For Further Information, Contact: 

Assistant U. S. Attorney Orlando Gutierrez (619) 546-6958 

For Immediate Release 

Oxycodone Trafficker Convicted by Federal Jury 

NEWS RELEASE SUMMARY – November 29, 2017 

SAN DIEGO – Edwin Fuller, a member of a drug trafficking organization that illegally acquired and distributed at 

least 50,000 oxycodone tablets valued at $1.5 million during a three-year span, was convicted by a federal jury today 

following a three-day trial. 

Fuller was part of what is believed to be the San Diego region’s most prolific and well-organized oxycodone ring. The 

organization acquired oxycodone via fraudulent prescriptions and phony California identification cards and distributed 

the pills across the country. One significant seizure involved 7,000 pills sent by this organization to Columbus, Ohio. 

Fuller is the fourth key member of the organization that has been convicted in the case so far. The investigation is 

ongoing. 

Two coconspirators testified at trial that Fuller was a recruiter and a “filler” who walked into pharmacies to get bogus 

prescriptions filled. Fuller received the oxycodone and distributed it to others. Evidence at trial proved that over a 

six-month period Fuller was able to successfully acquire more than 11,000 30-milligram tablets of oxycodone. The 

traffickers obtained pills for about $2 each from the pharmacies and then sold them for a street value of up to $30 

each. 

One coconspirator testified that she was “thankful” for being arrested because she would have died as a result of her 
addition to oxycodone. 

U.S. Attorney Adam Braverman said prosecution of this organization and others like it is a priority for this office 

because their greed is feeding the addiction crisis in California and other regions of the United States. 

“Just yesterday I heard from parents who tragically lost their son to opiate addiction. This case demonstrates that we 

are holding pill peddlers accountable for the havoc they are wreaking on our country,” said U.S. Attorney Adam 



  

   

  

          

    

    

 

 

    

     

      

 

                                                                             

                                                                             

  

      

     

  

  

  

  

  

 

  

 

 

 

Braverman. “We will not tolerate drug trafficking rings that seek to profit by exploiting and endangering people who 
struggle with substance use disorder.” 

Earlier today, Attorney General Jeff Sessions announced new resources and stepped up efforts to address the drug and 

opioid crisis, including over $12 million in grant funding to assist law enforcement in combating illegal manufacturing 

and distribution of methamphetamine, heroin, and prescription opioid and a directive to all U.S. Attorneys to designate 

an Opioid Coordinator to work closely with prosecutors, and with other federal, state, tribal, and local law enforcement 

to coordinate and optimize federal opioid prosecutions in every district. 

Fuller is scheduled to be sentenced on February 15, 2018 at 2:15 p.m. before U.S. District Judge Gonzalo Curiel. 

This case is the result of the ongoing efforts by the Organized Crime Drug Enforcement Task Force (OCDETF) a 

partnership that brings together the combined expertise and unique abilities of federal, state and local law enforcement 

agencies. The principal mission of the OCDETF program is to identify, disrupt, dismantle and prosecute high level 

members of drug trafficking, weapons trafficking and money laundering organizations and enterprises. 

DEFENDANTS Case Number 16cr0867 

Edwin Fuller Age: 39 Los Angeles 

SUMMARY OF CHARGES 

Conspiracy to Possess with Intent to Distribute Controlled Substance – Title 21, U.S.C., Section 841(a) (1) and 846 

Maximum penalty: 20 years in prison and $1 million fine 

AGENCIES 

U.S. Drug Enforcement Administration 

California Department of Health Care Services 

Kelly Thornton 

Director of Media Relations 

Office of the U.S. Attorney 

Southern District of California 

619.546.9726 
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Title 16. Board of Pharmacy 

Changes made to the current regulation language are shown by strikethrough for deleted 

language and underline for added language. Additionally, [Brackets] indicates language that is 

not being amended. 

Amend section 1735.2, subdivision (i) in Article 4.5 of Division 17 of Title 16 California 
Code of Regulations to read as follows: 

1735.2. Compounding Limitations and Requirements; Self-Assessment. 

[…..] 

(i) Every compounded drug preparation shall be given beyond use date representing the date 

or date and time beyond which the compounded drug preparation should not be used, 

stored, transported or administered, and determined based on the professional judgment of 

the pharmacist performing or supervising the compounding. 

(1) For non-sterile compounded drug preparation(s), the beyond use date shall not exceed 

any of the following: 

(A) the shortest expiration date or beyond use date of any ingredient in the compounded 

drug preparation, 

(B) the chemical stability of any one ingredient in the compounded drug preparation; 

(C) the chemical stability of the combination of all ingredients in the compounded drug 

preparation, 

(D) 180 days for non-aqueous formulations, 180 days or an extended date established 

by the pharmacist’s research, analysis, and documentation, 
(E) 14 days for water-containing oral formulations, 14 days or an extended date 

established by the pharmacist’s research, analysis, and documentation, and 

(F) 30 days for water-containing topical/dermal and mucosal liquid and semisolid 

formulations, 30 days or an extended date established by the pharmacist’s research, 

analysis, and documentation. 

(G) A pharmacist, using his or her professional judgment may establish an extended 

date as provided in (D), (E), and (F), if the pharmacist researches by consulting and 

applying drug-specific and general stability documentation and literature; analyzes 

such documentation and literature as well as the other factors set forth in this 

subdivision, and maintains documentation of the research, analysis and 

conclusion. The factors the pharmacist must analyze include: 

(i) the nature of the drug and its degradation mechanism, 

(ii) the dosage form and its components, 

(iii) the potential for microbial proliferation in the preparation, 

(iv) the container in which it is packaged, 

(v) the expected storage conditions, and 

(vi) the intended duration of therapy. 

Documentation of the pharmacist’s research and analysis supporting an extension must 

be maintained in a readily retrievable format as part of the master formula. 

Board of Pharmacy Emergency Regulation Text Page 1 of 2 
16 CCR § 1735.2(i) Compounding (8.9.2017) 



      
   

       

   

          

    

       

  

          

    

        

         

    

    

       

   

          

        

       

   

           

      

 

 

 

        

         

(2) For sterile compounded drug preparations, the beyond use date shall not exceed any of 

the following: 

(A) The shortest expiration date or beyond use date of any ingredient in the sterile 

compounded drug product preparation, 

(B) The chemical stability of any one ingredient in the sterile compounded drug 

preparation, 

(C) The chemical stability of the combination of all ingredients in the sterile compounded 

drug preparation, and 

(D) The beyond use date assigned for sterility in section 1751.8. 

(3) For sterile compounded drug preparations, E extension of a beyond use date is only 

allowable when supported by the following: 

(A) Method Suitability Test, 

(B) Container Closure Integrity Test, and 

(C) Stability Studies 

(4) In addition to the requirements of paragraph three (3), the drugs or compounded drug 

preparations tested and studied shall be identical in ingredients, specific and essential 

compounding steps, quality reviews, and packaging as the finished drug or compounded 

drug preparation. 

(5) Shorter dating than set forth in this subsection may be used if it is deemed appropriate in 

the professional judgment of the responsible pharmacist. 

[…..] 

Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 

4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 

Board of Pharmacy Emergency Regulation Text Page 2 of 2 
16 CCR § 1735.2(i) Compounding (8.9.2017) 



     
     

 

    
 

           

        

   

 
           

     
 

   
 

 

 
           

         
          

         

           

        
  
           

         
           

    
          

          
  

      
     

             
       

   
        

         
       

      
          

         
        

            
         

             
    

 
 

 
        

         

 

Title 16. Board of Pharmacy 

Changes made to the current regulation language are shown by strikethrough for deleted 

language and underline for added language. Additionally, [Brackets] indicate language that is 

not being amended. 

Amend section 1735.1(c) and (f) in Article 4.5 of Division 17 of Title 16 of the California 
Code of Regulations to read as follows: 

1735.1. Compounding Definitions. 

[…..] 

(c) “Biological Safety Cabinet (BSC)” means a ventilated cabinet for compounding sterile drug 
preparations, having an open front with inward airflow for personnel protection, downward 
HEPA-filtered laminar airflow for product protection, and HEPA-filtered exhausted air for 

environmental protection. Where hazardous drugs are prepared, the exhaust air from the 

biological safety cabinet shall be appropriately removed by properly designed external 

building ventilation exhausting. This external venting exhaust should be dedicated to one 
BSC or CACI. 

(d) “Bulk drug substance” means any substance that, when used in the preparation of a 
compounded drug preparation, processing, or packaging of a drug, is an active ingredient or 
a finished dosage form of the drug, but the term does not include any intermediate used in 
the synthesis of such substances. 

(e) “Cleanroom or clean area or buffer area” means a room or area with HEPA-filtered air that 
provides ISO Class 7 or better air quality where the primary engineering control (PEC) is 
physically located. 
(1) For nonhazardous compounding a positive pressure differential of 0.02- to 0.05-inch 

water column relative to all adjacent spaces is required. 
(2) For hazardous compounding at least 30 air changes per hour of HEPA-filtered supply air 

and a negative pressure of between 0.01 to 0.03 inches of water column relative to all 
adjacent spaces is required. 

(f) “Compounding Aseptic Containment Isolator (CACI)” means a unidirectional HEPA-filtered 
airflow compounding aseptic isolator (CAI) designed to provide worker protection from 
exposure to undesirable levels of airborne drug throughout the compounding and material 
transfer processes and to provide an aseptic environment for compounding sterile 
preparations. Air exchange with the surrounding environment should not occur unless the air 
is first passed through a microbial retentive filter (HEPA minimum) system capable of 
containing airborne concentrations of the physical size and state of the drug being 
compounded. Where hazardous drugs are prepared, the exhaust air from the isolator shall 
be appropriately removed by properly designed external building ventilation exhaust. This 
external venting exhaust should be dedicated to one BSC or CACI. Air within the CACI shall 
not be recirculated nor turbulent. 

[…..] 

Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 
4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
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Amend section 1735.2(i) in Article 4.5 of Division 17 of Title 16 California Code of 
Regulations to read as follows: 

1735.2. Compounding Limitations and Requirements; Self-Assessment. 

[…..] 

(i) Every compounded drug preparation shall be given beyond use date representing the date 

or date and time beyond which the compounded drug preparation should not be used, 

stored, transported or administered, and determined based on the professional judgment of 

the pharmacist performing or supervising the compounding. 

(1) For non-sterile compounded drug preparation(s), the beyond use date shall not exceed 

any of the following: 

(A) the shortest expiration date or beyond use date of any ingredient in the compounded 

drug preparation, 

(B) the chemical stability of any one ingredient in the compounded drug preparation; 

(C) the chemical stability of the combination of all ingredients in the compounded drug 

preparation, 

(D) 180 days for non-aqueous formulations, 180 days or an extended date established 

by the pharmacist’s research, analysis, and documentation, 
(E) 14 days for water-containing oral formulations, 14 days or an extended date 

established by the pharmacist’s research, analysis, and documentation, and 

(F) 30 days for water-containing topical/dermal and mucosal liquid and semisolid 

formulations, 30 days or an extended date established by the pharmacist’s research, 

analysis, and documentation. 

(G) A pharmacist, using his or her professional judgment may establish an extended 

date as provided in (D), (E), and (F), if the pharmacist researches by consulting and 

applying drug-specific and general stability documentation and literature; analyzes 

such documentation and literature as well as the other factors set forth in this 

subdivision, and maintains documentation of the research, analysis and 

conclusion. The factors the pharmacist must analyze include: 

(i) the nature of the drug and its degradation mechanism, 

(ii) the dosage form and its components, 

(iii) the potential for microbial proliferation in the preparation, 

(iv) the container in which it is packaged, 

(v) the expected storage conditions, and 

(vi) the intended duration of therapy. 

Documentation of the pharmacist’s research and analysis supporting an extension must 
be maintained in a readily retrievable format as part of the master formula. 

(2) For sterile compounded drug preparations, the beyond use date shall not exceed any of 

the following: 

(A) The shortest expiration date or beyond use date of any ingredient in the sterile 

compounded drug product preparation, 
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(B) The chemical stability of any one ingredient in the sterile compounded drug 

preparation, 

(C) The chemical stability of the combination of all ingredients in the sterile compounded 

drug preparation, and 

(D) The beyond use date assigned for sterility in section 1751.8. 

(3) For sterile compounded drug preparations, E extension of a beyond use date is only 

allowable when supported by the following: 

(A) Method Suitability Test, 

(B) Container Closure Integrity Test, and 

(C) Stability Studies 

(4) In addition to the requirements of paragraph three (3), the drugs or compounded drug 

preparations tested and studied shall be identical in ingredients, specific and essential 

compounding steps, quality reviews, and packaging as the finished drug or compounded 

drug preparation. 

(5) Shorter dating than set forth in this subsection may be used if it is deemed appropriate in 

the professional judgment of the responsible pharmacist. 

[…..] 

Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 

4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 

Amend section 1735.6(e) in Article 4.5 of Division 17 of Title 16 of the California Code of 
Regulations to read as follows: 

1735.6. Compounding Facilities and Equipment. 

[…..] 

(e) Hazardous drug compounding shall be completed in an externally vented physically 
separate room with the following requirements: 

(1) Minimum of 30 air changes per hour except that 12 air changes per hour are acceptable for 
segregated compounding areas with a BSC or CACI when products are assigned a BUD of 
12 hrs or less or when non sterile products are compounded; and 

(2) Maintained at a negative pressure of 0.01 to 0.03 inches of water column relative to all 
adjacent spaces (rooms, above ceiling, and corridors); and 

(3) Each PEC BSC in the room shall also be externally vented except that a BSC used only for 
nonsterile compounding may also use a redundant-HEPA filter in series; and 

(4) All surfaces within the room shall be smooth, seamless, impervious, and non-shedding. 
(f) Where compliance with the January 1, 2017 amendments to Article 4.5 or Article 7, requires 

physical construction or alteration to a facility or physical environment, the board or its 
designee may grant a waiver of such compliance for a period of time to permit such physical 
change(s). Application for any waiver shall be made by the licensee in writing, and the 
request shall identify the provision(s) requiring physical construction or alteration, and the 
timeline for any such change(s). The board or its designee may grant the waiver when, in 
its discretion, good cause is demonstrated for such waiver. 

Note: Authority cited: Sections 4005 and 4127, Business and Professions Code. 
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Reference: Sections 4005, 4036, 4037, 4051, 4052 and 4127, Business and Professions Code. 

Amend section 1751.1(a)(5) in Article 7 of Division 17 of Title 16 of the California Code of 
Regulations to read as follows: 

1751.1. Sterile Compounding Recordkeeping Requirements. 

(a) In addition to the records required by section 1735.3, any pharmacy engaged in any 
compounding of sterile drug preparations shall maintain the following records, which must 
be readily retrievable, within the pharmacy: 
(1) Documents evidencing training and competency evaluations of employees in sterile drug 

preparation policies and procedures. 
(2) Results of hand hygiene and garbing assessments with integrated gloved fingertip 

testing. 
(3) Results of assessments of personnel for aseptic techniques including results of media-fill 

tests and gloved fingertip testing performed in association with media-fill tests. 
(4) Results of viable air and surface sampling. 
(5) Biannual V video of smoke studies in all ISO Class 5 certified spaces. 
(6) Documents indicating daily documentation of room, refrigerator, and freezer 

temperatures appropriate for sterile compounded drug preparations consistent with the 
temperatures listed in section 1735.1 for: 

(A) Controlled room temperature. 
(B) Controlled cold temperature. 
(C) Controlled freezer temperature. 

[…..] 

Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 
4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 

Amend section 1751.4(k) in Article 7 of Division 17 of Title 16 of the California Code of 
Regulations to read as follows: 

1751.4. Facility and Equipment Standards for Sterile Compounding. 

[…..] 

(k) The sterile compounding area in the pharmacy shall have a comfortable and well-lighted 
working environment, which includes a room temperature of 20-24 degrees Celsius (68-75 
degrees Fahrenheit) or cooler to maintain comfortable conditions for compounding personnel 
when attired in the required compounding garb. 

(l) A licensee may request a waiver of these provisions as provided in section 1735.6(f). 

Note: Authority Cited: Sections 4005 and 4127, Business and Professions Code. Reference: 
Sections 4005, 4036, 4037, 4051, 4052 and 4127, Business and Professions Code; and Section 
18944, Health and Safety Code. 
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Frequently Asked Questions - Board Compounding Regulations 

Question: Can an electronic monitoring system be used to comply with the daily monitoring 

requirements established to maintain refrigerator and freezer temperatures? 

Answer:  Yes, if it fulfills all requirements. For example, if the electronic monitoring system collects and 

maintains temperature readings for the refrigerator and freezer, and could create a report documenting 

the temperature, and that report is available and can be provided upon request. 

Question: What is “sterility?” 

Answer: The definition of this term will ultimately be determined by professional standard of practice in 

the context where it is used. As guidance, however, USP <1211> (Sterilization and Sterility Assurance of 

Compendial Articles) provides a general description of the concepts and principles involved in the quality 

control of articles that must be sterile.  The introduction to Chapter <1211> notes that any modifications 

of, or variations in, sterility test procedures from those described under Sterility Tests <71> should be 

validated. For additional information on sterility, refer to these and other relevant chapters of USP. 

Question: What is “stability?” 

Answer: The definition of this term will ultimately be determined by professional standard of practice in 

the context where it is used.  As guidance, however, USP <1150> (Pharmaceutical Stability) indicates 

that the term “stability” refers to the chemical and physical integrity of the dosage unit and, when 

appropriate, the ability of the dosage unit to maintain protection against microbiological contamination.  

For additional information on stability, refer to this and other relevant chapters of USP. 

Question: How is “identical” applied in CCR, title 16, section 1735.2(i)(4)? 

Answer: A pharmacist must use his or her professional judgment to determine if the drugs or 

compounded drug preparations tested and studied are identical in ingredients, specific and essential 

compounding steps, quality reviews, and packaging as the finished drug or compounded drug 

preparation. For example, a drug or preparation from different manufacturers may be considered 

identical if the pharmacist determines that the formulation components, amounts, and parameters 

(such as pH and dilution) are the same. Preparations may have the same formulations, however, if the 

parameters (such as pH and dilution) differ, the pharmacist may not be able to consider the 

preparations to be identical. Where a pharmacist exercises such judgment, the standard of practice in 

the industry may require that documentation be maintained to support the conclusion reached. 

Question: What is the minimum testing frequency required to comply with the quality assurance plan 

requirements established in CCR, title 16, Section 1735.8? 

Answer: The board’s regulation requires testing a minimum of two specified compounded drug 

preparations. A pharmacist, using his or her professional judgment, should determine the appropriate 

testing schedule and frequency for the pharmacy. 
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Possible Amendments to compounding regulations as specified below in red ink 

To Amend § 1735.1 in Article 4.5 of Division 17 of Title 16 of the California Code of 

Regulations to read as follows: 

1735.1. Compounding Definitions. 

(a) “Ante-area” means an area with ISO Class 8 or better air quality where personnel hand 

hygiene and garbing procedures, staging of components, and other high-particulate-generating 

activities are performed, that is adjacent to the area designated for sterile compounding. It is a 

transition area that begins the systematic reduction of particles, prevents large fluctuations in 

air temperature and pressures in the cleanroom, and maintains air flows from clean to dirty 

areas. ISO Class 7 or better air quality is required for ante-areas providing air to a negative 

pressure room. 

(b) “Beyond use date” means the date, or date and time, after which administration of a 

compounded drug preparation shall not begin, the preparation shall not be dispensed, and the 

preparation shall not be stored (other than for quarantine purposes). 

(c) “Biological Safety Cabinet (BSC)” means a ventilated cabinet for compounding sterile drug 

preparations, having an open front with inward airflow for personnel protection, downward 

HEPA-filtered laminar airflow for product protection, and HEPA-filtered exhausted air for 

environmental protection. Where hazardous drugs are prepared, the exhaust air from the 

biological safety cabinet shall be appropriately removed by properly designed external building 

ventilation exhausting. This external venting exhaust should be dedicated to one BSC or CACI. 

(d) “Bulk drug substance” means any substance that, when used in the preparation of a 

compounded drug preparation, processing, or packaging of a drug, is an active ingredient or a 

finished dosage form of the drug, but the term does not include any intermediate used in the 

synthesis of such substances. 

(e) “Cleanroom or clean area or buffer area” means a room or area with HEPA-filtered air that 

provides ISO Class 7 or better air quality where the primary engineering control (PEC) is 

physically located. 

(1) For nonhazardous compounding a positive pressure differential of 0.02- to 0.05-inch water 

column relative to all adjacent spaces is required. 

(2) For hazardous compounding at least 30 air changes per hour of HEPA-filtered supply air and 

_ 
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a negative pressure of between 0.01 to 0.03 inches of water column relative to all adjacent 

spaces is required. 

(f) “Compounding Aseptic Containment Isolator (CACI)” means a unidirectional HEPA-filtered 

airflow compounding aseptic isolator (CAI) designed to provide worker protection from 

exposure to undesirable levels of airborne drug throughout the compounding and material 

transfer processes and to provide an aseptic environment for compounding sterile 

preparations. Air exchange with the surrounding environment should not occur unless the air is 

first passed through a microbial retentive filter (HEPA minimum) system capable of containing 

airborne concentrations of the physical size and state of the drug being compounded. Where 

hazardous drugs are prepared, the exhaust air from the isolator shall be appropriately removed 

by properly designed external building ventilation exhaust. This external venting exhaust 

should be dedicated to one BSC or CACI. Air within the CACI shall not be recirculated nor 

turbulent. 

(g) “Compounding Aseptic Isolator (CAI)” means a form of isolator specifically designed for non-

hazardous compounding of pharmaceutical ingredients or preparations while bathed with 

unidirectional HEPA-filtered air. It is designed to maintain an aseptic compounding 

environment within the isolator throughout the compounding and material transfer processes. 

Air exchange into the isolator from the surrounding environment should not occur unless the 

air has first passed through a microbial retentive filter (HEPA minimum) system capable of 

containing airborne concentrations of the physical size and state of the drug being 

compounded. Air within the CAI shall not be recirculated nor turbulent. 

(h) “Controlled cold temperature” means 2 degrees to 8 degrees C (35 degrees to 46 degrees F). 

(i) “Controlled freezer temperature” means -25 degrees to -10 degrees C (-13 degrees to 14 

degrees F) or at a range otherwise specified by the pharmaceutical manufacturer(s) for that 

product. 

(j) “Controlled room temperature” means 20 degrees to 25 degrees C (68 degrees to 77 degrees 

F). 

(k) “Copy or essentially a copy” of a commercially available drug product includes all 

preparations that are comparable in active ingredients to commercially available drug 

products, except that it does not include any preparations in which there has been a change, 

made for an identified individual patient, which produces for that patient a clinically significant 

_ 
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difference, as determined by a prescribing practitioner, between that compounded preparation 

and the comparable commercially available drug product. 

(l) “Daily” means occurring every day the pharmacy is operating, except when daily monitoring 

of refrigerator and freezer temperature are required, then daily means every 24 hours. 

(m) “Displacement airflow method” means a concept which utilizes a low pressure differential, 

high airflow principle to maintain segregation from the adjacent ante-area by means of specific 

pressure differentials. This principle of displacement airflow shall require an air velocity of 40 ft 

per minute or more, from floor to ceiling and wall to wall, from the clean area across the line of 

demarcation into the ante-area. The displacement concept may not be used to maintain clean 

area requirements for sterile compounds which originate from any ingredient that was at any 

time non-sterile, regardless of intervening sterilization of the ingredient, or for hazardous 

compounds. 

(n) “Dosage unit” means a quantity sufficient for one administration to one patient. 

(o) “Equipment” means items that must be calibrated, maintained or periodically certified. 

(p) “First air” means the air exiting the HEPA filter in a unidirectional air stream that is 

essentially particle free. 

(q) “Gloved fingertip sampling” means a process whereby compounding personnel lightly press 

each fingertip and thumb of each hand onto appropriate growth media, which are then 

incubated at a temperature and for a time period conducive to multiplication of 

microorganisms, and then examined for growth of microorganisms. 

(r) Until December 1, 2019, “Hhazardous” means all anti-neoplastic agents identified by the 

National Institute for Occupational Safety and Health (NIOSH) as meeting the criteria for a 

hazardous drug and any other drugs, compounds, or materials identified as hazardous by the 

pharmacist-in-charge. Effective December 1, 2019, “hazardous” means any drug identify by 

NIOSH and that exhibit as at least one of the following six criteria: 

(1) Carcinogenicity 

(2) Teratogencitiy of developmental toxicity 

(3) Reproductive toxicity in humans 

(4) Organ toxicity in low doses in human or animals 

(5) Genotoxicity 

(6) New drugs that mimic existing hazardous drugs in structure or toxicity. 

_ 
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(s) “Integrity” means retention of potency until the beyond use date provided on the label, so 

long as the preparation is stored and handled according to the label directions. 

(t) “Lot” means one or more compounded drug preparation(s) prepared during one 

uninterrupted continuous cycle of compounding from one or more common active 

ingredient(s). 

(u) “Media-fill test” means a test used to measure the efficacy of compounding personnel in 

aseptic techniques whereby compounding procedures are mimicked using a growth-based 

media and then the resulting preparation is evaluated for sterility. The media-fill test must 

mimic the most complex compounding procedures performed by the pharmacy. 

(v) “Non-sterile-to-sterile batch” means any compounded drug preparation containing two (2) 

or more dosage units with any ingredient that was at any time non-sterile, regardless of 

intervening sterilization of that ingredient. 

(w) “Parenteral” means a preparation of drugs administered in a manner other than through 

the digestive tract. It does not include topical, sublingual, rectal or buccal routes of 

administration. 

(x) “Personal protective equipment” means clothing or devices that protect the employee from 

exposure to compounding ingredients and/or potential toxins and minimize the contamination 

of compounded preparations. These include shoe covers, head and facial hair covers, face 

masks, gowns, and gloves. 

(y) “Potency” means active ingredient strength within +/- 10% (or the range specified in USP37-

NF32, 37th Revision, Through 2nd Supplement Effective December 1, 2014) of the labeled 

amount. Sterile injectable products compounded solely from commercially manufactured 

sterile pharmaceutical products in a health care facility licensed under section 1250 of the 

Health and Safety Code are exempt from this definition. For those exempt, the range shall be 

calculated and defined in the master formula. 

(z) “Preparation” means a drug or nutrient compounded in a licensed pharmacy; the 

preparation may or may not be sterile. 

(aa) "Prescriber's office" or "prescriber office" means an office or suite of offices in which a 

prescriber regularly sees patients for outpatient diagnosis and treatment. This definition does 

not include any hospital, pharmacy, or other facility, whether or not separately licensed, that 

may be affiliated with, adjacent to, or co-owned by, the prescriber’s practice environment. 
_ 
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(ab) “Primary Engineering Control (PEC)” means a device that provides an ISO Class 5 or better 

environment through the use of non-turbulent, unidirectional HEPA-filtered first air for 

compounding sterile preparations. Examples of PEC devices include, but are not limited to, 

laminar airflow workbenches, biological safety cabinets, sterile compounding automated 

robots, compounding aseptic isolators, and compounding aseptic containment isolators. 

(ac) “Process validation” means demonstrating that when a process is repeated within specified 

limits, the process will consistently produce preparations complying with predetermined 

requirements. If any aspect of the process is changed, the process would need to be 

revalidated. 

(ad) “Product” means a commercially manufactured drug or nutrient evaluated for safety and 

efficacy by the FDA. 

(ae) “Quality” means the absence of harmful levels of contaminants, including filth, putrid, or 

decomposed substances, the absence of active ingredients other than those listed on the label, 

and the absence of inactive ingredients other than those listed on the master formula 

document. 

(af) “Segregated sterile compounding area” means a designated space for sterile-to-sterile 

compounding where a PEC is located within either a demarcated area (at least three foot 

perimeter) or in a separate room.  Such area or room shall not contain and shall be void of 

activities and materials that are extraneous to sterile compounding. The segregated sterile 

compounding area shall not be in a location that has unsealed windows or doors that connect 

to the outdoors, in a location with high traffic flow, or in a location that is adjacent to 

construction sites, warehouses, or food preparation. The segregated sterile compounding area 

shall not have a sink, other than an emergency eye-washing station, located within three feet 

of a PEC. The segregated sterile compounding area shall be restricted to preparation of sterile-

to-sterile compounded preparations. 

(1) The BUD of a sterile drug preparation made in a segregated sterile compounding area is 

limited to 12 hours or less as defined by section 1751.8(d). 

(2) When the PEC in the segregated sterile compounding area is a CAI or a CACI and the 

documentation provided by the manufacturer shows it meets the requirements listed in 

section 1751.4(f)(1)-(3), the assigned BUD shall comply with section 1751.8(a-b) or (d). 

(ag) “Strength” means amount of active ingredient per unit of a compounded drug preparation. 

_ 
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Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 

4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 

To Amend § 1735.2 in Article 4.5 of Division 17 of Title 16 of the California Code of 

Regulations to read as follows: 

1735.2. Compounding Limitations and Requirements; Self-Assessment. 

(a) Except as specified in (b) and (c), no drug preparation shall be compounded prior to receipt 

by a pharmacy of a valid prescription for an individual patient where the prescriber has 

approved use of a compounded drug preparation either orally or in writing. Where approval is 

given orally, that approval shall be noted on the prescription prior to compounding. 

(b) A pharmacy may prepare and store a limited quantity of a compounded drug preparation in 

advance of receipt of a patient-specific prescription where and solely in such quantity as is 

necessary to ensure continuity of care for an identified population of patients of the pharmacy 

based on a documented history of prescriptions for that patient population. 

(c) A “reasonable quantity” that may be furnished to a prescriber for office use by the 

prescriber as authorized by Business and Professions Code section 4052, subdivision (a)(1), 

means that amount of compounded drug preparation that: 

(1) Is ordered by the prescriber or the prescriber’s agent using a purchase order or other 

documentation received by the pharmacy prior to furnishing that lists the number of patients 

seen or to be seen in the prescriber’s office for whom the drug is needed or anticipated, and 

the quantity for each patient that is sufficient for office administration; and 

(2) Is delivered to the prescriber’s office and signed for by the prescriber or the prescriber’s 

agent; and 

(3) Is sufficient for administration or application to patients solely in the prescriber's office, or 

for furnishing of not more than a 120-hour supply for veterinary medical practices, solely to the 

prescriber's own veterinary patients seen as part of regular treatment in the prescriber's office, 

as fairly estimated by the prescriber and documented on the purchase order or other 

documentation submitted to the pharmacy prior to furnishing; and 

(4) That the pharmacist has a credible basis for concluding it is a reasonable quantity for office 

use considering the intended use of the compounded medication and the nature of the 

_ 
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prescriber’s practice; and 

(5) With regard to any individual prescriber to whom the pharmacy furnishes, and with regard 

to all prescribers to whom the pharmacy furnishes, is an amount which the pharmacy is capable 

of compounding in compliance with pharmaceutical standards for integrity, potency, quality and 

strength of the compounded drug preparation; and 

(6) Does not exceed an amount the pharmacy can reasonably and safely compound. 

(d) No pharmacy or pharmacist shall compound a drug preparation that: 

(1) Is classified by the FDA as demonstrably difficult to compound; 

(2) Appears on an FDA list of drugs that have been withdrawn or removed from the market 

because such drugs or components of such drugs have been found to be unsafe or not 

effective; or 

(3) Is a copy or essentially a copy of one or more commercially available drug products, unless 

that drug product appears on an ASHP (American Society of Health-System Pharmacists) or 

FDA list of drugs that are in short supply at the time of compounding and at the time of 

dispense, and the compounding of that drug preparation is justified by a specific, documented 

medical need made known to the pharmacist prior to compounding. The pharmacy shall retain 

a copy of the documentation of the shortage and the specific medical need in the pharmacy 

records for three years from the date of receipt of the documentation. 

(e) A drug preparation shall not be compounded until the pharmacy has first prepared a written 

master formula document that includes at least the following elements: 

(1) Active ingredients to be used. 

(2) Equipment to be used. 

(3) The maximum allowable beyond use date for the preparation, and the rationale or 

reference source justifying its determination. 

(4) Inactive ingredients to be used. 

(5) Specific and essential compounding steps used to prepare the drug. 

(6) Quality reviews required at each step in preparation of the drug. 

(7) Post-compounding process or procedures required, if any. 

(8) Instructions for storage and handling of the compounded drug preparation. 

(f) Where a pharmacy does not routinely compound a particular drug preparation, the master 

formula record for that preparation may be recorded on the prescription document itself. 

_ 
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(g) The pharmacist performing or supervising compounding is responsible for the integrity, 

potency, quality, and labeled strength of a compounded drug preparation until the beyond use 

date indicated on the label, so long as label instructions for storage and handling are followed 

after the preparation is dispensed. 

(h) All chemicals, bulk drug substances, drug products, and other components used for drug 

compounding shall be stored and used according to compendia and other applicable 

requirements to maintain their integrity, potency, quality, and labeled strength. 

(i) Every compounded drug preparation shall be given beyond use date representing the date or 

date and time beyond which the compounded drug preparation should not be used, stored, 

transported or administered, and determined based on the professional judgment of the 

pharmacist performing or supervising the compounding. 

(1) For non-sterile compounded drug preparation(s), the beyond use date shall not exceed any of 

the following: 

(A) the shortest expiration date or beyond use date of any ingredient in the compounded drug 

preparation, 

(B) the chemical stability of any one ingredient in the compounded drug preparation;, 

(C) the chemical stability of the combination of all ingredients in the compounded drug 

preparation, 

(D) 180 days for non-aqueous formulations, 180 days or an extended dated established by a 

pharmacist’s research, analysis and documentation, 

(E) 14 days for water-containing oral formulations, 14 days or an extended date established by 

a pharmacist’s research, analysis and documentation, and 

(F) 30 days for water-containing topical/dermal and mucosal liquid and semisolid formulations., 

30 days or an extended date established by a pharmacist’s research, analysis and 

documentation. 

(G) A pharmacist, using his or her professional judgment may establish an extended date as 

provided in (D), (E), and (F), if the pharmacist researches by consulting and applying drug-

specific and general stability documentation and literature; analyzes such documentation and 

literature as well as the other factors set forth in this subdivision, and maintains 

documentation and research, analysis and conclusion.  The factors the pharmacist must analyze 

include: 
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(i)  the nature of the drug and its degradation mechanism, 

(ii) the dosage form and its components, 

(iii) the potential for microbial proliferation in the preparation, 

(iv) the container in which it is packaged, 

(v) the expected storage conditions, and 

(vi) the intended duration of therapy. 

Documentation of the pharmacist’s research and analysis supporting an extension must be 

maintained in a readily retrievable format as part of the master formula. 

(2) For sterile compounded drug preparations, the beyond use date shall not exceed any of the 

following: 

(A) The shortest expiration date or beyond use date of any ingredient in the sterile compounded 

drug product preparation, 

(B) The chemical stability of any one ingredient in the sterile compounded drug preparation, 

(C) The chemical stability of the combination of all ingredients in the sterile compounded drug 

preparation, and 

(D) The beyond use date assigned for sterility in section 1751.8., or 

(3E) Extension of a beyond use date is only allowable when supported by the following: A beyond 

use date established by a pharmacist using his or her professional judgement after conducting 

research and analysis and preparing documentation. The pharmacist’s documentation must 

demonstrate that: 

(A i) The beyond use date is supported by a USP <671> compliant Method Suitability Test, 

(Bii) The beyond use date is supported by a USP <1191> Container Closure Integrity Test, and 

(Ciii) The beyond use date is supported by Stability Studies, and 

(4iv) In addition to the requirements of paragraph three (3), Tthe drugs or compounded drug 

preparations tested and studied shall be identical in ingredients, specific and essential 

compounding steps, quality reviews, and packaging as the finished drug or compounded drug 

preparation. 

(53) Shorter dating than set forth in this subsection may be used if it is deemed appropriate in 

the professional judgment of the responsible pharmacist. 

(j) The pharmacist performing or supervising compounding is responsible for the proper 

preparation, labeling, storage, and delivery of the compounded drug preparation. 
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(k) Prior to allowing any drug product preparation to be compounded in a pharmacy, the 

pharmacist-in-charge shall complete a self-assessment for compounding pharmacies developed 

by the board (Incorporated by reference is “Community Pharmacy & Hospital Outpatient 

Pharmacy Compounding Self-Assessment” Form 17M-39 Rev. 02/12.) as required by Section 

1715 of Title 16, Division 17, of the California Code of Regulations. That form contains a first 

section applicable to all compounding, and a second section applicable to sterile injectable 

compounding. The first section must be completed by the pharmacist-in-charge before any 

compounding is performed in the pharmacy. The second section must be completed by the 

pharmacist-in-charge before any sterile compounding is performed in the pharmacy. The 

applicable sections of the self-assessment shall subsequently be completed before July 1 of 

each odd-numbered year, within 30 days of the start date of a new pharmacist-in-charge or 

change of location, and within 30 days of the issuance of a new pharmacy license. The primary 

purpose of the self-assessment is to promote compliance through self-examination and 

education. 

(l) Packages of ingredients, both active and inactive, that lack a supplier’s expiration date are 

subject to the following limitations: 

(1) such ingredients cannot be used for any non-sterile compounded drug preparation more 

than three (3) years after the date of receipt by the pharmacy. 

(2) such ingredients cannot be used for any sterile compounded drug preparation more than 

one (1) year after the date of receipt by the pharmacy. 

Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 

4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 

To Amend § 1751.4 in Article 7 of Division 17 of Title 16 of the California Code of Regulations 

to read as follows: 

1751.4. Facility and Equipment Standards for Sterile Compounding. 

(a) No sterile drug preparation shall be compounded if it is known, or reasonably should be 

known, that the compounding environment fails to meet criteria specified in the pharmacy’s 

written policies and procedures for the safe compounding of sterile drug preparations. 

(b) During the compounding of sterile drug preparations, access to the areas designated for 
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compounding must be limited to those individuals who are properly attired. 

(c) All equipment used in the areas designated for compounding must be made of a material 

that can be easily cleaned and disinfected. 

(d) Cleaning shall be done using a germicidal detergent and sterile water. The use of a 

sporicidal agent is required to be used at least monthly. When hazardous drugs are being 

compounded decontamination with an inactivating agent shall take place before each cleaning. 

Any dilution of the germicidal detergent, sporicidal agent, or inactivating agent shall only be 

done with sterile water. 

(1) All ISO Class 5 surfaces, work table surfaces, carts, counters, and the cleanroom floor shall be 

cleaned at least every 48 hours and at minimum must be cleaned each day prior to 

compounding.at least daily. After each cleaning, disinfection using a suitable sterile agent shall 

occur on all ISO Class 5 surfaces, work table surfaces, carts, and counters. 

(2) Walls, ceilings, storage, shelving, tables, stools, and all other items in the ISO Class 7 or ISO 

Class 8 environment, and the segregated sterile compounding areas shall be cleaned at least 

monthly. 

(3) Cleaning shall also occur after any unanticipated event that could increase the risk of 

contamination. 

(4) All cleaning materials, such as wipers, sponges, and mops, shall be non-shedding and 

dedicated to use in the cleanroom, or ante-area, and segregated sterile compounding areas and 

shall not be removed from these areas except for disposal. 

(e) Disinfection, using a suitable sterile agent, shall also occur on all surfaces in the ISO Class 5 

PEC frequently, including: 

(1) At the beginning of each shift; 

(2) At least every 30 minutes when compounding involving human staff is occurring or before 

each lot; 

(3) After each spill; and 

(4) When surface contamination is known or suspected. 

(f) Pharmacies preparing sterile compounded preparations require the use of a PEC that 

provides ISO Class 5 air or better air quality. Certification and testing of primary and secondary 

engineering controls shall be performed no less than every six months and whenever the device 

or area designated for compounding is relocated, altered or a service to the facility is performed 
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that would impact the device or area. Certification must be completed by a qualified technician 

who is familiar with certification methods and procedures in accordance with CETA Certification 

Guide for Sterile Compounding Facilities (CAG-003-2006-13, Revised May 20, 2015), which is 

hereby incorporated by reference. Certification records must be retained for at least 3 years. 

Unidirectional compounding aseptic isolators or compounding aseptic containment isolators 

may be used outside of an ISO Class 7 cleanroom if the isolator is certified to meet the following 

criteria: 

(1) Particle counts sampled approximately 6-12 inches upstream of the critical exposure site 

shall maintain ISO Class 5 levels during compounding operations. 

(2) Not more than 3520 particles (0.5 um and larger) per cubic meter shall be counted 

during material transfer, with the particle counter probe located as near to the transfer 

door as possible without obstructing transfer. 

(3) Recovery time to achieve ISO Class 5 air quality shall be documented and internal 

procedures developed to ensure that adequate recovery time is allowed after material transfer 

before and during compounding operations. 

Compounding aseptic isolators that do not meet the requirements as outlined in this 

subdivision or are not located within an ISO Class 7 cleanroom may only be used to compound 

preparations that meet the criteria specified in accordance with subdivision (d) of Section 

1751.8 of Title 16, Division 17, of the California Code of Regulations. 

(g) Pharmacies preparing sterile hazardous agents shall do so in accordance with Section 

505.5.1 of Title 24, Chapter 5, of the California Code of Regulations, requiring a negative 

pressure PEC. Additionally, each PEC used to compound hazardous agents shall be externally 

vented. The negative pressure PEC must be certified every six months by a qualified 

technician who is familiar with CETA Certification Guide for Sterile Compounding Facilities 

(CAG-003-2006-13, Revised May 20, 2015), which is hereby incorporated by reference. Any 

drug preparation that is compounded in a PEC where hazardous drugs are prepared must be 

labeled as hazardous, regardless of whether the drug ingredients are considered hazardous. 

(1) During the hazardous drug compounding that is performed in a compounding aseptic 

containment isolator, full hand hygiene and garbing must occur. Garbing shall include hair 

cover, facemask, beard cover (if applicable), polypropylene or low shedding gown that closes in 

the back, shoe covers, and two pairs of sterile ASTM D6978-05 standard gloves. 
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(h) If a compounding aseptic isolator is certified by the manufacturer to maintain ISO Class 5 

air quality during dynamic operation conditions during compounding as well as during the 

transfer of ingredients into and out of the compounding aseptic isolator, then it may be placed 

into a non-ISO classified room. Individuals that use compounding aseptic isolators in this 

manner must ensure appropriate garbing, which consists of donning sterile gloves over the 

isolator gloves immediately before non-hazardous compounding. These sterile gloves must be 

changed by each individual whenever continuous compounding is ceased and before 

compounding starts again. 

(i) Compounding aseptic isolator and compounding aseptic containment isolator used in the 

compounding of sterile drug preparations shall use non-turbulent unidirectional air flow 

patterns. A smoke patterned test shall be used to determine air flow patterns. 

(j) Viable surface sampling shall be done at least every six months for all sterile-to-sterile 

compounding and quarterly for all non-sterile-to-sterile compounding. Viable air sampling shall 

be done by volumetric air sampling procedures which test a sufficient volume of air (400 to 

1,000 liters) at each location and shall be done at least once every six months. Viable surface 

and viable air sampling shall be performed by a qualified individual who is familiar with the 

methods and procedures for surface testing and air sampling. Viable air sampling is to be 

performed under dynamic conditions that simulate actual production. Viable surface sampling 

is to be performed under dynamic conditions of actual compounding. When the environmental 

monitoring action levels are exceeded, the pharmacy shall identify the CFUs at least to the 

genus level in addition to conducting an investigation pursuant to its policies and procedures. 

Remediation shall include, at minimum, an immediate investigation of cleaning and 

compounding operations and facility management. 

(k) The sterile compounding area in the pharmacy shall have a comfortable and well-lighted 

working environment, which includes a room temperature of 20-24 degrees Celsius (68-75 

degrees Fahrenheit) or cooler to maintain comfortable conditions for compounding 

personnel when attired in the required compounding garb. 

(l) A licensee may request a waiver of these provisions as provided in section 1735.6(f). 

Note: Authority Cited: Sections 4005 and 4127, Business and Professions Code. Reference: 

Sections 4005, 4036, 4037, 4051, 4052 and 4127, Business and Professions Code; and 

Section 18944, Health and Safety Code. 
_ 

Possible amendments to compounding regulations Page 13 of 16 

December 2017 



   

 
 

     
 

 

                  

  

        

           

          

            

          

             

            

      

          

        

 

 

  

 

  

 

  

 

 

 

To Amend § 1751.7 in Article 7 of Division 17 of Title 16 of the California Code of Regulations 

to read as follows: 

1751.7. Sterile Compounding Quality Assurance and Process Validation. 

(a) Any pharmacy engaged in compounding sterile drug preparations shall maintain, as part of 

its written policies and procedures, a written quality assurance plan including, in addition to the 

elements required by section 1735.8, a documented, ongoing quality assurance program that 

monitors personnel performance, equipment, and facilities. The end product shall be examined 

on a periodic sampling basis as determined by the pharmacist-in-charge to assure that it meets 

required specifications. The quality assurance program shall include at least the following: 

(1) Procedures for cleaning and sanitization of the sterile preparation area. 

(2) Actions to be taken in the event of a drug recall. 

(3) Documentation justifying the chosen beyond use dates for compounded sterile drug 

preparations. 

(b)(1) The pharmacy and each individual involved in the compounding of sterile drug 

preparations must successfully demonstrate competency on aseptic technique and aseptic area 

practices before being allowed to prepare sterile drug preparations. The validation process 

shall be carried out in the same manner as normal production, except that an appropriate 

microbiological growth medium is used in place of the actual product used during sterile 

preparation. The validation process shall be representative of the types of manipulations, 

products and batch sizes the individual is expected to prepare and include a media-fill test.  The 

validation process shall be as complicated as the most complex manipulations performed by 

staff and contain the same amount or greater amount of volume transferred during the 

compounding process. The same personnel, procedures, equipment, and materials must be 

used in the testing.  Media used must have demonstrated the ability to support and promote 

growth. Completed medium samples must be incubated in a manner consistent with the 

manufacturer’s recommendations.  If microbial growth is detected, then each individual’s 

sterile preparation process must be evaluated, corrective action taken and documented, and 

the validation process repeated. 

(2) Each individual’s competency must be revalidated at least every twelve months for sterile to 

sterile compounding and at least every six months for individuals compounding sterile 
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preparations from non-sterile ingredients. 

(3) The pharmacy’s validation process on aseptic technique and aseptic area practices must be 

revalidated whenever: 

(A) the quality assurance program yields an unacceptable result, 

(B) there is any change in the compounding process, the Primary Engineering Control (PEC), or 

the compounding environment. For purposes of this subsection, a change includes, but is not 

limited to, when the PEC is moved, repaired or replaced, when the facility is modified in a 

manner that affects airflow or traffic patterns, or when improper aseptic techniques are 

observed. 

(4) The pharmacy must document the validation and revalidation process. 

(c) All sterile compounding personnel must successfully complete an initial competency 

evaluation. In addition, immediately following the initial hand hygiene and garbing procedure, 

each individual who may be required to do so in practice must successfully complete a gloved 

fingertip (all fingers on both hands) sampling procedure (zero colony forming units for both 

hands) at least three times before initially being allowed to compound sterile drug 

preparations. 

(d) Re-evaluation of garbing and gloving competency shall occur at least every 12 months for 

personnel compounding products made from sterile ingredients and at least every six months 

for personnel compounding products from non-sterile ingredients. 

(e)(1) Batch-produced sterile drug preparations compounded from one or more non-sterile 

ingredients, except as provided in paragraph (2), shall be subject to documented end product 

testing for sterility and pyrogens and shall be quarantined until the end product testing confirms 

sterility and acceptable levels of pyrogens. Sterility testing shall be USP chapter 71 compliant 

unless a validated rapid microbial method (RMM) test is performed and pyrogens testing shall 

confirm acceptable levels of pyrogens per USP chapter 85 limits, before dispensing. Validation 

studies (method suitability) for each formulation using a RMM test shall be kept in a readily 

retrievable form at the licensed location. This requirement of end product testing confirming 

sterility and acceptable levels of pyrogens prior to dispensing shall apply regardless of any 

sterility or pyrogen testing that may have been conducted on any ingredient or combination of 

ingredients that were previously non-sterile. Exempt from pyrogen testing are topical 

ophthalmic and inhalation preparations. 
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(2) The following non-sterile-to-sterile batch drug preparations do not require end product 

testing for sterility and pyrogens: 

(A) Preparations for self-administered ophthalmic drops in a quantity sufficient for 

administration to a single patient for 30 days or less pursuant to a prescription. 

(B) Preparations for self-administered inhalation in a quantity sufficient for administration to a 

single patient for 5 days or less pursuant to a prescription. 

(C) Preparations noted as “Currently in Shortage” on the FDA website for a single patient on a 

one time basis for 21 days or less pursuant to a prescription.  The pharmacy shall retain a copy 

of the documentation of the shortage and the specific medical need as part of the pharmacy 

record. 

Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 

4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
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ABSTRACT 

Tests for strength are designed to determine how much of an active ingredient is in a sample. 
Stability tests are used to determine an expiration date of a product or a beyond-use date of a 
preparation. Being able to understand the difference between strength testing versus stability 
testing is the key to using the proper method to determine strength or stability. To determine 
strength, a method may or may not be stability indicating. When determining stability, the 
method must be stability-indicating. When using a stability-indicating method, both strength and 
stability can be determined. It is important that compounding practitioners understand the 
difference between strength and stability tests and how they are determined. Quality assurance 
programs are essential to establishing standards for compounded preparations.  

INTRODUCTION 

The terms “strength” and “potency” are often used interchangeably, with “potency” being used 
more by the general public and “strength” being used more by practitioners and within the 
official compendia. “What is the difference between strength (potency) and stability?” This 
seems like a rather simple question, and in some respects, it is. However, the cost of a full 
stability test for a formulation is considerably higher than that of a strength-overtime-test. To 
answer this question, one must understand the methods used to analyze the strength and stability 
of a compound. 

The most common flaw in determining stability is failure to use an analytical method that has 
been demonstrated to be a stability-indicating method. The most important aspects of 
determining strength and stability are the methods used in the process. A stability-indicating 
method must be used to determine stability. Although stability-indicating methods have the 
capability of also determining strength, the reverse is not so—not all strength tests are capable of 
determining stability. The purpose of this communication is to explain the difference between 
strength and stability, why they are of importance, and how they are determined. The method 
used to determine the concentration of the active pharmaceutical ingredient (API) is the most 
critical step in the process and takes into account other variables, such as solubility, polymorphic 
forms, and others. 
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STRENGTH 

Strength can be described as the concentration of the drug in a product or preparation. 
Strength tests are known as quantitative tests and are designed to determine how much of an API 
is in a sample. High-performance liquid chromatography (HPLC) is the typical methodology 
used in determining strength. HPLC is a preferred method because it is specific and efficient. 
Although HPLC can be used in stability-indicating methods, not all HPLC procedures are 
stability indicating—and they must not be assumed to be so. 

Other methods used to test strength include titration, which uses the principles of chemistry, and 
microbial assays, which are sometimes used to test antibiotics. Titration is based upon a known 
chemical reaction with the desired drug. A microbial assay is performed by using bacteria and 
the antibiotic of choice and by examining the “zones of inhibition”. Ultraviolet (UV)-visible 
spectrophotometry also can be used to determine strength, but when used alone (without 
chromatography), UV-visible spectrophotometry can determine strength only for single analytes 
in solutions. Multiple compounds could interfere with UV absorption, resulting in erroneous 
results when UV-visible spectrophotometry is used alone. When performing a strength test, the 
methods used determine whether one will be able to determine stability as well. 

The purpose of strength, or potency, testing is to establish or verify the concentration (strength, 
potency) of the API in the compounded preparation. USP has established that the acceptable 
range of most compounded preparations is typically ±10%, or within the range of 90.0%– 
110.0%. The issue is that many “strength” tests do not separate the intact drug from the 
degradation products, and the degradation products show up under one peak in the 
chromatogram, thus giving the false information that the drug concentration has not changed, 
when it actually has. A stability-indicating assay, properly performed, will separate the 
degradation products/peaks and show the intact drug peak as it decreases in area or height, 
reflecting a change in the concentration of the intact drug. 

STABILITY, INSTABILITY, AND INCOMPATIBILITY 

Stability is the extent to which a product retains, within specified limits and throughout its period 
of storage and use, the same properties and characteristics that it possessed at the time of its 
manufacture. The United States Pharmacopeia 36/National Formulary 31 (USP 36/NF 31), in 
the table within general information chapter <1191> Stability Considerations in Dispensing 
Practice, provides definitions for five general types of stability: 

• Chemical: Each active ingredient retains its chemical integrity and labeled potency, 
within the specified limits. 

• Physical: The original physical properties, including appearance, palatability, 
uniformity, dissolution, and suspendability, are retained. 

• Microbiological: Sterility or resistance to microbial growth is retained according to 
the specified requirements. Antimicrobial agents that are present retain effectiveness 
within the specified limits. 

• Therapeutic: The therapeutic effect remains unchanged. 
• Toxicological: No significant increase in toxicity occurs. 
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Instability describes chemical reactions that are “...incessant, irreversible, and result in distinctly 
different chemical entities (degradation products) that can be both therapeutically inactive and 
possibly exhibit greater toxicity”. 

Incompatibility is different from instability but must be considered in the overall stability 
evaluation of a preparation. Incompatibility generally refers to visually evident and 
“...physicochemical phenomena such as concentration-dependent precipitation and acid–base 
reactions, with the products of reaction manifested as a change in physical state, including 
protonation–deprotonation equilibria”. 

Example 

Some compounding practitioners have misconceptions about extending beyond-use dates, based 
for example on the notion of  contracting with analytical laboratories to conduct a strength 
(potency) test that does not use stability-indicating methods, running assays at time 0, at 30 days, 
and at 60 days. Take for example a target concentration of the compound intended to be 10 
mg/mL. The test result was one that indicated only strength, not stability, because the test did not 
use a stability-indicating method. In other words, at those predefined time points of day 0, 30 
days, and 60 days, the lab analyzed only how much of the compound was present. The lab could 
not, however, differentiate the compound of interest from degradants or excipients in the 
preparation that may have been “co-eluting” in the chromatogram. The results might be reported 
that the compounded preparation was at a concentration of 10 mg/mL at each time point.  

The results cannot be interpreted to determine a stability of 60 days, because in the analysis there 
could have been degradants or excipients that were present but not detected (again assuming that 
a stability-indicating method was not used in the analysis). To put it into numbers, the actual 
concentration of the active ingredient could have been 6 mg/mL, with 3 mg/mL of degradants 
and 1 mg/mL of excipients. The most important point to realize in this scenario is that strength 
but not stability can be determined, because stability-indicating methods were not used. Had 
stability-indicating methods been used to determine strength, then the results could have been 
used to determine a beyond-use date, otherwise referred to as stability. Using the previous 
example, if the concentration at time 60 days was 10 mg/mL and stability-indicating methods 
were used, one could be sure of looking at only the active ingredient. 

Figure 1 represents a chromatogram of a nonstability-indicating HPLC method that can be used 
to quantitate the analyte of interest. Figures 2 and 3 represent a chromatogram of a nonstability-
indicating HPLC method containing analyte and degradant sample peaks that are not resolved. 
All that can be concluded is that there are degradants present in the sample at the time of the 
analysis. In Figures 2 and 3, no conclusions can be made about strength or stability. As for 
strength, the peaks are not resolved, which does not allow one to properly quantitate the analyte 
of interest. Stability cannot be determined, because stability-indicating methods were not used.   

STABILITY TESTING 

Stability testing includes method development, method validation, and a stability study. Method 
development will separate the active ingredient from its degradants and impurities, as well as any 
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other excipients in the preparation. This is done by force-degrading the active ingredient and 
inactive ingredients to ensure that no degradants are interfering with the analysis. In the process 
of forced degradation, high heat and humidity, UV radiation, acid exposure, base exposure, and 
peroxide exposure are performed on the compound. It is this step that is different from a simple 
strength test. Figure 4 shows an example of a chromatogram of a stability-indicating HPLC 
method containing analyte and degradant peaks that are fully resolved from one another. When 
looking at this chromatogram, it is important to notice that the active ingredient, or analyte, is 
completely separated from its degradants and excipients. Stability can be determined from this 
type of study, because stability-indicating methods were used in the analysis. 

The method validation confirms that the method meets certain criteria. The typical analytical 
characteristics used in method validation include accuracy, precision, specificity, detection limit, 
quantitation limit, linearity, range, and ruggedness, as outlined in general information chapter 
<1225> Validation of Compendial Procedures. 

The stability study includes storing the preparation in stability chambers, testing the preparation 
at predetermined time points, and then determining its stability. These time points can be 
specified by the compounder or may be limited based on the particular compound. Once again, it 
is crucial to understand that the methods used to determine stability must be stability-indicating. 
Equally important to understand is that a strength test that uses stability-indicating methods can 
determine strength as well as stability. 

HPLC DIODE–ARRAY DETECTORS 

The PDA (photodiode array) detector is a device that scans from about 200 nm up to 400 nm in 
the UV range (and can reach 700 nm in the visible range in some instruments). The full array 
scans the eluent coming from the HPLC every second or so. The software starts at the beginning 
of a peak and makes scans (basically by “slicing” it into pieces) and then completes the scan 
instantly. The scans are compared (overlaid), and any change is identified. By using an 
algorithm, the software calculates the “peak purity” by comparing the middle peak scans with 
those of the leading and trailing tails. If the scans overlay perfectly, then the peak purity will be 
100%. If the scans do not overlay perfectly, then the result is a calculated percentage. The issue 
with this approach is that a UV scan is not necessarily specific, and small changes in a drug 
molecule can occur that may not be detected by the scan but may alter the drug strength, 
although based on the assay, the strength may not have changed. The molecule contains 
“chromophores” that absorb the UV light at different wavelengths and efficiencies. If a molecule 
degrades but the change is not in a strong chromophore, then the change will not appear in the 
scan, and the strength will not be determined accurately. 

Peak purity evaluation should be performed during validation as part of the specificity test of the 
forced-degradation samples. The peak purity test helps to ensure that the method can separate 
degradation products during a stability study, and “strength” of the API can be assessed versus 
the reference standard. One can apply peak purity analysis to compounded preparations for 
routine strength testing and maybe time point testing, as part of the beyond-use date of the 
compounded preparations. But the method itself still needs to be validated to become a standard 
monograph method. The PDA method for peak purity determination can be used to “supplement 
or support” a stability-indicating analytical method but should not be used in place of it. 
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SUMMARY 

In summary, the practitioner who extemporaneously compounds must ensure the strength, 
quality, identity, and purity of compounded preparations. An outsourced analytical laboratory 
can assist by providing quality control and quality assurance. Determination of strength or 
concentration is invaluable in maintaining good preparations that are accurate and precise. A 
stability-indicating method must be used to determine the beyond-use date of a compounded 
preparation. 

FIGURES1 
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Figure 1. An example chromatogram of a nonstability-indicating HPLC method that evaluates 
the potency of a single analyte. 

1 Figures reproduced with permission from Kupiec TC, Skinner R, Lanier L. Stability Versus Potency Testing: The 
Madness is in the Method. Int J Pharm Compd. 2008 Jan/Feb; 12(1): 50-53. 

5 



 

 
 

  
  

 
 

 
 

  
  

 
 

   

min 3.5 3.75 4 4.25 4.5 4.75 5 5.25 

mAU 

-20 

-10 

0 

10 

20 

30 

40

 DAD1 A, Sig=214,4 Ref=360,100 (08BA1106\TEST0001.D) 

Degradant 

Analyte 

Figure 2. An example chromatogram of a nonstability-indicating HPLC method that evaluates 
the analyte and degradant sample peaks. 
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Figure 3. An example chromatogram of a nonstability-indicating HPLC method that evaluates 
the analyte and degradant peaks that are not fully resolved from one another. 
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Figure 4. An example chromatogram of a stability-indicating HPLC method that evaluates the 
analyte and degradant peaks that are fully resolved from one another. 

i Published January 13, 2014. Revised May 11, 2015 [added footnote to Figures]. 
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Damoth, Debbie@DCA 

From: Sarah Townsend <stownsend88@gmail.com> 
Sent: Wednesday, December 6, 2017 1:16 PM 
To: Sodergren, Anne@DCA 
Subject: Excessive Regulations Are Affecting My Patients Therapy 

Sarah Townsend 
1060 Reed Avenue #43 
Sunnyvale, CA 94086 

December 6, 2017 

Dear Anne Sodergren, 

Despite objections from prescribers, patients and pharmacists throughout the state, the California Board of Pharmacy 
continues to require stability studies to extend the Beyond Use Dates of sterile compounded preparations. These studies 
are time consuming, expensive, and far in excess of the requirements of any other state or accrediting board. 
Furthermore, many pharmacies that have been compounding sterile products for years, without mishap, have ceased to 
do so because they are unable to comply with the current rules. 

Recent weather disasters in Texas, Florida and Puerto Rico along with regulatory delays and production problems have 
caused severe shortages in critical injectable medications like Fentanyl, Hydromorphone, Morphine and Diazepam.  
Because of the state's extreme BUD testing requirements, compounding pharmacies that are able to supply these items 
to veterinarians in other states are unable to provide them to veterinarians in California.   

On July 25, the California Board of Pharmacy approved Emergency Regulations to amend and relax the requirements 
necessary to establish Beyond Use Dates (BUDs) for non‐sterile compounded preparations. The same Emergency 
Regulations must be applied to compounded sterile preparations as well.  These amendments would not change the 
requirements for sterility and endotoxin testing, and therefore, would not compromise patient safety. 

California’s regulations requiring stability tests to extend Beyond Use Dates (BUDs) are excessive, unnecessary and not in 
the best interests of patient care or patient access to compounded medications. The California Board of Pharmacy 
recently approved Emergency Rulemaking to relax the requirements necessary to establish Beyond Use Dates (BUDs) for 
non‐sterile compounded products. It is critical that the Board extend the same standards for sterile compounded 
products as they have for non‐sterile. Too many patients and pet owners are suffering needlessly in the interim. 

Sincerely, 
Sarah Townsend 
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Damoth, Debbie@DCA 

Subject: RE: Excessive Regulations Are Affecting My Patients Therapy 

Crystal Garnett 

December 6, 2017 

Dear Anne Sodergren, 

Despite objections from prescribers, patients and pharmacists throughout the state, the California Board of Pharmacy 
continues to require stability studies to extend the Beyond Use Dates of sterile compounded preparations. These studies 
are time consuming, expensive, and far in excess of the requirements of any other state or accrediting board. 
Furthermore, many pharmacies that have been compounding sterile products for years, without mishap, have ceased to 
do so because they are unable to comply with the current rules. 

Recent weather disasters in Texas, Florida and Puerto Rico along with regulatory delays and production problems have 
caused severe shortages in critical injectable medications like Fentanyl, Hydromorphone, Morphine and Diazepam.  
Because of the state's extreme BUD testing requirements, compounding pharmacies that are able to supply these items 
to veterinarians in other states are unable to provide them to veterinarians in California.   

On July 25, the California Board of Pharmacy approved Emergency Regulations to amend and relax the requirements 
necessary to establish Beyond Use Dates (BUDs) for non‐sterile compounded preparations. The same Emergency 
Regulations must be applied to compounded sterile preparations as well.  These amendments would not change the 
requirements for sterility and endotoxin testing, and therefore, would not compromise patient safety. 

I am a board certified oncologist and my terminally in patients require pain control to assist in the relief of discomfort in 
the hospice care setting. No animal should be forced to undergo undo stress, in particular due to limitations on using 
pain relieving medications, especially not those suffering from cancer. 

California’s regulations requiring stability tests to extend Beyond Use Dates (BUDs) are excessive, unnecessary and not in 
the best interests of patient care or patient access to compounded medications. The California Board of Pharmacy 
recently approved Emergency Rulemaking to relax the requirements necessary to establish Beyond Use Dates (BUDs) for 
non‐sterile compounded products. It is critical that the Board extend the same standards for sterile compounded 
products as they have for non‐sterile. Too many patients and pet owners are suffering needlessly in the interim. 

Sincerely, 
Crystal Garnett 
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Damoth, Debbie@DCA 

From: Kristina Burling <kristinaburling@yahoo.com> 
Sent: Wednesday, December 6, 2017 9:44 AM 
To: Sodergren, Anne@DCA 
Subject: My Patients Need Compounded Medications 

Kristina Burling 
Animal Eye Specialists, Inc. 
Campbell, CA 95008 

December 6, 2017 

Dear Anne Sodergren, 

Despite objections from prescribers, patients and pharmacists throughout the state, the California Board of Pharmacy 
continues to require stability studies to extend the Beyond Use Dates of sterile compounded preparations. These studies 
are time consuming, expensive, and far in excess of the requirements of any other state or accrediting board. 
Furthermore, many pharmacies that have been compounding sterile products for years, without mishap, have ceased to 
do so because they are unable to comply with the current rules. 

Recent weather disasters in Texas, Florida and Puerto Rico along with regulatory delays and production problems have 
caused severe shortages in critical injectable medications like Fentanyl, Hydromorphone, Morphine and Diazepam.  
Because of the state's extreme BUD testing requirements, compounding pharmacies that are able to supply these items 
to veterinarians in other states are unable to provide them to veterinarians in California.   

On July 25, the California Board of Pharmacy approved Emergency Regulations to amend and relax the requirements 
necessary to establish Beyond Use Dates (BUDs) for non‐sterile compounded preparations. The same Emergency 
Regulations must be applied to compounded sterile preparations as well.  These amendments would not change the 
requirements for sterility and endotoxin testing, and therefore, would not compromise patient safety. 

My animal patients rely on compounded ophthalmic medications and pain medications  and the recent changes by the 
California Board of Pharmacy in 2017 have been very difficult. 

Both patients (animal or human) and Doctors (MD or DVM) need to have confidence in the medications that they take or 
are prescribe.  We understand the goal of protection of the public and assurance of quality in medications, but the CA 
Board of Pharmacy has moved the process of product quality control too far.    

In ophthalmology specifically and veterinary medicine in general ‐ many products for animal use are not available 
consistently or have no commercial product available (Tacrolimus drops for treatment of Keratoconjunctivitis Sicca for 
example).   Many pain medications and specific drugs (antibiotics, anti‐fungals) are not available in the correct dosing via 
commercial sources or are constantly on and off back orders.  These medications are critical to the health of our non‐
human family members! As veterinarians and ophthalmologists we rely on the availability of these medications from 
compounders!  

The new rules and regulations have threatened the availiblity of these critical medications, increased costs,  and 
compromised good patient care.   
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For years our practice had been able to source for our patients a group of quality compounded ophthalmic products, 
that had good clinical efficacy, from a trusted California compounder. 

The new and difficult regulations have put this compounder out of business for compounded ophthalmics, by making 
the cost of business so high and the process so complicated. 

Our ability to provide needed medications  threatening our ability to provide and prescribe needed medications in a 
timely fashion for our patients. 

Please revist the current regulations and at a minimum approve the Emergency Rulemaking to sterile compounded 
producs as well.  Good patient care is in jeopardy. 

California’s regulations requiring stability tests to extend Beyond Use Dates (BUDs) are excessive, unnecessary and not in 
the best interests of patient care or patient access to compounded medications. The California Board of Pharmacy 
recently approved Emergency Rulemaking to relax the requirements necessary to establish Beyond Use Dates (BUDs) for 
non‐sterile compounded products. It is critical that the Board extend the same standards for sterile compounded 
products as they have for non‐sterile. Too many patients and pet owners are suffering needlessly in the interim. 

Sincerely, 
Kristina Burling DVM 
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	1 This guidance has been prepared by the Center for Drug Evaluation and Research (CDER) in cooperation with the Center for Biologics Evaluation and Research (CBER) and the Office of Regulatory Affairs (ORA) at the Food and Drug Administration. 
	2 This sentence does not apply to the discussion regarding the circumstances under which packages and homogenous cases of product that are not labeled with a product identifier and that are in the pharmaceutical distribution supply chain at the time of the effective date of the requirements of section 582 of the FD&C Act shall be exempted from the requirements of section 582. 
	3 For this guidance, trading partner is defined as described in section 581(23)(A) of the FD&C Act (21 U.S.C. 30eee(23)(A)).  Although third-party logistics providers are also considered trading partners under section 581(23)(B) (21 U.S.C. 30eee(23)(B)) of the FD&C Act, they are not subject to the same product tracing requirements of section 582. 
	4 Package is defined in section 581(11) of the FD&C Act. 
	5 Homogeneous case is defined in section 581(7) of the FD&C Act.  The terms “homogeneous” and “homogenous” are used interchangeably throughout the DSCSA.  FDA has chosen to use only the term “homogenous” throughout this guidance. 
	6 See section 582(b)(2)(A) and 582(e)(2)(A)(i) of the FD&C Act.  See also FDA’s draft guidance, Product Identifier Requirements Under the Drug Supply Chain Security Act – Compliance Policy (explaining, among other things, that FDA does not intend to take action against manufacturers who do not affix or imprint a product identifier to each package and homogenous case of products intended to be introduced in a transaction into commerce before November 26, 2018).  
	 4 
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	This draft guidance, when finalized, will represent the current thinking of the Food and Drug 6 Administration (FDA or Agency) on this topic.  It does not establish any rights for any person 7 and is not binding on FDA or the public.2  You can use an alternative approach if it satisfies the 8 requirements of the applicable statutes and regulations.  To discuss an alternative approach, 9 contact the FDA staff responsible for this guidance as listed on the title page. 10 
	 11 
	 12 
	 13 
	 15 
	This draft guidance addresses product distribution security provisions in section 582 of the 16 Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 360eee).  Section 582 was added 17 by the Drug Supply Chain Security Act (DSCSA) (Title II of Public Law 113-54) and facilitates 18 the tracing of products through the pharmaceutical distribution supply chain by requiring trading 19 partners3 (manufacturers, repackagers, wholesale distributors, and dispensers) to exchange 20 transaction information, trans
	 26 
	We are issuing this guidance to help trading partners understand their compliance obligations 27 under section 582 for packages and homogenous cases of product that are not labeled with a 28 product identifier and that are in the pharmaceutical distribution supply chain at the time of the 29 effective date of the requirements of section 582.  This guidance, which is required by section 30 582(a)(5)(A) of the DSCSA, specifies whether and under what circumstances such packages and 31 homogenous cases of produ
	7  When final, this guidance will represent the FDA’s current thinking on this topic.  For the most recent version of a guidance, check the FDA Drugs guidance web page at 
	https://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
	 36 
	In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  37 Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 38 as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 39 the word should in Agency guidances means that something is suggested or recommended, but 40 not required. 41 
	 42 
	An exception to that framework derives from section 582(a)(5)(A) of the FD&C Act, wherein 43 Congress granted authorization to FDA to issue guidance specifying whether and under what 44 circumstances packages and homogenous cases of product that are not labeled with a product 45 identifier and that are in the pharmaceutical distribution supply chain at the time of the effective 46 date of the requirements of section 582 shall be exempted from the requirements of section 582.  47 Accordingly, insofar as this
	 56 
	 57 
	 59 
	 61 
	The DSCSA (Title II of Public Law 113-54) was signed into law on November 27, 2013.  62 Section 202 of the DSCSA added section 582 to the FD&C Act, which established product 63 tracing requirements for manufacturers, repackagers, wholesale distributors, and dispensers of 64 most prescription drugs in a finished dosage form for administration to a patient without 65 
	substantial further manufacturing (products).8  The DSCSA phases in its new requirements over 66 a period of 10 years. 67 
	8 Certain prescription drugs are excluded from the product tracing requirements of section 582.  See section 581(13) of the FD&C Act for the definition of the term product. 
	9 Product identifier is defined in section 581(14) of the FD&C Act. 
	10 See section 582(b)(2)(A) of the FD&C Act.  See also FDA’s draft guidance, Product Identifier Requirements Under the Drug Supply Chain Security Act – Compliance Policy. 
	11 See section 582(e)(2)(A)(i) of the FD&C Act. 
	12 See section 582(e)(2)(A)(iii) of the FD&C Act. 
	13 See sections 582(c)(2), (d)(2) of the FD&C Act. 
	 68 
	A critical component of the product tracing scheme outlined in the DSCSA is the product 69 identifier.9  Section 582 requires that each package and homogenous case of product in the 70 pharmaceutical distribution supply chain bear a product identifier that is encoded with the 71 product’s standardized numerical identifier, lot number, and expiration date by specific dates.  72 Under the statute, manufacturers are required to begin affixing or imprinting (adding) a product 73 identifier to each package and h
	 77 
	Sections 582(c)(2), (d)(2), and (e)(2)(A)(iii) of the DSCSA restrict trading partners’ ability to 78 engage in transactions involving packages and homogenous cases of product that are not labeled 79 with a product identifier after specific dates.  Beginning November 27, 2018, repackagers may 80 not receive or transfer ownership of a package or homogenous case of a product that is not 81 encoded with a product identifier.12  Similar restrictions go into effect for wholesale distributors 82 and dispensers on 
	 84 
	Section 582(a)(5)(A) gives FDA the authority to exempt packages and homogenous cases of 85 product without a product identifier from the product tracing requirements discussed above.  We 86 are required to issue guidance that specifies whether and under what circumstances we will 87 exercise this authority.  Only packages and homogenous cases of product that are “in the 88 pharmaceutical distribution supply chain at the time of the effective date of the requirements of 89 [section 582]” are eligible for an 
	 91 
	The draft guidance Product Identifier Requirements Under the Drug Supply Chain Security Act – 92 Compliance Policy (Product Identifier Compliance Policy or compliance policy) explains that 93 FDA does not intend to take action against manufacturers who do not add a product identifier to 94 each package and homogenous case of product intended to be introduced in a transaction into 95 commerce before November 27, 2018.  This represents a 1-year delay in enforcement of section 96 582(b)(2)(A) of the FD&C Act. 
	 103 
	 105 
	This guidance specifies the circumstances under which packages and homogenous cases of 106 product that are not labeled with a product identifier and that are in the pharmaceutical 107 distribution supply chain at the time of the effective date of the requirements of section 582, 108 including saleable returned packages and homogenous cases of product, shall be exempted, as 109 grandfathered, from certain requirements of section 582.  This guidance does not address 110 products or transactions for which a w
	 115 
	 116 
	 118 
	Under section 582(a)(5)(A), packages and homogenous cases of product that are not labeled with 119 a product identifier are eligible to be exempted from the requirements of section 582 if they are 120 “in the pharmaceutical distribution supply chain at the time of the effective date of the 121 requirements of this section [(i.e., section 582)].”  For the purposes of this guidance, a package 122 or homogenous case of product is “in the pharmaceutical distribution supply chain” if it was 123 packaged by the p
	 128 
	Consequently, a package or homogenous case of product that is not labeled with a product 129 identifier is eligible for an exemption under section 582(a)(5)(A) as described in this guidance 130 only if the product’s manufacturer packaged the product before November 27, 2018. 131 
	 132 
	 133 
	14 Insofar as section IV of this guidance specifies the circumstances under which packages and homogenous cases of product that are not labeled with a product identifier and that are in the pharmaceutical distribution supply chain at the time of the effective date of the requirements of section 582 of the FD&C Act shall be exempted from the requirements of section 582, it will have binding effect, once finalized. 
	 135 
	FDA has determined that there are circumstances under which it would be appropriate to exempt 136 packages and homogenous cases of product meeting the conditions of section 582(a)(5)(A) of the 137 FD&C Act (i.e., the packages and homogenous cases of product that are not labeled with a 138 product identifier and are in the pharmaceutical distribution supply chain at the time of the 139 effective date of the requirements of section 582) from certain requirements of section 582.  140 Those circumstances, and t
	 145 
	15 As used in this guidance, the term grandfathering exemption refers to an exemption from the requirements of section 582 that is established by this guidance under the authority of section 582(a)(5)(A) of the FD&C Act. 
	16 Per section 581(27)(d) of the FD&C Act, the transaction statement indicates that an owner did not knowingly ship a suspect or illegitimate product. 
	 148 
	 150 
	A package or homogenous case of product that is not labeled with a product identifier shall be 151 exempted from certain requirements in section 582 (i.e., grandfathered) where there is 152 documentation that it was packaged by a manufacturer before November 27, 2018.  For example, 153 if a package or homogenous case of product not labeled with a product identifier is accompanied 154 by transaction information or a transaction history that includes a sale before November 27, 155 2018, that trading partner c
	  158 
	If the transaction information or transaction history does not include a sale before November 27, 159 2018, and absent other indicia that a product may be suspect or illegitimate, the transaction 160 statement is one indication that the product was in the pharmaceutical distribution supply chain 161 before that date.16  Furthermore, manufacturers retain packaging date information in the ordinary 162 course of business and as a part of batch recordkeeping, and they should provide the packaging 163 date to su
	 165 
	 167 
	The specific requirements of section 582 from which a grandfathered product is exempted are set 168 forth below.  To assist trading partners in understanding how the grandfathering exemption 169 applies to their activities, the requirements for trading partners are addressed separately below.   170 
	 171 
	 173 
	Manufacturers are exempted from two requirements of section 582 in situations 174 where there is documentation that the product involved in the transaction was in the 175 pharmaceutical distribution supply chain before November 27, 2018. 176 
	 177 
	 188 
	17 Verify is defined in section 581(28) of the FD&C Act. 
	 196 
	Manufacturers must comply with all other applicable requirements of section 582 197 when engaging in transactions pursuant to this exemption. 198 
	 199 
	 201 
	Wholesale distributors are exempted from two requirements of section 582 in 202 situations where there is documentation that the product involved in the transaction 203 was in the pharmaceutical distribution supply chain before November 27, 2018. 204 
	 205 
	 209 
	 220 
	Wholesale distributors must comply with all other applicable requirements of section 221 582 when engaging in transactions pursuant to this exemption. 222 
	 223 
	 225 
	Dispensers are exempted from two requirements of section 582 in situations where 226 there is documentation that the product involved in the transaction was in the 227 pharmaceutical distribution supply chain before November 27, 2018.   228 
	 229 
	 233 
	 244 
	Dispensers must comply with all other applicable requirements of section 582 when 245 engaging in transactions pursuant to this exemption. 246 
	 247 
	 249 
	FDA has also determined that the grandfathering exemption applies to certain 250 repackager activities in situations where there is documentation that the product 251 involved in the transaction was in the pharmaceutical distribution supply chain before 252 November 27, 2018.   253 
	 254 
	 264 
	 275 
	 283 
	Repackagers must comply with all other applicable requirements of section 582 when 284 engaging in transactions pursuant to this exemption. 285 
	 286 
	Trading partners may engage in transactions involving products exempted as grandfathered per 287 the conditions of the grandfathering policy until product expiry, regardless of when the 288 transaction occurs.  Although there is no sunset date for the grandfathering exemption, FDA 289 expects there to be relatively few, if any, of these packages and homogenous cases of product 290 without a product identifier in the pharmaceutical distribution supply chain by November 27, 291 2023.18   292 
	18 We note that the enhanced drug distribution security provisions of section 582(g) go into effect on November 27, 2023. 
	19 See guidance for industry at 
	 293 
	The FDA guidance Drug Supply Chain Security Act Implementation: Identification of Suspect 294 Product and Notification notes that a package missing product tracing information is a scenario 295 that could significantly increase the risk of a suspect product entering the drug supply chain.19  296 As product identifier requirements are implemented over time, trading partners should be 297 diligent when engaging in a transaction of a package or homogenous case of product without a 298 product identifier to ens
	 301 
	FDA emphasizes that trading partners must comply with all other applicable requirements of 302 section 582 when engaging in transactions covered by the exemption established by this 303 guidance.  For example, a wholesale distributor that transfers ownership of a package or 304 homogenous case of product without a product identifier after November 27, 2019 that is subject 305 to the grandfathering exemption must provide the subsequent owner with the product’s 306 transaction information, transaction history
	 309 
	 311 
	Section 582 addresses trading partners’ ability to accept and redistribute product that is returned 312 to them in saleable condition. Manufacturers, wholesale distributors, and repackagers are 313 required under sections 582(b)(4)(E), (c)(4)(D), and (e)(4)(E), respectively, to verify the product 314 identifier of a saleable returned package or sealed homogenous case of product that is intended 315 for further distribution.  This requirement goes into effect on November 27, 2017 (per the 316 
	statute) for manufacturers, November 27, 2018, for repackagers, and November 27, 2019, for 317 wholesale distributors. 20  318 
	20 See also FDA’s draft guidance, Product Identifier Requirements Under the Drug Supply Chain Security Act – Compliance Policy. 
	21 Return is defined in section 581(17) of the FD&C Act. 
	 319 
	For returns21 of saleable packages and homogeneous cases of product without product identifiers 320 that were in the pharmaceutical distribution supply chain before November 27, 2018, 321 manufacturers, wholesale distributors, and repackagers are exempted from the requirements of 322 sections 582(b)(4)(E), (c)(4)(D), and (e)(4)(E), respectively, to verify the product identifier of a 323 saleable returned package or sealed homogenous case of product that is intended for further 324 distribution.  Manufacture
	 334 
	 338 
	The grandfathering and compliance policies have different legal statuses and apply in different 339 scenarios.  Under the grandfathering policy, eligible packages and homogenous cases of product 340 are exempted, as grandfathered, from certain DSCSA requirements. The Product Identifier 341 Compliance Policy, by contrast, describes FDA’s intention not to take action against certain 342 trading partners in certain circumstances; the DSCSA requirements remain in effect, but the 343 Agency intends to exercise d
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	SAN DIEGO – Edwin Fuller, a member of a drug trafficking organization that illegally acquired and distributed at least 50,000 oxycodone tablets valued at $1.5 million during a three-year span, was convicted by a federal jury today following a three-day trial. 
	Fuller was part of what is believed to be the San Diego region’s most prolific and well-organized oxycodone ring. The organization acquired oxycodone via fraudulent prescriptions and phony California identification cards and distributed the pills across the country. One significant seizure involved 7,000 pills sent by this organization to Columbus, Ohio. 
	Fuller is the fourth key member of the organization that has been convicted in the case so far. The investigation is ongoing. 
	Two coconspirators testified at trial that Fuller was a recruiter and a “filler” who walked into pharmacies to get bogus prescriptions filled.  Fuller received the oxycodone and distributed it to others. Evidence at trial proved that over a six-month period Fuller was able to successfully acquire more than 11,000 30-milligram tablets of oxycodone. The traffickers obtained pills for about $2 each from the pharmacies and then sold them for a street value of up to $30 each. 
	One coconspirator testified that she was “thankful” for being arrested because she would have died as a result of her addition to oxycodone. 
	U.S. Attorney Adam Braverman said prosecution of this organization and others like it is a priority for this office because their greed is feeding the addiction crisis in California and other regions of the United States. 
	“Just yesterday I heard from parents who tragically lost their son to opiate addiction. This case demonstrates that we are holding pill peddlers accountable for the havoc they are wreaking on our country,” said U.S. Attorney Adam 
	Braverman. “We will not tolerate drug trafficking rings that seek to profit by exploiting and endangering people who struggle with substance use disorder.”   
	Earlier today, Attorney General Jeff Sessions announced new resources and stepped up efforts to address the drug and opioid crisis, including over $12 million in grant funding to assist law enforcement in combating illegal manufacturing and distribution of methamphetamine, heroin, and prescription opioid and a directive to all U.S. Attorneys to designate an Opioid Coordinator to work closely with prosecutors, and with other federal, state, tribal, and local law enforcement to coordinate and optimize federal
	Fuller is scheduled to be sentenced on February 15, 2018 at 2:15 p.m. before U.S. District Judge Gonzalo Curiel. 
	This case is the result of the ongoing efforts by the Organized Crime Drug Enforcement Task Force (OCDETF) a partnership that brings together the combined expertise and unique abilities of federal, state and local law enforcement agencies. The principal mission of the OCDETF program is to identify, disrupt, dismantle and prosecute high level members of drug trafficking, weapons trafficking and money laundering organizations and enterprises. 
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	Title 16. Board of Pharmacy 
	 
	Changes made to the current regulation language are shown by strikethrough for deleted language and underline for added language. Additionally, [Brackets] indicates language that is not being amended. 
	 
	Amend section 1735.2, subdivision (i) in Article 4.5 of Division 17 of Title 16 California Code of Regulations to read as follows: 
	 
	1735.2. Compounding Limitations and Requirements; Self-Assessment. 
	 
	[…..] 
	 
	 (i) Every compounded drug preparation shall be given beyond use date representing the date or date and time beyond which the compounded drug preparation should not be used, stored, transported or administered, and determined based on the professional judgment of the pharmacist performing or supervising the compounding.  
	(1) For non-sterile compounded drug preparation(s), the beyond use date shall not exceed any of the following:  
	(A) the shortest expiration date or beyond use date of any ingredient in the compounded drug preparation,  
	(B) the chemical stability of any one ingredient in the compounded drug preparation;  
	(C) the chemical stability of the combination of all ingredients in the compounded drug preparation,  
	(D) 180 days for non-aqueous formulations, 180 days or an extended date established by the pharmacist’s research, analysis, and documentation, 
	(E) 14 days for water-containing oral formulations, 14 days or an extended date established by the pharmacist’s research, analysis, and documentation, and  
	(F) 30 days for water-containing topical/dermal and mucosal liquid and semisolid formulations, 30 days or an extended date established by the pharmacist’s research, analysis, and documentation.  
	(G) A pharmacist, using his or her professional judgment may establish an extended date as provided in (D), (E), and (F), if the pharmacist researches by consulting and applying drug-specific and general stability documentation and literature; analyzes such documentation and literature as well as the other factors set forth in this subdivision, and maintains documentation of the research, analysis and conclusion.  The factors the pharmacist must analyze include: 
	(i)  the nature of the drug and its degradation mechanism, 
	(ii) the dosage form and its components, 
	(iii) the potential for microbial proliferation in the preparation, 
	(iv) the container in which it is packaged, 
	(v) the expected storage conditions, and 
	(vi) the intended duration of therapy. 
	Documentation of the pharmacist’s research and analysis supporting an extension must be maintained in a readily retrievable format as part of the master formula. 
	(2) For sterile compounded drug preparations, the beyond use date shall not exceed any of the following:  
	(A) The shortest expiration date or beyond use date of any ingredient in the sterile compounded drug product preparation,  
	(B) The chemical stability of any one ingredient in the sterile compounded drug preparation,  
	(C) The chemical stability of the combination of all ingredients in the sterile compounded drug preparation, and  
	(D) The beyond use date assigned for sterility in section 1751.8.  
	(3) For sterile compounded drug preparations, E extension of a beyond use date is only allowable when supported by the following:  
	(A) Method Suitability Test,  
	(B) Container Closure Integrity Test, and  
	(C) Stability Studies  
	(4) In addition to the requirements of paragraph three (3), the drugs or compounded drug preparations tested and studied shall be identical in ingredients, specific and essential compounding steps, quality reviews, and packaging as the finished drug or compounded drug preparation.  
	(5) Shorter dating than set forth in this subsection may be used if it is deemed appropriate in the professional judgment of the responsible pharmacist.  
	 
	[…..] 
	 
	Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
	Title 16. Board of Pharmacy 
	 
	Changes made to the current regulation language are shown by strikethrough for deleted language and underline for added language. Additionally, [Brackets] indicate language that is not being amended. 
	 
	Amend section 1735.1(c) and (f) in Article 4.5 of Division 17 of Title 16 of the California Code of Regulations to read as follows: 
	 
	1735.1. Compounding Definitions. 
	 
	[…..] 
	 
	(c) “Biological Safety Cabinet (BSC)” means a ventilated cabinet for compounding sterile drug preparations, having an open front with inward airflow for personnel protection, downward HEPA-filtered laminar airflow for product protection, and HEPA-filtered exhausted air for environmental protection. Where hazardous drugs are prepared, the exhaust air from the biological safety cabinet shall be appropriately removed by properly designed external building ventilation exhausting. This external venting exhaust s
	(d) “Bulk drug substance” means any substance that, when used in the preparation of a compounded drug preparation, processing, or packaging of a drug, is an active ingredient or a finished dosage form of the drug, but the term does not include any intermediate used in the synthesis of such substances. 
	(e) “Cleanroom or clean area or buffer area” means a room or area with HEPA-filtered air that provides ISO Class 7 or better air quality where the primary engineering control (PEC) is physically located. 
	(1) For nonhazardous compounding a positive pressure differential of 0.02- to 0.05-inch water column relative to all adjacent spaces is required. 
	(2) For hazardous compounding at least 30 air changes per hour of HEPA-filtered supply air and a negative pressure of between 0.01 to 0.03 inches of water column relative to all adjacent spaces is required. 
	(f) “Compounding Aseptic Containment Isolator (CACI)” means a unidirectional HEPA-filtered airflow compounding aseptic isolator (CAI) designed to provide worker protection from exposure to undesirable levels of airborne drug throughout the compounding and material transfer processes and to provide an aseptic environment for compounding sterile preparations. Air exchange with the surrounding environment should not occur unless the air is first passed through a microbial retentive filter (HEPA minimum) system
	 
	[…..] 
	 
	Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
	 
	Amend section 1735.2(i) in Article 4.5 of Division 17 of Title 16 California Code of Regulations to read as follows: 
	 
	1735.2. Compounding Limitations and Requirements; Self-Assessment. 
	 
	[…..] 
	 
	 (i) Every compounded drug preparation shall be given beyond use date representing the date or date and time beyond which the compounded drug preparation should not be used, stored, transported or administered, and determined based on the professional judgment of the pharmacist performing or supervising the compounding.  
	(1) For non-sterile compounded drug preparation(s), the beyond use date shall not exceed any of the following:  
	(A) the shortest expiration date or beyond use date of any ingredient in the compounded drug preparation,  
	(B) the chemical stability of any one ingredient in the compounded drug preparation;  
	(C) the chemical stability of the combination of all ingredients in the compounded drug preparation,  
	(D) 180 days for non-aqueous formulations, 180 days or an extended date established by the pharmacist’s research, analysis, and documentation, 
	(E) 14 days for water-containing oral formulations, 14 days or an extended date established by the pharmacist’s research, analysis, and documentation, and  
	(F) 30 days for water-containing topical/dermal and mucosal liquid and semisolid formulations, 30 days or an extended date established by the pharmacist’s research, analysis, and documentation.  
	(G) A pharmacist, using his or her professional judgment may establish an extended date as provided in (D), (E), and (F), if the pharmacist researches by consulting and applying drug-specific and general stability documentation and literature; analyzes such documentation and literature as well as the other factors set forth in this subdivision, and maintains documentation of the research, analysis and conclusion.  The factors the pharmacist must analyze include: 
	(i)  the nature of the drug and its degradation mechanism, 
	(ii) the dosage form and its components, 
	(iii) the potential for microbial proliferation in the preparation, 
	(iv) the container in which it is packaged, 
	(v) the expected storage conditions, and 
	(vi) the intended duration of therapy. 
	Documentation of the pharmacist’s research and analysis supporting an extension must be maintained in a readily retrievable format as part of the master formula. 
	(2) For sterile compounded drug preparations, the beyond use date shall not exceed any of the following:  
	(A) The shortest expiration date or beyond use date of any ingredient in the sterile compounded drug product preparation,  
	(B) The chemical stability of any one ingredient in the sterile compounded drug preparation,  
	(C) The chemical stability of the combination of all ingredients in the sterile compounded drug preparation, and  
	(D) The beyond use date assigned for sterility in section 1751.8.  
	(3) For sterile compounded drug preparations, E extension of a beyond use date is only allowable when supported by the following:  
	(A) Method Suitability Test,  
	(B) Container Closure Integrity Test, and  
	(C) Stability Studies  
	(4) In addition to the requirements of paragraph three (3), the drugs or compounded drug preparations tested and studied shall be identical in ingredients, specific and essential compounding steps, quality reviews, and packaging as the finished drug or compounded drug preparation.  
	(5) Shorter dating than set forth in this subsection may be used if it is deemed appropriate in the professional judgment of the responsible pharmacist.  
	[…..] 
	 
	Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
	 
	Amend section 1735.6(e) in Article 4.5 of Division 17 of Title 16 of the California Code of 
	Regulations to read as follows: 
	 
	1735.6. Compounding Facilities and Equipment. 
	 
	[…..] 
	 
	(e) Hazardous drug compounding shall be completed in an externally vented physically separate room with the following requirements: 
	(1) Minimum of 30 air changes per hour except that 12 air changes per hour are acceptable for segregated compounding areas with a BSC or CACI when products are assigned a BUD of 12 hrs or less or when non sterile products are compounded; and 
	(2) Maintained at a negative pressure of 0.01 to 0.03 inches of water column relative to all adjacent spaces (rooms, above ceiling, and corridors); and 
	(3) Each PEC BSC in the room shall also be externally vented except that a BSC used only for nonsterile compounding may also use a redundant-HEPA filter in series; and 
	(4) All surfaces within the room shall be smooth, seamless, impervious, and non-shedding. 
	(f) Where compliance with the January 1, 2017 amendments to Article 4.5 or Article 7, requires physical construction or alteration to a facility or physical environment, the board or its designee may grant a waiver of such compliance for a period of time to permit such physical change(s). Application for any waiver shall be made by the licensee in writing, and the request shall identify the provision(s) requiring physical construction or alteration, and the timeline for any such change(s).  The board or its
	Note: Authority cited: Sections 4005 and 4127, Business and Professions Code.  
	Reference: Sections 4005, 4036, 4037, 4051, 4052 and 4127, Business and Professions Code. 
	 
	Amend section 1751.1(a)(5) in Article 7 of Division 17 of Title 16 of the California Code of Regulations to read as follows: 
	 
	1751.1. Sterile Compounding Recordkeeping Requirements. 
	 
	(a) In addition to the records required by section 1735.3, any pharmacy engaged in any compounding of sterile drug preparations shall maintain the following records, which must be readily retrievable, within the pharmacy: 
	(1) Documents evidencing training and competency evaluations of employees in sterile drug preparation policies and procedures. 
	(2) Results of hand hygiene and garbing assessments with integrated gloved fingertip testing.  
	(3) Results of assessments of personnel for aseptic techniques including results of media-fill tests and gloved fingertip testing performed in association with media-fill tests. 
	(4) Results of viable air and surface sampling. 
	(5) Biannual V video of smoke studies in all ISO Class 5 certified spaces. 
	(6) Documents indicating daily documentation of room, refrigerator, and freezer temperatures appropriate for sterile compounded drug preparations consistent with the temperatures listed in section 1735.1 for: 
	(A) Controlled room temperature.  
	(B) Controlled cold temperature. 
	(C) Controlled freezer temperature. 
	 
	 […..] 
	 
	Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
	 
	Amend section 1751.4(k) in Article 7 of Division 17 of Title 16 of the California Code of Regulations to read as follows: 
	 
	1751.4. Facility and Equipment Standards for Sterile Compounding. 
	 
	[…..] 
	 
	(k) The sterile compounding area in the pharmacy shall have a comfortable and well-lighted working environment, which includes a room temperature of 20-24 degrees Celsius (68-75 degrees Fahrenheit) or cooler to maintain comfortable conditions for compounding personnel when attired in the required compounding garb. 
	(l) A licensee may request a waiver of these provisions as provided in section 1735.6(f). 
	 
	Note: Authority Cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052 and 4127, Business and Professions Code; and Section 18944, Health and Safety Code. 
	Frequently Asked Questions - Board Compounding Regulations 
	Question:  Can an electronic monitoring system be used to comply with the daily monitoring requirements established to maintain refrigerator and freezer temperatures?  
	Answer:  Yes, if it fulfills all requirements. For example, if the electronic monitoring system collects and maintains temperature readings for the refrigerator and freezer, and could create a report documenting the temperature, and that report is available and can be provided upon request. 
	Question:  What is “sterility?”  
	Answer:  The definition of this term will ultimately be determined by professional standard of practice in the context where it is used.  As guidance, however, USP <1211> (Sterilization and Sterility Assurance of Compendial Articles) provides a general description of the concepts and principles involved in the quality control of articles that must be sterile.  The introduction to Chapter <1211> notes that any modifications of, or variations in, sterility test procedures from those described under Sterility 
	Question:  What is “stability?”  
	Answer:  The definition of this term will ultimately be determined by professional standard of practice in the context where it is used.  As guidance, however, USP <1150> (Pharmaceutical Stability) indicates that the term “stability” refers to the chemical and physical integrity of the dosage unit and, when appropriate, the ability of the dosage unit to maintain protection against microbiological contamination.  For additional information on stability, refer to this and other relevant chapters of USP. 
	Question:  How is “identical” applied in CCR, title 16, section 1735.2(i)(4)? 
	Answer:  A pharmacist must use his or her professional judgment to determine if the drugs or compounded drug preparations tested and studied are identical in ingredients, specific and essential compounding steps, quality reviews, and packaging as the finished drug or compounded drug preparation.  For example, a drug or preparation from different manufacturers may be considered identical if the pharmacist determines that the formulation components, amounts, and parameters (such as pH and dilution) are the sa
	Question:  What is the minimum testing frequency required to comply with the quality assurance plan requirements established in CCR, title 16, Section 1735.8? 
	Answer:  The board’s regulation requires testing a minimum of two specified compounded drug preparations.  A pharmacist, using his or her professional judgment, should determine the appropriate testing schedule and frequency for the pharmacy.   
	Possible Amendments to compounding regulations as specified below in red ink 
	To Amend § 1735.1 in Article 4.5 of Division 17 of Title 16 of the California Code of 
	Regulations to read as follows: 
	 
	1735.1. Compounding Definitions.   
	(a) “Ante-area” means an area with ISO Class 8 or better air quality where personnel hand hygiene and garbing procedures, staging of components, and other high-particulate-generating activities are performed, that is adjacent to the area designated for sterile compounding. It is a transition area that begins the systematic reduction of particles, prevents large fluctuations in air temperature and pressures in the cleanroom, and maintains air flows from clean to dirty areas. ISO Class 7 or better air quality
	(b) “Beyond use date” means the date, or date and time, after which administration of a compounded drug preparation shall not begin, the preparation shall not be dispensed, and the preparation shall not be stored (other than for quarantine purposes). 
	(c) “Biological Safety Cabinet (BSC)” means a ventilated cabinet for compounding sterile drug preparations, having an open front with inward airflow for personnel protection, downward HEPA-filtered laminar airflow for product protection, and HEPA-filtered exhausted air for environmental protection. Where hazardous drugs are prepared, the exhaust air from the biological safety cabinet shall be appropriately removed by properly designed external building ventilation exhausting. This external venting exhaust s
	(d) “Bulk drug substance” means any substance that, when used in the preparation of a compounded drug preparation, processing, or packaging of a drug, is an active ingredient or a finished dosage form of the drug, but the term does not include any intermediate used in the synthesis of such substances. 
	(e) “Cleanroom or clean area or buffer area” means a room or area with HEPA-filtered air that provides ISO Class 7 or better air quality where the primary engineering control (PEC) is physically located. 
	(1) For nonhazardous compounding a positive pressure differential of 0.02- to 0.05-inch water column relative to all adjacent spaces is required. 
	(2) For hazardous compounding at least 30 air changes per hour of HEPA-filtered supply air and 
	a negative pressure of between 0.01 to 0.03 inches of water column relative to all adjacent spaces is required. 
	(f) “Compounding Aseptic Containment Isolator (CACI)” means a unidirectional HEPA-filtered airflow compounding aseptic isolator (CAI) designed to provide worker protection from exposure to undesirable levels of airborne drug throughout the compounding and material transfer processes and to provide an aseptic environment for compounding sterile preparations. Air exchange with the surrounding environment should not occur unless the air is first passed through a microbial retentive filter (HEPA minimum) system
	(g) “Compounding Aseptic Isolator (CAI)” means a form of isolator specifically designed for non-hazardous compounding of pharmaceutical ingredients or preparations while bathed with unidirectional HEPA-filtered air. It is designed to maintain an aseptic compounding environment within the isolator throughout the compounding and material transfer processes. Air exchange into the isolator from the surrounding environment should not occur unless the air has first passed through a microbial retentive filter (HEP
	(h) “Controlled cold temperature” means 2 degrees to 8 degrees C (35 degrees to 46 degrees F). 
	(i) “Controlled freezer temperature” means -25 degrees to -10 degrees C (-13 degrees to 14 
	degrees F) or at a range otherwise specified by the pharmaceutical manufacturer(s) for that product. 
	(j) “Controlled room temperature” means 20 degrees to 25 degrees C (68 degrees to 77 degrees F). 
	(k) “Copy or essentially a copy” of a commercially available drug product includes all preparations that are comparable in active ingredients to commercially available drug products, except that it does not include any preparations in which there has been a change, made for an identified individual patient, which produces for that patient a clinically significant 
	difference, as determined by a prescribing practitioner, between that compounded preparation and the comparable commercially available drug product.  
	(l) “Daily” means occurring every day the pharmacy is operating, except when daily monitoring of refrigerator and freezer temperature are required, then daily means every 24 hours. 
	(m) “Displacement airflow method” means a concept which utilizes a low pressure differential, high airflow principle to maintain segregation from the adjacent ante-area by means of specific pressure differentials. This principle of displacement airflow shall require an air velocity of 40 ft per minute or more, from floor to ceiling and wall to wall, from the clean area across the line of demarcation into the ante-area. The displacement concept may not be used to maintain clean area requirements for sterile 
	(n) “Dosage unit” means a quantity sufficient for one administration to one patient. 
	(o) “Equipment” means items that must be calibrated, maintained or periodically certified.  
	(p) “First air” means the air exiting the HEPA filter in a unidirectional air stream that is essentially particle free. 
	(q) “Gloved fingertip sampling” means a process whereby compounding personnel lightly press each fingertip and thumb of each hand onto appropriate growth media, which are then incubated at a temperature and for a time period conducive to multiplication of microorganisms, and then examined for growth of microorganisms. 
	(r) Until December 1, 2019, “Hhazardous” means all anti-neoplastic agents identified by the National Institute for Occupational Safety and Health (NIOSH) as meeting the criteria for a hazardous drug and any other drugs, compounds, or materials identified as hazardous by the pharmacist-in-charge.  Effective December 1, 2019, “hazardous” means any drug identify by NIOSH and that exhibit as at least one of the following six criteria: 
	(1) Carcinogenicity 
	(2) Teratogencitiy of developmental toxicity 
	(3) Reproductive toxicity in humans 
	(4) Organ toxicity in low doses in human or animals 
	(5) Genotoxicity 
	(6) New drugs that mimic existing hazardous drugs in structure or toxicity. 
	(s) “Integrity” means retention of potency until the beyond use date provided on the label, so long as the preparation is stored and handled according to the label directions. 
	(t) “Lot” means one or more compounded drug preparation(s) prepared during one uninterrupted continuous cycle of compounding from one or more common active ingredient(s). 
	(u) “Media-fill test” means a test used to measure the efficacy of compounding personnel in aseptic techniques whereby compounding procedures are mimicked using a growth-based media and then the resulting preparation is evaluated for sterility. The media-fill test must mimic the most complex compounding procedures performed by the pharmacy. 
	(v) “Non-sterile-to-sterile batch” means any compounded drug preparation containing two (2) or more dosage units with any ingredient that was at any time non-sterile, regardless of intervening sterilization of that ingredient. 
	(w) “Parenteral” means a preparation of drugs administered in a manner other than through the digestive tract. It does not include topical, sublingual, rectal or buccal routes of administration. 
	(x) “Personal protective equipment” means clothing or devices that protect the employee from exposure to compounding ingredients and/or potential toxins and minimize the contamination of compounded preparations. These include shoe covers, head and facial hair covers, face masks, gowns, and gloves. 
	(y) “Potency” means active ingredient strength within +/- 10% (or the range specified in USP37-NF32, 37th Revision, Through 2nd Supplement Effective December 1, 2014) of the labeled amount. Sterile injectable products compounded solely from commercially manufactured sterile pharmaceutical products in a health care facility licensed under section 1250 of the Health and Safety Code are exempt from this definition. For those exempt, the range shall be calculated and defined in the master formula. 
	(z) “Preparation” means a drug or nutrient compounded in a licensed pharmacy; the preparation may or may not be sterile. 
	(aa) "Prescriber's office" or "prescriber office" means an office or suite of offices in which a prescriber regularly sees patients for outpatient diagnosis and treatment. This definition does not include any hospital, pharmacy, or other facility, whether or not separately licensed, that may be affiliated with, adjacent to, or co-owned by, the prescriber’s practice environment. 
	(ab) “Primary Engineering Control (PEC)” means a device that provides an ISO Class 5 or better environment through the use of non-turbulent, unidirectional HEPA-filtered first air for compounding sterile preparations. Examples of PEC devices include, but are not limited to, laminar airflow workbenches, biological safety cabinets, sterile compounding automated robots, compounding aseptic isolators, and compounding aseptic containment isolators. 
	(ac) “Process validation” means demonstrating that when a process is repeated within specified limits, the process will consistently produce preparations complying with predetermined requirements. If any aspect of the process is changed, the process would need to be revalidated. 
	(ad) “Product” means a commercially manufactured drug or nutrient evaluated for safety and efficacy by the FDA. 
	(ae) “Quality” means the absence of harmful levels of contaminants, including filth, putrid, or decomposed substances, the absence of active ingredients other than those listed on the label, and the absence of inactive ingredients other than those listed on the master formula document. 
	(af) “Segregated sterile compounding area” means a designated space for sterile-to-sterile compounding where a PEC is located within either a demarcated area (at least three foot perimeter) or in a separate room.  Such area or room shall not contain and shall be void of activities and materials that are extraneous to sterile compounding. The segregated sterile compounding area shall not be in a location that has unsealed windows or doors that connect to the outdoors, in a location with high traffic flow, or
	(1) The BUD of a sterile drug preparation made in a segregated sterile compounding area is limited to 12 hours or less as defined by section 1751.8(d). 
	(2) When the PEC in the segregated sterile compounding area is a CAI or a CACI and the documentation provided by the manufacturer shows it meets the requirements listed in section 1751.4(f)(1)-(3), the assigned BUD shall comply with section 1751.8(a-b) or (d). 
	(ag) “Strength” means amount of active ingredient per unit of a compounded drug preparation. 
	 
	Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
	 
	To Amend § 1735.2 in Article 4.5 of Division 17 of Title 16 of the California Code of 
	Regulations to read as follows: 
	 
	1735.2. Compounding Limitations and Requirements; Self-Assessment. 
	(a) Except as specified in (b) and (c), no drug preparation shall be compounded prior to receipt by a pharmacy of a valid prescription for an individual patient where the prescriber has approved use of a compounded drug preparation either orally or in writing. Where approval is given orally, that approval shall be noted on the prescription prior to compounding.  
	(b) A pharmacy may prepare and store a limited quantity of a compounded drug preparation in advance of receipt of a patient-specific prescription where and solely in such quantity as is necessary to ensure continuity of care for an identified population of patients of the pharmacy based on a documented history of prescriptions for that patient population. 
	(c) A “reasonable quantity” that may be furnished to a prescriber for office use by the prescriber as authorized by Business and Professions Code section 4052, subdivision (a)(1), means that amount of compounded drug preparation that: 
	(1) Is ordered by the prescriber or the prescriber’s agent using a purchase order or other documentation received by the pharmacy prior to furnishing that lists the number of patients seen or to be seen in the prescriber’s office for whom the drug is needed or anticipated, and the quantity for each patient that is  sufficient for office administration; and 
	(2) Is delivered to the prescriber’s office and signed for by the prescriber or the prescriber’s agent; and 
	(3) Is sufficient for administration or application to patients solely in the prescriber's office, or for furnishing of not more than a 120-hour supply for veterinary medical practices, solely to the prescriber's own veterinary patients seen as part of regular treatment in the prescriber's office, as fairly estimated by the prescriber and documented on the purchase order or other documentation submitted to the pharmacy prior to furnishing; and  
	(4) That the pharmacist has a credible basis for concluding it is a reasonable quantity for office use considering the intended use of the compounded medication and the nature of the 
	prescriber’s practice; and 
	(5) With regard to any individual prescriber to whom the pharmacy furnishes, and with regard to all prescribers to whom the pharmacy furnishes, is an amount which the pharmacy is capable of compounding in compliance with pharmaceutical standards for integrity, potency, quality and strength of the compounded drug preparation; and  
	(6) Does not exceed an amount the pharmacy can reasonably and safely compound. 
	(d) No pharmacy or pharmacist shall compound a drug preparation that:  
	(1) Is classified by the FDA as demonstrably difficult to compound; 
	(2)  Appears on an FDA list of drugs that have been withdrawn or removed from the market because such drugs or components of such drugs have been found to be unsafe or not effective; or 
	(3) Is a copy or essentially a copy of one or more commercially available drug products, unless that drug product appears on an ASHP (American Society of Health-System Pharmacists) or FDA list of drugs that are in short supply at the time of compounding and at the time of dispense, and the compounding of that drug preparation is justified by a specific, documented medical need made known to the pharmacist prior to compounding. The pharmacy shall retain a copy of the documentation of the shortage and the spe
	(e) A drug preparation shall not be compounded until the pharmacy has first prepared a written master formula document that includes at least the following elements:  
	(1) Active ingredients to be used. 
	(2) Equipment to be used. 
	(3) The maximum allowable beyond use date for the preparation, and the rationale or reference source justifying its determination. 
	(4) Inactive ingredients to be used. 
	(5) Specific and essential compounding steps used to prepare the drug.  
	(6) Quality reviews required at each step in preparation of the drug. 
	(7) Post-compounding process or procedures required, if any. 
	(8) Instructions for storage and handling of the compounded drug preparation. 
	(f) Where a pharmacy does not routinely compound a particular drug preparation, the master formula record for that preparation may be recorded on the prescription document itself. 
	(g) The pharmacist performing or supervising compounding is responsible for the integrity, potency, quality, and labeled strength of a compounded drug preparation until the beyond use date indicated on the label, so long as label instructions for storage and handling are followed after the preparation is dispensed. 
	(h) All chemicals, bulk drug substances, drug products, and other components used for drug compounding shall be stored and used according to compendia and other applicable requirements to maintain their integrity, potency, quality, and labeled strength. 
	(i) Every compounded drug preparation shall be given beyond use date representing the date or date and time beyond which the compounded drug preparation should not be used, stored, transported or administered, and determined based on the professional judgment of the pharmacist performing or supervising the compounding.  
	(1) For non-sterile compounded drug preparation(s), the beyond use date shall not exceed any of the following:  
	(A) the shortest expiration date or beyond use date of any ingredient in the compounded drug preparation, 
	(B) the chemical stability of any one ingredient in the compounded drug preparation;, 
	(C) the chemical stability of the combination of all ingredients in the compounded drug preparation, 
	(D) 180 days for non-aqueous formulations, 180 days or an extended dated established by a pharmacist’s research, analysis and documentation,  
	(E) 14 days for water-containing oral formulations, 14 days or an extended date established by a pharmacist’s research, analysis and documentation, and  
	(F) 30 days for water-containing topical/dermal and mucosal liquid and semisolid formulations., 30 days or an extended date established by a pharmacist’s research, analysis and documentation. 
	(G) A pharmacist, using his or her professional judgment may establish an extended date as provided in (D), (E), and (F), if the pharmacist researches by consulting and applying drug-specific and general stability documentation and literature; analyzes such documentation and literature as well as the other factors set forth in this subdivision, and maintains documentation and research, analysis and conclusion.  The factors the pharmacist must analyze include: 
	 (i)  the nature of the drug and its degradation mechanism, 
	 (ii) the dosage form and its components, 
	 (iii) the potential for microbial proliferation in the preparation, 
	 (iv) the container in which it is packaged, 
	 (v) the expected storage conditions, and 
	 (vi) the intended duration of therapy. 
	Documentation of the pharmacist’s research and analysis supporting an extension must be maintained in a readily retrievable format as part of the master formula. 
	(2) For sterile compounded drug preparations, the beyond use date shall not exceed any of the following: 
	(A) The shortest expiration date or beyond use date of any ingredient in the sterile compounded drug product preparation,  
	(B) The chemical stability of any one ingredient in the sterile compounded drug preparation, 
	(C) The chemical stability of the combination of all ingredients in the sterile compounded drug preparation, and 
	(D) The beyond use date assigned for sterility in section 1751.8., or 
	(3E) Extension of a beyond use date is only allowable when supported by the following: A beyond use date established by a pharmacist using his or her professional judgement after conducting research and analysis and preparing documentation. The pharmacist’s documentation must demonstrate that: 
	(A i) The beyond use date is supported by a USP <671> compliant Method Suitability Test, 
	(Bii) The beyond use date is supported by a USP <1191> Container Closure Integrity Test, and 
	(Ciii) The beyond use date is supported by Stability Studies, and 
	(4iv) In addition to the requirements of paragraph three (3), Tthe drugs or compounded drug preparations tested and studied shall be identical in ingredients, specific and essential compounding steps, quality reviews, and packaging as the finished drug or compounded drug preparation.  
	(53) Shorter dating than set forth in this subsection may be used if it is deemed appropriate in the professional judgment of the responsible pharmacist. 
	(j) The pharmacist performing or supervising compounding is responsible for the proper preparation, labeling, storage, and delivery of the compounded drug preparation. 
	(k) Prior to allowing any drug product preparation to be compounded in a pharmacy, the pharmacist-in-charge shall complete a self-assessment for compounding pharmacies developed by the board (Incorporated by reference is “Community Pharmacy & Hospital Outpatient Pharmacy Compounding Self-Assessment” Form 17M-39 Rev. 02/12.) as required by Section 1715 of Title 16, Division 17, of the California Code of Regulations. That form contains a first section applicable to all compounding, and a second section applic
	(l) Packages of ingredients, both active and inactive, that lack a supplier’s expiration date are subject to the following limitations:  
	(1) such ingredients cannot be used for any non-sterile compounded drug preparation more than three (3) years after the date of receipt by the pharmacy. 
	(2) such ingredients cannot be used for any sterile compounded drug preparation more than one (1) year after the date of receipt by the pharmacy. 
	 
	Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 
	4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
	 
	To Amend § 1751.4 in Article 7 of Division 17 of Title 16 of the California Code of Regulations to read as follows: 
	1751.4. Facility and Equipment Standards for Sterile Compounding. 
	(a) No sterile drug preparation shall be compounded if it is known, or reasonably should be known, that the compounding environment fails to meet criteria specified in the pharmacy’s written policies and procedures for the safe compounding of sterile drug preparations. 
	(b) During the compounding of sterile drug preparations, access to the areas designated for 
	compounding must be limited to those individuals who are properly attired. 
	(c) All equipment used in the areas designated for compounding must be made of a material that can be easily cleaned and disinfected. 
	(d) Cleaning shall be done using a germicidal detergent and sterile water. The use of a sporicidal agent is required to be used at least monthly.  When hazardous drugs are being compounded decontamination with an inactivating agent shall take place before each cleaning.  Any dilution of the germicidal detergent, sporicidal agent, or inactivating agent shall only be done with sterile water. 
	(1) All ISO Class 5 surfaces, work table surfaces, carts, counters, and the cleanroom floor shall be cleaned at least every 48 hours and at minimum must be cleaned each day prior to compounding.at least daily. After each cleaning, disinfection using a suitable sterile agent shall occur on all ISO Class 5 surfaces, work table surfaces, carts, and counters. 
	(2) Walls, ceilings, storage, shelving, tables, stools, and all other items in the ISO Class 7 or ISO Class 8 environment, and the segregated sterile compounding areas shall be cleaned at least monthly. 
	(3) Cleaning shall also occur after any unanticipated event that could increase the risk of contamination. 
	(4) All cleaning materials, such as wipers, sponges, and mops, shall be non-shedding and dedicated to use in the cleanroom, or ante-area, and segregated sterile compounding areas and shall not be removed from these areas except for disposal. 
	(e) Disinfection, using a suitable sterile agent, shall also occur on all surfaces in the ISO Class 5 PEC frequently, including: 
	(1) At the beginning of each shift; 
	(2) At least every 30 minutes when compounding involving human staff is occurring or before each lot; 
	(3) After each spill; and 
	(4) When surface contamination is known or suspected. 
	(f) Pharmacies preparing sterile compounded preparations require the use of a PEC that provides ISO Class 5 air or better air quality. Certification and testing of primary and secondary engineering controls shall be performed no less than every six months and whenever the device or area designated for compounding is relocated, altered or a service to the facility is performed 
	that would impact the device or area. Certification must be completed by a qualified technician who is familiar with certification methods and procedures in accordance with CETA Certification Guide for Sterile Compounding Facilities (CAG-003-2006-13, Revised May 20, 2015), which is hereby incorporated by reference. Certification records must be retained for at least 3 years. Unidirectional compounding aseptic isolators or compounding aseptic containment isolators may be used outside of an ISO Class 7 cleanr
	(1) Particle counts sampled approximately 6-12 inches upstream of the critical exposure site shall maintain ISO Class 5 levels during compounding operations. 
	(2) Not more than 3520 particles (0.5 um and larger) per cubic meter shall be counted during material transfer, with the particle counter probe located as near to the transfer door as possible without obstructing transfer. 
	(3) Recovery time to achieve ISO Class 5 air quality shall be documented and internal procedures developed to ensure that adequate recovery time is allowed after material transfer before and during compounding operations. 
	Compounding aseptic isolators that do not meet the requirements as outlined in this subdivision or are not located within an ISO Class 7 cleanroom may only be used to compound preparations that meet the criteria specified in accordance with subdivision (d) of Section 1751.8 of Title 16, Division 17, of the California Code of Regulations. 
	(g) Pharmacies preparing sterile hazardous agents shall do so in accordance with Section 505.5.1 of Title 24, Chapter 5, of the California Code of Regulations, requiring a negative pressure PEC. Additionally, each PEC used to compound hazardous agents shall be externally vented. The negative pressure PEC must be certified every six months by a qualified technician who is familiar with CETA Certification Guide for Sterile Compounding Facilities (CAG-003-2006-13, Revised May 20, 2015), which is hereby incorpo
	(1) During the hazardous drug compounding that is performed in a compounding aseptic containment isolator, full hand hygiene and garbing must occur. Garbing shall include hair cover, facemask, beard cover (if applicable), polypropylene or low shedding gown that closes in the back, shoe covers, and two pairs of sterile ASTM D6978-05 standard gloves.  
	(h) If a compounding aseptic isolator is certified by the manufacturer to maintain ISO Class 5 air quality during dynamic operation conditions during compounding as well as during the transfer of ingredients into and out of the compounding aseptic isolator, then it may be placed into a non-ISO classified room. Individuals that use compounding aseptic isolators in this manner must ensure appropriate garbing, which consists of donning sterile gloves over the isolator gloves immediately before non-hazardous co
	(i) Compounding aseptic isolator and compounding aseptic containment isolator used in the compounding of sterile drug preparations shall use non-turbulent unidirectional air flow patterns. A smoke patterned test shall be used to determine air flow patterns. 
	(j) Viable surface sampling shall be done at least every six months for all sterile-to-sterile compounding and quarterly for all non-sterile-to-sterile compounding. Viable air sampling shall be done by volumetric air sampling procedures which test a sufficient volume of air (400 to 1,000 liters) at each location and shall be done at least once every six months. Viable surface and viable air sampling shall be performed by a qualified individual who is familiar with the methods and procedures for surface test
	(k) The sterile compounding area in the pharmacy shall have a comfortable and well-lighted working environment, which includes a room temperature of 20-24 degrees Celsius (68-75 degrees Fahrenheit) or cooler to maintain comfortable conditions for compounding personnel when attired in the required compounding garb. 
	(l) A licensee may request a waiver of these provisions as provided in section 1735.6(f). 
	Note: Authority Cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052 and 4127, Business and Professions Code; and Section 18944, Health and Safety Code. 
	 
	To Amend § 1751.7 in Article 7 of Division 17 of Title 16 of the California Code of Regulations to read as follows: 
	1751.7. Sterile Compounding Quality Assurance and Process Validation. 
	(a) Any pharmacy engaged in compounding sterile drug preparations shall maintain, as part of its written policies and procedures, a written quality assurance plan including, in addition to the elements required by section 1735.8, a documented, ongoing quality assurance program that monitors personnel performance, equipment, and facilities. The end product shall be examined on a periodic sampling basis as determined by the pharmacist-in-charge to assure that it meets required specifications. The quality assu
	(1) Procedures for cleaning and sanitization of the sterile preparation area. 
	(2) Actions to be taken in the event of a drug recall. 
	(3) Documentation justifying the chosen beyond use dates for compounded sterile drug preparations. 
	(b)(1) The pharmacy and each individual involved in the compounding of sterile drug preparations must successfully demonstrate competency on aseptic technique and aseptic area practices before being allowed to prepare sterile drug preparations.  The validation process shall be carried out in the same manner as normal production, except that an appropriate microbiological growth medium is used in place of the actual product used during sterile preparation. The validation process shall be representative of th
	(2) Each individual’s competency must be revalidated at least every twelve months for sterile to sterile compounding and at least every six months for individuals compounding sterile 
	preparations from non-sterile ingredients. 
	(3) The pharmacy’s validation process on aseptic technique and aseptic area practices must be revalidated whenever: 
	(A) the quality assurance program yields an unacceptable result, 
	(B) there is any change in the compounding process, the Primary Engineering Control (PEC), or the compounding environment. For purposes of this subsection, a change includes, but is not limited to, when the PEC is moved, repaired or replaced, when the facility is modified in a manner that affects airflow or traffic patterns, or when improper aseptic techniques are observed. 
	(4) The pharmacy must document the validation and revalidation process. 
	(c) All sterile compounding personnel must successfully complete an initial competency evaluation. In addition, immediately following the initial hand hygiene and garbing procedure, each individual who may be required to do so in practice must successfully complete a gloved fingertip (all fingers on both hands) sampling procedure (zero colony forming units for both hands) at least three times before initially being allowed to compound sterile drug preparations. 
	(d) Re-evaluation of garbing and gloving competency shall occur at least every 12 months for personnel compounding products made from sterile ingredients and at least every six months for personnel compounding products from non-sterile ingredients. 
	(e)(1) Batch-produced sterile drug preparations compounded from one or more non-sterile ingredients, except as provided in paragraph (2), shall be subject to documented end product testing for sterility and pyrogens and shall be quarantined until the end product testing confirms sterility and acceptable levels of pyrogens. Sterility testing shall be USP chapter 71 compliant unless a validated rapid microbial method (RMM) test is performed and pyrogens testing shall confirm acceptable levels of pyrogens per 
	(2) The following non-sterile-to-sterile batch drug preparations do not require end product testing for sterility and pyrogens: 
	(A) Preparations for self-administered ophthalmic drops in a quantity sufficient for administration to a single patient for 30 days or less pursuant to a prescription. 
	(B) Preparations for self-administered inhalation in a quantity sufficient for administration to a single patient for 5 days or less pursuant to a prescription. 
	(C) Preparations noted as “Currently in Shortage” on the FDA website for a single patient on a one time basis for 21 days or less pursuant to a prescription.  The pharmacy shall retain a copy of the documentation of the shortage and the specific medical need as part of the pharmacy record.    
	 
	Authority cited: Sections 4005 and 4127, Business and Professions Code. Reference: Sections 4005, 4036, 4037, 4051, 4052, and 4127, Business and Professions Code. 
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	ABSTRACT   
	 
	Tests for strength are designed to determine how much of an active ingredient is in a sample. Stability tests are used to determine an expiration date of a product or a beyond-use date of a preparation. Being able to understand the difference between strength testing versus stability testing is the key to using the proper method to determine strength or stability. To determine strength, a method may or may not be stability indicating. When determining stability, the method must be stability-indicating. When
	 
	INTRODUCTION 
	 
	The terms “strength” and “potency” are often used interchangeably, with “potency” being used more by the general public and “strength” being used more by practitioners and within the official compendia. “What is the difference between strength (potency) and stability?” This seems like a rather simple question, and in some respects, it is. However, the cost of a full stability test for a formulation is considerably higher than that of a strength-overtime-test. To answer this question, one must understand the
	 
	The most common flaw in determining stability is failure to use an analytical method that has been demonstrated to be a stability-indicating method. The most important aspects of determining strength and stability are the methods used in the process. A stability-indicating method must be used to determine stability. Although stability-indicating methods have the capability of also determining strength, the reverse is not so—not all strength tests are capable of determining stability. The purpose of this com
	 
	STRENGTH 
	Strength can be described as the concentration of the drug in a product or preparation.  
	Strength tests are known as quantitative tests and are designed to determine how much of an API is in a sample. High-performance liquid chromatography (HPLC) is the typical methodology used in determining strength. HPLC is a preferred method because it is specific and efficient. Although HPLC can be used in stability-indicating methods, not all HPLC procedures are stability indicating—and they must not be assumed to be so. 
	 
	Other methods used to test strength include titration, which uses the principles of chemistry, and microbial assays, which are sometimes used to test antibiotics. Titration is based upon a known chemical reaction with the desired drug. A microbial assay is performed by using bacteria and the antibiotic of choice and by examining the “zones of inhibition”. Ultraviolet (UV)-visible spectrophotometry also can be used to determine strength, but when used alone (without chromatography), UV-visible spectrophotome
	 
	The purpose of strength, or potency, testing is to establish or verify the concentration (strength, potency) of the API in the compounded preparation. USP has established that the acceptable range of most compounded preparations is typically ±10%, or within the range of 90.0%–110.0%. The issue is that many “strength” tests do not separate the intact drug from the degradation products, and the degradation products show up under one peak in the chromatogram, thus giving the false information that the drug con
	 
	STABILITY, INSTABILITY, AND INCOMPATIBILITY 
	 
	Stability is the extent to which a product retains, within specified limits and throughout its period of storage and use, the same properties and characteristics that it possessed at the time of its manufacture. The United States Pharmacopeia 36/National Formulary 31 (USP 36/NF 31), in the table within general information chapter <1191> Stability Considerations in Dispensing Practice, provides definitions for five general types of stability: 
	 
	Instability describes chemical reactions that are “...incessant, irreversible, and result in distinctly different chemical entities (degradation products) that can be both therapeutically inactive and possibly exhibit greater toxicity”. 
	 
	Incompatibility is different from instability but must be considered in the overall stability evaluation of a preparation. Incompatibility generally refers to visually evident and “...physicochemical phenomena such as concentration-dependent precipitation and acid–base reactions, with the products of reaction manifested as a change in physical state, including protonation–deprotonation equilibria”. 
	 
	Example 
	 
	Some compounding practitioners have misconceptions about extending beyond-use dates, based for example on the notion of  contracting with analytical laboratories to conduct a strength (potency) test that does not use stability-indicating methods, running assays at time 0, at 30 days, and at 60 days. Take for example a target concentration of the compound intended to be 10 mg/mL. The test result was one that indicated only strength, not stability, because the test did not use a stability-indicating method. I
	 
	The results cannot be interpreted to determine a stability of 60 days, because in the analysis there could have been degradants or excipients that were present but not detected (again assuming that a stability-indicating method was not used in the analysis). To put it into numbers, the actual concentration of the active ingredient could have been 6 mg/mL, with 3 mg/mL of degradants and 1 mg/mL of excipients. The most important point to realize in this scenario is that strength but not stability can be deter
	 
	Figure 1 represents a chromatogram of a nonstability-indicating HPLC method that can be used to quantitate the analyte of interest. Figures 2 and 3 represent a chromatogram of a nonstability-indicating HPLC method containing analyte and degradant sample peaks that are not resolved. All that can be concluded is that there are degradants present in the sample at the time of the analysis. In Figures 2 and 3, no conclusions can be made about strength or stability. As for strength, the peaks are not resolved, wh
	 
	STABILITY TESTING 
	 
	Stability testing includes method development, method validation, and a stability study. Method development will separate the active ingredient from its degradants and impurities, as well as any 
	other excipients in the preparation. This is done by force-degrading the active ingredient and inactive ingredients to ensure that no degradants are interfering with the analysis. In the process of forced degradation, high heat and humidity, UV radiation, acid exposure, base exposure, and peroxide exposure are performed on the compound. It is this step that is different from a simple strength test. Figure 4 shows an example of a chromatogram of a stability-indicating HPLC method containing analyte and degra
	 
	The method validation confirms that the method meets certain criteria. The typical analytical characteristics used in method validation include accuracy, precision, specificity, detection limit, quantitation limit, linearity, range, and ruggedness, as outlined in general information chapter <1225> Validation of Compendial Procedures.  
	 
	The stability study includes storing the preparation in stability chambers, testing the preparation at predetermined time points, and then determining its stability. These time points can be specified by the compounder or may be limited based on the particular compound. Once again, it is crucial to understand that the methods used to determine stability must be stability-indicating. Equally important to understand is that a strength test that uses stability-indicating methods can determine strength as well 
	 
	HPLC DIODE–ARRAY DETECTORS 
	 
	The PDA (photodiode array) detector is a device that scans from about 200 nm up to 400 nm in the UV range (and can reach 700 nm in the visible range in some instruments). The full array scans the eluent coming from the HPLC every second or so. The software starts at the beginning of a peak and makes scans (basically by “slicing” it into pieces) and then completes the scan instantly. The scans are compared (overlaid), and any change is identified. By using an algorithm, the software calculates the “peak puri
	 
	Peak purity evaluation should be performed during validation as part of the specificity test of the forced-degradation samples. The peak purity test helps to ensure that the method can separate degradation products during a stability study, and “strength” of the API can be assessed versus the reference standard. One can apply peak purity analysis to compounded preparations for routine strength testing and maybe time point testing, as part of the beyond-use date of the compounded preparations. But the method
	 
	SUMMARY 
	 
	In summary, the practitioner who extemporaneously compounds must ensure the strength, quality, identity, and purity of compounded preparations. An outsourced analytical laboratory can assist by providing quality control and quality assurance. Determination of strength or concentration is invaluable in maintaining good preparations that are accurate and precise. A stability-indicating method must be used to determine the beyond-use date of a compounded preparation. 
	  
	 
	 
	 
	FIGURES 
	1 Figures reproduced with permission from Kupiec TC, Skinner R, Lanier L. Stability Versus Potency Testing: The Madness is in the Method. Int J Pharm Compd. 2008 Jan/Feb; 12(1): 50-53.  
	 
	 
	 
	Figure 1. An example chromatogram of a nonstability-indicating HPLC method that evaluates the potency of a single analyte. 
	 
	 
	 
	 
	Figure 2. An example chromatogram of a nonstability-indicating HPLC method that evaluates the analyte and degradant sample peaks. 
	 
	 
	 
	 
	Figure 3. An example chromatogram of a nonstability-indicating HPLC method that evaluates the analyte and degradant peaks that are not fully resolved from one another. 
	 
	 
	 
	 
	Figure 4. An example chromatogram of a stability-indicating HPLC method that evaluates the analyte and degradant peaks that are fully resolved from one another. 
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