March 21, 2019
Dr. Leonie Herx
President
Canadian Society of Palliative Care Physicians
By email: leonie.herx@kingstonhsc.ca
Sharon Baxter
Executive Director
Canadian Hospice Palliative Care Association
By email: sbaxter@chpca.net

Dear Dr. Herx and Ms. Baxter:
This is further to your letter dated February 19, 2019, in which you express concerns regarding the
NAPRA Model Standards for Pharmacy Compounding of Non-Hazardous Sterile Preparations, particularly
regarding the standards for assigning a beyond-use date and the impact on the ability to provide
palliative care to patients in the home.
First, it is important to acknowledge that it is not the intent of NAPRA’s compounding standards to
negatively affect patient care. Rather, the opposite is true, as these standards were developed with
public protection in mind, to ensure that all patients across the country receive high quality sterile
compounded products and to protect patients from the type of adverse effects related to compounded
preparations that had recently occurred.
The NAPRA Model Standards for Pharmacy Compounding of Non-Hazardous Sterile Preparations would
apply to the preparation of non-hazardous injectable medications by pharmacy professionals. The
document states that “Pursuant to these Model Standards, sterility is also required for the reconstitution
and certain manipulations of sterile products approved by Health Canada and for the repackaging of
approved sterile products, regardless of the route of administration.” Thus, the document would apply to
the preparation of injectable medications, including pre-filled syringes.
When preparing non-hazardous sterile preparations, pharmacy professionals are expected to assign a
beyond-use date to each preparation. A beyond-use date is the date beyond which a compounded
preparation should not be used, whereas an expiry date is a date assigned by a drug manufacturer
based on very specific testing requirements and criteria. Once a pharmacy professional has engaged in
compounding a particular product, the stability and sterility of the product could be affected and thus

the expiry date assigned by the manufacturer can no longer be assumed to be valid. The purpose of
assigning a beyond-use date to compounded preparations is to ensure that the compounded product
remains stable and, for dosage forms that require sterility, sterile, until it is used by the patient. After
this date, the preparation can no longer be guaranteed to be stable or sterile, which creates a safety risk
for the patient. If a preparation is not stable, it may lose its ability to perform as expected or in some
cases, may create toxic by-products. If a preparation is not sterile, it may be contaminated with
microbes, which could potentially cause infection in the patient.
It is important to note that the NAPRA standards do not require a beyond-use date of 12 hours for all
sterile preparations. The beyond-use date must be based on both stability and sterility data. The
pharmacy professional is expected to have consulted the literature and references to determine the
appropriate stability for a particular preparation. The pharmacy professional must also consider the risk
of microbial contamination in assigning a beyond-use date. Section 6.1.3 of the NAPRA standards
provides information on the appropriate beyond-use date for low and medium risk preparations
prepared in a primary engineering control (PEC) (such as a Laminar Air Flow Hood (LAFH) or
Compounding Aseptic Isolator (CAI)), which is located in a clean room that is adjacent to an anteroom.
Both rooms must meet specific requirements. Low-risk preparations may be stored for up to 14 days in
the refrigerator and medium risk preparations may be stored for up to 9 days in the refrigerator. Both
may also be stored for up to 45 days in the freezer. There is also a provision in the standards to have
these beyond-use dates apply for preparations prepared in a CAI that is not located in a clean room, if
the CAI maintains an ISO Class 5 environment at all times, which is confirmed by particulate sampling.
Thus, if the pharmacy has the appropriate facilities, the beyond-use date may be between 9-14 days in
the fridge or 45 days in the freezer, rather than 12 hours. The beyond-use date of 12 hours is for when
preparations are prepared in a laminar air flow hood that is not located in a clean room, or in a
compounding aseptic isolator that does not meet the requirements in section 5.3.3.1 .
Furthermore, the NAPRA Model Standards for Pharmacy Compounding of Non-Hazardous Sterile
Preparations do allow for establishing a beyond-use date (BUD) that exceeds the recommendations in
sections 6.1.2, 6.1.3, 6.1.4 and 6.1.5, if you have the appropriate stability and sterility data to justify the
longer BUD, such as sterility and stability testing results. This information is mostly found in section
6.1.1.
Section 6.1.1 states that “Where no specific sterility testing is performed for a preparation or batch, the
sterile compounding supervisor must assign a BUD on the basis of the following criteria.
The BUD must not exceed the earliest of the dates established by the following two criteria:
• expiration date based on chemical and physical stability according to reference texts
• storage time related to risk of microbial contamination
To establish a longer BUD, sterility tests must be performed for a given preparation or batch.
Preparations must be quarantined while awaiting the results of the sterility test. Preparations may be
released once the results of the sterility test are obtained. The pharmacy’s operating procedures must
describe the risk assessment process used to establish the BUD and the storage conditions.”
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Given the above information, we hope that it is clear that the beyond-use date could be extended
beyond 12 hours, if prepared in the appropriate facilities and/or if there is data to support a longer
beyond-use date. A beyond-use date of 9-14 days in the fridge or 45 days in the freezer should help to
alleviate concerns with ensuring that patients can have enough medication at home to last the
weekend.
That being said, it is important to understand that NAPRA model standards such as these serve as a
model that can be implemented as seen fit by the pharmacy regulatory authority (usually the College of
Pharmacists) in each province or territory, based on the needs in that jurisdiction. Each pharmacy
regulatory authority may adapt or adopt the NAPRA standards for use in their jurisdiction. Therefore,
there may be slight differences in how each province or territory implements and verifies compliance
with the standards. NAPRA is not involved in monitoring compliance with the standards, as they may
have been implemented in a slightly different manner in each jurisdiction. It is up to the pharmacy
regulatory authority in each jurisdiction to determine how the national standards will be implemented
and to ensure compliance of pharmacy professionals with the standards. Thus, each pharmacy
regulatory authority may have additional information to provide about whether or not there are
particular expectations and requirements and how the standards will be implemented in their
jurisdiction.
I trust the above addresses the issues you raised. We develop our model standards and guidance on the
foundation of what is in the public’s best interest and, to ensure we meet that mandate, it is important
that we hear from organizations like yours who apply them in the care they provide to their patients.
Sincerely,

Adele Fifield, O.Ont., CAE, BA, B.Ed.
Executive Director
National Association of Pharmacy Regulatory Authorities
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