Introduction:

Short Title:
Rule Number:

Statutory Authority:

Purpose:

RULE ANALYSIS

THE AMENDMENTS ARE SUBMITTED TO THE BOARD FOR
CONSIDERATION AS AN ADOPTED RULE

Pharmacies Compounding Sterile Preparations.
§291.133
Texas Pharmacy Act, Chapter 551-569, Occupations Code:

(1) Section 551.002 specifies that the purpose of the Act is to
protect the public through the effective control and regulation
of the practice of pharmacy; and

(2) Section 554.051 gives the Board the authority to adopt rules
for the proper administration and enforcement of the Act.

The amendments, if adopted, update the personnel, environment,
compounding process, cleaning and disinfecting, beyond-use
dating, cleansing and garbing, environmental testing, sterility
testing, recall procedure, and recordkeeping requirements for
pharmacies compounding sterile preparations.

The Board reviewed and voted to propose the amendments during the November 5,
2024, meeting. The proposed amendments were published in the December 27, 2024,
issue of the Texas Register (49 TexReg 10463).
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TITLE 22. EXAMINING BOARDS

PART 15. TEXAS STATE BOARD OF PHARMACY
CHAPTER 291. PHARMACIES

SUBCHAPTER G. SERVICES PROVIDED BY PHARMACIES

§291.133. Pharmacies Compounding Sterile Preparations.

The Texas State Board of Pharmacy proposes amendments to §291.133, concerning
Pharmacies Compounding Sterile Preparations. The amendments, if adopted, update the
personnel, environment, compounding process, cleaning and disinfecting, beyond-use dating,
cleansing and garbing, environmental testing, sterility testing, recall procedure, and
recordkeeping requirements for pharmacies compounding sterile preparations.

Daniel Carroll, Pharm.D., Executive Director/Secretary, has determined that, for the first five-
year period the rules are in effect, there will be no fiscal implications for state or local
government as a result of enforcing or administering the rule. Dr. Carroll has determined that,
for each year of the first five-year period the rule will be in effect, the public benefit anticipated
as a result of enforcing the amendments will be to ensure the safety and efficacy of
compounded sterile preparations for patients, improve the health, safety, and welfare of patients
by ensuring that Class A, Class B, Class C, and Class E pharmacies engaged in sterile
compounding operate in a safe and sanitary environment, and provide clearer regulatory
language that is appropriately informed by the recently updated guidance in the United States
Pharmacopeia-National Formulary. For each year of the first five-year period the rule will be in
effect, the probable economic cost to persons required to comply with the amendments is
estimated to be $0-$1,970 per employee, $0-$300 in fixed costs, and $0-$1,109.69 per batch in
variable costs based on number of batches and formulations. Additionally, dependent on a
pharmacy's current operations and equipment, a pharmacy would potentially incur one-time
expenses of $0-$5,000 for cleanroom modifications, $0-$6,000 for an autoclave, $0-$4,000 for a
pharmaceutical oven, $0-$500 for temperature logs and monitors, and $0-6,330 per formulation
for preliminary testing.

Economic Impact Statement

The Texas State Board of Pharmacy (Board) anticipates a possible adverse economic impact
on some small or micro-businesses (pharmacies) or rural communities as a result of the
proposed amendments to §291.133. The Board is unable to estimate the number of small or
micro-businesses subject to the proposed amendments. As of November 21, 2024, there are
877 Class A, Class B, Class C, and Class E pharmacies that perform sterile compounding, as
indicated by the pharmacies on Board licensing forms. The Board estimates that 77 rural
communities in Texas have a Class A, Class B, Class C, or Class E pharmacy that performs
sterile compounding.

The economic impact of the proposed amendments on a particular pharmacy would be
dependent on that pharmacy's current environment and the policies and procedures the
pharmacy previously had in place for compounding sterile preparations. The additional costs of
training personnel who do not compound nor supervise compounding personnel on a
pharmacy's SOPs are estimated to be $0 to $1,200 per employee. The additional costs of the
updated media-fill testing procedures depend on the compounding risk-level in which a
pharmacy is currently engaged. For a pharmacy that is currently engaged in only low-risk and
medium-risk compounding, the additional costs are estimated to be $9.95 to $300 annually per
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employee who engages in sterile compounding. For a pharmacy that is currently engaged in
high-risk compounding, no additional costs are anticipated. The additional costs of the updated
gloved fingertip sampling depend on the compounding risk-level in which a pharmacy is
currently engaged. For a pharmacy that is currently engaged in only low-risk and medium-risk
compounding, the additional costs are estimated to be $90 to $250 annually per employee who
engages in sterile compounding. For a pharmacy that is currently engaged in high-risk
compounding, no additional costs are anticipated. The additional costs of the updated garbing
competency testing depend on the compounding risk-level in which a pharmacy is currently
engaged. For a pharmacy that is currently engaged in only low-risk and medium-risk
compounding, the additional costs are estimated to be $0 to $220 annually per employee who
engages in sterile compounding. For a pharmacy that is currently engaged in high-risk
compounding, no additional costs are anticipated. The additional costs of the updated surface
sampling requirements are estimated to be $85 to $300 per sample taken. The additional costs
of the updated sterilization and depyrogenation requirements, for a pharmacy that does not
already possess a pharmaceutical oven or autoclave, are one-time costs of $1,000 to $6,000 for
an autoclave, $1,000 to $4,000 for a pharmaceutical oven, and $500 for temperature logs and
monitors, annual costs of $300 for calibration and $210 for endotoxin testing, and $40 to $50
per usage for washing and wrapping supplies. Preliminary testing is estimated to cost $510 to
$1,800 per formulation for method suitability testing, $150 to $345 per formulation for sterility
testing, $500 per formulation for endotoxin validation method, $110 to $210 per formulation for
endotoxin testing, $250 to $1,200 per formulation for container closure integrity testing, $1,275
per formulation for antimicrobial effectiveness testing, and $1,000 per formulation for a method
suitability test for antimicrobial effectiveness testing. The additional costs of the updated air
exchange requirements are estimated to be a one-time cost of $0 to $5,000 based on the extent
of the modifications, if any, needed for a pharmacy's cleanroom. The additional costs of
expanded disinfecting with sterile 70% isopropy! alcohol in place of non-sterile 70% isopropyl
alcohol are estimated to be a net increase of $4.69 per 32-ounce bottle. The additional costs of
sterile low-lint garments and coverings are estimated to $0 to $45 per set. The additional costs
of expanded sterility and bacterial endotoxin testing are estimated to be $300 to $500 per batch.
The estimated cost of the new beyond-use date requirements is dependent on the pharmacy's
current practices. A shortened beyond-use date may require the compound to be made more
frequently or discarded more often. Additional testing costs may be incurred to prove that a
specific compounded preparation can exceed a new beyond-use date standard.

The Board established a Compounding Rules Advisory Group, comprised of a Sterile
Subcommittee and a Non-Sterile Subcommittee, to review the recently issued revisions to
United States Pharmacopeia General Chapter <795> Pharmaceutical Compounding- Nonsterile
Preparations and United States Pharmacopeia General Chapter <797> Pharmaceutical
Compounding- Sterile Preparations, and the proposed amendments are based on the
recommendations of the Sterile Subcommittee. The Subcommittee's recommendations were
initially presented at the May 7, 2024, Board meeting and four Subcommittee members made
oral public comments concerning the recommendations. The Board reviewed the
recommendations and provided direction to Board staff on items for which the Subcommittee
could not come to consensus. The Board voted to published the proposed amendments for
public comment during its August 6, 2024, Board meeting. The amendments were published in
the September 20, 2024, issue of the Texas Register (49 TexReg 7588). The Board received
eight written public comments concerning the amendments. Additionally, the Board received six
oral public comments at the November 5, 2024, Board meeting. After reviewing and considering
the comments, the Board proposed amendments to the previously proposed amendments.
Alternative methods of achieving the purpose of the proposed amendments were considered by
the Sterile Subcommittee and the Board and the proposed amendments reflect
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95  recommendations for the least restrictive methods of ensuring the safety and efficacy of
96  compounded sterile preparations.

97  Regulatory Flexibility Analysis

98 The Texas State Board of Pharmacy (Board) anticipates a possible adverse economic impact
99  on some small or micro-businesses (pharmacies) or rural communities as a result of the
100  proposed amendments to §291.133. The Board established a Compounding Rules Advisory
101 Group, comprised of a Sterile Subcommittee and a Non-Sterile Subcommittee, to review the
102  recently issued revisions to United States Pharmacopeia General Chapter <795>
103  Pharmaceutical Compounding- Nonsterile Preparations and United States Pharmacopeia
104  General Chapter <797> Pharmaceutical Compounding- Sterile Preparations, and the proposed
105 amendments are based on the recommendations of the Sterile Subcommittee. The Sterile
106  Subcommittee reviewed the new provisions of USP <797>, discussed whether any of the
107  provisions should be added to §291.133 to ensure patient safety in Texas, and considered
108  various methods of achieving this purpose.

109  The Sterile Subcommittee discussed the changes to USP <797>during its meetings held on
110  August 2, August 23, 2023, October 3, 2023, October 30, 2023, and January 23, 2024

111  meetings. The Sterile Committee considered different options and levels of personnel training,
112 beyond-use dating, environmental requirements, compounding processes, environmental

113 testing requirements, recall procedures, and recordkeeping requirements in determining

114  recommendations for the least restrictive methods of ensuring the safety and efficacy of

115  compounded sterile preparations. In reviewing the new provisions of USP <797>, the Sterile
116  Subcommittee recommended limiting or not adopting several of the new provisions, including
117  preparation per approved labeling, initial gowning competency, use of isolators, precision and
118  accuracy of pressure differentials, compounding notification on label, packaging of compounded
119  sterile preparations, and compounding allergenic extracts.

120  The Sterile Subcommittee's recommendations were initially presented at the May 7, 2024,

121  Board meeting and four Subcommittee members made oral public comments concerning the
122 recommendations. The Board reviewed the recommendations and provided direction to Board
123 staff on items for which the Subcommittee could not come to consensus. The Board voted to
124  published the proposed amendments for public comment during its August 6, 2024, Board
125  meeting. The amendments were published in the September 20, 2024, issue of the Texas
126  Register (49 TexReg 7588). The Board received eight written public comments concerning the
127 amendments. Additionally, the Board received six oral public comments at the November 5,
128 2024, Board meeting. After reviewing and considering the comments, the Board proposed
129  amendments to the previously proposed amendments. The Board finds that alternative

130  regulatory methods would not be consistent with the health, safety, and environmental and
131  economic welfare of the state.

132 For each year of the first five years the proposed amendments will be in effect, Dr. Carroll has
133 determined the following:

134 (1) The proposed amendments do not create or eliminate a government program;

135  (2) Implementation of the proposed amendments does not require the creation of new employee
136  positions or the elimination of existing employee positions;
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(3) Implementation of the proposed amendments does not require an increase or decrease in
the future legislative appropriations to the agency;

(4) The proposed amendments do not require an increase or decrease in fees paid to the
agency;

(5) The proposed amendments do not create a new regulation;

(6) The proposed amendments both limit and expand an existing regulation by adding and
amending operational standards for Class A, Class B, Class C, and Class E, pharmacies
engaged in sterile compounding;

(7) The proposed amendments do not increase or decrease the number of individuals subject to
the rule's applicability; and

(8) The proposed amendments would have a de minimis impact on this state's economy.

Written comments on the amendments may be submitted to Eamon D. Briggs, Deputy General
Counsel, Texas State Board of Pharmacy, 1801 Congress Avenue, Suite 13.100, Austin, Texas,
78701-1319, FAX (5612) 305-8061. Comments must be received by 5:00 p.m., January 25,
2025.

The amendments are proposed under §§551.002 and 554.051 of the Texas Pharmacy Act
(Chapters 551 - 569, Texas Occupations Code). The Board interprets §551.002 as authorizing
the agency to protect the public through the effective control and regulation of the practice of
pharmacy. The Board interprets §554.051(a) as authorizing the agency to adopt rules for the
proper administration and enforcement of the Act.

The statutes affected by these amendments: Texas Pharmacy Act, Chapters 551 - 569, Texas
Occupations Code.

§291.133. Pharmacies Compounding Sterile Preparations.

(a) Purpose. Pharmacies compounding sterile preparations, prepackaging pharmaceutical
products, and distributing those products shall comply with all requirements for their specific
license classification and this section. The purpose of this section is to provide standards for
the:

(1) compounding of sterile preparations pursuant to a prescription or medication order for a
patient from a practitioner in Class A-S, Class B, Class C-S, and Class E-S pharmacies;

(2) compounding, dispensing, and delivery of a reasonable quantity of a compounded sterile
preparation in Class A-S, Class B, Class C-S, and Class E-S pharmacies to a practitioner's
office for office use by the practitioner;

(3) compounding and distribution of compounded sterile preparations by a Class A-S pharmacy
for a Class C-S pharmacy; and
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(4) compounding of sterile preparations by a Class C-S pharmacy and the distribution of the
compounded preparations to other Class C or Class C-S pharmacies under common ownership.

(b) Definitions. In addition to the definitions for specific license classifications, the following
words and terms, when used in this section, shall have the following meanings, unless the
context clearly indicates otherwise.

(1) ACPE--Accreditation Council for Pharmacy Education.

(2) Airborne particulate cleanliness class--The level of cleanliness specified by the maximum
allowable number of particles per cubic meter of air as specified in the International
Organization of Standardization (ISO) Classification Air Cleanliness (ISO 14644-1). For
example:

(A) ISO Class 5 (formerly Class 100) is an atmospheric environment that contains less than
3,520 particles 0.5 microns and larger in diameter per cubic meter of air (formerly stated as 100
particles 0.5 microns in diameter per cubic foot of air);

(B) ISO Class 7 (formerly Class 10,000) is an atmospheric environment that contains less than
352,000 particles 0.5 microns and larger in diameter per cubic meter of air (formerly stated as
10,000 particles 0.5 microns in diameter per cubic foot of air); and

(C) ISO Class 8 (formerly Class 100,000) is an atmospheric environment that contains less than
3,520,000 particles 0.5 microns and larger in diameter per cubic meter of air (formerly stated as
100,000 particles 0.5 microns in diameter per cubic foot of air).

(3) Ancillary supplies--Supplies necessary for the preparation and administration of
compounded sterile preparations.

(4) Anteroom[Ante-area]--An ISO Class 8 or cleaner room with fixed walls and doors
where personnel hand hygiene, garbing procedures, and other activities that generate
high particulate levels may be performed. The anteroom is the transition room between

the unclassified area of the pharmacv and the buffer room. [An—lS&Glas&&er—better—a#ea

(5) Aseptic processing[Processing]--A mode of processing pharmaceutical and medical
preparations that involves the separate sterilization of the preparation and of the package
(containers-closures or packaging material for medical devices) and the transfer of the
preparation into the container and its closure under at least ISO Class 5 conditions.
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(6) Automated compounding device--An automated device that compounds, measures, and/or
packages a specified quantity of individual components in a predetermined sequence for a
designated sterile preparation.

(7) Batch--A specific quantity of a drug or other material that is intended to have uniform
character and quality, within specified limits, and is produced during a single preparation cycle.

(8) Batch preparation compounding--Compounding of multiple sterile preparation units, in a
single discrete process, by the same individual(s), carried out during one limited time period.
Batch preparation/compounding does not include the preparation of multiple sterile preparation
units pursuant to patient specific medication orders.

(9) Beyond-use date--The date, or hour and the date, after which a compounded sterile
preparation shall not be used, stored, or transported. The date is determined from the

date and time the preparatlon is compounded [Ih&dateepum&aﬂer—whrehJehe

(10) Biological safety cabinet[Safety-Cabinet], Class Il--A ventilated cabinet for personnel,
product or preparation, and environmental protection 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.

(11) Buffer room[Area]--An ISO Class 7 or cleaner or, if a Class B pharmacy, an ISO Class
8 or cleaner, room with fixed walls and doors where primary engineering controls that
generate and maintain an ISO Class 5 environment are physically located. The buffer

room may onIv be accessed through the anteroom or another buffer room. [An—lSQ—Giass

(12) Clean room--A room in which the concentration of airborne particles is controlled to meet a
specified airborne particulate cleanliness class. Microorganisms in the environment are
monitored so that a microbial level for air, surface, and personnel gear are not exceeded for a
specified cleanliness class.

(13) Cleaning agent--An agent, usually containing a surfactant, used for the removal of
substances (e.q., dirt, debris, microbes, residual drugs or chemicals) from surfaces.

(14) Cleanroom suite--A classified area that consists of both an anteroom and buffer
room.

(15)[(43)] Component--Any ingredient used in the compounding of a preparation, including
any actlve ingredient, added substance or conventlonallv manufactured product[mtended

(16)[(44)] Compounding--The preparation, mixing, assembling, packaging, or labeling of a drug
or device:

April 10, 2025



247
248

249
250

251
252

253
254

255
256
257
258
259
260

261
262
263
264
265
266
267
268
269

270
271
272
273
274

275

276
277
278
279
280

281
282
283

284
285
286

(A) as the result of a practitioner's prescription drug or medication order based on the
practitioner-patient-pharmacist relationship in the course of professional practice;

(B) for administration to a patient by a practitioner as the result of a practitioner's initiative based
on the practitioner-patient-pharmacist relationship in the course of professional practice;

(C) in anticipation of prescription drug or medication orders based on routine, regularly observed
prescribing patterns; or

(D) for or as an incident to research, teaching, or chemical analysis and not for sale or
dispensing, except as allowed under §562.154 or Chapter 563 of the Occupations Code.

(17)[¢48)] Compounding aseptic isolator[Asepticiselator]--A form of barrier isolator specifically
designed for compounding pharmaceutical ingredients or preparations. 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 shall not occur unless it has first passed through a microbial retentive filter (HEPA
minimum).

(18)[46)] Compounding aseptic containment isolator[Aseptic-Containmentlisolator]--A

compounding aseptic isolator 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 volatile
hazardous drugs are prepared, the exhaust air from the isolator should be appropriately
removed by properly designed building ventilation.

(19)[4A] Compounding personnel[Persennel]--A pharmacist, pharmacy technician, or
pharmacy technician trainee who performs the actual compounding; a pharmacist who
supervises pharmacy technicians or pharmacy technician trainees compounding sterile
preparations, and a pharmacist who performs an intermediate or final verification of a
compounded sterile preparation.

(20)[48)] Critical area[Area]--An ISO Class 5 environment.

(21)[49)] Critical sites[Sites]--A location that includes any component or fluid pathway surfaces
(e.g., vial septa, injection ports, beakers) or openings (e.g., opened ampules, needle hubs)
exposed and at risk of direct contact with air (e.g., ambient room or HEPA filtered), moisture
(e.g., oral and mucosal secretions), or touch contamination. Risk of microbial particulate
contamination of the critical site increases with the size of the openings and exposure time.

(22) Designated person(s)--One or more individuals assigned to be responsible and
accountable for the performance and operation of the pharmacy and personnel as related
to the preparation of compounded sterile preparations.

(23)[(20)] Device--An instrument, apparatus, implement, machine, contrivance, implant, in-vitro
reagent, or other similar or related article, including any component part or accessory, that is
required under federal or state law to be ordered or prescribed by a practitioner.
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(24)[¢21)] Direct compounding area[Cempeunding-Area]--A critical area within the ISO Class 5
primary engineering control where critical sites are exposed to unidirectional HEPA-filtered air,
also known as first air.

(25)[(22)] Disinfectant--An agent that frees from infection, usually a chemical agent but
sometimes a physical one, and that destroys disease-causing pathogens or other harmful
microorganisms but may not kill bacterial and fungal spores. It refers to substances applied to
inanimate objects.

(26)[(23)] First air[Air]--The air exiting the HEPA filter in a unidirectional air stream that is
essentially particle free.

(27)[(24)] Hazardous drugs[Brugs]--Drugs that, studies in animals or humans indicate exposure
to the drugs, have a potential for causing cancer, development or reproductive toxicity, or harm
to organs. For the purposes of this chapter, radiopharmaceuticals are not considered hazardous
drugs.

(28)[25)] Hot water--The temperature of water from the pharmacy's sink maintained at a
minimum of 105 degrees F (41 degrees C).

(29)[(26)] HVAC--Heating, ventilation, and air conditioning.

(30)[2A)] Immediate use--A sterile preparation that is not prepared according to USP 797
standards (i.e., outside the pharmacy and most likely not by pharmacy personnel) which shall
be stored for no longer than four hours following the start of preparing[ene-hourafter
completion-of]| the preparation.

(31)[28)] IPA--Isopropyl alcohol (2-propanol).

(32)[(29)] Labeling--All labels and other written, printed, or graphic matter on an immediate
container of an article or preparation or on, or in, any package or wrapper in which it is
enclosed, except any outer shipping container. The term "label" designates that part of the
labeling on the immediate container.

(33) Master formulation record--A detailed record of procedures that describes how the
compounded sterile preparation is to be prepared.

(34)[(39)] Media-fill test[Media-FillTest]--A test used to qualify aseptic technique of
compounding personnel or processes and to ensure that the processes used are able to
produce sterile preparation without microbial contamination. During this test, a microbiological
growth medium such as Soybean-Casein Digest Medium is substituted for the actual drug
preparation to simulate admixture compounding. The issues to consider in the development of a
media-fill test are the following: media-fill procedures, media selection, fill volume, incubation,
time and temperature, inspection of filled units, documentation, interpretation of results, and
possible corrective actions required.

(35)[(31)] Multiple-dose container[Multiple-Dose-Contairer]--A multiple-unit container for
articles or preparations intended for parenteral[petential] administration only and usually

contains antimicrobial preservatives. The beyond-use date for an opened or entered (e.g.,
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needle-punctured) multiple-dose container with antimicrobial preservatives is 28 days, unless
otherwise specified by the manufacturer.

(36)[(32)] Negative pressure room[Pressure-Reem]--A room that is at a lower pressure
compared to adjacent spaces and, therefore, the net flow of air is into the room.

(37)[33)] Office use--The administration of a compounded drug to a patient by a practitioner in
the practitioner's office or by the practitioner in a health care facility or treatment setting,
including a hospital, ambulatory surgical center, or pharmacy in accordance with Chapter 562 of
the Act, or for administration or provision by a veterinarian in accordance with §563.054 of the
Act.

(38)[(34)] Pharmacy bulk package[Bulk-Package]--A container of a sterile preparation for
potential use that contains many single doses. The contents are intended for use in a pharmacy
admixture program and are restricted to the preparation of admixtures for infusion or, through a
sterile transfer device, for the filling of empty sterile syringes. The closure shall be penetrated
only one time after constitution with a suitable sterile transfer device or dispensing set, which
allows measured dispensing of the contents. The pharmacy bulk package is to be used only in a
suitable work area such as a laminar flow hood (or an equivalent clean air compounding area).

(39)[35)] Prepackaging--The act of repackaging and relabeling quantities of drug products from
a manufacturer's original container into unit dose packaging or a multiple-dose[multiple-dose]
container for distribution within a pharmacyjfacility] licensed as a Class C pharmacy or to other
pharmacies under common ownership for distribution within those pharmacies|[facilities]. The
term as defined does not prohibit the prepackaging of drug products for use within other
pharmacy classes.

(40)[€36)] Preparation or compounded sterile preparation[Cempeunded-Sterile-Preparation]--

A sterile admixture compounded in a licensed pharmacy or other healthcare-related facility
pursuant to the order of a licensed prescriber. The components of the preparation may or may
not be sterile products.

(41)[(3#A)] Primary engineering control[Engineering-Control]--A device or room that provides an
ISO Class 5 environment for the exposure of critical sites when compounding sterile

preparations. Such devices include, but may not be limited to, laminar airflow workbenches,
biological safety cabinets, compounding aseptic isolators, and compounding aseptic
containment isolators.

(42)[(38)] Product--A commercially manufactured sterile drug or nutrient that has been
evaluated for safety and efficacy by the U.S. Food and Drug Administration (FDA). Products are
accompanied by full prescribing information, which is commonly known as the FDA-approved
manufacturer's labeling or product package insert.

(43)[(39)] Positive control[Centrel]--A quality assurance sample prepared to test positive for
microbial growth.

(44)[(40)] Quality assurance--The set of activities used to ensure that the process used in the
preparation of sterile drug preparations lead to preparations that meet predetermined standards
of quality.
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(45)[(44)] Quality control--The set of testing activities used to determine that the ingredients,
components (e.g., containers), and final compounded sterile preparations prepared meet
predetermined requirements with respect to identity, purity, non-pyrogenicity, and sterility.

(46)[42)] Reasonable quantity--An amount of a compounded drug that:

(A) does not exceed the amount a practitioner anticipates may be used in the practitioner's
office or facility before the beyond-use[beyond-use] date of the drug;

(B) is reasonable considering the intended use of the compounded drug and the nature of the
practitioner's practice; and

(C) for any practitioner and all practitioners as a whole, is not greater than an amount the
pharmacy is capable of compounding in compliance with pharmaceutical standards for identity,
strength, quality, and purity of the compounded drug that are consistent with United States
Pharmacopoeia guidelines and accreditation practices.

(47) Restricted-access barrier system--An enclosure that provides HEPA-filtered ISO
Class 5 unidirectional air that allows for the ingress and/or egress of materials through
defined openings that have been designed and validated to preclude the transfer of
contamination, and that generally are not to be opened during operations.

(48)[43)] Segregated compounding area[Compounding-Area]--A designated space, area, or
room that is not required to be classified and is defined with a visible perimeter. The

segregated compounding area shall contain a PEC and is suitable for preparation of

Cateqorv 1 compounded sterlle preparatlons onlv [A—de&gqa%ed—spaee—eﬁher—a

(49)[44)] Single-dose container--A single-unit container for articles or preparations intended for
parenteral administration only. It is intended for a single use. A single-dose container is labeled
as such. Examples of single-dose containers include pre-filled syringes, cartridges, fusion-
sealed containers, and closure-sealed containers when so labeled.

(50)[¢45)] SOPs--Standard operating procedures.

(51)[¢46)] Sterilizing grade membranes|[Grade-Membranes]--Membranes that are documented
to retain 100% of a culture of 1027[467#] microorganisms of a strain of Brevundimonas
(Pseudomonas) diminuta per square centimeter of membrane surface under a pressure of not
less than 30 psi (2.0 bar). Such filter membranes are nominally at 0.22-micron or 0.2
micron[0-22-micrometeror0-2-micrometer] nominal pore size, depending on the
manufacturer's practice.

(52)[(4H)] Sterilization by filtration[Filtration]--Passage of a fluid or solution through a sterilizing
grade membrane to produce a sterile filtrate[effluent].
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(53)[(48)] Terminal sterilization[Sterilization]--The application of a lethal process, e.g., steam
under pressure or autoclaving, to sealed final preparation containers for the purpose of
achieving a predetermined sterility assurance level of usually less than 102-6[40-6] or a
probability of less than one in one million of a non-sterile unit.

(54)[49)] Unidirectional airflow[Flew]--An airflow moving in a single direction in a robust and
uniform manner and at sufficient speed to reproducibly sweep particles away from the critical
processing or testing area.

(55)[(50)] USP/NF--The current edition of the United States Pharmacopeia/National Formulary.
(c) Personnel.

(1) Pharmacist-in-charge.

(A) General. The pharmacy shall have a pharmacist-in-charge in compliance with the specific
license classification of the pharmacy.

(B) Responsibilities. In addition to the responsibilities for the specific class of pharmacy, the
pharmacist-in-charge shall have the responsibility for, at a minimum, the following concerning
the compounding of sterile preparations:

(i) developing a system to ensure that all pharmacy personnel responsible for compounding
and/or supervising the compounding of sterile preparations within the pharmacy receive
appropriate education and training and competency evaluation;

(ii) determining that all personnel involved in compounding sterile preparations obtain continuing
education appropriate for the type of compounding done by the personnel;

(iii) supervising a system to ensure appropriate procurement of drugs and devices and storage
of all pharmaceutical materials including pharmaceuticals, components used in the
compounding of sterile preparations, and drug delivery devices;

(iv) ensuring that the equipment used in compounding is properly maintained;

(v) developing a system for the disposal and distribution of drugs from the pharmacy;

(vi) developing a system for bulk compounding or batch preparation of drugs;

(vii) developing a system for the compounding, sterility assurance, quality assurance, and
quality control of sterile preparations; and

(viii) if applicable, ensuring that the pharmacy has a system to dispose of hazardous waste in a
manner so as not to endanger the public health.

(2) Pharmacists.

(A) General.
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(i) A pharmacist is responsible for ensuring that compounded sterile preparations are accurately
identified, measured, diluted, and mixed and are correctly purified, sterilized, packaged, sealed,
labeled, stored, dispensed, and distributed.

(i) A pharmacist shall inspect and approve all components, drug preparation containers,
closures, labeling, and any other materials involved in the compounding process.

(iii) A pharmacist shall review all compounding records for accuracy and conduct periodic in-
process checks as defined in the pharmacy's policy and procedures.

(iv) A pharmacist shall review all compounding records for accuracy and conduct a final check.

(v) A pharmacist is responsible for ensuring the proper maintenance, cleanliness, and use of all
equipment used in the compounding process.

(vi) A pharmacist shall be accessible at all times, 24 hours a day, to respond to patients' and
other health professionals' questions and needs.

(B) Initial training and continuing education.

(i) All pharmacists who compound sterile preparations or supervise pharmacy technicians and
pharmacy technician trainees compounding sterile preparations shall comply with the following:

(I) complete through a single course, a minimum of 20 hours of instruction and experience in the
areas listed in paragraph (4)(D) of this subsection. Such training shall be obtained through

completion of a recognized course in an accredited college of pharmacy or a course sponsored
by an ACPE accredited provider;

(Il) complete a structured on-the-job didactic and experiential training program at this pharmacy
which provides sufficient hours of instruction and experience in the pharmacy's[facility's] sterile
compounding processes and procedures. Such training may not be transferred to another

pharmacy unless the pharmacies are under common ownership and control and use a common
training program; and

(1) possess knowledge about:
(-a-) aseptic processing;

(-b-) quality control and quality assurance as related to environmental, component, and finished
preparation release checks and tests;

(-c-) chemical, pharmaceutical, and clinical properties of drugs;

(-d-) container, equipment, and closure system selection; and

(-e-) sterilization techniques.

(ii) The required experiential portion of the training programs specified in this

subparagraph shall[must] be supervised by an individual who is actively engaged in performing
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sterile compounding and is qualified and has completed training as specified in this paragraph
or paragraph (3) of this subsection.

(iii) In order to renew a license to practice pharmacy, during the previous licensure period, a
pharmacist engaged in sterile compounding shall complete a minimum of:

(1) two hours of ACPE-accredited continuing education relating to one or more of the areas
listed in paragraph (4)(D) of this subsection if the pharmacist is engaged in

compounding Category 1 or Category 2 compounded[low-and-medium-—risk] sterile
preparations; or

(1) four hours of ACPE-accredited continuing education relating to one or more of the areas
listed in paragraph (4)(D) of this subsection if the pharmacist is engaged in
compounding Cateqory 2 prepared from any non-sterile starting component or Category 3

compounded[high—risk] sterile preparations.

(3) Pharmacy technicians and pharmacy technician trainees.

(A) General. All pharmacy technicians and pharmacy technician trainees shall meet the training
requirements specified in §297.6 of this title (relating to Pharmacy Technician and Pharmacy
Technician Trainee Training).

(B) Initial training and continuing education.

(i) Pharmacy technicians and pharmacy technician trainees may compound sterile preparations
provided the pharmacy technicians and/or pharmacy technician trainees are supervised by a
pharmacist as specified in paragraph (2) of this subsection.

(i) All pharmacy technicians and pharmacy technician trainees who compound sterile
preparations for administration to patients shall:

(1) have initial training obtained either through completion of:

(-a-) a single course, a minimum of 40 hours of instruction and experience in the areas listed in
paragraph (4)(D) of this subsection. Such training shall be obtained through completion of a
course sponsored by an ACPE accredited provider which provides 40 hours of instruction and
experience; or

(-b-) a training program which is accredited by the American Society of Health-System
Pharmacists.

(1) and

(-a-) complete a structured on-the-job didactic and experiential training program at this
pharmacy which provides sufficient hours of instruction and experience in

the pharmacy's[facility's] sterile compounding processes and procedures. Such training may
not be transferred to another pharmacy unless the pharmacies are under common ownership
and control and use a common training program; and
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(-b-) possess knowledge about:
(-1-) aseptic processing;

(-2-) quality control and quality assurance as related to environmental, component, and finished
preparation release checks and tests;

(-3-) chemical, pharmaceutical, and clinical properties of drugs;
(-4-) container, equipment, and closure system selection; and
(-5-) sterilization techniques.

(iii) Individuals enrolled in training programs accredited by the American Society of Health-
System Pharmacists may compound sterile preparations in a licensed pharmacy provided the:

(1) compounding occurs only during times the individual is assigned to a pharmacy as a part of
the experiential component of the American Society of Health-System Pharmacists training
program;

(1) individual is under the direct supervision of and responsible to a pharmacist who has
completed training as specified in paragraph (2) of this subsection;

(1) supervising pharmacist conducts periodic in-process checks as defined in the pharmacy's
policy and procedures; and

(IV) supervising pharmacist conducts a final check.

(iv) The required experiential portion of the training programs specified in this

subparagraph shall[must] be supervised by an individual who is actively engaged in performing
sterile compounding, is qualified and has completed training as specified in paragraph (2) of this
subsection or this paragraph.

(v) In order to renew a registration as a pharmacy technician, during the previous registration
period, a pharmacy technician engaged in sterile compounding shall complete a minimum of:

(1) two hours of ACPE accredited continuing education relating to one or more of the areas listed
in paragraph (4)(D) of this subsection if the pharmacy technician is engaged in

compounding Cateqory 1 or Category 2 compounded[low-and-medium-risk] sterile
preparations; or

(1) four hours of ACPE accredited continuing education relating to one or more of the areas
listed in paragraph (4)(D) of this subsection if the pharmacy technician is engaged in
compounding Cateqory 2 prepared from any non-sterile starting component or Category 3

compounded[high—risk] sterile preparations.

(4) Evaluation and testing requirements.
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(A) All persons who perform or oversee compounding or support activities shall be
trained in the pharmacy's SOPs. All pharmacy personnel preparing sterile preparations shall
be trained conscientiously and skillfully by expert personnel through multimedia instructional
sources and professional publications in the theoretical principles and practical skills of aseptic
manipulations, garbing procedures, aseptic work practices, achieving and maintaining 1ISO
Class 5 environmental conditions, and cleaning and disinfection procedures before beginning to
prepare compounded sterile preparations.

(B) All pharmacy personnel preparing sterile preparations shall perform didactic review and
pass written [and-media-fill] testing of aseptic manipulative skills initially and every 12
months.[feloewed-by:]

(C) Pharmacy personnel who fail written tests or whose media-fill tests result in gross microbial
colonization shall:

(i) be immediately re-instructed and re-evaluated by expert compounding personnel to ensure
correction of all aseptic practice deficiencies; and

(i) not be allowed to compound sterile preparations for patient use until passing results are
achieved.

(D) The didactic and experiential training shall include instruction, experience, and
demonstrated proficiency in the following areas:

(i) aseptic technique;

(ii) critical area contamination factors;

(iii) environmental monitoring;

(iv) structure and engineering controls related to facilities;

(v) equipment and supplies;

(vi) sterile preparation calculations and terminology;

(vii) sterile preparation compounding documentation;

(viii) quality assurance procedures;

(ix) aseptic preparation procedures including proper gowning and gloving technique;
(x) handling of hazardous drugs, if applicable;

(xi) cleaning procedures; and
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(xii) general conduct in the clean room.

(E) The aseptic technique of all compounding personnel and personnel who have direct
over5|ght of compoundmg personnel but do not compound[eaeh—per—een4;e!ﬂcheeJc+nd+|qu94C

observed and evaluated by expert personnel as satlsfactory through written and practlcal tests,
and media-fill[ehallenge] testing, and such evaluation documented. Compounding personnel
shall not evaluate their own aseptic technique or results of their own media-fill[challenge]
testing. The pharmacy's SOPs shall define the aseptic technique evaluation for personnel
who do not compound nor have direct oversight of compounding personnel such as
personnel who restock or clean and disinfect the sterile compounding area, personnel
who perform in-process checks or final verification of compounded sterile preparations,
and others (e.g., maintenance personnel, certifiers, contractors, inspectors, surveyors).

(F) Media-fill tests shall[must] be conducted at each pharmacy where an individual
compounds Category 1 or Category 2[lew-ormedium-—+isk] sterile preparations. If pharmacies
are under common ownership and control, the media-fill testing may be conducted at only one
of the pharmacies provided each of the pharmacies are operated under equivalent policies and
procedures and the testing is conducted under the most challenging or stressful conditions. In
addition, each pharmacy shall[must] maintain documentation of the media-fill test. No
preparation intended for patient use shall be compounded by an individual until the on-site
media-fill tests indicate that the individual can competently perform aseptic procedures, except
that a pharmacist may temporarily compound sterile preparations and supervise pharmacy
technicians compounding sterile preparations without media-fill tests provided the pharmacist
completes the on-site media-fill tests within seven days of commencing work at the pharmacy.

(G) Media-fill tests shall[must] be conducted at each pharmacy where an individual
compounds Category 2 prepared from any non-sterile starting component or Category
3[high-risk] sterile preparations. No preparation intended for patient use shall be compounded
by an individual until the on-site media-fill tests indicate that the individual can competently
perform aseptic procedures, except that a pharmacist may temporarily compound sterile
preparations and supervise pharmacy technicians compounding sterile preparations without
media-fill tests provided the pharmacist completes the on-site media-fill tests within seven days
of commencing work at the pharmacy.

(H) For media-fill testing of compounds using only sterile starting components, the
components shall be manipulated in a manner that simulates sterile-to-sterile
compounding activities. The sterile soybean-casein digest media shall be transferred
into the same types of container closure systems commonly used at the pharmacy.

(I) For media-fill testing of compounds using any non-sterile starting components, a

commercially available non-sterile soybean-casein digest powder shall be dissolved in
non-bacteriostatic water to make a 3.0% non-sterile solution. The components shall be
manipulated in a manner that simulates non-sterile-to-sterile compounding activities. At
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least one container shall be prepared as the positive control to demonstrate growth
promotion, as indicated by visible turbidity upon incubation.

(J) Final containers shall be incubated in an incubator at 20 to 25 degrees Celsius and 30
to 35 degrees Celsius for a minimum of 7 days at each temperature band to detect a
broad spectrum of microorganisms. The order of the incubation temperatures shall be
described in the pharmacy's SOPs. Failure is indicated by visible turbidity or other visual
manifestations of growth in the media in one or more container closure unit(s) on or
before the end of the incubation period.

(K) The pharmacist-in-charge shall ensure continuing competency of pharmacy personnel
through in-service education, training, and media-fill tests to supplement initial training.
Personnel competency shall be evaluated:

(i) during orientation and training prior to the regular performance of those tasks;

(i) whenever the quality assurance program yields an unacceptable result;

(iii) whenever unacceptable techniques are observed; and

(iv) at least every 12 months, with the exception of media-fill testing which shall be
completed everv Six months for compoundlnq personnel[en—an—annuai—ba&s—fer—tew—and

(L) The pharmacist-in-charge shall ensure that proper hand hygiene and garbing practices

of all compounding personnel and personnel who have direct oversight of compounding
personnel but do not compound are evaluated prior to compounding, supervising, or verifying
sterile preparations intended for patient use and whenever an aseptic media-filljmediafill] is
performed.

(i) Gloved fingertip sampling shall be performed for all[Samplirg-ef] compounding

personnel and personnel who have direct overS|ght of compoundmg_personnel but do not
compound[gley ing]. If pharmacies are

under common ownershlp and control the gIoved flngertlp and thumb sampling may be

conducted at only one of the pharmacies provided each of the pharmacies are operated under

equivalent policies and procedures and the testing is conducted under the most challenging or

stressful conditions. In addition, each pharmacy shall[must] maintain documentation of the

gloved fingertip and thumb sampling[ef-al-compounding-personnel].
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(ii) All compounding personnel and personnel who have direct oversight of compounding
personnel but do not compound shall demonstrate competency in proper hand hygiene and
garbing procedures and in aseptic work practices (e.g., disinfection of component surfaces,
routine disinfection of gloved hands).

(iii) Sterile sampling media devices[contact-agarplates] shall be used to sample the gloved
fingertips of compounding personnel and personnel who have direct oversight of

compounding personnel but do not compound after garbing in order to assess garbing
competency and after completing the media-fill preparation (without applying sterile 70% IPA).

(iv) The visual observation shall be documented and maintained to provide a permanent record
and long-term assessment of personnel competency.

(v) All compounding personnel and personnel who have direct oversight of compounding
personnel but do not compound shall successfully complete an initial competency evaluation
and gloved fingertip and thumblfingertip/thumb] sampling procedure no less than three times
before initially being allowed to compound sterile preparations for patient use. Immediately after
the [ecempeounding] personnel completes the hand hygiene and garbing procedure (i.e., after
donning of sterile gloves and before any disinfecting with sterile 70% IPA), the evaluator will
collect a gloved fingertip and thumb sample from both hands of the compounding personnel
onto contact plates or swabs by having the individual lightly touching each fingertip onto the
testing medium. Samples shall be incubated in an incubator. The media device shall be
incubated at 30 to 35 degrees Celsius for no less than 48 hours and then at 20 to 25
degrees Celsius for no less than five additional days. Alternatively, to shorten the overall
incubation period, two sampling media devices may be incubated concurrently in
separate incubators with one media device incubated at 30 to 35 degrees Celsius for no
less than 48 hours and the other media device incubated at 20 to 25 degrees Celsius for
no less than five days. Media devices shall be handled and stored so as to avoid
contamination and prevent condensate from dropping onto the agar during incubation
and affectinq the accuracy of the cfu readinq (e d., |nvert contamers)[lhe—eentaet—plates—er

temperatu;e] Action Ievels for gloved fingertip and thumb samplmg are based on the total
cfu count from both hands. Results of the initial gloved fingertip and thumb

sampling evaluations after garbing shall indicate not greater than zero colony-forming

units (0 cfu)[{6-CFELH] growth on the contact plates or swabs, or the test shall be considered a
failure. Results of the initial gloved fingertip evaluations after media-fill testing shall
indicate not greater than three colony-forming units (3 cfus) growth on the contact plates
or swabs, or the test shall be considered a failure. In the event of a failed gloved

fingertip and thumb test, the evaluation shall be repeated until the individual can successfully
don sterile gloves and pass the gloved fingertip and thumb sampling evaluation, defined as
zero cfus[GCEUs] growth. Surface sampling of the direct compounding area shall be
performed. No preparation intended for patient use shall be compounded by an individual until
the results of the initial gloved fingertip and thumb and surface sampling
evaluations[evaluation] indicate that the individual can competently perform aseptic procedures
except that a pharmacist may temporarily physically supervise pharmacy technicians
compounding sterile preparations before the results of the evaluation have been received for no
more than three days from the date of the test.

(vi) Re- evaluat|on of all compoundlng personnel shall occur at least every six months[annuaﬂy
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compound shall occur at least every 12 months. Results of gloved fingertip and thumb tests
conducted immediately after compounding personnel complete a compounding procedure shall
indicate no more than 3 cfus[GFUs] growth, or the test shall be considered a failure, in which
case, the evaluation shall be repeated until an acceptable test can be achieved (i.e., the results
indicated no more than 3 cfus[CFEUs] growth).

(vii) Personnel who have direct oversight of compounding personnel but do not
compound shall complete a garbing competency evaluation every 12 months. The
pharmacy's SOPs shall define the garbing competency evaluation for personnel who do
not compound nor have direct oversight of compounding personnel such as personnel
who restock or clean and disinfect the sterile compounding area, personnel who perform
in-process checks or final verification of compounded sterile preparations, and others
(e.g., maintenance personnel, certifiers, contractors, inspectors, surveyors).

(M) The pharmacist-in-charge shall ensure surface sampling shall be conducted in all ISO
classified areas on a periodic basis. Sampling shall be accomplished using contact plates or
swabs at the conclusion of compounding. The sample area shall be gently touched with the
agar surface by rolling the plate across the surface to be sampled.

(i) Each classified area, including each room and the interior of each ISO Class 5 primary
engineering control (PEC) and pass-through chambers connecting to classified areas
(e.d., equipment contained within the PEC, staging or work area(s) near the PEC,
frequently touched areas), shall be sampled for microbial contamination using a risk-
based approach.

(ii) For pharmacies compounding Category 1 or Category 2 compounded sterile
preparations, surface sampling of all classified areas and pass-through chambers
connecting to classified areas shall be conducted at least monthly. For pharmacies
compounding any Category 3 compounded sterile preparations, surface sampling of all
classified areas and pass-through chambers connecting to classified areas shall be
completed prior to assigning a beyond-use-date longer than the limits established for
Category 2 compounded sterile preparations and at least weekly on a regularly
scheduled basis regardless of the frequency of compounding Category 3 compounded
sterile preparations.

(iii) (iii) The following action levels for surface sampling apply:

(I) for ISO Class 5, greater than 3 cfus per media device;

(Il) for ISO Class 7, greater than 5 cfus per media device; and

(lll) for ISO Class 8, greater than 50 cfus per media device.

(iv) If levels measured during surface sampling exceed the levels in clause (iii) of this
subparagraph for the ISO classification levels of the area sampled, the cause shall be
investigated and corrective action shall be taken. Data collected in response to
corrective actions shall be reviewed to confirm that the actions taken have been
effective. The corrective action plan shall be dependent on the cfu count and the
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microorganism recovered. The corrective action plan shall be documented. If levels
measured during surface sampling exceed the levels in clause (iii) of this subparagraph,
an attempt shall be made to identify any microorganism recovered to the genus level
with the assistance of a competent microbiologist.

(N) Personnel who only perform restocking or cleaning and disinfecting duties outside of
the primary engineering control shall complete ongoing training as required by the
pharmacy's SOPs.

(5) Documentation of training[Training]. The pharmacy shall maintain a record of the training
and continuing education on each person who compounds sterile preparations. The record shall
contain, at a minimum, a written record of initial and in-service training, education, and the
results of written and practical testing and media-fill testing of pharmacy personnel. The record
shall be maintained and available for inspection by the board and contain the following
information:

(A) name of the person receiving the training or completing the testing or media-fill tests;
(B) date(s) of the training, testing, or media-fill [challenge] testing;

(C) general description of the topics covered in the training or testing or of the process
validated;

(D) name of the person supervising the training, testing, or media-fill [challerge] testing; and
(E) signature or initials of the person receiving the training or completing the testing or media-fill

[ehalenge] testing and the pharmacist-in-charge or other pharmacist employed by the pharmacy
and designated by the pharmacist-in-charge as responsible for training, testing, or media-fill

[ehallenge] testing of personnel.

(d) Operational standards[Standards].
(1) General requirements[Reguirements].
(A) Sterile preparations may be compounded:

(i) upon presentation of a practitioner's prescription drug or medication order based on a valid
pharmacist/patient/prescriber relationship;

(i) in anticipation of future prescription drug or medication orders based on routine, regularly
observed prescribing patterns; or

(iii) in reasonable quantities for office use by a practitioner and for use by a veterinarian.
(B) Sterile compounding in anticipation of future prescription drug or medication
orders shall[must] be based upon a history of receiving valid prescriptions issued within an

established pharmacist/patient/prescriber relationship, provided that in the pharmacist's
professional judgment the quantity prepared is stable for the anticipated shelf time. The
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maximum batch size for all preparations requiring sterility testing shall be limited to 750
final yield units.

(i) The pharmacist's professional judgment shall be based on the criteria used to determine a
beyond-use date outlined in paragraph (8)(J)[{6XG)] of this subsection.

(i) Documentation of the criteria used to determine the stability for the anticipated shelf
time shall[must] be maintained and be available for inspection.

(iii) Any preparation compounded in anticipation of future prescription drug or medication orders
shall be labeled. Such label shall contain:

(1) name and strength of the compounded preparation or list of the active ingredients and
strengths;

(I facility's lot number;

(111) beyond-use date as determined by the pharmacist using appropriate documented criteria as
outlined in paragraph (8)(J)[{6}G)] of this subsection;

(IV) quantity or amount in the container;

(V) appropriate ancillary instructions, such as storage instructions or cautionary statements,
including hazardous drug warning labels where appropriate; and

(VI) device-specific instructions, where appropriate.

(C) Commercially available products may be compounded for dispensing to individual patients
or for office use provided the following conditions are met:

(i) the commercial product is not reasonably available from normal distribution channels in a
timely manner to meet individual patient's needs;

(ii) the pharmacy maintains documentation that the product is not reasonably available due to a
drug shortage or unavailability from the manufacturer; and

(iii) the prescribing practitioner has requested that the drug be compounded as described in
subparagraph (D) of this paragraph.

(D) A pharmacy may not compound preparations that are essentially copies of commercially
available products (e.g., the preparation is dispensed in a strength that is only slightly different
from a commercially available product) unless the prescribing practitioner specifically orders the
strength or dosage form and specifies why the individual patient needs the particular strength or
dosage form of the preparation or why the preparation for office use is needed in the particular
strength or dosage form of the preparation. The prescribing practitioner shall provide
documentation of a patient specific medical need and the preparation produces a clinically
significant therapeutic response (e.g., the physician requests an alternate preparation due to
hypersensitivity to excipients or preservative in the FDA-approved product, or the physician
requests an effective alternate dosage form) or if the drug product is not commercially available.
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The unavailability of such drug product shall[must] be documented prior to compounding. The
methodology for documenting unavailability includes maintaining a copy of the wholesaler's
notification showing back-ordered, discontinued, or out-of-stock items. This

documentation shall[must] be available in hard-copy or electronic format for inspection by the
board.

(E) A pharmacy may enter into an agreement to compound and dispense prescription drug or
medication orders for another pharmacy provided the pharmacy complies with the provisions of
§291.125 of this title (relating to Centralized Prescription Dispensing).

(F) Compounding pharmacies/pharmacists may advertise and promote the fact that they provide
sterile prescription compounding services, which may include specific drug preparations and
classes of drugs.

(G) A pharmacy may not compound veterinary preparations for use in food producing animals
except in accordance with federal guidelines.

(H) Compounded sterile preparations, including hazardous drugs and radiopharmaceuticals,
shall be prepared only under conditions that protect the pharmacy personnel in the preparation
and storage areas.

(2) Compounded sterile preparation categories. Cateqory 1, Cateqory 2. and Cateqory 3
are primarily based on the state of environmental control under which they are
compounded, the probability for microbial growth during the time they will be stored, and
the time period within which they must be used.

(A) A Category 1 compounded sterile preparation is a compounded sterile preparation
that is assigned a beyond-use date in accordance with paragraph (8)(J)(ii)(l) of this
subsection and all applicable requirements of this section for Cateqgory 1 compounded
sterile preparations.

(B) A Category 2 compounded sterile preparation is a compounded sterile preparation
that is assigned a beyond-use date in accordance with paragraph (8)(J)(ii)(ll) of this
subsection and all applicable requirements of this section for Cateqgory 2 compounded
sterile preparations.

(C) A Cateqory 3 compounded sterile preparation is a compounded sterile preparation
that is assigned a beyond-use date in accordance with paragraph (8)(J)(ii)(lll) of this
subsection and all applicable requirements of this section for Cateqory 3 compounded

sterile preparations.
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(1) Exposing the sterile ingredients and components used to prepare and package compounded
sterile preparations to room air quality worse than ISO Class 5 for more than one hour;

(3) Depyrogenation. Dry heat depyrogenation shall be used to render glassware, metal,
and other thermostable containers and components pyrogen free. The duration of the
exposure period shall include sufficient time for the items to reach the depyrogenation
temperature. The items shall remain at the depyrogenation temperature for the duration
of the depyrogenation period. The effectiveness of the dry heat depyrogenation cycle
shall be established initially and verified annually using endotoxin challenge vials to
demonstrate that the cycle is capable of achieving a greater than or equal to 3-log
reduction in endotoxins. The effectiveness of the depyrogenation cycle shall be re-
established if there are changes to the depyrogenation cycle described in the pharmacy's
SOPs (e.q., changes in load conditions, duration, or temperature). This verification shall
be documented.

(4)[(3)] Immediate use compounded sterile preparations[Use-Compounded-Sterile
Preparations]. When all of the following conditions are met, compounding of compounded

sterile preparations for direct and immediate administration is not subject to the

requirements for Category 1, Category 2, or Categorv 3 compounded sterlle

(A) Only simple aseptic measuring and transfer manlpulatlons are performed with not more than
three different sterile | 3
drug products, including an infusion or diluent solutlon from the manufacturers' orlglnal
containers and not more than two entries into any one container or package of sterile infusion
solution or administration container/device;

(B) Unless required for the preparation, the compounding procedure occurs continuously
without delays or interruptions and does not exceed 1 hour;

(C) During preparation, aseptic technique is followed and, if not immediately administered, the
finished compounded sterile preparation is under continuous supervision to minimize the
potential for contact with nonsterile surfaces, introduction of particulate matter of biological
fluids, mix-ups with other compounded sterile preparations, and direct contact with outside
surfaces;
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(D) Administration begins not later than four hours[ene-hour] following the start[completion] of
preparing the compounded sterile preparation;

(E) When the compounded sterile preparation[preparations] is not administered by the person
who prepared it, or its administration is not withessed by the person who prepared it, the
compounded sterile preparation shall bear a label listing patient identification information such
as name and identification number(s), the names and amounts of all ingredients, the name or
initials of the person who prepared the compounded sterile preparation, and the exact 4-hour[4-
heur] beyond-use time and date;

(F) If administration has not begun within four hours[ere-heur] following the completion of
preparing the compounded sterile preparation, the compounded sterile preparation is promptly
and safely discarded. Immediate use compounded sterile preparations shall not be stored for
later use; [and]

(G) Hazardous drugs shall not be prepared as immediate use compounded sterile preparations;
and[:]

(H) Personnel are trained and demonstrate competency in aseptic processes as they
relate to assigned tasks and the pharmacy's SOPs.

(5)[{4)] Single-dose and multiple-dose[muttiple-dose] containers.

(A) Opened or needle punctured single-dose containers, such as bags bottles, syringes, and
vials of sterile products shall be used within one hour if opened in worse than ISO Class 5 air
quality. Any remaining contents shall[must] be discarded.

(B) If a single-dose vial is entered or punctured only in ISO Class 5 or cleaner air, it may
be used up to 12 hours after initial entry or puncture as lonq as the labeled storage

reqmrements durmg that 12 hour perlod are malntalned[&ngie-deseeentmneps—melemng

(C) Open single-dose ampules shall not be stored for any time period[Opened-single-dose
fusion-sealed-containers-shallnetbe-steredHorany-time perioad].

(D) Once initially entering or puncturing a multiple-dose container, the multiple-dose
container shall not be used for more than 28 davs unless otherwise specified by the
manufacturer on the Iabellnq[ as i iti

(E) Conventionally manufactured pharmacy bulk packages shall be restricted to the

sterile preparation of admixtures for infusion or, through a sterile transfer device, for the
filling of empty sterile containers. The pharmacy bulk package shall be used according to
the manufacturer's labeling and entered or punctured only in an ISO Class 5 primary
engineering control.

(F) Multiple-dose compounded sterile preparations shall meet the criteria for
antimicrobial effectiveness testing and the requirements of subparagraph (G) of this
paragraph. Multiple-dose compounded sterile preparations shall be stored under
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conditions upon which the beyond-use date is based (e.qg., refrigerator or controlled
room temperature). After a multiple-dose compounded sterile preparation is initially
entered or punctured, the multiple-dose compounded sterile preparation shall not be
used for longer than the assigned beyond-use date or 28 days, whichever is shorter.

(G) A multiple-dose compounded sterile preparation shall be prepared as a Cateqgory 2 or
Category 3 compounded sterile preparation. An agueous multiple-dose compounded
sterile preparation shall additionally pass antimicrobial effectiveness testing. In the
absence of supporting documentation or data, compounding personnel may rely on
antimicrobial effectiveness testing conducted or contracted for once for each
formulation in the particular container closure system in which it will be packaged.

(H) In the absence of container closure data, the container closure system used to
package the multiple-dose compounded sterile preparation shall be evaluated for and
conform to container closure integrity. The container closure integrity test shall be
conducted only once on each formulation and on fill volume in the particular container
closure system in which the multiple-dose compounded sterile preparation shall be

packaged.

(I) Multiple-dose, nonpreserved, aqueous topical, and topical ophthalmic compounded
sterile preparations. Antimicrobial effectiveness testing under subparagraph (G) of this
paragraph is not required if the preparation is prepared as a Category 2 or Category 3
compounded sterile preparation, for use by a single patient, and labeled to indicate that
once opened, it shall be discarded after 24 hours when stored at controlled room
temperature, 72 hours when stored under refrigeration, or 90 days when frozen if based
on documented published stability and effectiveness data.

(J) When a single-dose compounded sterile preparation or compounded sterile
preparation stock solution is used as a component to compound additional compounded
sterile preparations, the original single-dose compounded sterile preparation or
compounded sterile preparation stock solution shall be entered or punctured in ISO
Class 5 or cleaner air and stored under the conditions upon which its beyond-use date is
based (e.g., refrigerator or controlled room temperature). The component compounded
sterile preparation may be used for sterile compounding for up to 12 hours once
accessed or its assigned beyond-use date, whichever is shorter, and any remainder shall
be discarded.

(6) Proprietary bag and vial systems. Docking and activation of proprietary bag and vial
systems in accordance with the manufacturer's labeling for immediate administration to
an individual patient is not considered compounding and may be performed outside of
an ISO Class 5 environment. Docking of the proprietary bag and vial system for future
activation and administration is considered compounding and shall be performed in an
ISO Class 5 environment. Beyond-use dates for proprietary bag and vial systems shall
not be longer than those specified in the manufacturer's labeling.

(7)[€5)] Library. In addition to the library requirements of the pharmacy's specific license
classification, a pharmacy shall maintain current or updated copies in hard-copy or electronic
format of each of the following:
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(A) a reference text on injectable drug preparations, such as Handbook on Injectable Drug
Products;

(B) a specialty reference text appropriate for the scope of pharmacy services provided by the
pharmacy, e.g., if the pharmacy prepares hazardous drugs, a reference text on the preparation
of hazardous drugs;

(C) the United States Pharmacopeia/National Formulary containing USP Chapter 71, Sterility
Tests, USP Chapter 85, Bacterial Endotoxins Test, Pharmaceutical Compounding--Nonsterile
Preparations, USP Chapter 795, USP Chapter 797, Pharmaceutical Compounding--Sterile
Preparations, and USP Chapter 1163, Quality Assurance in Pharmaceutical Compounding; and

(D) any additional USP/NF chapters applicable to the practice of the pharmacy (e.g., USP
Chapter 800, Hazardous Drugs--Handling in Healthcare Settings, USP Chapter 823, Positron
Emission Tomography Drugs for Compounding, Investigational, and Research Uses).

(8)[¢8)] Environment. Compounding facilities shall be physically designed and environmentally
controlled to minimize airborne contamination from contacting critical sites.

(A) Air exchange requirements. For cleanroom suites, adequate HEPA-filtered airflow to
the buffer room(s) and anteroom(s) is required to maintain appropriate ISO classification
during compounding activities. Airflow is measured in terms of the number of air
changes per hour (ACPH).

(i) Unclassified sterile compounding area. No requirement for ACPH.

(ii) ISO Class 7 room(s). A minimum of 30 total HEPA-filtered ACPH shall be supplied to
ISO Class 7 rooms. At least 15 ACPH of the total air change rate in a room shall come
from the HVAC through HEPA filters located in the ceiling. The ACPH from HVAC, ACPH
contributed from the PEC, and the total ACPH shall be documented on the certification

report.

(iii) ISO Class 8 room(s). A minimum of 20 total HEPA-filtered ACPH shall be supplied to
ISO Class 8 rooms. At least 15 ACPH of the total air change rate in a room shall come
from the HVAC through HEPA filters located in the ceiling. The total ACPH shall be
documented on the certification report.

(B) Cleanroom suite. Seals and sweeps should not be installed at doors between buffer
rooms and anterooms. Access doors should be hands-free. Tacky mats shall not be
placed within ISO-classified areas.

(C)[¢A)] Cateqgory 1 and Cateqory 2 preparations[Loew-and-Medium-Risk-Preparations]. A

pharmacy that prepares Category 1 compounded sterile preparations outside of a
segregated compounding area or Category 2 compounded sterile[low-and-medium-risk]
preparations shall have a clean room for the compounding of sterile preparations that is
constructed to minimize the opportunities for particulate and microbial contamination. The clean
room shall:

(i) be clean, well lit, and of sufficient size to support sterile compounding activities;
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i) be maintained at a temperature of 20 degrees Celsius or cooler and at a humidity of 60%
r

(i
or below [60%];

(iii) be used only for the compounding of sterile preparations;

(iv) be designed such that hand sanitizing and gowning occurs outside the buffer room[area]
but allows hands-free access by compounding personnel to the buffer room[area];

(v) have non-porous and washable floors or floor covering to enable regular disinfection;
(vi) be ventilated in a manner to avoid disruption from the HVAC system and room cross-drafts;

(vii) have walls, ceilings, floors, fixtures, shelving, counters, and cabinets that are smooth,
impervious, free from cracks and crevices (e.g., coved), non-shedding and resistant to damage
by disinfectant agents;

(viii) have junctures of ceilings to walls coved or caulked to avoid cracks and crevices;

(ix) have drugs and supplies stored on shelving areas above the floor to permit adequate floor
cleaning;

(x) contain only the appropriate compounding supplies and not be used for bulk storage for
supplies and materials. Objects that shed particles shall not be brought into the clean room. A
Class B pharmacy may use low-linting absorbent materials in the primary engineering control
device;

(xi) contain an anteroom[ante-area] that contains a sink with hot and cold running water that
enables hands-free use with a closed system of soap dispensing to minimize the risk of extrinsic
contamination. A Class B pharmacy may have a sink with hot and cold running water that
enables hands-free use with a closed system of soap dispensing immediately outside

the anteroom[ante-area] if antiseptic hand cleansing is performed using a waterless alcohol-
based surgical hand scrub with persistent activity following manufacturers' recommendations
once inside the anteroom[ante-area]; and

(xii) contain a buffer room[area]. The following is applicable for the buffer room[areal]:

(I) There shall be some demarcation designation that delineates the anteroom[ante-area] from
the buffer room[area]. The demarcation shall be such that it does not create conditions that
could adversely affect the cleanliness of the room[area];

(1) The buffer room[area] shall be segregated from surrounding, unclassified spaces to reduce
the risk of contaminants being blown, dragged, or otherwise introduced into the filtered
unidirectional airflow environment, and this segregation should be continuously monitored;

(1) A buffer room[area] that is not physically separated from the anteroom[ante-area] shall

employ the principle of displacement airflow as defined in Chapter 797, Pharmaceutical
Compounding--Sterile Preparations, of the USP/NF, with limited access to personnel; and
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(IV) The buffer room[area] shall not contain sources of water (i.e., sinks) or floor drains other
than distilled or sterile water introduced for facilitating the use of heat block wells for
radiopharmaceuticals.

(D)[¢B)] Category 2 prepared from any non-sterile starting component and Category 3
preparations[High-risk-Preparations].

(i) In addition to the requirements in subparagraph (C)[{A)] of this paragraph, when Cateqgory 2
prepared from any non-sterile starting component or Category 3 compounded
sterile[high-risk] preparations are compounded, the primary engineering control shall be located
in a buffer room[area] that provides a physical separation, through the use of walls, doors and
pass-throughs and has a minimum differential positive pressure of 0.02 [te-0-05] inches water
column.

(i) Presterilization procedures for Cateqory 2 prepared from any non-sterile starting
component or Cateqgory 3[high-risk-level] compounded sterile preparations, such as weighing
and mixing, shall be completed in no worse than an ISO Class 8 environment using
depyrogenated equipment.

(E)[¢S)] Automated compounding device.

(i) General. If automated compounding devices are used, the pharmacy shall have a method to
calibrate and verify the accuracy of automated compounding devices used in aseptic processing
and document the calibration and verification on a daily basis, based on the manufacturer's
recommendations, and review the results at least weekly.

(i) Loading bulk drugs into automated compounding devices.

(1) Automated compounding devices may be loaded with bulk drugs only by a pharmacist or by
pharmacy technicians or pharmacy technician trainees under the direction and direct
supervision of a pharmacist.

(1) The label of an automated compounding device container shall indicate the brand name and
strength of the drug; or if no brand name, then the generic name, strength, and name of the

manufacturer or distributor.

(1) Records of loading bulk drugs into an automated compounding device shall be maintained
to show:

(-a-) name of the drug, strength, and dosage form;
(-b-) manufacturer or distributor;

(-c-) manufacturer's lot number;

(-d-) manufacturer's expiration date;

(-e-) quantity added to the automated compounding device;
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(-f-) date of loading;

(-g-) name, initials, or electronic signature of the person loading the automated compounding
device; and

(-h-) name, initials, or electronic signature of the responsible pharmacist.

(IV) The automated compounding device shall not be used until a pharmacist verifies that the
system is properly loaded and affixes his or her signature or electronic signature to the record
specified in subclause (1) of this clause.

(F)[¢{B)] Hazardous drugs. If the preparation is hazardous, the following is also applicable:

(i) Hazardous drugs shall be prepared only under conditions that protect personnel during
preparation and storage;

(i) Hazardous drugs shall be stored separately from other inventory in a manner to prevent
contamination and personnel exposure;

(iii) All personnel involved in the compounding of hazardous drugs shall wear appropriate
protective apparel, such as gowns, face masks, eye protection, hair covers, shoe covers or
dedicated shoes, and appropriate gloving at all times when handling hazardous drugs, including
receiving, distribution, stocking, inventorying, preparation, for administration and disposal;

(iv) Appropriate safety and containment techniques for compounding hazardous drugs shall be
used in conjunction with aseptic techniques required for preparing sterile preparations;

(v) Disposal of hazardous waste shall comply with all applicable local, state, and federal
requirements;

(vi) Prepared doses of hazardous drugs shall[must] be dispensed, labeled with proper
precautions inside and outside, and distributed in a manner to minimize patient contact with
hazardous agents.

(G)[(E)] Blood-labeling procedures. When compounding activities require the manipulation of a
patient's blood-derived material (e.g., radiolabeling a patient's or donor's white blood cells), the
manipulations shall be performed in an[a] ISO Class 5 biological safety cabinet located in a
buffer room[area] and shall be clearly separated from routine material-handling procedures and
equipment used in preparation activities to avoid any cross-contamination. The preparations
shall not require sterilization.

(H)[¢F)] Cleaning and disinfecting the sterile compounding areas. The following cleaning and
disinfecting practices and frequencies apply to direct and contiguous compounding areas, which
include ISO Class 5 compounding areas for exposure of critical sites as well as

buffer rooms[areas], anterooms[ante-areas], and segregated compounding areas.

(i) The pharmacist-in-charge is responsible for developing written standard operating
procedures (SOPs) for cleaning and disinfecting the direct and contiguous compounding areas
and assuring the procedures are followed.

April 10, 2025



1220
1221
1222
1223
1224
1225
1226
1227
1228
1229
1230
1231
1232
1233

1234
1235
1236
1237
1238
1239
1240
1241
1242
1243
1244

1245
1246
1247

1248

1249
1250
1251
1252
1253
1254
1255

1256
1257
1258

1259
1260
1261
1262
1263

(i) In a PEC, sterile 70% IPA shall be applied after cleaning and disinfecting, or after the
application of a one-step disinfectant cleaner or sporicidal disinfectant, to remove any
residue. Sterile 70% IPA shall also be applied immediately before initiating compounding.
During the compounding process sterile 70% IPA shall be applied to the horizontal work
surface, including any removable work trays, of the PEC at least every 30 minutes if the
compounding process takes 30 minutes or less. If the compounding process takes more
than 30 minutes, compounding shall not be disrupted and the work surface of the PEC

shall be dlsmfected |mmed|atelv after compoundlng[Ihese—p#eeedwes—shaH-be—eendHeted

(iii) Surfaces shall be cleaned prior to being disinfected unless a one-step disinfectant

cleaner is used to accomplish both the cleaning and disinfection in one step. The
manufacturer's directions or published data for the minimum contact time shall be
followed for each of the cleaning, disinfecting, and sporicidal disinfectants used. When

sterlle 70% IPA is used, it shall be aIIowed to drv [Befem—eempeundmg—us—pe#e#med—aﬂ

Ina Class B pharmacy, objects used in preparlng sterlle radlopharmaceutlcals (e.g., dose
calibrator) which cannot be reasonably removed from the compounding area shall be sterilized

with an application of a residue-free disinfection agent.

(iv) Surfaces in classified areas used to prepare Category 1, Category 2, and Category 3
compounded sterile preparations shall be cleaned, disinfected, and sporicidal
disinfectants applied in accordance with the following:

(1) PEC(s) and equipment inside PEC(s).

(-a-) Equipment and all interior surfaces of the PEC shall be cleaned daily on days when
compounding occurs and when surface contamination is known or suspected.
Equipment and all interior surfaces of the PEC shall be disinfected on days when
compounding occurs and when surface contamination is known or suspected. Sporicidal
disinfectants shall be applied monthly for pharmacies compounding Category 1 or
Category 2 compounded sterile preparations and weekly for pharmacies compounding
Category 3 compounded sterile preparations.

(-b-) Cleaning and disinfecting agents, with the exception of sporicidal disinfectants,
used within the PEC shall be sterile. When diluting concentrated cleaning and
disinfecting agents for use in the PEC, sterile water shall be used.

() Removable work tray of the PEC, when applicable. Work surfaces of the tray shall be
cleaned daily on days when compounding occurs and all surfaces and the area
underneath the work tray shall be cleaned monthly. Work surfaces of the tray shall be
disinfected on days when compounding occurs and all surfaces and the area underneath
the work tray shall be disinfected monthly. Sporicidal disinfectants shall be applied
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monthly on work surfaces of the tray, all surfaces, and the area underneath the work tray
monthly.

(lll) Pass-through chambers. Pass-through chambers shall be cleaned daily on days
when compounding occurs and disinfected daily on days when compounding occurs.
Sporicidal disinfectants shall be applied monthly for pharmacies compounding Category
1 or Category 2 compounded sterile preparations and weekly for pharmacies
compounding Category 3 compounded sterile preparations.

(IV) Work surface(s) outside the PEC. Work surfaces outside the PEC shall be cleaned
daily on days when compounding occurs and disinfected daily on days when
compounding occurs. Sporicidal disinfectants shall be applied monthly for pharmacies
compounding Category 1 or Category 2 compounded sterile preparations and weekly for
pharmacies compounding Category 3 compounded sterile preparations.

(V) Floor(s). Floors shall be cleaned daily on days when compounding occurs and
disinfected daily on days when compounding occurs. Sporicidal disinfectants shall be
applied monthly for pharmacies compounding Category 1 or Category 2 compounded
sterile preparations and weekly for pharmacies compounding Category 3 compounded
sterile preparations.

(V1) Wall(s), door(s), door frame(s), storage shelving and bin(s), and equipment outside of
the PEC(s). Walls, doors, door frames, storage shelving and bins, and equipment outside
of the PECs shall be cleaned, disinfected, and sporicidal disinfectants applied on a
monthly basis.

(VIl) Ceiling(s). Ceilings of the classified areas shall be cleaned, disinfected, and
sporicidal disinfectant applied on a monthly basis. Ceilings of the segregated
compounding area shall be cleaned, disinfected, and sporicidal disinfectants applied
when visibly soiled and when surface contamination is known or suspected.

(v)[+)] All cleaning materials, such as wipers, sponges, and mops, shall be non-shedding, and
dedicated to use in the buffer room[area], anteroom[ante-area], and segregated compounding

areas and shall not be removed from these areas except for disposal. Floor mops may be used
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in both the buffer room[area] and anteroom[ante-area], but only in that order. If cleaning
materials are reused, procedures shall be developed that ensure that the effectiveness of the
cleaning device is maintained and that repeated use does not add to the bio-burden of the area
being cleaned.

(vi)[e+iB] Supplies and equipment removed from shipping cartons shall[must] be wiped with a
disinfecting agent, such as sterile IPA. After the disinfectant is sprayed or wiped on a surface to
be disinfected, the disinfectant shall be allowed to dry, during which time the item shall not be
used for compounding purposes. However, if sterile supplies are received in sealed pouches,
the pouches may be removed as the supplies are introduced into the ISO Class 5 area without
the need to disinfect the individual sterile supply items. No shipping or other external cartons
may be taken into the buffer room[area] or segregated compounding area.

(vii) Before any item is introduced into the clean side of the anteroom(s), placed into
pass-through chamber(s), or brought into the seqreqgated compounding area, providing
that packaging integrity will not be compromised, the item shall be wiped with a
sporicidal disinfectant, EPA-registered disinfectant, or sterile 70% IPA using low-lint
wipers by personnel wearing gloves. If an EPA-registered disinfectant or sporicidal
disinfectant is used, the agent shall be allowed to dwell the minimum contact time
specified by the manufacturer. If sterile 70% IPA is used, it shall be allowed to dry. The
wiping procedure should not compromise the packaging integrity or render the product
label unreadable.

(viii) Immediately before any item is introduced into the PEC, it shall be wiped with sterile
70% IPA using sterile low-lint wipers and allowed to dry before use. When sterile items
are received in sealed containers designed to keep them sterile until opening, the sterile
items may be removed from the covering as the supplies are introduced into the ISO
Class 5 PEC without the need to wipe the individual sterile supply items with sterile 70%
IPA. The wiping procedure shall not render the product label unreadable.

(ix) Critical sites (e.g., vial stoppers, ampule necks, and intravenous bag septums) shall
be wiped with sterile 70% IPA in the PEC to provide both chemical and mechanical
actions to remove contaminants. The sterile 70% IPA shall be allowed to dry before
personnel enter or puncture stoppers and septums or break the necks of ampules.

(x) Cleaning shall[must] be done by personnel trained in appropriate cleaning techniques.

(xi) Proper documentation and frequency of cleaning shall[must] be maintained and shall
contain the following:

(I) date [and-time] of cleaning;
(I type of cleaning performed; and

(1) name of individual who performed the cleaning.
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(N[{S)] Security requirements. The pharmacist-in-charge may authorize personnel to gain
access to that area of the pharmacy containing dispensed sterile preparations, in the absence of
the pharmacist, for the purpose of retrieving dispensed prescriptions to deliver to patients. If the
pharmacy allows such after-hours access, the area containing the dispensed sterile
preparations shall be an enclosed and lockable area separate from the area containing
undispensed prescription drugs. A list of the authorized personnel having such access shall be
in the pharmacy's policy and procedure manual.

(J)[EHH] Storage requirements and beyond-use dating.

(i) Storage requirements. All drugs shall be stored at the proper temperature and conditions, as
defined in the USP/NF and in §291.15 of this title (relating to Storage of Drugs).

(i) Beyond-use dating. When assigning a beyond-use date, compounding personnel shall
consult and apply drug-specific and general stability documentation and literature where
available, and they should consider the nature of the drug and its degradation
mechanism, the container in which it is packaged, the expected storage conditions, and
the intended duration of therapy. A shorter beyond-use date shall be assigned when the
physical and chemical stability of the preparation is less than the beyond-use date limits
provided in subclauses (I) - (1ll) of this clause.

() Beyond-use date limits for Cateqgory 1 compounded sterile preparations. Category 1
compounded sterile preparations shall be prepared in a segregated compounding area or
cleanroom suite and have a beyond-use date of hot more than 12 hours when stored at
controlled room temperature or 24 hours when stored in a refrigerator.

(II) Beyond-use date limits for Category 2 compounded sterile preparations. Category 2
compounded sterile preparations shall be prepared in a cleanroom suite.

(-a-) Aseptically processed compounded sterile preparations without sterility testing
performed and passed.

(-1-) If prepared from one or more non-sterile starting component(s), the preparation shall
have a beyond-use date of not more than one day when stored at controlled room
temperature, four days when stored in a refrigerator, or 45 days when stored in a freezer.

(-2-) If prepared from only sterile starting component(s), the preparation shall have a
beyond-use date of not more than four days when stored at controlled room temperature,
10 days when stored in a refrigerator, or 45 days when stored in a freezer.

(-b-) Terminally sterilized compounded sterile preparations without sterility testing
performed and passed shall have a beyond-use date of hot more than 14 days when
stored at controlled room temperature, 28 days when stored in a refrigerator, or 45 days
when stored in a freezer.
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(-c-) If sterility testing is performed and passed, aseptically processed or terminally
sterilized compounded sterile preparations shall have a beyond-use date of not more
than 45 days when stored at controlled room temperature, 60 days when stored in a
refrigerator, or 90 days when stored in a freezer.

(lll) Beyond-use date limits for Cateqory 3 compounded sterile preparations. Category 3
compounded sterile preparations shall be prepared in a cleanroom suite.

(-a-) Aseptically processed compounded sterile preparations that are sterility tested and
passed all applicable tests for Category 3 compounded sterile preparations shall have a
beyond-use date of not more than 60 days when stored at controlled room temperature,
90 days when stored in a refrigerator, or 120 days when stored in a freezer.

(-b-) Terminally sterilized compounded sterile preparations that are sterility tested and
passed all applicable tests for Category 3 compounded sterile preparations shall have a
beyond-use date of not more than 90 days when stored at controlled room temperature,
120 days when stored in a refrigerator, or 180 days when stored in a freezer.

(-c-) A Category 3 compounded sterile preparation in a nonaqueous dosage form (i.e.,
water activity level less than 0.6) may have a beyond-use date of not more than 180 days
if based on documented current literature supporting stability and sterility.

(-d-) Additional requirements to assign Cateqory 3 beyond-use dates to compounded
sterile preparations.

(-1-) Category 3 personnel competency requirements as specified in subsection (c)(4)(L)
of this section apply to personnel who participate in or oversee the compounding of
Category 3 compounded sterile preparations.

(-2-) Category 3 garbing requirements as specified in paragraph (15)(C)(iv)(ll) of this
subsection apply to all personnel entering the buffer room where Category 3
compounded sterile preparations are compounded and apply at all times regardless of
whether Category 3 compounded sterile preparations are being compounded on a given

day.

(-3-) Increased environmental monitoring requirements as specified in subsection
(c)(4)(M) of this section and paragraph (16)(C)(vi) of this subsection apply to all classified
areas where Category 3 compounded sterile preparations are compounded and apply at
all times reqardless of whether Category 3 compound sterile preparations are being
compounded on a given day.

(-4-) The frequency of application of sporicidal disinfectants as specified in paragraph
(8)(H)(iv) of this subsection applies to all classified areas where Category 3 compounded
sterile preparations are compounded and applies at all times reqgardless of whether
Category 3 compounded sterile preparations are being compounded on a given day.
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(9)[A)] Primary engineering control device. The pharmacy shall prepare sterile preparations in a
primary engineering control device (PEC), such as a laminar air flow hood, biological safety
cabinet, compounding aseptic isolator (CAl), or compounding aseptic containment isolator
(CACI) which is capable of maintaining at least ISO Class 5 conditions for 0.5 micron and
larger[micrometer] particles while compounding sterile preparations.

(A) Laminar air flow hood. If the pharmacy is using a laminar air flow hood as its PEC, the
laminar air flow hood shall:

(i) be located in the buffer room[area] and placed in the buffer room[area] in a manner as to
avoid conditions that could adversely affect its operation such as strong air currents from
opened doors, personnel traffic, or air streams from the heating, ventilating and air condition
system;

(i) be certified for operational efficiency using certification procedures, such as those outlined in
the Certification Guide for Sterile Compounding Facilities (CAG-003-2022)[{CAG-003-2006)],
which shall be performed by a qualified independent individual initially and no less than every
six months and whenever the device or room is relocated or altered or major service to

the pharmacy|facility] is performed;

(iii) have pre-filters inspected periodically and replaced as needed, in accordance with written
policies and procedures and the manufacturer's specification, and the inspection and/or
replacement date documented; and

(iv) be located in a buffer room[area] that has a minimum differential positive pressure of 0.02
[te-8-05] inches water column. A buffer room[area] that is not physically separated from

the anteroom[ante-area] shall employ the principle of displacement airflow as defined in
Chapter 797, Pharmaceutical Compounding--Sterile Preparations, of the USP/NF, with limited
access to personnel.

(B) Biological safety cabinet.

(i) If the pharmacy is using a biological safety cabinet (BSC) as its PEC for the preparation of
hazardous sterile compounded preparations, the biological safety cabinet shall be a Class Il or
Il vertical flow biological safety cabinet located in an ISO Class 7 area that is physically
separated from other preparation areas. The area for preparation of sterile chemotherapeutic
preparations shall:

(I) have not less than 0.01 inches water column negative pressure to the adjacent positive
pressure ISO Class 7 or better anteroom[ante-area]; and
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(I1) have a pressure indicator that can be readily monitored for correct room pressurization.

(i) Pharmacies that prepare a low volume of hazardous drugs, are not required to comply with
the provisions of clause (i) of this subparagraph if the pharmacy uses a device that provides two
tiers of containment (e.g., closed-system vial transfer device within a BSC).

(iii) If the pharmacy is using a biological safety cabinet as its PEC for the preparation of non-
hazardous sterile compounded preparations, the biological safety cabinet shall:

(1) be located in the buffer room[area] and placed in the buffer room[area] in a manner as to
avoid conditions that could adversely affect its operation such as strong air currents from
opened doors, personnel traffic, or air streams from the heating, ventilating and air condition
system;

(1) be certified for operational efficiency using certification procedures, such as those outlined in
the Certification Guide for Sterile Compounding Facilities (CAG-003-2022)[{CAG-003-2006)],
which shall be performed by a qualified independent individual initially and no less than every
six months and whenever the device or room is relocated or altered or major service to

the pharmacy(facility] is performed;

(Il1) have pre-filters inspected periodically and replaced as needed, in accordance with written
policies and procedures and the manufacturer's specification, and the inspection and/or
replacement date documented; and

(IV) be located in a buffer room[area] that has a minimum differential positive pressure of 0.02
[te-0-05] inches water column.

(C) Compounding aseptic isolator.

(i) If the pharmacy is using a compounding aseptic isolator (CAl) as its PEC, the CAl shall
provide unidirectional airflow within the main processing and antechambers, and be placed in an
ISO Class 7 buffer room[area] unless the isolator meets all of the following conditions:

(I) The isolator shall[must] provide isolation from the room and maintain ISO Class 5 during
dynamic operating conditions including transferring ingredients, components, and devices into
and out of the isolator and during preparation of compounded sterile preparations;

(1) Particle counts sampled approximately 6 to 12 inches upstream of the critical exposure
site shall[must] maintain ISO Class 5 levels during compounding operations;

(1l1) The CAI shall[must] be certified for operational efficiency using certification procedures,
such as those outlined in the Certification Guide for Sterile Compounding Facilities (CAG-003-
2022)[{CAG-003-20086)], which shall be performed by a qualified independent individual initially
and no less than every six months and whenever the device or room is relocated or altered or
major service to the pharmacyf[facility] is performed; and

(IV) The pharmacy shall maintain documentation from the manufacturer that the isolator meets
this standard when located in worse than ISO Class 7 environments.
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(i) If the isolator meets the requirements in clause (i) of this subparagraph, the CAl may be
placed in a non-ISO classified area of the pharmacy; however, the area shall be segregated
from other areas of the pharmacy and shall:

(1) be clean, well lit, and of sufficient size;

(1) be used only for the compounding of Category 1 or Cateqory 2[low—and-medium-risk;] non-
hazardous sterile preparations;

(1) be located in an area of the pharmacy with non-porous and washable floors or floor
covering to enable regular disinfection; and

(IV) be an area in which the CAl is placed in a manner as to avoid conditions that could
adversely affect its operation.

(iii) In addition to the requirements specified in clauses (i) and (ii) of this subparagraph, if the
CAl is used in the compounding of Category 2 prepared from any non-sterile starting
component or Cateqory 3[high-risk] non-hazardous preparations, the CAl shall be placed in an
area or room with at least ISO Class 7[8] quality air so that high-risk powders weighed in at
least ISO Class 7[{SO-8] air quality conditions, compounding utensils for measuring and other
compounding equipment are not exposed to lesser air quality prior to the completion of
compounding and packaging of the Cateqory 2 prepared from any non-sterile starting
component or Cateqgory 3[high-risk] preparation.

(D) Compounding aseptic containment isolator.

(i) If the pharmacy is using a compounding aseptic containment isolator (CACI) as its PEC for
the preparation of Cateqory 1 or Category 2[lew-and-medium-risk] hazardous drugs, the CACI
shall be located in a separate room away from other areas of the pharmacy and shall:

() provide at least 0.01 inches water column negative pressure compared to the other areas of
the pharmacy;

(1) provide unidirectional airflow within the main processing and antechambers, and be placed
in an ISO Class 7 room[area], unless the CACI meets all of the following conditions;

(-a-) The isolator shall[must] provide isolation from the room and maintain ISO Class 5 during
dynamic operating conditions including transferring ingredients, components, and devices into
and out of the isolator and during preparation of compounded sterile preparations;

(-b-) Particle counts sampled approximately 6 to 12 inches upstream of the critical exposure
site shall[must] maintain ISO Class 5 levels during compounding operations;

(-c-) The CACI shall[must] be certified for operational efficiency using certification procedures,
such as those outlined in the Certification Guide for Sterile Compounding Facilities (CAG-003-
2022)[{CAG-003-20086)], which shall be performed by a qualified independent individual initially
and no less than every six months and whenever the device or room is relocated or altered or
major service to the pharmacyf[facility] is performed; and
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(-d-) The pharmacy shall maintain documentation from the manufacturer that the isolator meets
this standard when located in worse than ISO Class 7 environments.

(i) If the CACI meets all conditions specified in clause (i) of this subparagraph, the CACI shall
not be located in the same room as a CAl, but shall be located in a separate room in the
pharmacy, that is not required to maintain ISO classified air. The room in which the CACI is
located shall provide a minimum of 0.01 inches water column negative pressure compared with
the other areas of the pharmacy and shall meet the following requirements:

(1) be clean, well lit, and of sufficient size;

(I be maintained at a temperature of 20 degrees Celsius or cooler and a humidity_of 60%
or below [60%];

(1) be used only for the compounding of Category 1 or Category 2 hazardous sterile
preparations;

(IV) be located in an area of the pharmacy with walls, ceilings, floors, fixtures, shelving,
counters, and cabinets that are smooth, impervious, free from cracks and crevices, non-
shedding and resistant to damage by disinfectant agents; and

(V) have non-porous and washable floors or floor covering to enable regular disinfection.

(iii) If the CACI is used in the compounding of Category 2 prepared from any non-sterile
starting component or Cateqgory 3[high-risk] hazardous preparations, the CACI shall be
placed in an area or room with at least ISO Class 7[8] quality air so that high-risk powders,
weighed in at least ISO Class 7[}SO-8] air quality conditions, are not exposed to lesser air
quality prior to the completion of compounding and packaging of the Cateqory 2 prepared from
any non-sterile starting component or Cateqory 3[high-risk] preparation.

(iv) Pharmacies that prepare a low volume of hazardous drugs, are not required to comply with
the provisions of clauses (i) and (iii) of this subparagraph if the pharmacy uses a device that
provides two tiers of containment (e.g., CACI that is located in a non-negative pressure room).

(10)[¢8)] Additional Equipment and Supplies. Pharmacies compounding sterile preparations
shall have the following equipment and supplies:

(A) a calibrated system or device (i.e., thermometer) to monitor the temperature to ensure that
proper storage requirements are met, if sterile preparations are stored in the refrigerator;

(B) a calibrated system or device to monitor the temperature where bulk chemicals are stored;

(C) a temperature-sensing mechanism suitably placed in the controlled temperature storage
space to reflect accurately the true temperature;

(D) if applicable, a Class A prescription balance, or analytical balance and weights. Such

balance shall be properly maintained and subject to periodic inspection by the Texas State
Board of Pharmacy;
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(E) equipment and utensils necessary for the proper compounding of sterile preparations. Such
equipment and utensils used in the compounding process shall be:

(i) of appropriate design, appropriate capacity, and be operated within designed operational
limits;

(ii) of suitable composition so that surfaces that contact components, in-process material, or
drug products shall not be reactive, additive, or absorptive so as to alter the safety, identity,
strength, quality, or purity of the drug preparation beyond the desired result;

(iii) cleaned and sanitized immediately prior to and after each use; and
(iv) routinely inspected, calibrated (if necessary), or checked to ensure proper performance;

(F) appropriate disposal containers for used needles, syringes, etc., and if applicable,
hazardous waste from the preparation of hazardous drugs and/or biohazardous waste;

(G) appropriate packaging or delivery containers to maintain proper storage conditions for sterile
preparations;

(H) infusion devices, if applicable; and

(1) all necessary supplies, including:

(i) disposable needles, syringes, and other supplies for aseptic mixing;

(ii) disinfectant cleaning solutions;

(iii) sterile 70% isopropyl alcohol;

(iv) sterile gloves, both for hazardous and non-hazardous drug compounding;
(v) sterile alcohol-based or water-less alcohol based surgical scrub;

(vi) hand washing agents with bactericidal action;

(vii) disposable, lint free towels or wipes;

(viii) appropriate filters and filtration equipment;

(ix) hazardous spill kits, if applicable; and

(x) masks, caps, coveralls or gowns with tight cuffs, shoe covers, and gloves, as applicable.

(11)[¢%)] Labeling.

(A) Prescription drug or medication orders. In addition to the labeling requirements for the
pharmacy's specific license classification, the label dispensed or distributed pursuant to a
prescription drug or medication order shall contain the following:
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(i) the generic name(s) or the official name(s) of the principal active ingredient(s) of the
compounded sterile preparation;

(ii) for outpatient prescription orders other than sterile radiopharmaceuticals, a statement that
the compounded sterile preparation has been compounded by the pharmacy. (An auxiliary label
may be used on the container to meet this requirement); and

(iii) a beyond-use date. The beyond-use date shall be determined as outlined in Chapter 797,
Pharmacy Compounding--Sterile Preparations of the USP/NF, and paragraph (8)(J)[{A¢{&)] of
this subsection;

(B) Batch. If the sterile preparation is compounded in a batch, the following shall also be
included on the batch label:

(i) unique lot number assigned to the batch;
(i) quantity;

(iii) appropriate ancillary instructions, such as storage instructions or cautionary statements,
including hazardous drug warning labels where appropriate; and

(iv) device-specific instructions, where appropriate.
(C) Pharmacy bulk package. The label of a pharmacy bulk package shall:
(i) state prominently "Pharmacy Bulk Package--Not for Direct Infusion;"

(i) contain or refer to information on proper techniques to help ensure safe use of the
preparation; and

(iii) bear a statement limiting the time frame in which the container may be used once it has
been entered, provided it is held under the labeled storage conditions.

(12)[(40)] Written drug information for prescription drug orders only. Written information about
the compounded preparation or its major active ingredient(s) shall be given to the patient at the
time of dispensing a prescription drug order. A statement which indicates that the preparation
was compounded by the pharmacy shall[must] be included in this written information. If there is
no written information available, the patient shall be advised that the drug has been
compounded and how to contact a pharmacist, and if appropriate, the prescriber, concerning
the drug. This paragraph does not apply to the preparation of radiopharmaceuticals.

(13)[(41)] Pharmaceutical care services[Care-Services]. In addition to the pharmaceutical care
requirements for the pharmacy's specific license classification, the following requirements for
sterile preparations compounded pursuant to prescription drug orders shall[must] be met. This
paragraph does not apply to the preparation of radiopharmaceuticals.

(A) Primary provider. There shall be a designated physician primarily responsible for the
patient's medical care. There shall be a clear understanding between the physician, the patient,
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and the pharmacy of the responsibilities of each in the areas of the delivery of care, and the
monitoring of the patient. This shall be documented in the patient medication record (PMR).

(B) Patient training. The pharmacist-in-charge shall develop policies to ensure that the patient
and/or patient's caregiver receives information regarding drugs and their safe and appropriate
use, including instruction when applicable, regarding:

(i) appropriate disposition of hazardous solutions and ancillary supplies;
(i) proper disposition of controlled substances in the home;
(iii) self-administration of drugs, where appropriate;

(iv) emergency procedures, including how to contact an appropriate individual in the event of
problems or emergencies related to drug therapy; and

(v) if the patient or patient's caregiver prepares sterile preparations in the home, the following
additional information shall be provided:

(I) safeguards against microbial contamination, including aseptic techniques for compounding
intravenous admixtures and aseptic techniques for injecting additives to premixed intravenous
solutions;

(1) appropriate storage methods, including storage durations for sterile pharmaceuticals and
expirations of self-mixed solutions;

(1) handling and disposition of premixed and self-mixed intravenous admixtures; and

(IV) proper disposition of intravenous admixture compounding supplies such as syringes, vials,
ampules, and intravenous solution containers.

(C) Pharmacist-patient relationship. It is imperative that a pharmacist-patient relationship be
established and maintained throughout the patient's course of therapy. This shall be
documented in the patient's medication record (PMR).

(D) Patient monitoring. The pharmacist-in-charge shall develop policies to ensure that:

(i) the patient's response to drug therapy is monitored and conveyed to the appropriate health
care provider;

(ii) the first dose of any new drug therapy is administered in the presence of an individual
qualified to monitor for and respond to adverse drug reactions; and

(iii) reports of adverse events with a compounded sterile preparation are reviewed promptly and
thoroughly to correct and prevent future occurrences.

(14)[42)] Drugs, components, and materials used in sterile compounding.
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(A) Drugs used in sterile compounding shall be [a] USP/NF grade substances manufactured in
an FDA-registered facility.

(B) If USP/NF grade substances are not available, substances used in sterile
compounding shall be of a chemical grade in one of the following categories:

(i) Chemically Pure (CP);

(ii) Analytical Reagent (AR);

(iii) American Chemical Society (ACS); or

(iv) Food Chemical Codex.

(C) If a drug, component or material is not purchased from a FDA-registered facility, the
pharmacist shall establish purity and stability by obtaining a Certificate of Analysis from the
supplier and the pharmacist shall compare the monograph of drugs in a similar class to the
Certificate of Analysis.

(D) All components shall:

(i) be manufactured in an FDA-registered facility; or

(i) in the professional judgment of the pharmacist, be of high quality and obtained from
acceptable and reliable alternative sources; and

(iii) be stored in properly labeled containers in a clean, dry place[area], under proper
temperatures.

(E) Drug preparation containers and closures shall not be reactive, additive, or absorptive so as
to alter the safety, identity, strength, quality, or purity of the compounded drug preparation
beyond the desired result.

(F) Components, drug preparation containers, and closures shall be rotated so that the oldest
stock is used first.

(G) Container closure systems shall provide adequate protection against foreseeable external
factors in storage and use that can cause deterioration or contamination of the compounded
drug preparation.

(H) A pharmacy may not compound a preparation that contains ingredients appearing on a

federal Food and Drug Administration list of drug products withdrawn or removed from the
market for safety reasons.

(15)[43)] Compounding process.

(A) Standard operating procedures (SOPs). All significant procedures performed in the
compounding area shall be covered by written SOPs designed to ensure accountability,
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1692  accuracy, quality, safety, and uniformity in the compounding process. At a minimum, SOPs shall
1693  be developed and implemented for:

1694 (i) the pharmacyj[facility];

1695  (ii) equipment;

1696  (iii) personnel;

1697  (iv) preparation evaluation;

1698  (v) quality assurance;

1699  (vi) preparation recall;

1700  (vii) packaging; and

1701  (viii) storage of compounded sterile preparations.

1702  (B) USP/NF. Any compounded formulation with an official monograph in the USP/NF shall be
1703  compounded, labeled, and packaged in conformity with the USP/NF monograph for the drug.

1704  (C) Personnel cleansing and garbing[Cleansing-and-Garbing].

1705 (i) Any person with an apparent iliness or open lesion, including rashes, sunburn, weeping
1706  sores, conjunctivitis, and active respiratory infection, that may adversely affect the safety or
1707  quality of a drug preparation being compounded shall be excluded from working in ISO Class 5,
1708 ISO Class 7, and ISO Class 8 compounding areas until the condition is remedied.

1709 (i) Before entering the buffer room[area], compounding personnel shall[mustremove-the
1710  follewing]:

1711 (I) remove personal outer garments (e.g., bandanas, coats, hats, jackets, scarves, sweaters,
1712 vests);

1713 (ll) remove all cosmetics;[;-because-they-shed flakes-and particles:and]

1714  (lll) remove all hand, wrist, and other body jewelry or piercings (e.g., earrings, lip or eyebrow
1715  piercings) that can interfere with the effectiveness of personal protective equipment (e.g., fit of
1716  gloves and cuffs of sleeves); and[:]

1717 (V) wipe eyeglasses, if worn.

1718 (i) The wearing of artificial nails or extenders is prohibited while working in the sterile
1719  compounding environment. Natural nails shall be kept neat and trimmed.

1720  (iv) Personnel shall [den-personal-protective-equipment-and] perform hand hygiene and
1721  garbing in an order determined by the pharmacy depending on the placement of the sink.

1722  The order of garbing shall be documented in the pharmacy's SOPs. Garb shall be donned
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and doffed in an order that reduces the risk of contamination. Donning and doffing garb

shall not occur in the same area at the same time.[that proceeds-from-the dirtiest-to-the
cleanestactivities-asfollows:]

() The minimum garbing requirements for preparing Category 1 or Category 2
compounded sterile preparations include the following:

(-a-) low-lint garment with sleeves that fit snugly around the wrists and an enclosed neck
(e.q., gown or coverall);

(-b-) low-lint covers for shoes:

(-c-) low-lint cover for head that covers the hair and ears, and if appliable, cover for facial
hair;

(-d-) low-lint face mask;

(-e-) sterile powder-free gloves; and

(-f-) if using a restricted-access barrier system (i.e., a compounding aseptic isolator or
compounding aseptic containment isolator), disposable gloves should be worn inside
the gloves attached to the restricted-access barrier system sleeves. Sterile gloves shall
be worn over the gloves attached to the restricted-access barrier system sleeve.

[

(Il) The following additional garbing requirements shall be followed in the buffer room
where Category 3 compounded sterile preparations are prepared for all personnel
regardless of whether Category 3 compounded sterile preparations are compounded on

a given day:

(-a-) skin may not be exposed in the buffer room (i.e., face and neck shall be covered);

(-b-) all low-lint outer garb shall be sterile, including the use of sterile sleeves over
gauntlet sleeves when a restricted-access barrier system is used;

(-c-) disposable garbing items shall not be reused and any laundered garb shall not be
reused without being laundered and resterilized with a validated cycle; and

(-d-) the pharmacy's SOPs shall describe disinfection procedures for reusing goqggles,
respirators, and other reusable equipment. If compounding a hazardous drug,
appropriate personal protective equipment shall be worn.

()[eH] After donning dedicated shoes or shoe covers, head and facial hair covers, and face
masks, personnel shall perform a hand hygiene procedure by removing debris from underneath
fingernails using a nail cleaner under running warm water followed by vigorous hand washing.
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Personnel shall begin washing arms at the hands and continue washing to elbows for at least
30 seconds with either a plain (non-antimicrobial) soap, or antimicrobial soap, and water while in
the anteroom[ante-area]. Disposable soap containers shall not be refilled or topped off.
Brushes shall not be used for hand hygiene. Hands and forearms to the elbows shall be
completely dried using lint-free disposable towels, an electronic hands-free hand dryer, or a
HEPA filtered hand dryer.

(IV)[HB] After completion of hand washing, personnel shall don clean non-shedding gowns with
sleeves that fit snugly around the wrists and enclosed at the neck.

(V)[AA] Once inside the buffer room[area] or segregated compounding area, and prior to
donning sterile powder-free gloves, antiseptic hand cleansing shall be performed using an
alcohol-based hand rub| ivi

a-waterless-alcohol-based-surgical-hand-serub-with-persistent-activity
following-manufacturers' recommendations]. Hands shall be allowed to dry thoroughly before

donning sterile gloves.

(VD[@A)] Sterile gloves that form a continuous barrier with the gown shall be the last item donned
before compounding begins. Sterile gloves shall be donned in a classified area or segregated
compounding area using proper technique to ensure the sterility of the glove is not
compromised while donning. The cuff of the sterile glove shall cover the cuff of the gown at the
wrist. When preparing hazardous preparations, the compounder shall double glove or shall use
single gloves ensuring that the gloves are sterile powder-free chemotherapy-rated gloves.
Routine application of sterile 70% IPA shall occur throughout the compounding day and
whenever non-sterile surfaces are touched.

(v) Garb shall be replaced immediately if it becomes visibly soiled or if its integrity is
compromised. Gowns and other garb shall be stored in a manner that minimizes
contamination (e.q., away from sinks to avoid splashing). If compounding Category 1 or
Category 2 compounded sterile preparations, gowns may be reused within the same shift
by the same person if the gown is maintained in a classified area or adjacent to, or
within, the seqregated compounding area in a manner that prevents contamination.
When personnel exit the compounding area, garb, except for gowns, may not be reused

and shall be discarded or laundered before use. The pharmacy's SOPs shall describe
dlsmfectlon procedures for reusmg_g_ggle resplrators and other reusable

(vi) During [high-fiskdevel] compounding activities that precede terminal sterilization, such as
weighing and mixing of non-sterile ingredients, compounding personnel shall be garbed and
gloved the same as when performing compounding in an ISO Class 5 environment. Properly
garbed and gloved compounding personnel who are exposed to air quality that is either known
or suspected to be worse than ISO Class 7 shall re-garb personal protective equipment along
with washing their hands properly, performing antiseptic hand cleansing with a sterile 70% IPA-
based or another suitable sterile alcohol-based surgical hand scrub, and donning sterile gloves
upon re-entering the 1ISO Class 7 buffer room[area].
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(vii) When compounding aseptic isolators or compounding aseptic containment isolators are the
source of the ISO Class 5 environment, at the start of each new compounding procedure, a new
pair of sterile gloves shall be donned within the CAl or CACI. In addition, the compounding
personnel should follow the requirements as specified in this subparagraph, unless the isolator
manufacturer can provide written documentation based on validated environmental testing that
any components of personal protective equipment or cleansing are not required.

(16)[(44)] Quality assurance[Assurance].

(A) Initial formula validation[Fermula-\alidation]. Prior to routine compounding of a sterile
preparation, a pharmacy shall conduct an evaluation that shows that the pharmacy is capable of
compounding a preparation that is sterile and that contains the stated amount of active
ingredient(s).

[()-Lew-risk-levelpreparations:]
(i)[H] Quality assurance practices include, but are not limited to the following:

(D[-a-)] Routine disinfection and air quality testing of the direct compounding environment to
minimize microbial surface contamination and maintain ISO Class 5 air quality;

(IN[-b-)] Visual confirmation that compounding personnel are properly donning and wearing
appropriate items and types of protective garments and goggles;

(1l1) Confirmation that media-fill tests indicate that compounding personnel and
personnel who have direct oversight of compounding personnel but do not compound
can competently perform aseptic procedures;

(IV)[-e-)] Review of all orders and packages of ingredients to ensure that the correct identity
and amounts of ingredients were compounded; and

(V)[(-€-)] Visual inspection of compounded sterile preparations, except for sterile
radiopharmaceuticals, to ensure the absence of particulate matter in solutions, the absence of
leakage from vials and bags, and the accuracy and thoroughness of labeling.
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(ii)[(HD] Filter integrity testing[integrityTesting]. Filters shall[reed-to] undergo testing to

evaluate the integrity of filters used to sterilize Category 2 prepared from any non-sterile
starting component or Cateqory 3 compounded sterile[high-risk] preparations, such

as bubble point testing[Bubble-Point Testing] or comparable filter integrity testing. Such
testing is not a replacement for sterility testing and shall not be interpreted as such. Such test
shall be performed after a sterilization procedure on all filters used to sterilize each Category 2
prepared from any non-sterile starting component or Category 3 compounded
sterile[high-risk] preparation or batch preparation and the results documented. The results
should be compared with the filter manufacturer's specification for the specific filter used. If a
filter fails the integrity test, the preparation or batch shall[must] be sterilized again using new
unused filters.

(B) Finished preparation release checks and tests.

(i) Each time a Category 3 compounded sterile preparation is prepared, it shall be tested
for sterility and meet the requirements of Chapter 71, Sterility Tests of the USP/NF, or a
validated alternative method that is noninferior to Chapter 71 testing. Each time a
Category 2 injectable compounded sterile preparation compounded from one or more
non-sterile components and assigned a beyond-use date that requires sterility testing is
prepared, the preparation shall be tested to ensure that it does not contain excessive
bacterial endotoxins. Each time a Cateqory 3 injectable compounded sterile preparation
compounded from one or more non-sterile components is prepared, the preparation shall

be tested to ensure that it does not contaln excesswe bacterial endotoxins. [AH—thh—%k

(i) All compounded sterile preparations, except for sterile radiopharmaceuticals, that are
intended to be solutions shall[must] be visually examined for the presence of particulate matter
and not administered or dispensed when such matter is observed.

(iii) The prescription drug and medication orders, written compounding procedure, preparation
records, and expended materials used to make compounded sterile preparations [atal
contamination-risk-levels] shall be inspected for accuracy of correct identities and amounts of
ingredients, aseptic mixing and sterilization, packaging, labeling, and expected physical
appearance before they are dispensed or administered.

(iv) Written procedures for checking compounding accuracy shall be followed for every
compounded sterile preparation during preparation, in accordance with pharmacy's policies and
procedures, and immediately prior to release, including label accuracy and the accuracy of the
addition of all drug products or ingredients used to prepare the finished preparation and their
volumes or quantities. A pharmacist shall ensure that components used in compounding are
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accurately weighed, measured, or subdivided as appropriate to conform to the formula being
prepared.

(C) Environmental testing[Testing].

(i) Viable and nonviable environmental sampling testing. Environmental sampling shall occur, at
a minimum, every six months as part of a comprehensive quality management program and
under any of the following conditions:

() as part of the commissioning and certification of new facilities and equipment;
(I following any servicing of facilities and equipment;

(1) as part of the re-certification of facilities and equipment;

(IV) in response to identified problems with end products or staff technique; or

(V) in response to issues with compounded sterile preparations, observed compounding
personnel work practices, or patient-related infections (where the compounded sterile
preparation is being considered as a potential source of the infection).

(i) Total particle counts. Certification that each ISO classified area (e.g., ISO Class 5, 7, and 8),
is within established guidelines shall be performed no less than every six months and whenever
the equipment is relocated or the physical structure of the buffer room[area] or anteroom[ante-
area] has been altered. All certification records shall be maintained and reviewed to ensure that
the controlled environments comply with the proper air cleanliness, room pressures, and air
changes per hour. These certification records shall[must] include acceptance criteria and be
made available upon inspection by the Board. Testing shall be performed by qualified operators
using current, state-of-the-art equipment, with results of the following:

(1) 1ISO Class 5 - not more than 3,520[3520] particles 0.5 microns[micrometer] and larger in
diameter[size] per cubic meter of air;

(1) 1ISO Class 7 - not more than 352,000 particles of 0.5 microns[micrometer] and larger in
diameter[size] per cubic meter of air for any buffer room[area]; and

(1) 1SO Class 8 - not more than 3,520,000 particles of 0.5 microns[micrometer] and larger in
diameter[size] per cubic meter of air for any anteroom[ante-areal.

(iii) Pressure differential monitoring. A pressure gauge or velocity meter shall be installed to
monitor the pressure differential or airflow between the buffer room[area] and

the anteroom[ante-area] and between the anteroom[ante-area] and the general environment
outside the compounding area. The results shall be reviewed and documented on a log at least
every work shift (minimum frequency shall be at least daily) or by a continuous recording device.
The pressure between the ISO Class 7 or ISO Class 8 and the general pharmacy area shall not
be less than 0.02 inch water column.

(iv) Sampling plan. An appropriate environmental sampling plan shall be developed for airborne
viable particles based on a risk assessment of compounding activities performed. Selected
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sampling sites shall include locations within each ISO Class 5 environment and in the ISO Class
7 and 8 areas and in the segregated compounding areas at greatest risk of contamination. The
plan shall include sample location, method of collection, frequency of sampling, volume of air
sampled, and time of day as related to activity in the compounding area and action levels.

(v) Viable air sampling. Evaluation of airborne microorganisms using volumetric collection
methods in the controlled air environments shall be performed by properly trained individuals for
all compounded sterile preparations[compoundingrisklevels]. Volumetric active air
sampling of all active classified areas using an impaction air sampler shall be conducted
in each classified area (e.g., ISO Class 5 PEC and ISO Class 7 and 8 room(s)) during
dynamic operating conditions. For entities compounding Cateqgory 1 or Category 2
compounded sterile preparations, this shall be completed at least every six months. For
entities compounding any Category 3 compounded sterile preparations, this shall be
completed within 30 days prior to the commencement of any Category 3 compounding
and at least every three months thereafter regardless of the frequency of compounding
Category 3 compounded sterlle preparatlons Air sampling SItes shaII be selected in all
classified areas. [ 'S ,

(vi) Air sampling [frequency-and] process. [Airsampling-shallbe-performed-atleastevery 6
" fioati f Eacilit I . 1

() A sufficient volume of air shall be sampled [ard-the-manufacturer's-guidelinesforuse-of- the
electronicairsampling-equipmentfollowed]. Follow the manufacturer's instructions for

operation of the impaction air sampler, including placement of media device(s). Using the
impaction air sampler, test at least 1 cubic meter or 1,000 liters of air from each location
sampled. At the end of each sampling period, retrieve the media device and cover it.
Handle and store media devices to avoid contamination and prevent condensate from
dropping onto the agar during incubation and affecting the accuracy of the cfu reading
(e.g., invert plates). At the end of the designated sampling or exposure period for air sampling
activities, the microbial growth media plates are recovered and their covers secured and they
are mverted and mcubated pursuant to the procedures |n subclause (1) of this clause[ata
]. Sampling data
shaII be coIIected and reV|ewed ona perlodlc baS|s as a means of evaluating the overall control
of the compounding environment.

(1) Incubation procedures.

(-a-) Incubate the media device at 30 to 35 degrees Celsius for no less than 48 hours.
Examine for growth. Record the total number of discrete colonies of microorganisms on
each media device as cfu per cubic meter of air on an environmental sampling form
based on sample type (i.e., viable air), sample location, and sample date.
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(-b-) Then incubate the media at 20 to 25 degrees Celsius for no less than five additional
days. Examine for growth. Record the total number of discrete colonies of
microorganisms on each media device as cfu per cubic meter of air on an environmental
sampling form based on sample type (i.e., viable air), sample location, and sample date.

(-c-) Alternatively, to shorten the overall incubation period, two sampling media devices
may be collected for each sample location and incubated concurrently.

(-1-) The media devices shall either both be trypticase soy agar or shall be one trypticase
soy agar and the other fungal media (e.q., malt extract agar or Sabouraud dextrose agar).

(-2-) Incubate each media device in a separate incubator. Incubate one media device at 30
to 35 degrees Celsius for no less than 48 hours, and incubate the other media device at
20 to 25 degrees Celsius for no less than five days. If fungal media are used as one of the
samples, incubate the fungal media sample at 20 to 25 degrees Celsius for no less than

five days.

(-3-) Count the total number of discrete colonies of microorganisms on each media
device, and record these results as cfu per cubic meter of air.

(-4-) Record the results of the sampling on an environmental sampling form based on
sample type (i.e., viable air), and include the sample location and sample date.

(III) The foIIowmg actlon Ievels for V|able air sampllng applv a[l-f—an—aehw%y—eensrstenﬂy

persennel—shaﬂ-be—eensu#ed—A] colony formlng unit (cfu) count greater than 1 cfu per cubic

meter of air for ISO Class 5, greater than 10 cfus|efu] per cubic meter of air for ISO Class 7,

and greater than 100 cfus[efu] per cubic meter of air for ISO Class 8. If levels measured
during viable air sampling exceed the action levels in this subclause for the ISO
classification levels of the area sampled, the cause shall be investigated and corrective
action shall be taken. Data collected in response to corrective actions shall be reviewed
to confirm that the actions taken have been effective. The corrective action plan shall be
dependent on the cfu count and the microorganism recovered. The corrective action plan
shall be documented. If levels measured during viable air sampling exceed the action
levels in this subclause, an attempt shall be made to identify any microorganism
recovered to the qenus Ievel with the assistance of a competent mlcroblolomst [erworse
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(vii) Compounding accuracy checks. Written procedures for checking compounding accuracy
shall be followed for every compounded sterile preparation during preparation and immediately
prior to release, including label accuracy and the accuracy of the addition of all drug products or
ingredients used to prepare the finished preparation and their volumes or quantities. At each
step of the compounding process, the pharmacist shall ensure that components used in
compounding are accurately weighed, measured, or subdivided as appropriate to conform to the
formula being prepared.

(A7)[45)] Quality control.

(A) Quality control procedures. The pharmacy shall follow established quality control procedures
to monitor the compounding environment and quality of compounded drug preparations for
conformity with the quality indicators established for the preparation. When developing these
procedures, pharmacy personnel shall consider the provisions of USP Chapter 71, Sterility
Tests, USP Chapter 85, Bacterial Endotoxins Test, Pharmaceutical Compounding-Non-sterile
Preparations, USP Chapter 795, USP Chapter 797, Pharmaceutical Compounding--Sterile
Preparations, USP Chapter 800, Hazardous Drugs--Handling in Healthcare Settings, USP
Chapter 823, Positron Emission Tomography Drugs for Compounding, Investigational, and
Research Uses, USP Chapter 1160, Pharmaceutical Calculations in Prescription Compounding,
and USP Chapter 1163, Quality Assurance in Pharmaceutical Compounding of the current
USP/NF. Such procedures shall be documented and be available for inspection.

(B) Verification of compounding accuracy and sterility.

(i) The accuracy of identities, concentrations, amounts, and purities of ingredients in
compounded sterile preparations shall be confirmed by reviewing labels on packages, observing
and documenting correct measurements with approved and correctly standardized devices, and
reviewing information in labeling and certificates of analysis provided by suppliers.

(ii) If the correct identity, purity, strength, and sterility of ingredients and components of
compounded sterile preparations cannot be confirmed such ingredients and components shall
be discarded immediately. Any compounded sterile preparation that fails sterility testing
following sterilization by one method (e.qg., filtration) is to be discarded and not subjected to a
second method of sterilization.

(iii) If individual ingredients, such as bulk drug substances, are not labeled with expiration dates,
when the drug substances are stable indefinitely in their commercial packages under labeled
storage conditions, such ingredients may gain or lose moisture during storage and use and shall
require testing to determine the correct amount to weigh for accurate content of active chemical
moieties in compounded sterile preparations.

(C) Sterility testing. Sterility testing shall be performed on a number of units equal to 5%
of the number of compounded sterile preparations prepared, rounded up to the next
whole number. Sterility tests resulting in failure shall prompt an investigation into the
possible causes of the failure and shall include identification of the microorganism and
an evaluation of the sterility testing procedure, compounding facility, process, and
personnel that may have contributed to the failure. The sources of the contamination, if
identified, shall be corrected and the pharmacy shall determine whether the conditions
causing the sterility failure affect other compounded sterile preparations. The
investigation and resulting corrective actions shall be documented.
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(e) Records. Any testing, cleaning, procedures, or other activities required in this subsection
shall be documented and such documentation shall be maintained by the pharmacy.

(1) Maintenance of records. Every record required under this section shall[must] be:

(A) kept by the pharmacy and be available, for at least two years for inspecting and copying by
the board or its representative and to other authorized local, state, or federal law enforcement
agencies; and

(B) supplied by the pharmacy within 72 hours, if requested by an authorized agent of the Texas
State Board of Pharmacy. If the pharmacy maintains the records in an electronic format, the
requested records shall[must] be provided in an electronic format. Failure to provide the records
set out in this section, either on site or within 72 hours, constitutes prima facie evidence of
failure to keep and maintain records in violation of the Act.

(2) Compounding records.

(A) Compounding pursuant to patient specific prescription drug orders or medication orders not
prepared from non-sterile ingredient(s). Compounding records for all compounded
preparations shall be maintained by the pharmacy and shall include a complete formula,
including methodology and necessary equipment which includes the brand name(s) of
the raw materials, or if no brand name, the generic name(s) or official name and name(s)
of the manufacturer(s) or distributor of the raw materials and the guantities of each;
however, if the sterile preparation is compounded according to the manufacturer's
labeling instructions, then documentation of the formula is not required.[:]
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(B) Compounding records for compounded sterile preparations prepared from non-sterile

_qredlent(s) or prepared for more than one patlent[when—bateneempehmm%er

(i) [Masterwork-sheet]. A master formulation record[masterwork-sheet] shall be created for
compounded sterile preparations prepared from non-sterile ingredient(s) or prepared for
more than one patient. Any changes or alterations to the master formulation record shall
be approved and documented according to the pharmacy's SOPs. The master
formulation record shaII lnclude at Ieast the foIIowmq lnformatlon [develeped—and

(I) name, strength or activity, and dosage form of the compounded sterile preparation[the

formulal;

(I) identities and amounts of all ingredients and, if applicable, relevant characteristics or
components (e.g., particle size, salt form, purity grade, solubility)[the-components];

(1) type and size of container closure system(s)[the-compeounding-directions];

(IV) complete instructions for preparing the compounded sterile preparation, including
equipment, supplies, a description of the compounding steps, and any special

precautions[a-sample-label];

(V) physical description of the final compounded sterile preparation[evaluation-and-testing
reguirements];

(VI) beyond-use date and storage requirements;[specific-equipmentused-during-preparation;
and]

(VII) reference source to support the stability of the compounded sterile

preparation;[storage-requirements:]

(Vi) quality control procedures (e.q., pH testing, filter integrity testing); and

(IX) other information as needed to describe the compounding process and ensure
repeatability (e.g., adjusting pH and tonicity; sterilization method, such as steam, dry
heat, irradiation, or filter).

(ii) A compounding record that documents the compounding process shall be created for
all compounded sterile preparations. The compounding record shall include at least the
following information:

() name, strength or activity, and dosage form of the compounded sterile preparation;
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(I1) date and time of preparation of the compounded sterile preparation;

(lll) assigned internal identification number (e.d., prescription, order, or lot number);

(IV) written or electronic signature or initials of the pharmacist or pharmacy technician or
pharmacy technician trainee performing the compounding;

(V) written or electronic signature or initials of the pharmacist responsible for
supervising pharmacy technicians or pharmacy technician trainees and conducting final
checks of compounded preparations if pharmacy technicians or pharmacy technician
trainees perform the compounding function;

(V1) name of each component;

(Vi) vendor, lot number, and expiration date for each component for compounded sterile
preparations prepared for more than one patient or prepared from non-sterile

ingredient(s);

(Vi) weight or volume of each component;

(IX) strength or activity of each component;

(X) total quantity compounded;

(XI) final yield (e.g., quantity, containers, number of units);

(XIl) assigned beyond-use date and storage requirements;

(XIll) results of quality control procedures (e.q., visual inspection, filter integrity testing,

pH testing);

(XIV) if applicable, master formulation record for the compounded sterile preparation;
and

(XV) if applicable, calculations made to determine and verify quantities or concentrations
of components.
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(1) General.

(A) A pharmacy may compound, dispense, deliver, and distribute a compounded sterile
preparation as specified in Subchapter D, Texas Pharmacy Act Chapter 562.

(B) A Class A-S pharmacy is not required to register or be licensed under Chapter 431, Health
and Safety Code, to distribute sterile compounded preparations to a Class C or Class C-S
pharmacy.

(C) A Class C-S pharmacy is not required to register or be licensed under Chapter 431, Health
and Safety Code, to distribute sterile compounded preparations that the Class C-S pharmacy
has compounded for other Class C or Class C-S pharmacies under common ownership.

(D) To compound and deliver a compounded preparation under this subsection, a
pharmacy shall[must]:

(i) verify the source of the raw materials to be used in a compounded drug;

(i) comply with applicable United States Pharmacopoeia guidelines, including the testing
requirements, and the Health Insurance Portability and Accountability Act of 1996 (Pub. L. No.
104-191);

(iii) enter into a written agreement with a practitioner for the practitioner's office use of a
compounded preparation;

(iv) comply with all applicable competency and accrediting standards as determined by the
board; and

(v) comply with the provisions of this subsection.
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(E) This subsection does not apply to Class B pharmacies compounding sterile
radiopharmaceuticals that are furnished for departmental or physicians' use if such authorized
users maintain a Texas radioactive materials license.

(2) Written Agreement. A pharmacy that provides sterile compounded preparations to
practitioners for office use or to another pharmacy shall enter into a written agreement with the
practitioner or pharmacy. The written agreement shall:

(A) address acceptable standards of practice for a compounding pharmacy and a practitioner
and receiving pharmacy that enter into the agreement including a statement that the
compounded drugs may only be administered to the patient and may not be dispensed to the
patient or sold to any other person or entity except to a veterinarian as authorized by §563.054
of the Act;

(B) require the practitioner or receiving pharmacy to include on a patient's chart, medication
order or medication administration record the lot number and beyond-use date of a
compounded preparation administered to a patient; and

(C) describe the scope of services to be performed by the pharmacy and practitioner or
receiving pharmacy, including a statement of the process for:

(i) a patient to report an adverse reaction or submit a complaint; and
(i) the pharmacy to recall batches of compounded preparations.

(3) Recordkeeping.

(A) Maintenance of Records.

(i) Records of orders and distribution of sterile compounded preparations to a practitioner for
office use or to an institutional pharmacy for administration to a patient shall:

(1) be kept by the pharmacy and be available, for at least two years from the date of the record,
for inspecting and copying by the board or its representative and to other authorized local, state,
or federal law enforcement agencies;

(1) be maintained separately from the records of preparations dispensed pursuant to a
prescription or medication order; and

(1) be supplied by the pharmacy within 72 hours, if requested by an authorized agent of the
Texas State Board of Pharmacy or its representative. If the pharmacy maintains the records in
an electronic format, the requested records shall[must] be provided in an electronic format.
Failure to provide the records set out in this subsection, either on site or within 72 hours for
whatever reason, constitutes prima facie evidence of failure to keep and maintain records.

(i) Records may be maintained in an alternative data retention system, such as a data
processing system or direct imaging system provided the data processing system is capable of
producing a hard copy of the record upon the request of the board, its representative, or other
authorized local, state, or federal law enforcement or regulatory agencies.
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(B) Orders. The pharmacy shall maintain a record of all sterile compounded preparations
ordered by a practitioner for office use or by an institutional pharmacy for administration to a
patient. The record shall include the following information:

(i) date of the order;

(i) name, address, and phone number of the practitioner who ordered the preparation and if
applicable, the name, address and phone number of the institutional pharmacy ordering the
preparation; and

(iii) name, strength, and quantity of the preparation ordered.

(C) Distributions. The pharmacy shall maintain a record of all sterile compounded preparations
distributed pursuant to an order to a practitioner for office use or by an institutional pharmacy for
administration to a patient. The record shall include the following information:

(i) date the preparation was compounded;

(ii) date the preparation was distributed;

(iii) name, strength and quantity in each container of the preparation;

(iv) pharmacy's lot number;

(v) quantity of containers shipped; and

(vi) name, address, and phone number of the practitioner or institutional pharmacy to whom the
preparation is distributed.

(D) Audit trail[Frail].

(i) The pharmacy shall store the order and distribution records of preparations for all sterile
compounded preparations ordered by and or distributed to a practitioner for office use or by a
pharmacy licensed to compound sterile preparations for administration to a patient in such a

manner as to be able to provide an audit trail for all orders and distributions of any of the
following during a specified time period:

(1) any strength and dosage form of a preparation (by either brand or generic name or both);
(1) any ingredient;

(1) any lot number;

(IV) any practitioner;

(V) any facility; and

(VI) any pharmacy, if applicable.
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(ii) The audit trail shall contain the following information:

(1) date of order and date of the distribution;

(1) practitioner's name, address, and name of the institutional pharmacy, if applicable;
(1l1) name, strength and quantity of the preparation in each container of the preparation;
(IV) name and quantity of each active ingredient;

(V) quantity of containers distributed; and

(VI) pharmacy's lot number.

(4) Labeling. The pharmacy shall affix a label to the preparation containing the following
information:

(A) name, address, and phone number of the compounding pharmacy;

(B) the statement: "For Institutional or Office Use Only--Not for Resale"; or if the preparation is
distributed to a veterinarian the statement: "Compounded Preparation”;

(C) name and strength of the preparation or list of the active ingredients and strengths;

(D) pharmacy's lot number;

(E) beyond-use date as determined by the pharmacist using appropriate documented criteria;
(F) quantity or amount in the container;

(G) appropriate ancillary instructions, such as storage instructions or cautionary statements,
including hazardous drug warning labels where appropriate; and

(H) device-specific instructions, where appropriate.

(g) Recall procedures[Procedures].

(1) The pharmacy shall have SOPs[written-procedures] for the recall of any compounded sterile
preparation provided to a patient, to a practitioner for office use, or a pharmacy for

administration. The SOPs[Written-procedures] shall include, but not be limited to the
requirements as specified in paragraph (3) of this subsection.

(2) The pharmacy shall immediately initiate a recall of any sterile preparation compounded by
the pharmacy upon identification of a potential or confirmed harm to a patient.

(3) In the event of a recall, the pharmacist-in-charge shall ensure that:

(A) the distribution of any affected compounded sterile preparation is determined,
including the date and quantity of distribution;

April 10, 2025



2315
2316

2317

2318
2319

2320
2321

2322
2323

2324
2325

2326

2327
2328

2329
2330
2331
2332

2333
2334

2335
2336

2337
2338

2339

2340
2341

2342
2343
2344

(B)[€A)] each practitioner, facility, and/or pharmacy to which the preparation was distributed is
notified, in writing, of the recall;

(C)[¢B)] each patient to whom the preparation was dispensed is notified, in writing, of the recall;

(D)[¢&)] the board is notified of the recall, in writing, not later than 24 hours after the recall is
issued;

(E)[{B)] if the preparation is distributed for office use, the Texas Department of State Health
Services, Drugs and Medical Devices Group, is notified of the recall, in writing;

(F)[(E)] any unused dispensed compounded sterile preparations are recalled and any

stock remaining in the pharmacy is gquarantined[the-preparationis-quarantined]; and

(G)[(F)] the pharmacy keeps a written record of the recall including all actions taken to notify all
parties and steps taken to ensure corrective measures.

(4) Recall of out-of-specification dispensed compounded sterile preparations.

(A) If a compounded sterile preparation is dispensed or administered before the results
of testing are known, the pharmacy shall have SOPs in place to:

(i) immediately notify the prescriber of a failure of specifications with the potential to
cause patient harm (e.q., sterility, strength, purity, bacterial endotoxin, or other quality
attributes); and

(ii) investigate if other lots are affected and recall if necessary.

(B) SOPs for recall of out-of-specification dispensed compounded sterile preparations
shall contain procedures to:

(i) determine the severity of the problem and the urgency for implementation and
completion of the recall;

(ii) determine the disposal and documentation of the recalled compounded sterile
preparation; and

(iii) investigate and document the reason for failure.

(5)[4)] If a pharmacy fails to initiate a recall, the board may require a pharmacy to initiate a
recall if there is potential for or confirmed harm to a patient.

(6)[£5)] A pharmacy that compounds sterile preparations shall notify the board immediately of
any adverse effects reported to the pharmacy or that are known by the pharmacy to be
potentially attributable to a sterile preparation compounded by the pharmacy.
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Subject: Urging Adherence to USP Standards for Sterile Compounding in Texas
Dear Members of the Texas State Board of Pharmacy (TSBP),

The Texas Society of Health-System Pharmacy (TSHP) respectfully urges the Board to adopt the recommended
revisions to 8291.133 as presented by the TSBP <797> Sterile Compounding Task Force. It is important to adopt
and enforce sterile compounding practices that align with the national standards outlined in the United States
Pharmacopeia (USP) Chapter <797>.

USP standards on the compounding of sterile preparations ensure patient safety and minimize the risk of
contamination. This includes standards for personnel training, environmental controls, aseptic technique, quality
assurance, and risk assessment.

Specifically, TSHP appreciates the Board’s careful consideration of the entire <797> Chapter including the
rationale, BUDs, and Batch size requirements of Categories 1, 2, and 3. As outlined below, several organizations,
including the FDA are supportive of this. Specifically, the FDA has concerns with compounders extending BUDs

beyond what is provided in USP <797> “Based on FDA’s experience, the proposed default BUDs in the remanded
Chapters would meet the needs for most patient-specific compounded drug products.™

In the included document provided by USP, the intended scope of compounded CSPs under Chapter <797>
standards are for patient specific prescriptions, therefore BUDs of CSPs are not intended to be stored for long
periods of time. The USP also acknowledges batch size limits have taken into account that contamination risk is
higher the larger the batch, particularly for manual processes. 4

A pharmacy which operates under 503A of the Federal Food Drug and Cosmetic Act requires CSPs with patient
specific prescriptions. TSHP is appreciative of the Board’s careful oversight, through the rules, to ensure that
BUD’s and batch sizes are in alignment with this act and USP <797> standards to not avoid CGMP standards set
forth in section 503B.

Supporting Organizations:

- Texas Society of Health-System Pharmacy (TSHP) & American Society of Health-System Pharmacists
(ASHP): TSHP and ASHP strongly support the adoption and enforcement of USP standards by state
boards of pharmacy. Their position statements emphasize the critical role of these standards in
safeguarding patient health and maintaining the quality of compounded sterile preparations.
American Pharmacists Association (APhA): APhA similarly advocates for the adoption of USP standards.
Their position statements highlight the importance of these standards for ensuring patient safety and
maintaining public trust in pharmacy practice.

National Association of Boards of Pharmacy (NABP): NABP, through its Model Rules for the Practice of
Pharmacy, encourages state boards of pharmacy to adopt USP standards. Furthermore, aligning with
USP is crucial for participating in the NABP Multistate Inspection Program, which can streamline
inspections and improve efficiency.

Texas Society of Health-System Pharmacy
3000 Joe DiMaggio Blvd, Ste 30-A, Round Rock, TX 78665
(512) 906-0546 | www.tshp.org
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Food and Drug Administration (FDA): “FDA encourages USP to examine whether a need to extend BUDs
exists from a patient need perspective. Concerning this point, it is unclear to FDA why a patient-specific
prescription would require BUDs that are longer than the default BUDs proposed in remanded Chapters
<795> and <797>. Extending BUDs for compounded drugs in the absence of CGMP requirements would
unnecessarily lead to increased risks to patients...”.!

Risks of Non-Alignment:
Patient Safety: Deviation from USP standards can increase the risk of microbial contamination in
compounded sterile preparations, potentially leading to serious adverse patient outcomes.? 3 The USP
CMP EC determined batch sizes and BUD from the careful consideration and analysis of a plethora of
information and data from multiple sources to determine these limits and the TSBP is encouraged to be
as vigilant as the USP in querying multiple data sources and information to ensure patient safety and
protecting the public from harm.*
Legal and Regulatory Challenges: Non-compliance with USP may expose pharmacies, pharmacists, and
TSBP to increased legal and regulatory risks, including potential litigation, sanctions, and disciplinary
actions.
Reduced Efficiency: Lack of alignment with USP can hinder participation in the NABP Multistate
Inspection Program, leading to increased inspection burdens and potential delays in licensure and other
regulatory processes.

We believe that formal adoption and enforcement of USP standards by the Texas State Board of Pharmacy are
essential to protect the health and safety of Texas patients and maintain high standards of pharmacy practice in
the state.

We respectfully request that the Board carefully consider this matter and take appropriate action to ensure the
safe and effective compounding of sterile preparations in Texas. We are available to meet with the Board to
further discuss this important issue and answer any questions you may have.

D DR

Aaron D. Reich, Pharm.D.
President, TRINU Healthcare
President, Texas Society of Health-System Pharmacy

Texas Society of Health-System Pharmacy
3000 Joe DiMaggio Blvd, Ste 30-A, Round Rock, TX 78665
(512) 906-0546 | www.tshp.org
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2501 STATE REGULATION OF COMPOUNDING

To advocate state laws and regulations that govern compounding by any health professional align to the applicable
compendial standards of the United States Pharmacopoeia (USP); further,

To advocate for safe patient care through education of regulatory inspectors, effective compliance inspections,
enhanced interagency communication, and continuous quality improvement.

Rationale

Sterile compounding best practices and standards of practice have evolved with the advancement of pharmaceutical
manufacturing and individualized medications. However, cases of contamination, adulteration, and misbranding
have persisted, culminating in numerous avoidable cases of death and patient harm, highlighting the need for both
federal and state oversight of compounding. TSHP advocates state oversight of entities that compound and engage in
state commerce to address the wider public health threat when these preparations can potentially be distributed
nationwide. TSHP calls for state regulation of compounding by health professionals (including pharmacists,
physicians, and nurses) that would require meeting the applicable USP standards. TSHP believes that state-registered
facilities engaged in “traditional compounding” (i.e., compounding for specific patient prescriptions or in anticipation
of specific patient prescriptions or medication orders) be required to meet applicable USP standards. TSHP also
advocates for inspection by the relevant regulatory body, training of inspectors, and enhanced communication
among state regulatory authorities.

Background

The compounding of medications, particularly sterile preparations, is a critical area of pharmacy practice directly
impacting patient safety and healthcare outcomes. Recent incidents involving contamination in compounded
medications have underscored the urgent need for standardized regulatory frameworks to mitigate risks. Despite
the existence of national standards, such as those established by the United States Pharmacopeia (USP), variations
in state laws and enforcement practices have created inconsistencies jeopardizing patient safety and pharmacy
efficiency.

USP Chapter <797> sets comprehensive guidelines for sterile compounding, encompassing personnel training,
aseptic techniques, environmental controls, and quality assurance protocols. Adherence to these standards
minimizes microbial contamination risks, reduces medication errors, and ensures the preparation of high-quality
compounds. However, in states like Texas, inconsistent adoption and enforcement of these standards can lead to
significant vulnerabilities in patient care and operational efficiency. Deviations from USP standards increase the risk
of contamination, potentially resulting in severe adverse events or even fatalities. Additionally, non-alignment with
USP can hinder pharmacies’ participation in programs such as the National Association of Boards of Pharmacy (NABP)
Multistate Inspection Program, which streamlines compliance inspections and promotes efficiency. Legal and
regulatory challenges also mount when compounding practices fail to meet established benchmarks, exposing
pharmacists and institutions to sanctions and reputational damage.

This policy advocates state laws to align with USP standards to ensure safe, high-quality compounding practices. By
enhancing regulatory inspector training, fostering effective interagency communication, and encouraging
continuous quality improvement, this policy aims to protect patients, uphold pharmacy excellence, and support
compliance with evolving regulatory requirements.

Texas Society of Health-System Pharmacy | POLICY POSITION REGARDING STATE REGULATION OF COMPOUNDING
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<797>FAQs

Updated: December 11, 2023

1. Where can | find FAQs and other information on USP Compounding
Standards?

For FAQs on USP Compounding Standards, please see below:

« General Chapter <795> Pharmaceutical Compounding—Nonsterile Preparations

« General Chapter <797> Pharmaceutical Compounding—Sterile Preparations

« General Chapter <800> Hazardous Drugs—Handling in Healthcare Settings

« General Chapter <825> Radiopharmaceuticals—Preparation, Compounding, Dispensing, and Repackaging

« Compounded Preparation Monographs (CPMs)

2. Where can I find information about how to interpret and apply
General Chapters?

The General Notices and Requirements describe the basic assumptions, definitions, and default conditions for the
interpretation and application of USP-NF content. For example, Section 2.30. Legal Recognition describes the legal
recognition of USP and NF. Section 3.10.30 Applicability of Standards to the Practice of Compounding describes
when USP compounding practice standards are or are not applicable.

Introduction and Scope

3. What is the definition of sterile compounding?

For purposes of General Chapter <797>, sterile compounding is defined as combining, admixing, diluting, pooling,
reconstituting, repackaging, or otherwise altering a drug product or bulk drug substance to create a sterile
medication. However, administration and preparation per the manufacturer’s approved labeling are out of the
scope of the chapter as described in 1.2 Administration and 1.4 Preparation Per Approved Labeling, respectively.

4. To whom do the standards in General Chapter <797> apply?

This chapter applies to all persons who prepare compounded sterile preparations (CSPs) and all places where
CSPs are prepared for human and animal patients. This includes, but is not limited to, pharmacists, technicians,
nurses, physicians, veterinarians, dentists, naturopaths, and chiropractors in all places including, but not limited
to, hospitals and other healthcare institutions, medical and surgical patient treatment sites, infusion facilities,
pharmacies, and physicians’ or veterinarian practice sites. Any person entering a sterile compounding area,
whether preparing a CSP or not, must meet the requirements in 3. Personal Hygiene and Garbing.

Please note, compounding of sterile hazardous drugs (HDs) must additionally comply with General Chapter
<800> Hazardous Drugs—Handling in Healthcare Settings.

—
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5. What is considered a compounding facility? Are there requirements

that have to be met in order to be considered a compounding facility?

The requirements of the chapter apply to all places where CSPs are prepared for human and animal patients.
Additionally, there may be local or federal requirements that must be met.

6. How do | know what are requirements versus recommendations in
the chapter?

Generally, requirements in a General Chapter are conveyed by use of the term “must”. Recommendations are
conveyed by use of the terms “should” and “may”.

7. What does “official date” mean?

The USP “official date” indicates the date by which affected users are expected to meet the requirements of a
particular standard. Ensuring compliance with the requirements of these standards is the responsibility of the
applicable regulatory jurisdiction. USP has no role in enforcement. All text in the United States Pharmacopeia (USP)
or National Formulary (NF) that has reached its official date is “official text.” Although all text of the USP-NF that has
reached its official date is “official text,” not all official text states requirements with which compendial users must
comply. Some official text is intended to assist or guide compendial users or to serve informational purposes.

8. When do the revisions to General Chapter <797> become official?

The revision of <797> published on November 1, 2022, became “official” on November 1, 2023. The “official date”
indicates the date by which affected users are expected to meet the requirements of a particular standard.
However, ensuring compliance with the requirements of these standards is the responsibility of the applicable
regulatory jurisdiction. Regulatory bodies such as state boards of pharmacy may have a different official date. USP
has no role in enforcement.

a) Why is there a version of <797> in the USP-NF that shows up as “To be Official on 01-May-2024"?

The revision of <797> published on November 1, 2022, became official on November 1, 2023. Section 14.4.3
Stability Requirements for Category 3 CSPs in <797> includes a reference to USP <789>. The USP General Chapters
- Dosage Forms Expert Committee revised the title of <789> from <789> Particulate Matter in Ophthalmic Solutions
to <789> Subvisible Particulate Matter in Intraocular Solutions, with this change scheduled to become official

on May 1, 2024. Due to this title revision, the reference to <789> in <797> 14.4.3 will be revised to reflect the new
title when the <789> revision becomes official. This is the only change in the <797> version that shows as “To be
Official on 01-May-2024" in the USP-NF and the Compounding Compendium. An alert has been added to the
<797> version to be official on May 1, 2024, for clarification. To view the version of <797> that became official on
November 1, 2023, please visit:

https://online.uspnf.com/uspnf/document/1_ GUID-A4CAAA8B-6F02-4AB8-8628-09E102CBD703 7 en-US.

9. Are the temperatures in the chapter expressed in degrees Fahrenheit
or Celsius?

Unless otherwise specified, all temperatures in the USP-NF are expressed in degrees centigrade (Celsius) (see also
General Notices 8.180 Temperatures).
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10. Who can be the designated person(s)?

The designated person is one or more individuals assigned by the facility to be responsible and accountable
for the performance and operation of the facility and personnel for the preparation of compounded sterile
preparations (CSPs). Facilities must determine whether they have one or more designated person(s), select
the designated person(s), and determine how to allocate responsibility if there is more than one designated
person. The designated person(s) can delegate activities to an assigned trainer provided that is described in
the organization’s policies.

11. Why were the categories of low-risk, medium-risk, and high-risk
CSPs renamed?

In the 2015 proposed revision of USP <797>, it was first introduced to change the compounded sterile preparation
(CSP) categories from a three-termed format of low-risk, medium-risk, and high-risk to a two-termed format of
Category 1 and Category 2. This change was to avoid inaccurately conferring a level of risk to a particular CSP
without consideration for all factors that influence the quality of that CSP. Renaming the CSP categories as
Category 1 and Category 2, distinguished primarily by the conditions under which they are made and the time
within which they are used, is intended to be a neutral designation. The 2021 proposed revision of USP <797> added
Category 3 which allows compounders who are willing to add additional quality assurance requirements, the ability
to assign BUDs longer than Category 2 BUDs.

12. What are Category 3 CSPs?

Category 3 describes CSPs made in a compounding facility that meets additional quality assurance requirements.
Category 3 CSPs may be assigned longer BUDs than those set for Category 2 CSPs but not exceeding the limits in
Table 14, if compounded in accordance with all applicable requirements for Category 3 CSPs in <797>. Category 3
CSPs undergo sterility testing, supplemented by endotoxin testing when applicable, and have more requirements
than Category 2 CSPs for personnel qualification, use of sterile garb, use of sporicidal disinfectants, frequencies for
environmental monitoring, and determining stability.

13. Does docking and activation of a proprietary bag and vial system for
immediate administration in accordance with the manufacturer’s labeling
instructions have to occur under ISO 5 conditions?

No. Docking and activation of proprietary bag and vial systems in accordance with the manufacturer’s labeling for

immediate administration to an individual patient is not considered compounding and may be performed outside
of an ISO Class 5 environment.

14. When does the chapter apply for docking a proprietary bag and

vial system?

Docking of the proprietary bag and vial systems for future activation and administration is considered
compounding and must be performed in an ISO Class 5 environment in accordance with <797>, with the exception

of 14. Establishing Beyond-Use Dates. BUDs for proprietary bag and vial systems must not be longer than those
specified in the manufacturer’s labeling.
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15. Am | required to keep proprietary bags and vials which have been
docked for future activation in a classified cleanroom?

The chapter does not address storage of the docked proprietary bag and vial system, nor does the chapter require
it to be stored in a cleanroom suite. The chapter states that docking of the proprietary bag and vial systems for
future activation and administration is considered compounding and must be performed in accordance with this

chapter, with the exception of 74. Establishing Beyond-Use Dates. Users should refer to the manufacturer’s labeling
for storage recommendations.

16. Does the chapter apply for repackaging of a conventionally
manufactured sterile product?

Yes, repackaging of a sterile product or preparation from its original container into another container must be
performed in accordance with the requirements in this chapter.

17. Is administration out of the scope of the chapter?

Yes. The intent of the chapter is to establish minimum standards for practitioners when compounding sterile
products in order to minimize harm, including death, to human and animal patients. The scope of the chapter is
intended to ensure a CSP maintains its integrity up until the time when administration begins. Standard precautions
such as the Centers for Disease Control and Prevention’s (CDC's) safe injection practices apply to administration
(see 1.2 Administration).

18. Does a conventionally manufactured sterile product prepared for
administration to a single patient in accordance with manufacturer’s
approved labeling outside of ISO Class 5 conditions have to be
administered within 4 hours of reconstitution or mixing if it meets all the
conditions in 1.4 Preparation Per Approved Labeling?

No. When all of the conditions in 1.4 Preparation Per Approved Labeling are met, the storage information in the
manufacturer’s approved labeling may be followed.

19. What is the appropriate BUD to assign when preparing a
conventionally manufactured sterile product for administration?

Preparation of a single dose of a conventionally manufactured sterile product in accordance with the approved
labeling that includes information about the diluent to be used, the resultant strength, storage time, and container
closure system is not considered compounding and these preparations are not subject to the BUD limits in the
chapter. The BUD provided in the approved labeling may be assigned to these preparations when the labeling
contains the required information mentioned above. (See 1.4 Preparation per Approved Labeling).
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20. Is withdrawing a dose from a container of a conventionally
manufactured sterile product or spiking an IV bag, without any further
manipulation, for immediate administration to a patient considered
compounding?

No, withdrawing a dose from a container or spiking an IV bag of a conventionally manufactured sterile product
without any further manipulation is considered administration rather than compounding and is out of the scope of

<797>. If the dose is further mixed with another product, it would be considered compounding and subject to the
requirements of <797>.

21. Is spiking IV fluids (taking IV spikes and putting them into a bag;
putting a set into an IV bag) considered compounding?

No, a facility’s policies and procedures regarding spiking IV fluids is outside the scope of the chapter.

22. When compounding immediate-use CSPs, may more than three
individual containers of a sterile products be used?

The immediate-use CSPs provision states that the preparation must not involve more than 3 different sterile
products. Two or more of the same sterile components (product) may be used as long as there are not more than
three different sterile components (products). For example, two vials of the same component (drug product) are
reconstituted using two vials of Sterile Water for Injection (component products) and added to a single component
product intravenous diluent bag such as NS or D5W. As another example, when the CSP requires combining 4

vials of the same component (drug product) into a single component product intravenous bag of diluent, only 2
different sterile components (products) are used to prepare the CSP. Both examples may be considered immediate-
use as long as the criteria listed in 1.3 Immediate-Use CSPs are met.

23. Are COVID-19 vaccines limited by the 4-hour immediate-use BUD or
can the BUD from the manufacturer be used?
As long as the approved labeling or supplemental materials provided by the product’s manufacturer includes

information for the diluent, the resultant strength, the container closure system, and storage time, then this would
be considered 1.4 Preparation Per Approved Labeling and is not considered compounding.

24. Can a single-dose container be used to prepare doses for more than
one patient when compounding an immediate-use CSP?

No. One of the conditions of the immediate-use CSP provision specifies that any unused starting components from
a single-dose container must be discarded after preparation for the individual patient is complete. Single-dose
containers must not be used for more than 1 patient when used for preparing immediate-use CSPs.
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25. Why does the immediate-use CSP provision allow for administration to
begin within 4 hours following the start of the preparation?

The immediate-use CSP provision was revised to allow up to 4 hours for beginning administration to balance the
need for ensuring CSP quality with timely access to medication in a variety of healthcare settings. The allowance

of up to 4 hours was based on the 4-to-6-hour lag phase of microbial growth, during which potential bacterial

cells are adjusting to their environment and change very little, and they do not immediately start reproducing.’ In

the event bacterial cells were inadvertently introduced into a CSP during compounding, replication is unlikely and
therefore there is a window of time in which a CSP can be held prior to administration.

"References:

« Daquigan N et al. Early recovery of Salmonella from food using a 6-hour non-selective pre-enrichment and
reformulation of tetrathionate broth. Front Microbiol. 2016;7:2103.

« Jarvis, Basil. Statistical Aspects of the Microbiological Examination of Foods, Third Edition. Academic Press, 2016.
+ Ryan, Kenneth et al. Sherris Medical Microbiology, Sixth Edition. McGraw-Hill Education, 2014.

« Wang J et al. A novel approach to predict the growth of Staphylococcus aureus on rice cake. Front Microbiol.
2017;8:1140.

26. Is it considered compounding if the steps used to prepare a single
dose of a conventionally manufactured product are different from the
directions contained in the manufacturer’s approved labeling?

Yes. Any compounding (e.g., mixing, reconstituting) that is not performed according to the manufacturer’s
approved labeling is considered sterile compounding and is subject to the requirements in the chapter.

27. What information is needed to meet the requirements of Section 1.4
Preparation Per Approved Labeling?

The approved labeling or supplemental materials provided by the product’s manufacturer, including information for
the diluent, the resultant strength, the container closure system, and storage time.

28. Does the chapter address compounded radiopharmaceutical
dosage forms?

No. Compounding of radiopharmaceuticals is not required to meet the standards of this chapter as they are subject
to the requirements in General Chapter <825> Radiopharmaceuticals—Preparation, Compounding, Dispensing,
and Repackaging.

29. Do pharmaceutical manufacturers have to comply with <797>?

No. Manufacturers must comply with FDA’s current good manufacturing practices (CGMP) and/or laws and
regulations of the applicable regulatory jurisdiction.
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30. What is the difference between compounding and what is described in
1.4 Preparation Per Approved Labeling?

Compounding does not include mixing, reconstituting, or other such acts that are performed in accordance with
directions contained in approved labeling or supplemental materials provided by the product’s manufacturer if the
product is prepared as a single dose for an individual patient and the approved labeling includes information for
the diluent, the resultant strength, the container closure system, and storage time.

31. Where may Category 1 CSPs be prepared?

Category 1 CSPs must be prepared in a primary engineering control (PEC) that may be placed in an unclassified
segregated compounding area (SCA) or a cleanroom suite.

32. What qualifications must a designated person have?

This must be determined by the facility’s SOPs. Some states and accreditation organizations have more specific
guidance.

33. Is the use of technology other than what is listed in the chapter allowed?

The introduction and scope section outlines the use of technologies, techniques, materials, and procedures

not specifically covered by the chapter, as it would be impossible for this chapter to address all of the current
technology on the market and potential for new technology coming to market in upcoming years after release

of the finalized chapter. It is important that the technology that is being used as indicated in the manufacturer’s
approval documentation or if it is being used for a different intended purpose that it is validated for that purpose.
This ensures that any use of technology does not bypass any safety requirements within the chapter itself

and meets or exceeds those requirements. USP chapters <1223> and <1225> can assist compounders in this
validation process.

34. What is USP’s position on drug vial optimization (DVO)?

USP <797> does not address drug vial optimization (DVO). The organization would need to determine if the process
used is noninferior to the requirements of the chapter.

35. Will there be any future USP guidance on the use of technology in
compounding?

The Compounding Expert Committee will consider the development of future resources or a standard related

to the use of technology in compounding. The introduction and scope section of <797> outlines the use of
technologies, techniques, materials, and procedures not specifically covered by the chapter, as it would be
impossible for this chapter to address all of the current technology on the market and potential for new technology
coming to market in upcoming years after release of the finalized chapter. It is important that the technology that is
being used as indicated in the manufacturers approval documentation or if it is being used for a different intended
purpose that it is validated for that purpose. This ensures that any use of technology does not bypass any safety
requirements within the chapter itself and meets or exceeds those requirements. USP chapters <1223> and <1225>
can assist compounders in this validation process.
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36. If a device (e.g., arepeater pump) has undergone validation by the
FDA, is the compounder required to verify the volumetric accuracy each
day of use?

Yes. Before using automated compounding devices or other similar equipment, compounding personnel must
conduct an accuracy assessment before the first use and again each day the equipment is used to compound CSPs.

37. Are albumin, IVIG, etc., included as part of “blood-derived and other
biological materials” in Section 1.1.2?

No. These commercial products have been processed by the manufacturer to be sterile. Blood or biological
materials derived directly from a patient are not sterile.

38. Do facilities have to change their standard operating procedures
(SOPs) and practices for immediate-use from1h to 4 h?

No, facilities may choose to maintain the 1-hour limit for administration of immediate-use CSPs, however increasing
the time to 4 hours would be considered acceptable.

39. Can immediate-use CSPs be made in a batch for more than one patient?

Compounders can prepare multiple doses of immediate-use CSPs intended for use in one or more patients in a
single batch as long as the conditions in Section 1.3 are met.

40. What does “directly administered” mean in 1.3 Immediate-Use CSPs?

“Directly administered” refers to the dose being prepared and then immediately administered by the person who
prepared it, or administration is witnessed by the person who prepared it. In a situation where a CSP may be
prepared for direct and immediate administration there is risk involved if a CSP is unlabeled and the person who
compounded it is not administering or present for the administration.

41. What are the training and competency assessment requirements for
personnel who only prepare immediate-use CSPs?

Training and competency assessment requirements are determined by the specific tasks performed and

the facility’s SOPs, and must include aseptic processes to minimize the potential for contact with nonsterile

surface surfaces, introduction of particulate matter or biological fluids, and mix-ups with other conventionally
manufactured products or CSPs.

42. How often does the training and competency of personnel who
perform immediate-use products need to be performed?

Section 1.3 Immediate-Use CSPs requires that personnel are trained and demonstrate competency in aseptic
processes as they relate to assigned tasks and the facility’s SOPs. No specific frequency is identified for training
and competency of personnel who perform compounding of immediate-use CSPs.
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43. Is the use of dispensing pins allowed per <797>?

The chapter does not address the use of specific disposable supply items other than to say supplies in direct
contact with the CSP must be sterile and depyrogenated. It is the responsibility of the facility to determine the
appropriateness of specific items, including dispensing pins.

Personnel Training and Evaluation

44, Section 2.1 Demonstrating Knowledge and Competency of Core Skills
states that personnel must complete training and be able to demonstrate
knowledge of principles initially and at least every 12 months. Does this
mean that each person needs written or electronic testing on each of the
listed topics in addition to competency testing?

The written training program must describe the required training and the process for evaluating the performance
of personnel, but personnel must both demonstrate knowledge of principles and competency of skill for

performing sterile manipulations and achieving and maintaining appropriate environmental conditions as
applicable to their assigned job functions.

45. Must cleaning staff or personnel who restock the cleanroom undergo
the same training as compounders?

Personnel who only perform restocking or cleaning and disinfecting duties outside of the primary engineering
control (PEC) must be initially trained and demonstrate competency in maintaining the quality of the environment
in which they are performing their assigned task. At a minimum, these personnel must meet the requirements for

personal hygiene and garbing that are described in 3. Personal Hygiene and Garbing. Facility SOPs must outline
what initial and ongoing training is required.

46. Must vendors and certifiers be trained before entering the cleanroom?

Section 1.1.3 specifies that any person entering a sterile compounding area, whether preparing a CSP or not, must
meet the requirements in 3. Personal Hygiene and Garbing. Facility SOPs must outline specific requirements.

47. Do supervising pharmacists that do not compound have to undergo
training and evaluation?

Yes. The following must be included:

1. Core skills: <797> requires that personnel who do not compound, but supervise compounding personnel,
have to be trained and demonstrate competency initially and at least every 12 months as outlined in Section 2.1
Demonstrating Knowledge and Competency of Core Skills.

Garbing Competency: Initially and at least every 12 months.

3. Aseptic Manipulation Competency: Personnel who have direct oversight of compounding must complete an
aseptic manipulation competency evaluation at least every 12 months. The evaluation should correspond to the
type of activities of the personnel they oversee but does not require the same quantities.
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48. If a compounder floats between pharmacies under the same
healthcare system, do media fills have to be repeated at each location?

This must be determined by the designated person(s) and specified in the facility’s SOPs. Sites might differ in facilities
and engineering controls, so media fills must capture the most difficult and challenging conditions and simulate the
conditions and procedures encountered by the compounder and meet the requirements of Section 2.3.

The designated person(s) must develop a written training program that describes the required training, the
frequency of training, and the process for evaluating the performance of individuals who compound, have direct
oversight of compounding personnel, perform in-process checks, final verification, and dispensing of CSPs.

49. Compounding independently is mentioned multiple times. Does that
mean someone can compound for patients before passing testing as long
as they are observed? Is this left entirely to SOPs?

Before beginning any compounding (independently or with supervision), personnel must successfully complete
the initial garbing competency. Additionally, all personnel entering a compounding area must abide by 3. Personal
Hygiene and Garbing. The process of developing competency requires practice. Each compounding facility must
develop a written training program that outlines what is permitted.

50. How many gloved fingertip and thumb sampling tests and media-fill
tests must be done initially and subsequently?

In the revised chapter gloved fingertip and thumb samplings are taken during both the aseptic manipulation
competency (i.e., immediately after media-fills) and the garbing competency evaluation (i.e., after garbing and
gloving). The complete garbing competency evaluation, including gloved fingertip and thumb sampling, must

be successfully completed no fewer than 3 separate times initially, and only 1time on subsequent evaluations. All
aseptic manipulation competency evaluations, including media-fill and gloved fingertip and thumb sampling after
media-fill, must be successfully completed 1 time for the initial and 1 time for all subsequent evaluations.

51. What is the purpose of the increased frequency of the garbing
competency?

Personal hygiene and garbing are essential to maintain microbial control of the environment. Most microorganisms
detected in cleanrooms are transferred from individuals. Preparation of compounded sterile preparations by
personnel who lack proper training and competency may result in increased contamination risk and potentially
poor outcomes for patients. Preventing contamination by ensuring personnel are trained and competent is more
impactful than detecting contamination through sampling methods.

52. Is documentation of gloved fingertip and thumb sampling and media-
fill testing only required when results exceed action levels?

No. All results of the evaluations must be documented and maintained to provide a record and long-term
assessment of personnel competency. Documentation must at a minimum include the name of the person
evaluated, evaluation date/time, media and components used including the manufacturer, expiration date and lot
number, starting temperature for each interval of incubation, dates of incubation, the results, and the identification
of the observer and the person who reads and documents the results.
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53. If compounding personnel fail media-fill testing or gloved fingertip
and thumb sampling, are they required to stop compounding until
corrective action and reevaluation have been completed?

General Chapter <797> chapter does not require compounding personnel to cease compounding, however,

the facility must evaluate the cause of failure and determine appropriate corrective actions. The results of the
evaluation and corrective action must be documented, and the documentation must be maintained to provide a
record and long-term assessment of personnel competency. General Chapter <797> describes gloved fingertip and

thumb sampling and media-fill testing in Sections 2.2 Demonstrating Competency in Garbing and Hand Hygiene
and 2.3 Competency Testing in Aseptic Manipulation, and required documentation in 20. Documentation.

54. Why are incubation conditions different for media-fill testing, gloved
fingertip and thumb sampling, and environmental air and surface
sampling?

Environmental air and surface samples and gloved fingertip and thumb samples are incubated at a high
temperature 30°-35° for no less than 48 h and then a low temperature 20°-25° for no less than 5 additional

days. Incubation at a lower temperature first may compromise recovery of Gram-positive cocci which are often
associated with humans. The incubation conditions are consistent with General Chapter <1116> Microbiological
Control and Monitoring of Aseptic Processing Environments. Media-fill test samples are incubated for a longer
period, 7 days each at two temperatures, 20°-25° and 30°-35° to detect a broad spectrum of microorganisms. The
order of the incubation temperatures must be described in the facility’s SOPs.

55. Why must a higher incubation temperature be used first for gloved
fingertip and thumb sampling, and environmental air and surface
sampling?

Incubating gloved fingertip and thumb samples, and environmental air and surface samples at a higher incubation

temperature first helps recover bacteria first. Incubation at a lower temperature first may compromise recovery of
Gram-positive cocci which are often associated with humans.

56. If the controlled room temperature is 20-25°, can the samples be
incubated without an incubator?

No. Samples must be incubated in an incubator.

57. Do the three initial gloved fingertip tests need to be done on the
same day?

Not necessarily. The organization can determine the interval for the three initial gloved fingertip tests. In any case,
these need to be three separate instances of hand hygiene, garbing, and the gloved fingertip test. Garbing once
and completing three sets of gloved fingertip tests does not meet the requirement for the initial testing. The 3
successful completions must be in succession—failure of any of the 3 initial garbing competency evaluations
requires repeat testing until personnel successfully complete 3 evaluations in a row.

December 11, 2023 11



h o

58. Are personnel who only prepare immediate-use CSPs required to
perform media-fill testing?

No, but the facility’s SOPs must determine how their competency will be evaluated. When specific conditions in
<797> are met, compounding of CSPs for direct and immediate administration is not subject to the requirements
for Category 1, Category 2, or Category 3 CSPs. Personnel must be trained and demonstrate competency in aseptic
processes as they relate to assigned tasks and the facility’s SOPs. The competency should include appropriate

preparation (e.g., hand washing, cleaning the area that will be used) and technique that is evaluated and approved
by a qualified individual.

59. Can gloved fingertip testing be done more frequently than whatis in
the chapter?

The chapter provides minimum compounding standards. Compounders can implement more frequent sampling if
they deem it appropriate for their facility.

60. The media used for the media-fill test doesn't filter easily and
personnel may need to use additional filters for the media-fill test than
used for the actual batch. Is this acceptable?

Yes. Additional filters may be used as necessary for the media-fill test. Using a pre-filter may help maximize the

volume of the sterilizing filter. A filter integrity test (e.g., bubble point test) must be performed on all sterilizing
filters used during media-fill testing.

61. Does the ongoing garbing competency include gloved fingertip and
thumb sampling (GFT) after the visual observation of garbing?

Yes. Performing GFT after the visual observation of garbing ensures personnel can don sterile gloves without
contaminating them.

62. Are the staff that are currently competent according to the <797>
2008 chapter required to repeat the initial GFT (three times) with the new
incubation temperatures on November 1, 2023?

No. The initial requirement applies to personnel who are beginning to compound, not those who are currently
competent according to the <797> 2008 chapter.

63. Describe how to appropriately handle and store samples for media-fill
testing, including the right temperature.

All samples must be incubated for 7 days each at two temperatures, 20°-25° and 30°-35°, to detect a broad
spectrum of microorganisms. The order of the incubation temperatures must be described in the facility’s SOPs. If
sending samples to the laboratory for incubation, samples must be sent as soon as possible (e.g., within 24 h) for
the most accurate results. Samples must be protected from damage as well as temperature and humidity extremes
during transit. Refer to <1117> Microbiological Best Laboratory Practices for additional information.
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64. Does the media-fill need to include multiple dosage forms that
are compounded?

No. When performing a media-fill test, simulate the most difficult and challenging aseptic compounding
procedures encountered by the person replacing all the components used in the CSPs with soybean-casein digest
media. Only one dosage form needs to be represented, but it must meet the requirements of Section 2.3 that
require the elements that affect the sterility of the CSP be captured, including the complexity of manipulations that
may be associated with dosage forms.

65. How many personnel are allowed in the buffer room or SCA during
media-fill testing?

Media-fill testing must simulate the most difficult and challenging aseptic compounding procedures encountered
by the person, and it must capture all elements that could potentially affect the sterility of the CSP. The chapter
does not specify the exact number of personnel in the buffer room or SCA, but it must simulate the conditions
encountered by the compounder.

Personal Hygiene and Garbing

66. What is the order and location of garbing?

General Chapter <797> does not specify the order and location of garbing. The order and location of donning

and doffing each article of required garb would depend on the type of garb used (e.g., sterile gowns) and the
placement of the sink (e.g., if the sink is located inside or outside of the anteroom). The garbing order, location, and
donning/doffing each article of required garb must be determined by the facility and documented in the facility’s
SOP. For example, if a sink is located outside of the anteroom, a facility’s garbing policies and procedures may
indicate that certain garb would be donned outside of the anteroom to more easily transition into hand hygiene
procedures. Garb must be donned and doffed in an order that reduces the risk of contamination. Please note,
sterile gloves must be donned in a classified room or SCA. Skin must not be exposed inside the ISO Class 5 PEC
(e.g., gloves must not be donned or doffed inside the ISO Class 5 PEC exposing bare hands).

67. Can donning and doffing activities by different personnel occur in the
same room at the same time?

The chapter recommends (but does not require) that donning and doffing not occur in the anteroom or the
segregated compounding area (SCA) at the same time. Personnel must be aware of activity in the room to ensure
that the integrity of garb is not compromised. For example, if one person is performing hand hygiene while another
is donning a gown, personnel must consider the risk of contaminating the gown (e.g., from potential splashing).

68. What are examples of methods to cover jewelry that cannot be
removed?

Examples of jewelry that cannot be removed are dermal piercings (also known as a microdermal piercing), which is
a piercing that is held in place with a dermal anchor that is installed underneath the skin. Facilities must determine
the appropriate method for covering dermal piercings to minimize the risk of contaminating the CSP and the
environment. For example, depending on the location of the piercing, an adhesive bandage or head cover may be
used to cover the jewelry.
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69. Are wedding rings permitted to be worn under sterile gloves?

The chapter requires removing all hand jewelry that could interfere with the effectiveness of garbing or otherwise
increase the risk of contamination of the CSP. Wedding rings may potentially compromise the integrity of the glove
(e.g., tearing) and prevent adequate hand hygiene.

70. Are eyelash extensions allowed in the cleanroom?

No. Cosmetics are not permitted.

71. What accommodations can the designated person allow with regards
to garbing in the cleanroom?

The designated person(s) may permit accommodations to personnel preparation as long as the quality of the CSP
and environment will not be affected. Accommodations must be documented.

72. Must the accommodation to personnel preparation be documented
each time or just once?

The accommodation must be documented per the facility’'s SOPs and 20. Documentation.

73. Are 3 pairs of gloves required for using a compounding aseptic
isolator (CAl) or compounding aseptic containment isolator (CACI)?

No, if using a CAl or CACI, the chapter recommends disposable gloves to be worn inside gloves attached to the
restricted-access barrier system (RABS) sleeves. However, the chapter requires sterile gloves to be worn over the
gloves attached to the RABS sleeves. The use of disposable gloves inside of gloves attached to the RABS sleeve is
intended to maintain the cleanliness of the gloves attached to the RABS sleeve which may collect sweat or other
touch contaminants. Sterile gloves outside of the gauntlet gloves help minimize the risk of contamination to the
environment and the CSP.

74. If | am compounding Category 1 CSPs in an SCA, do | have to wear the
same garb as when compounding Category 2 CSPs in a cleanroom suite?

Yes. Minimum garbing requirements are not stratified based on facility design. The chapter lists the minimum
garbing requirements to protect the CSP and the environment. Sterile gloves are required for preparing CSPs
inside an ISO Class 5 PEC.

75. Can gowns be re-used?

Yes. If compounding Category 1 and Category 2 CSPs, gowns used for nonhazardous compounding may be reused
within the same shift by the same person if the gown is maintained in a classified area or adjacent to, or within,

the SCA in a manner that prevents contamination. Garb must be replaced immediately if it becomes visibly soiled
or if its integrity is compromised. Additionally, gowns and other garb must be stored in a manner that minimizes
contamination (e.g., away from sinks to avoid splashing).
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76. Regarding Section 3.1, gum-chewing and mints are considered food.
Why can’'t compounders have anything in their mouths or put anything in
their mouths while in the cleanroom suite?

It is too easy to want to blow bubbles or move gum and candy around in the mouth that could spew additional

wet into the mask and contaminate it. The candy or gum can also fall out of the mouth, out of the mask and onto a
hood counter or floor and contaminate the area.

77. Why is the use of brushes not allowed for hand hygiene?

The practice of using a brush to scrub hands in hand-antisepsis can damage skin of personnel and result in an
increase of bacteria shed from the hands. The CDC recommended discontinuing the use of the brushes and the
brush side of scrub/sponge brushes in 2002. See the CDC Guideline for Hand Hygiene in Health-Care Settings,
Morbidity and Mortality Weekly Report, October 25, 2002, 51(RR16); 1-44.

78. Where should | garb when preparing Category 1 CSPs in an SCA?

Sections 3.2 and 3.3 outline the requirements for hand hygiene and garbing for Category 1. The order of hand
washing and garbing depends on the placement of the sink, is determined by the facility, and is documented in the
facility’s SOPs.

An example garbing procedure in a facility that has a sink in the SCA is as follows:

1. The compounder enters the SCA and dons head, face, and shoe covers in an order determined by the facility
and documented in the facility’s SOPs.

2. The compounder washes their hands then dons a gown.

3. The compounder applies alcohol-based hand rub to all surfaces of hands and fingers and allows hands to dry
thoroughly then dons sterile gloves.

79. When sterile garb is required, does the equipment, such as goggles or
PAPRs, need to be sterile as well?

No. Sterile garb is limited to powder-free gloves when compounding Category 1, 2, and 3 CSPs, and low-lint garb
when compounding Category 3 CSPs. Facilities must have an SOP describing the disinfection procedures for
reusable equipment.

80. For which categories must the facility’s SOPs describe disinfection
procedures for reusing goggles, respirators, and other reusable
equipment?

For Category 1, 2, and 3 CSPs, the facility’s SOPs must describe disinfection procedures for reusing goggles,
respirators, and other reusable equipment.

81. When must laundering be performed with a validated cycle?

For facilities that compound Category 3 CSPs, laundered sterile garb must not be reused without being laundered
and resterilized with a validated cycle. The facility’'s SOPs must describe this process.
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82. When should | apply sterile 70% IPA to gloves?

Application of sterile 70% IPA to gloves must occur immediately before compounding (e.g., before entering the 1ISO
Class 5 PEC) and regularly throughout the compounding process.

83. Do conditions such as dandruff, eczema, or psoriasis exclude someone
from compounding CSPs?

These are all conditions that could cause someone to be at higher risk for contaminating a CSP or the environment
so they must be reported to the designated person(s). The designated person(s) is responsible for evaluating the
situation and making a decision on whether the affected person must be excluded from working in compounding
areas until the condition is resolved.

Facilities and Engineering Controls

84. Why must the HEPA filter be located in the ceiling of the buffer and
anterooms?

Placement of HEPA filters in the ceiling eliminates the potential for post-filtration contamination of the air stream.
Air distribution systems with duct-mounted HEPA filters are susceptible to introduction of unfiltered air into the
airstream after the air is filtered. HEPA filter placement in the ventilation duct is difficult to leak test and susceptible
to contamination, especially in the event of water leakage or other breaches. Ceiling mounted filters help facilitate
testing and servicing.

85. Why are CAls and CACls required to be placed in an 1SO Class 7 buffer
room with an ISO Class 8 anteroom for preparing Category 2 CSPs?

The PEC must be located in a controlled environment for preparing Category 2 CSPs to minimize the risk of
contamination. Movement of materials in and out of the RABS (e.g., CAl or CACI) in unclassified air carries a higher
risk of contamination. Placement of the RABS in a classified area mitigates the risk of inadvertent contamination of
CSPs with the longer BUDs that are permitted for Category 2 CSPs.

86. Does the integrated vertical laminar flow zone (IVLFZ) require 100%
HEPA filter coverage in the ceiling? Can returns be under the worktable?

In the IVLFZ, unidirectional airflow is created by placing HEPA filters over the entire surface of the worktables and
by effective placement of air returns. Strategic location of air returns in addition to full coverage of HEPA filters
above the work surface is required. Specific location of the air returns is not specified. Both static and dynamic
smoke studies verifying a continuous flow of HEPA-filtered air void of turbulence, dead air zones, and refluxing from
the HEPA filters to and across the entire work area and to the air returns must be documented (e.g., with video).
[Note—Dynamic airflow smoke pattern tests have shown that it is difficult to achieve this type of design and also
achieve and maintain unidirectional airflow under dynamic operating conditions.]
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87. Can a containment ventilated enclosure (CVE) be used for
presterilization procedures (e.g., weighing, mixing nonsterile
components)?

Presterilization procedures must be performed in a single-use containment glove bag, CVI, BSC, or CACI to
minimize the risk of airborne contamination.

88. When pass-through chambers are used, do the doors have to be
interlocking?

The chapter recommends that pass-through doors be interlocking. However, if a pass-through is used, both doors
must never be opened at the same time.

89. How often are visual smoke studies performed (e.g., in rooms where
air returns are not located low on the wall)?

Air returns in the cleanroom suite must be low on the wall unless a visual smoke study demonstrates an absence
of stagnant airflow. This smoke study along with environmental monitoring must be repeated whenever a change
is made to the placement of equipment within the room or any other alteration is performed within the cleanroom
suite that affects the quality of the air (e.g., HVAC alterations, change of HEPA filter units). A visual smoke study
uses a visible source of smoke, which is neutrally buoyant, to verify an absence of stagnant airflow where
particulates can accumulate in ISO Class 7 and ISO Class 8 rooms that do not have unidirectional airflow.

90. What is the difference between a pharmaceutical isolator and a RABS
(i.e., a CAl or CACI)?

Unlike RABS, pharmaceutical isolators are different in that they contain 4 major elements: controlled workspace,
transfer device, access device, and a decontamination system. A pharmaceutical isolator is equipped with a
generator that distributes a sporicidal disinfectant throughout the chamber. If the isolator is used to prepare
Category 2 CSPs, it must be placed in an ISO Class 8 or better positive-pressure room. In contrast, if a CAl or CACI
is used to prepare Category 2 CSPs, the CAl or CACI must be placed in a cleanroom suite with an ISO Class 7 or
better positive-pressure buffer room with an ISO Class 8 or better positive-pressure anteroom.

91. Can analog pressure gauges be used for monitoring pressure
differentials?

Yes, analog pressure gauges may be used to monitor pressure. The quantitative results from the pressure
monitoring device must be reviewed and documented at least daily on the days when compounding is occurring.

Some analog pressure gauges do not warn or alert personnel to events where there is a loss of pressure whereas
there are other pressure monitoring systems that may have audible or visible alarms.
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92. Why are sinks allowed to be placed outside of the anteroom? Does the

sink placement in <797> contradict the sink placement requirements in
<800>?

In facilities with cleanroom suites, the sink used for hand hygiene may be placed either inside or outside of the
anteroom. If the sink is located outside of the anteroom, it must be located in a clean space to minimize the risk of
bringing in contaminants into the anteroom. Sinks are permitted outside of the anteroom to offer more flexibility
to the cleanroom design and help minimize the risk of contamination from water sources to the classified areas.

In facilities preparing hazardous drugs (HDs) in a cleanroom suite, General Chapter <800> requires the sink to

be placed in the anteroom at least 1 meter away from the entrance of the HD buffer room to avoid contamination
migration into the negative-pressure HD buffer room. There are no conflicts for the sink placement in <797> and
<800>. Facilities compounding sterile HDs must meet the requirements in both <797> and <800>.

93. Is an SCA required to be in an enclosed room (i.e., walls and doors)?

No. An SCA is defined as a designated, unclassified space, area, or room with a defined perimeter that contains a
PEC and is suitable for preparation of only Category 1 CSPs.

94. Why do | need a line of demarcation in the anteroom?

The line of demarcation serves to create visible separation between the clean and dirty sides of the anteroom.
Distinguishing the “dirty” side of the anteroom from the “clean” side ensures all personnel abide by the garbing
and material transfer procedures defined by the sterile compounding organization’s SOPs. The line of demarcation
signifies the locations where specific contamination control principles are implemented to aid in decreasing the
number of particles introduced into the buffer room. The facility may choose where the line of demarcation is
located. Please note, the anteroom is entered through the dirty side, and the clean side is the area closest to the
buffer room (see Section 4.2 Facility Design and Environmental Controls). Facilities may also utilize a design with
two physically separate anterooms, one clean and one dirty.

95. Can presterilization procedures (e.g., weighing) be performed in an
unclassified environment?

Yes. Presterilization procedures can be performed in unclassified environments for Category 1 CSPs. For Category 2
and Category 3 CSPs, presterilization procedures must be completed in an ISO Class 8 or better environment (e.g.,
anteroom or buffer room) wherein the compounder uses a containment device (e.g., single-use containment glove

bags, containment ventilated enclosure (CVE), BSC, or CACI) to minimize the risk of airborne contamination.

96. In an SCA, can the sink be in the same area or room?

The sink needs to be accessible to the compounding area. It can be inside the area defined as the SCA but cannot
be closer than 1 meter to the PEC. That distance is intended to ensure that splashes do not reach the PEC.
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97. How can the garbing location be in a classified area with a sink outside

the anteroom?

The order of garbing must be determined by the facility and documented in the facility’s SOPs. If hand hygiene is
completed outside of a classified area, alcohol-based hand rub must be used prior to donning garb. Hands must
also be sanitized with alcohol-based hand rub before donning sterile gloves.

An example garbing procedure in a facility that has a sink outside the anteroom is as follows:
1. The compounder washes their hands in the sink located outside of the anteroom.

2. The compounder enters the anteroom and applies alcohol-based hand rub to all surfaces of hands and fingers
and allows hands to dry thoroughly.

The compounder dons garb in an order determined by the facility and documented in the facility’s SOPs.

4. Before donning sterile gloves, hands are re-sanitized with alcohol-based hand rub and allowed to dry thoroughly.

98. What types of biological safety cabinets (BSCs) are appropriate for
compounding?

A BSC is a ventilated cabinet that is typically used for compounding hazardous sterile and nonsterile preparations
but may be used to compound nonhazardous sterile and nonsterile preparations as well. BSCs are divided into
three general classes (Class |, Class Il, and Class Ill). Class Il and Class Il BSCs provide an ISO Class 5 environment
so are suitable for sterile compounding. Class Il BSCs are further divided into types (Type A1, Type A2, Type B1, Type
B2, and Type C1). Class | BSCs are suitable for nonsterile compounding only. A BSC used for hazardous drugs must
exhaust to the outdoors.

Nonsterile Non-HD Nonsterile HD Sterile Non-HD Sterile HD
Class |, I, or llI Class I, II, 1l Class I, llI Class II, Il
Must exhaust to outdoors Must exhaust to outdoors

99. What are the requirements for temperature and humidity for an SCA?

There are no specific requirements for temperature or humidity in an SCA, but it is reasonable to use the
requirements for a cleanroom suite as guidance. However, if drugs or supplies are stored in the SCA, there may
be other USP, FDA, or manufacturer/supplier requirements. See USP <659> for additional information on storage
requirements for drugs.

100. May personnel reach across the perimeter of the SCA to access
supplies without actually stepping over the perimeter?

The chapter requires that when personnel exit the compounding area, garb, except for gowns, cannot be reused.
At minimum, this would require changing the affected garb (e.g., gloves).

101. May an anteroom be shared between a Category 2 and Category 3
buffer room?

Yes.
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102. May an anteroom be shared between an HD and non-HD buffer room?

Yes.

Certification and Recertification

103. Is certification of the compounding area required to be performed
using the current Controlled Environment Testing Association (CETA)
Certification Guide for Sterile Compounding Facilities?

Before a compounding area is used to compound either Category 1, Category 2, or Category 3 CSPs, it must be

independently certified using the requirements in this chapter and when applicable, manufacturer specifications.
Facilities must determine the appropriate certification guide to use for certifying their compounding area.

104. What is ASHRAE?

The American Society of Heating, Refrigerating, and Air-Conditioning Engineers (ASHRAE) is a professional
organization that provides certification (including healthcare facility design) and professional development for
engineers in this field.

105. What is CETA?

The Controlled Environment Testing Association is a professional organization for controlled environment
certification personnel that provides certification (including Registered Certification Professional - Sterile
Compounding Facilities), education, and resources for certification personnel.

106. A facility may have several cleanrooms under the same corporate
structure (e.g., within a healthcare system) but state law requirements
may require separate licenses for each compounding area. Are personnel
that float between the different cleanrooms required to complete training
and competency at each location if they are working in the same type of
primary and secondary engineering controls?

This is in the purview of the state board of pharmacy and outside the scope of <797>. The chapter requires that
each compounding facility develop a written training program that describes the required training, the frequency
of training, and the process for evaluating performance. This program must equip personnel with the appropriate

knowledge and train them in the required skills necessary to perform their assigned tasks. The facility’s SOPs
should specify the training required for such tasks, and training and evaluation of personnel must be documented.

December 11, 2023 20



®
Y
107. Regarding ‘dynamic operating conditions’, what does “the largest

number of personnel and highest complexity” mean as it relates to
certification of 1SO-classified areas?

This refers to testing in a particular ISO-classified area (e.g., ISO Class 5 PEC, ISO Class 7 buffer room). The highest
number of personnel that would be expected to work in a PEC and/or SEC should be present and performing the
highest complexity of compounding expected including use of compounding equipment and performance of
particle-generating activities (e.g., pre-sterilization activities such as weighing and mixing powders). Testing under
dynamic operating conditions is required for particle testing of ISO-classified areas, air changes per hour (ACPH) of
ISO-classified rooms, and some types of smoke studies.

Microbiological Air and Surface Monitoring

108. Why has the frequency of surface sampling changed?

Surface sampling was previously required “periodically”, which was interpreted differently by users (e.g.,
monthly, quarterly, or biannually). The change requiring minimum frequencies based on the category of CSP the
facility compounds is intended to provide an additional measure of control and monitoring in between viable air
monitoring and certification requirements. Regular surface sampling provides additional data for trending and
allows for monitoring of contamination risks.

109. How many microbiological air and surface samples are required
based on the size of classified areas?

Microbiological air and surface testing must be conducted in all classified areas to confirm that the required
environment quality is maintained. The microbiological air and surface sampling must be facility-specific and must
be described in the facility’s SOPs. The chapter does not specify a minimum number of air or surface samples
based on the size of the room, however, the International Organization for Standards (ISO) 14644-1:2015(E) Table

A1 -‘Sampling locations related to cleanroom area’ states the area of a cleanroom (m?) and the minimum number
of sampling locations to be tested (N,) that are necessary for certification. Facilities must determine the appropriate
number of locations and select the locations of sampling based on their relationship to the activities performed in
the area.

110. What is the appropriate method for cleaning the hood after surface
sampling?

After sampling, the sampled area must be thoroughly cleaned and disinfected using a cleaning agent followed
by a disinfecting agent or by using a one-step disinfectant cleaner. Additionally, in a PEC, sterile 70% IPA must be
applied after cleaning and disinfecting.

111. Do microorganisms need to be identified to the genus level regardless
of action level?

No. An attempt must be made to identify any microorganisms recovered to the genus level if the levels measured
during sampling exceed the action levels in the chapter.
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112. What is the rationale for only requiring an attempt to identify any
microorganisms recovered to the genus level if the levels measured
during sampling exceed the action levels in the chapter?

In some instances, microorganisms cannot be identified to the genus level because the microorganism is no longer
viable, or if a mold, it may not be producing the reproductive structures necessary for identification. In these

instances, the genus may not be identified, but the chapter does require that an attempt be made to identify the
microorganism to the genus level.

113. Is changing HEPA filters considered “servicing facilities or
equipment” for the purposes of requiring microbiological air and surface
monitoring?

Yes, changing HEPA filters in the ceiling would require microbiological air and surface sampling because there

is potential for unclassified air to enter the cleanroom. Changing HEPA filters in the ISO Class 5 PEC would also
require microbiological air and surface sampling to ensure the PEC is operating as expected. Changing prefilters

for the ISO-classified rooms and PECs usually would not require additional sampling because the downstream
HEPA filter remains intact.

114. If two media samples are collected at a single location, how are the
colony-forming units (CFU) counted?

If a facility were to choose to utilize two different media devices for sampling, they would sample each location
according to their sampling map using both devices (e.g., TSA and MEA). If each device at one location
demonstrates growth, the CFU are counted separately. For example, if a TSA plate grows 5 CFU and the MEA plate

at the same location grows 3 CFU, the CFU would be recorded separately as 5 CFU and 3 CFU for the respective
plates. The count would NOT be recorded as 8 CFU.

115. Is a self-enclosed robotic device different than a “closed RABS” as
used in <1211>? When should surface sampling occur in a self-enclosed
robotic device?

This verbiage “self-enclosed robotic device” was specifically used in <797> as there are robotic enclosures on

the market that do not meet the definition of a closed-RABS, whereas some would meet this definition. For self-
enclosed robotic devices that meet the definition of closed-RABS, it would be detrimental to the air quality inside
the device to surface sample at the completion of each batch. Therefore, the requirement for these specific

devices is to be conducted at least once daily at the end of compounding operations. This is generally when the
device is opened for cleaning and disinfecting.

116. May settle plates be used in place of an impaction air sampler for

viable air sampling?

No. An impaction air sampler must be used to collect 1 cubic meter or 1000 L of air from each classified area.
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117. When should samples be submitted by certifiers to the laboratory
after collection?

If the certifier is sending samples to the laboratory for incubation and identification, samples must be sent as soon
as possible (e.g., within 24 h) for the most accurate results. Samples must be protected from damage as well as
temperature and humidity extremes during transit. Refer to <1117> Microbiological Best Laboratory Practices for
additional information.

118. Describe the process and action levels associated with testing of
pass-through chambers.

For entities compounding Category 1 and Category 2 CSPs, each pass-through chamber must have surface
sampling performed monthly (see <1116> Microbiological Control and Monitoring of Aseptic Processing
Environments). For entities compounding Category 3 CSPs, each pass-through chamber must have surface
sampling completed prior to assigning a BUD longer than the limits established in Table 13, and at least weekly (see
<1116>) on a regularly scheduled basis regardless of the frequency of compounding of Category 3 CSPs.

Neither General Chapter <797> nor <1116> states which ISO classification to correlate with. The facility’s SOPs
should describe how growth bacteria will be defined. For example, if a pass-through chamber goes between an ISO
7 and an ISO 8 area, the surface sampling growth criteria could be based on either the ISO 7 or ISO 8 limits.

Cleaning, Disinfecting, and Applying Sporicidal Disinfectants and Sterile 70% IPA

119. What is the difference between cleaning and disinfecting?

Cleaning is the process of removing substances (e.g., organic and inorganic material) from objects and surfaces,
normally accomplished by manually or mechanically using water with detergents or enzymatic products.
Disinfecting is the process of destroying fungi, viruses, and bacteria on inanimate surfaces and objects.

Sporicidal disinfectants are also indicated in the chapter. A sporicidal disinfectant destroys bacterial and fungal
spores and is expected to kill all vegetative microorganisms.

120. What is a one-step disinfectant cleaner?

A one-step disinfectant cleaner is a product with an EPA-registered (or equivalent) claim that it can clean and
disinfect a nonporous surface in the presence of light to moderate organic soiling without a separate cleaning step.

It is important to note that sterile isopropyl alcohol (IPA) is not a one-step disinfectant cleaner. Sterile IPA is a
sanitizing agent which, when used on inanimate surfaces and objects, reduces the number of all forms of microbial
life including fungi, viruses, and bacteria.

121. Where can | find examples or sources of EPA-registered one-step
disinfectant cleaners?

USP cannot endorse particular products. Users may research one-step disinfectant cleaners or contact cleaning/
disinfecting agent manufacturers to get more information on available products.
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122. Does Table 10. Minimum Frequency for Cleaning and Disinfecting
Surfaces and Applying Sporicidal Disinfectants in Classified Areas and in
the SCA apply to all surfaces in the SCA?

The minimum frequencies in Table 10 apply to all surfaces within the perimeter of the SCA except the ceiling.

Ceilings of the SCA are required to be cleaned, disinfected, and applied with sporicidal disinfectant only when
visibly soiled and when surface contamination is known or suspected.

123. Does the equipment inside a PEC need to be cleaned?

Yes, the chapter requires equipment inside of the PEC to be cleaned, disinfected, and a sporicidal disinfectant
applied (see Table 10).

124. Are cleaning supplies required to be sterile?

Cleaning and disinfecting supplies used in the PEC must be sterile with the exception of tool handles and holders,
which must be cleaned and disinfected prior to use in a PEC. The chapter states that all cleaning supplies (e.g.,
wipers, sponges, and mop heads) with the exception of tool handles and holders must be low lint.

Further, the chapter recommends that wipers, sponges, and mop heads be disposable.

125. Are cleaning agents required to be sterile?

Cleaning, disinfecting, and sporicidal disinfectants used within the PEC must be sterile. In classified areas outside
of the PEC, sterile cleaning and disinfecting agents should be used.

126. Where can I find information about the minimum contact time for the
cleaning, disinfecting, and sporicidal disinfectants used?

Refer to the manufacturer’s directions or published data for the minimum contact time for the agent used. The
minimum contact time may differ depending on the agent used and on the intended purpose. For example, an
agent may have a 1-minute contact time to be bactericidal and a 3-minute contact time to be sporicidal.

127. Does the chapter require a separate cleaning and disinfecting step in
addition to applying a sporicidal disinfectant?

The chapter requires cleaning and disinfecting of the compounding areas. These steps can be combined if an
EPA-registered one-step disinfectant is used. One-step disinfectants have been formulated to be effective in the
presence of light to moderate soiling without a separate cleaning step. Sporicidal disinfectants must be used at
least monthly. Some EPA-registered disinfectant cleaners may also have sporicidal properties. If the sporicidal
disinfectant is an EPA-registered (or equivalent) one-step disinfectant sporicidal cleaner, separate cleaning and
disinfecting steps are not required.
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128. Is an EPA-registered disinfectant required if the compounding
process is over 30 minutes? <797> states “During the compounding
process sterile 70% IPA must be applied to the horizontal work surface,
including any removable work trays, of the PEC at least every 30 min

if the compounding process takes 30 min or less. If the compounding
process takes more than 30 min, compounding must not be disrupted,
and the work surface of the PEC must be disinfected immediately after
compounding.”

No. As with compounding that takes 30 minutes or less, sterile 70% IPA must be used when the compounding
process is over 30 minutes, and must be applied immediately after compounding.

129. Is a biological safety cabinet the only PEC that has aremovable work
surface tray?

No. CAls, CACls, and some laminar airflow workbenches (LAFWSs) have removable work trays.

130. Do cleaners and disinfectants have to be EPA-registered?

In the U.S., yes. Disinfectants are registered with the EPA in the USA, and depending on the international location,
registered with entities with an equivalent jurisdiction in that nation.

131. Can containers of sterile supplies (such as bottles of sterile alcohol
and containers of sterile saturated wipers) be used for more than one
compounding session?

Yes, as long as they remain in the intended area once opened. This needs to be defined by the organization’s
policies, based on information provided by the manufacturer/supplier. Sterile solutions and supplies are used to
avoid introducing spores or other contamination into the cleanroom. For example, a packet of saturated sterile

alcohol wipers opened in the ISO 5 PEC can remain in the PEC until depleted, unless the packet is contaminated. A
bottle of sterile alcohol can remain open and used in the ISO 7 cleanroom until depleted, unless contaminated.

132. Once opened, how long may a cleaning and disinfecting agent or
package of sterile wipers be used?

Once opened, sterile cleaning and disinfecting agents and supplies (e.g., closed containers of sterile wipers) and
sterile 70% IPA may be reused for a time period specified as by the manufacturer and/or described in the facility
written SOPs.

133. Are personnel that only clean and disinfect ISO 7 and ISO 8 areas, but
not ISO 5 areas, required to wear sterile gloves?

Any person entering a compounding area where Category 1, Category 2, or Category 3 CSPs are prepared must be
properly garbed including sterile gloves.
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134. If an 1V bag has tubing attached in one hood and compounding is
donein a second hood, does the IV bag need to be wiped with sterile 70%
IPA before bringing into the second hood?

Yes. Just before any item is introduced into the PEC, it must be wiped with sterile 70% IPA using sterile low-lint
wipers and allowed to dry before use.

135. Do personnel have to wipe gloves with sterile 70% IPA every time
their hands enter the 1ISO Class 5 PEC even if not touching contaminated
surfaces (e.g., throwing out trash without touching trash can or grabbing
a supply that was disinfected for them prior to touching)?

Application of sterile 70% IPA to gloves must occur immediately before compounding and regularly throughout the
compounding process. The facility SOPs should describe this process. For example, gloves might be wiped with
sterile 70% alcohol before beginning to stage items into the hood then re-wiped before beginning compounding,

after handling trash, when retrieving items outside the hood, etc. Handling trash or retrieving a supply item outside
the hood could contaminate gloves so they should be re-wiped with sterile 70% alcohol after performing these tasks.

Equipment, Supplies, and Components

136. Why are active pharmaceutical ingredients (APIs) required to be
obtained from an FDA-registered facility and components other than APls
only recommended to be obtained from an FDA-registered facility?

The Federal Food, Drug, and Cosmetic Act requires compounded preparations to be prepared from bulk drug
substances that are obtained from FDA-registered facilities. The Expert Committee recognizes that there may
be some components other than APIs that cannot be obtained from an FDA-registered facility, thus, it is a
recommendation that these components be obtained from an FDA-registered facility.

137. How often do | need to calibrate my temperature monitoring
equipment or verify its accuracy?

Section 9.3.4 Component handling and storage states that all monitoring equipment must be calibrated or verified
for accuracy as recommended by the manufacturer or every 12 months if not specified by the manufacturer.

For example, if the manufacturer specifies to calibrate every 2 years, then that would be the correct interval. If a
manufacturer does not specify the calibration interval, then it must occur at least every 12 months.

138. Does API refer to conventionally manufactured drug products?

The term “API” refers to any substance or mixture of substances intended to be used in the compounding of a
preparation, thereby becoming the active ingredient in that preparation and furnishing pharmacological activity
or other direct effect in the diagnosis, cure, mitigation, treatment, or prevention of disease in humans and animals
or affecting the structure and function of the body. Also referred to as Bulk drug substance. A conventionally
manufactured drug product is not an API but is typically manufactured from an API(s).
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139. If a CSP is stored outside of the pharmacy, do we need to monitor and
document temperature readings for nursing unit floor refrigerators or
remote-access Pyxis refrigerators?

Once a CSP is dispensed, you should handle this as you would any other medication (manufactured or
compounded). Temperature storage conditions in healthcare facilities such as hospitals have requirements from

other regulators and accreditors concerning maintaining and documenting temperatures of medication storage
areas. Generally, this requires at least daily monitoring and documentation.

140. “All monitoring equipment must be calibrated or verified for
accuracy as recommended by the manufacturer or every 12 months if not
specified by the manufacturer.” Does this statement apply to humidity
sensors, pressure monitors, and thermostats?

Yes. Those are examples of monitoring equipment.

141. Do we need a certificate of quality for each lot of sterile empty
bags we use? <797> states “Each lot of commercially available sterile,
depyrogenated containers and container closure systems must be
accompanied by a COA or other documentation showing conformance
with established specifications (i.e., sterility and depyrogenation
requirements).”

Sterile empty bags obtained from suppliers are described as such in the product labeling. The lot number is
traceable back to the manufacturer/supplier if any concerns would be identified.

Sterilization and Depyrogenation

142. What is the difference between aseptic processing and terminal
sterilization?

USP General Chapter <1229> Sterilization of Compendial Articles summarizes the common requirements for
sterilization process: design, development, validation, and process control. USP <1229.4> Sterilizing Filtration of
Liquids states, “Sterilization processes are divided broadly into two categories: destruction of microorganisms, and
their physical removal from the material to be sterilized. Terminal sterilization (e.g., autoclaving) is an example of
the former, and sterilizing filtration is an example of the latter.”

Aseptic processing includes either 1) compounding with only sterile starting ingredient(s), or 2) compounding
with nonsterile ingredient(s) followed by sterilization by filtration. Filtration sterilization is not terminal sterilization
because it is not a lethal process of microbial destruction.

Terminal sterilization includes compounding with sterile and/or nonsterile starting ingredient(s) and subsequent
sterilization with a lethal process intended to achieve a probability of a nonsterile unit (PNSU) of 10°® (e.g., steam,
dry heat, irradiation).
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143. Can stoppered and crimped empty vials be sterilized using
steam heat?
Sealed containers must be able to generate steam internally to be sterilized by steam heat. Stoppered and crimped

empty vials must contain a small amount of sterile water to generate steam (see also <1229> Sterilization of
Compendial Articles).

144. Does a sterile filter with a pore size of 0.2 um meet the requirement
of the chapter (“0.22 pm or smaller”)?

Yes. For the purposes of <797> and USP-NF compounded preparation monographs, 0.2 um and 0.22 um filters are
interchangeable, as they pass the same performance criteria.

145. Why is a prefiltration step with a filter of a pore size of 1.2 um required
before sterilization procedures?

A prefiltration step with a filter of a pore size of 1.2 um removes particulate matter in the solution before
sterilization. This is only required if CSPs are known to contain excessive particulate matter, which may also be

an indication that the formulation may be problematic and therefore the formulation and the process should be
assessed and modified if necessary.

146. What is the PNSU for CSPs sterilized by filtration?

A PNSU value cannot be applied to CSPs that are sterilized by filtration because sterilization by filtration is not
terminal sterilization.

147. Is a biological indicator required for each sterilization cycle using
steam or dry heat?

Yes, the effectiveness of the steam and dry heat sterilization method must be verified and documented with each
run or load using an appropriate biological indicator.

148. Why does the chapter continue to exclude terminal filtration
container systems from its definition of terminal sterilization?

Filtration-based methods of sterilization are not considered to be a method of terminal sterilization because they
are not a lethal process of microbial destruction.

Each method of sterilization must take into consideration the container closure system that holds the compounded
preparation. Since there are many container closure systems and methods of terminal sterilization, it becomes a
complex matrix that is specific to the container closure system and the method of sterilization. The permutations
are too numerous to include in the chapter.

149. What is depyrogenation?

Pyrogens are organic compounds that are soluble in water and not removed by filtration or steam sterilization.
They are endotoxins; lipo-polysaccharides produced by Gram-negative bacteria. Depyrogenation is the destruction
or elimination of endotoxins (i.e., pyrogens). There are several methods that can be used to accomplish

depyrogenation.
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Master Formulation and Compounding Records

150. Do | need a master formulation record (MFR) for repackaged
conventionally manufactured components?

Repackaging conventionally manufactured components is within the scope of the chapter. General Chapter
<797> requires a master formulation record for CSPs created for more than 1 patient and for CSPs prepared from

nonsterile ingredients. If the CSP is created for more than 1 patient, such as repackaging several units, a master
formulation record is required.

151. Are master formulation records required for patient-specific CSPs?

A master formulation record must be created for CSPs prepared for more than 1 patient and for CSPs prepared
from nonsterile ingredient(s). If the CSP is only for a single patient and does not contain nonsterile ingredients, a
master formulation record is not required.

152. When is a compounding record needed for immediate-use CSPs?

If the immediate-use CSPs are prepared in a batch and are intended for use in more than one patient, then a
compounding record as described in Section 11.2 Creating Compounding Records is required.

153. Does a change in any of the information listed as MFR requirements in
Box 9 when compounding the same drug require an entirely new MFR, or
can an MFR be created to contain the differences?

Any change to the process, ingredients, or packaging specified in an MFR are to be noted on a compounding
record. The MFR is not changed.

If a preparation is made repeatedly that has differences in process, ingredients, or packaging, consideration should
be given to creating a new MFR for that version of the preparation. Otherwise, all changes are to be noted on a
compounding record.

154. Where does the documentation of compounding occur (in process, in
the buffer room, outside of classified areas)?

The master formulation record would be established prior to compounding a CSP, usually outside of the
cleanroom suite. The compounding record should be initiated before the components of the CSP are assembled.
When documented on paper, this is usually performed outside of the cleanroom suite. Depending on your work
practices, final sign-off on the CR would be done in the most appropriate area. While labels need to be available for
placement on the completed CSP in the buffer room, exposure of paper records should be minimized in the buffer
room. Those organizations with workflow technology that supports completion of the CR in the buffer room will
likely have a different process than those with only manual records.

December 11, 2023 29



Puspe

155. What is required to be documented for the visual inspection of the
CSP and the container closure system?

All CSPs must be visually inspected to determine whether the physical appearance of the CSP is as expected.

The master formulation record must list specific requirements for a particular CSP. Examples of visible quality
characteristics might include discoloration, visible particulates, or cloudiness. Examples of visual inspection of the
container closure system might include checking for leakage, cracks in the container, or improper seals.

Release Inspections and Testing

156. Why should CSPs administered epidurally have the same endotoxin
limit as that of intrathecally administered CSPs?

CSPs delivered by implanted pumps may be administered over a long period of time and may be compounded
from nonsterile components. Bacterial endotoxin testing helps ensure that CSPs do not contain excessive bacterial
endotoxins. Although <797> refers to General Chapter <85> Bacterial Endotoxins Test for calculating endotoxin
limits for the appropriate route of administration, <85> does not address products administered epidurally or
administered directly into the central nervous system. Compounders should be aware that endotoxin testing is also
important for CSPs administered epidurally due to the close proximity of the epidural and intrathecal spaces.

157. Do all Category 2 CSPs need to undergo bacterial endotoxins testing?

No. General Chapter <797> Section 12.3 Bacterial Endotoxins Testing requires Category 2 injectable CSPs
compounded from one or more nonsterile component(s) and assigned a BUD that requires sterility testing per
Table 13 to undergo bacterial endotoxins testing. For example, ophthalmic compounded preparations are not
required to undergo bacterial endotoxins testing because they are not Category 2 injectable CSPs. Category 2
injectable CSPs made from one or more nonsterile component(s) and assigned a BUD that does not require sterility
testing are recommended to be tested for bacterial endotoxins.

158. How is the endotoxin limit of CSPs for non-human species
determined?

Endotoxin limits for non-human species are calculated as described in USP <85> based on the largest
recommended dose and weight (or average weight for more than a single animal) of the target animal species
unless a different limit is scientifically supported. The formula to calculate endotoxin limit is: K/M where K = the
threshold pyrogenic limit for the dosage form (expressed as EU or endotoxin units), and where M = the largest
dose/patient or per species average weight in kg per hour. K has been defined by route of administration as
follows: injections = 5 EU/kg, radiopharmaceutical injections = 175 EU/dose, intrathecal injections = 0.2 EU/kg,

and radiopharmaceutical intrathecal injections = 14 EU/dose. To calculate the endotoxin limit for compounded
morphine sulfate 50 mg/ml injection in a 5 kg cat, the following calculations are performed. The maximum dose of
morphine sulfate in cats is 0.25 mg/kg. K =5 EU/kg/hr (as defined for injections) M = 0.25 mg x 5 kg x 1Thr =1.25 mg/
kg/hr K/M =5 EU/kg/hr / 1.25 mg/kg/hr = 4 EU/mg.

The average representative weights for non-human species can be found here:
https://www.fda.gov/media/102469/download.
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159. Why is there a maximum batch size of 250 units for CSPs requiring
sterility testing?

Sterile compounding within 503A facilities is largely a manual process. The chapter sets a minimum standard for
quality assurance that encompasses a wide variety of practice sites. These quality assurance parameters are not
intended for outsourcing facilities or pharmaceutical manufacturers, as they were created to accommodate the
equipment and processes normally performed by 503A facilities. The risk of contaminating a CSP is likely to increase
as the batch size increases, especially for a manual process. For example, equipment limitations (such as the size of a
PEC) may only permit a portion of a large batch to be packaged in one continuous process. If 25 units are packaged
in one continuous process, a batch of 250 units would require repeating this process 10 times. A batch of 1000 units
would require repeating this process 40 times.

Smaller batches reduce the potential for operator error due to fatigue. To help ensure sterility assurance, batch size
is limited to 250 final dosage units for CSPs that require sterility testing. Sterility testing does not guarantee that an
entire batch is sterile, only the units tested. The possibility of detecting a contaminated preparation is about 10% for
batch sizes between 10 and 100 but drops to about 4% for a batch size of 250 and only 2% for a batch size of 500.

160. Why is there not a batch size limit in <71> Sterility Tests?

USP General Chapter <71> Sterility Tests falls under the Microbiology Expert Committee and was created for
facilities that follow current good manufacturing practices (CGMP). Following CGMP requires a level of quality
assurance significantly higher than what is required by 503A facilities who follow <797>. Modifications have been
made in <797> to require a fewer number of test samples with batch sizes 1to 39 units and to limit batch size to 250
final dosage units. Other aspects of <71>, including method suitability, number of units to be tested (for batch sizes
40 to 250), and quantity per unit tested, are required.

161. How many additional units of CSPs must be compounded to perform
sterility testing if there are less than 40 units, and does this apply to
ophthalmics, large volume parenteral (LVP) solutions, etc.?

If 1-39 CSPs are compounded in a single batch, the sterility testing must be performed on a number of units equal
to 10% of the number of CSPs prepared, rounded up to the next whole number. This applies when the number

of CSPs to be compounded in a single batch is less than the number of CSPs needed for testing as specified in
<71>, Table 3. Table 3 requires testing 5% or a minimum of 2 ophthalmic preparations, whichever is greater, so this
would apply to ophthalmic preparation batch sizes of 1 or 2 units. If compounding more than 2 units of ophthalmic
preparation, use the numbers in <71>, Table 3.
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162. Do | have to wait for the results of the sterility tests before releasing
the CSP?

Sterility testing is not required for Category 1 CSPs. Category 2 and Category 3 CSPs that require sterility testing
may be administered or dispensed prior to receiving the results of release testing (including sterility testing).

In order to do this, the facility must have procedures in place to:

« Immediately notify the prescriber of a failure of specifications with the potential to cause patient harm (e.g.,
sterility, strength, purity, bacterial endotoxin, or other quality attributes)

+ Recall any unused dispensed CSPs and quarantine any stock remaining in the pharmacy

+ Investigate if other lots are affected and recall if necessary

An SOP for recall of out-of-specification dispensed CSPs must contain:

« Procedures to determine the severity of the problem and the urgency for implementation and completion of
the recall

« Procedures to determine the distribution of any affected CSP, including the date and quantity of distribution
« Procedures to identify patients who have received the CSP

« Procedures for disposal and documentation of the recalled CSP

» Procedures to investigate and document the reason for failure

163. <797> states, “When a CSP will not be released or dispensed on the
day of preparation, a visual inspection must be conducted immediately
before it is released or dispensed to make sure that the CSP does not
exhibit any defects such as precipitation, cloudiness, or leakage, which
could develop during storage.” Would this prohibit stocking CSPs on the
floors in automated dispensing cabinets (i.e., Pyxis) to no more than a 24-
hour supply?

No, releasing a CSP to the floor is similar to dispensing to a patient so a second check is not required by a

pharmacist. Nurses should be educated to check all types of sterile preparations - manufactured, from a registered
outsourcer, prepared by pharmacy, or those that they activate or mix - prior to administration to a patient.

164. After a CSP has been verified by a pharmacist and placed in an area
to be picked up for a specific patient in a specified timeframe, does the
CSP need to be re-checked by a pharmacist before going out to a patient?
<797> requires that “at the completion of compounding, before release and dispensing, the CSP must be visually
inspected to determine whether the physical appearance of the CSP is as expected”. If the pharmacist has

performed the release check and dispensed the CSP, and it is only awaiting pick-up or delivery, a re-check is
not required.
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165. Why is bacterial endotoxin testing required for Category 2 injectable
CSPs compounded from one or more nonsterile component(s) and
assigned a BUD that requires sterility testing and Category 3 injectable
CSPs compounded from one or more nonsterile component(s)?

The purpose of the bacterial endotoxins test is to ensure the source material does not contain excessive endotoxins
and ensure any mitigation steps that were performed are adequate. Bacterial endotoxins entering patients’

bloodstreams in sufficient concentrations can cause harmful effects such as fever and septic shock and can be
fatal in the most severe cases.

Establishing Beyond-Use Dates

166. What is the difference between the beyond-use date (BUD) and “hang
time” (e.g., administration time, infusion time)?

The BUD is the date, or the hour and date, after which the CSP must not be used. BUDs apply to CSPs and are not
intended to limit the time during which a CSP is administered (e.g., infused). “Hang time” is often used to refer

to the amount of time during which a CSP or conventionally manufactured product (e.g., pre-mix, large volume

parenteral solution) may be infused before which either the tubing or the medication must be changed. General
Chapter <797> does not address administration time (e.g., hang time).

167. Can a CSP be administered beyond the assigned BUD?

Administration cannot begin past the assigned BUD; however, it is not intended to limit administration that began
before the BUD lapsed (see 14.1 Terminology). For example:

« Anintravenous preparation begins 1 hour before the BUD lapses; however, it is scheduled to continue infusing for
a total of 2 hours. The BUD is not intended to limit the dose from being completed.

« An ophthalmic preparation is scheduled to be given once daily for 14 days; however, the BUD will lapse in 10
days. The medication can continue to be administered up until the assigned BUD in 10 days, beyond which the
preparation must not be used and must be discarded.

168. After the CSP has begun to infuse, does it need to be taken down and
discarded after the BUD is met?

No. Administration must begin before the BUD. The administration process is outside the scope of <797>. Standard
precautions such as the Centers for Disease Control and Prevention (CDC) safe injection practices apply to
administration. See <800> for additional recommendations for the administration of hazardous drugs.
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169. How does the storage condition affect the BUD of a CSP? What is the
relationship between storage temperature and BUDs?

Generally, longer BUDs are permitted for CSPs stored in colder conditions than for CSPs stored at controlled room
temperature as colder temperatures have been shown to slow the growth of most microorganisms.

Temperature affects chemical reaction rates; thus, storage at higher temperatures will accelerate degradation
and reduce a BUD. The accepted rule of thumb is reaction rates increase two-fold for every 10 degree increase

in temperature. This means that 1 year storage at 30 °C is equivalent to approximately 6 months at 40 °C and
approximately 3 months at 50 °C. Correlating this concept to a refrigerated product (stored at 5 °C) estimates the
BUD to be one-fourth at room temperature (25 °C). The exact mechanism of degradation and rate of reaction will
determine the actual difference, which can only be determined through a stability evaluation over time.

170. Are BUDs cumulative?

No, BUDs must not be additive. The storage time of a CSP must not exceed the original BUD placed on the CSP for
its labeled storage condition.

For example, a CSP that is assigned a BUD based on storage at room temperature cannot subsequently be
refrigerated or frozen in order to extend the original BUD assigned. Likewise, the BUD of a frozen CSP must not be
extended based on storage at room temperature when it is thawed.

171. Can the BUDs of Category 2 CSPs be extended beyond those in
Table 13. BUD Limits for Category 2 CSPs?

The chapter states that BUDs for Category 2 CSPs must be established in accordance with Table 13. However,

if there is a compounded preparation monograph for a particular CSP formulation, that BUD may be assigned if
the CSP is prepared according to the monograph and all monograph requirements are met (e.g., Specific Tests).
General Notices 3.10 states that where the requirements of a monograph differ from the requirements in an
applicable general chapter, the monograph requirements apply and supersede the general chapter.

Category 3 CSPs may be assigned longer BUDs than those set for Category 2 CSPs but not exceeding the limits in
Table 14, if compounded in accordance with all applicable requirements for Category 3 CSPs.

BUDs must be assigned conservatively and must take into account factors such as validated stability-indicating
analytical methods and testing for sterility, endotoxins, container closure integrity, and particulate matter.

172. Why is the BUD for aseptically prepared Category 2 CSPs using only
sterile ingredients 4 days when stored at controlled room temperature?

The previous version of <797> specified a storage time of 48 hours and 30 hours at controlled room temperature
for low- and medium-risk level CSPs, respectively. The longer BUD in the revised chapter is based on a risk-based
approach to balance the need for quality CSPs and to facilitate patient access. Further, the revised chapter
contains additional requirements (e.g., facility and engineering controls and surface sampling) to help mitigate
risks of inadvertent contamination.
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173. Is mixing MVI vial 1 and vial 2 compounding? What is the BUD?

No. Compounding does not include mixing, reconstituting, or other such acts that are performed in accordance
with directions contained in approved labeling or supplemental materials provided by the product’s manufacturer.
Refer to the approved labeling for use of MVI once mixed.

174. If the compounding facility meets the requirements for compounding
Category 3 CSPs, can a CSP still be given a Category 2 BUD to avoid
sterility testing that particular CSP?

Yes. The chapter does not prohibit a compounder from assigning a shorter BUD than is specified in the BUD Limits
tables (Table 14 for Category 3 CSPs). As these are BUD limits, they are the date and time after which a CSP must
not be used, stored, or transported, and a BUD shorter than the limit may be assigned to a CSP.

175. What is an example of a CSP requiring a shorter BUD based on
stability and sterility?

Shorter BUDs must be assigned when the CSP’s stability and/or sterility is less than the hours or days established in
BUD limits for each CSP Category. For example, per guidelines, parenteral nutrition compounded as a total nutrient
admixture (TNA) at a final concentration of amino acid > 4%, monohydrated dextrose > 10%, and lipid injectable
emulsion > 2% are more likely to remain stable for up to 30 hours at room temperature or for 9 days refrigerated
followed by 24 hours at room temperature.

176. Are there special considerations for CSPs that contain lipid emulsions?

Manufacturer recommendations regarding administration times and filtering must be followed for CSPs containing
lipid emulsions. Some lipid-containing products should not exceed an administration hang time exceeding 12 hours
and many require the use of a 1.2-micron filter.

177. Do Category 3 CSP BUDs have to be based on published stability
studies?

The USP Compounding Expert Committee has compiled the Formulation and Stability Reference Document for
Pharmaceutical Compounding posted here to help compounders understand when a stability study is suitable
for assigning Category 3 BUDs to CSPs. While every CSP must meet release testing requirements for each batch
to ensure sterility, evidence to prove the physicochemical stability of a CSP may be obtained from any stability-
indicating assay method study, either published or unpublished, and does not have to be repeated for each batch
as long as the formula, procedures, and container closure systems in the study are exactly the same for the CSP
being prepared.

178. Describe when <51> testing is necessary.

An agqueous multiple-dose CSP must pass antimicrobial effectiveness testing in accordance with <51> Antimicrobial
Effectiveness Testing.
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179. Is <51> testing required for stock solutions?

No. When a CSP stock solution is used as a component to compound additional CSPs, the original CSP stock
solution must be entered or punctured in ISO Class 5 or cleaner air and must be stored under the conditions upon
which its BUD is based (e.g., refrigerator or controlled room temperature). The CSP stock solution may be used for
sterile compounding for up to 12 h or its assigned BUD, whichever is shorter, and any remainder must be discarded.

180. Must antimicrobial effectiveness testing results be provided by an
FDA-registered facility?

The compounder may rely on antimicrobial effectiveness testing 1) conducted (or contracted for) once for each
formulation in the particular container closure system in which it will be packaged or 2) results from an FDA-
registered facility or published in peer-reviewed literature sources, provided that the CSP formulation (including
any preservative) and container closure system are exactly the same as those tested, unless a bracketing study

is performed. Outside of the United States, facilities must comply with the laws and regulations of the applicable
regulatory jurisdiction.

181. The conversion from high, medium, and low-risk compounding to
Category 1and Category 2 CSPs means that CSPs previously categorized
as low-risk (48 hours at room temperature; 14 days refrigerated),

now categorized as Category 2 (4 days room temperature; 10 days
refrigerated) would increase the BUD at room temperature but decrease
the BUD if refrigerated. Why is that?

The Compounding Expert Committee replaced risk levels with categories based on criteria other than just starting

ingredients and number of manipulations. In addition to starting ingredients, BUDs are also based on environmental
quality, personnel hygiene and garbing, physicochemical stability, and requirements for release testing.

182. If 1 only compound Category 3 CSPs occasionally, do I still have to
follow the Category 3 requirements at all times?

Yes, if a compounder desires to assign a BUD longer than those allowed in Tables 12 and 13, then the requirements
outlined in Section 14.4 Additional Requirements for Category 3 CSPs must be met at all times.

183. What BUD should we use if there is no stability data available for the
exact concentration of a CSP?

In this case, the maximum allowable BUD limits in <797> must not be exceeded.
184. May a plastic luer lock vial be stored after access?

No. The container closure system must remain intact in order to store a single-dose container after opening.
Opened plastic luer lock vials are treated like ampules and must not be stored for any time period.
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185. May a vial that has the septum or metal septum ring removed be

stored after access?

No. The container closure system must remain intact in order to store a single-dose container after opening.
Vials that have the septum or metal septum ring removed are treated like ampules and must not be stored for
any time period.

Use of Conventionally Manufactured Products as Components

186. Is a conventionally manufactured single-dose container required to
be stored in an ISO Class 5 PEC in order for it to be allowed to be used for
up to 12 hours?

No, opened or punctured conventionally manufactured single-dose containers may be stored outside of an ISO
Class 5 PEC. However, the chapter does require that the conventionally manufactured single-dose container be
entered or punctured inside of an ISO Class 5 PEC. These containers may be used up to 12 hours after initial entry
or puncture provided that the storage requirements (e.g., controlled room temperature, cold temperature) are
maintained. Opened single-dose ampules must not be stored for any period of time.

187. When determining the BUD for a single-dose vial after puncture, how
long can the single-dose vial be stored if the package insert states “use
immediately”?

Compounding does not include mixing, reconstituting, or other such acts that are performed in accordance with
directions contained in approved labeling or supplemental materials provided by the product’s manufacturer. When
preparing a product per approved labeling, the labeling must be followed.

When compounding a CSP, if a single-dose vial is entered or punctured only in an ISO Class 5 or cleaner air, it may
be used up to 12 h after initial entry or puncture as long as the labeled storage requirements during that 12-h period
are maintained and based on sterility assurance.

Package inserts are often based on stability assurance and lack sterility data, so if this is the case and the package
insert states “use immediately”, the same microbiological principles of a 4-hour immediate-use time may apply.
Contact the manufacturer for stability information.

188. Are conventionally manufactured sterile topical ophthalmic products
considered multiple-dose containers?

No, <659> Packaging and Storage Requirements defines multiple-dose containers as a container closure system
that holds a sterile medication for parenteral administration (injection or infusion) that has met antimicrobial
effectiveness testing requirements, or is excluded from such testing requirements by FDA regulation. Therefore,
the requirement that multiple-dose containers not be used for more than 28 days unless otherwise specified on the
labeling does not apply to conventionally manufactured sterile topical products.
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189. If the approved labeling of a pharmacy bulk package describes along
storage time (e.g., 14 days), can the pharmacy bulk package be stored and
used for that period of time?

Users should carefully review the manufacturer’s approved labeling for pharmacy bulk packages. Some approved
labeling may provide a storage time based on stability (e.g., 14 days) as well as a shorter time (e.g., 4 hours) based

on the risk of microbial contamination. Users must use the shorter storage time specified in the manufacturer’s
approved labeling. The pharmacy bulk package must be used according to the manufacturer’s approved labeling.

Use of CSPs as Components

190. How is the BUD of a CSP affected by pH-modifiers or other stock
solutions that are used as components?

For CSPs prepared from one or more compounded components, the BUD should generally not exceed the shortest
BUD of any of the individual compounded components. However, there may be acceptable instances when the
BUD of the final CSP exceeds the BUD assigned to compounded components (e.g., pH-altering solutions). If the
assigned BUD of the final CSP exceeds the BUD of the compounded components, the physical, chemical, and
microbiological quality of the final CSP must not be negatively impacted.

191. What is an example of assigning a BUD to compounded stock
solutions and their subsequent CSPs?

A compounder wants to reconstitute a conventionally manufactured sterile product and further dilute it to prepare
a subsequent CSP (see 16.2 Use of Compounded Single-Dose CSPs and CSP Stock Solutions).

» Day 1: a 2-gram single-dose conventionally manufactured container of powder for solution is reconstituted with 8
mL of a conventionally manufactured diluent, yielding 10 mL of 200 mg/mL of drug (CSP-A, original CSP). CSP-A
is assigned a BUD of 10 days because it is aseptically processed, has not passed sterility testing, was prepared
from only sterile starting components, and will be stored in a refrigerator (see Table 13).

« Day 3: CSP-A is entered or punctured in an ISO Class 5 PEC, where 10 mL of CSP-A solution is further diluted
with 40 mL of diluent, yielding 50 mL solution of 40 mg/mL of drug (CSP-B, a finished CSP). CSP-B is aseptically
processed, has not passed sterility testing, was prepared from only sterile starting components, and will be
stored in a refrigerator. The BUD of a CSP prepared from one or more compounded components may not
exceed the shortest BUD of any of the individual starting components. Therefore, the assigned BUD for CSP-B
will be 7 days (10 days minus the 3 lapsed days of CSP-A), because that is the shortest BUD of all of its individual
components.

« Additionally, CSP-A must be used within 12 hours of initial entry/puncture or its originally assigned BUD,
whichever is shorter, and the remainder must be discarded.
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192. What BUD must be assigned to Category 2 or Category 3 CSPs made
using a CSP stock solution?

The BUD assigned to a CSP, whether compounded from conventionally manufactured components or from
compounded stock solutions, follows the same standards in Section 14. Establishing Beyond-Use Dates. The one
difference found in Section 14.3 Establishing a BUD for a CSP, is that the BUD of CSPs made from compounded
components may, at times, exceed the BUD of compounded components. For example, if a compounded pH-
altering solution with a short BUD is used to compound a CSP, the resulting CSP would likely have greater stability,
and thus a longer BUD than the pH-altering solution. Another example would be a Category 2 CSP that was

not sterility tested and used to make a Category 3 CSP that will be sterilized and sterility tested. If the physical,
chemical, and microbiological stability is not negatively impacted, the BUD of the resulting CSP may exceed that of
the component. This exception does not exist for commercially available components. It is important to note that
the BUD of the final CSP should not be further restricted by the time limits for entering or puncturing components
found in Sections 15 and 16.

193. Once punctured, can a CSP or conventionally manufactured product
still be used for the length of its BUD?

Compounders may utilize both conventionally manufactured and compounded components. The chapter specifies
the time in which each of these components can be stored and used after first entered. This is often called in-use
time, although this term is not used in the chapter. The BUD is not the same as in-use time. A multiple-dose vial may
have a BUD of 60 days but must still be discarded no later 28 days after first puncture.

194. The chapter states, “After a multiple-dose CSP is initially entered or
punctured, the multiple-dose CSP must not be used for longer than the
assigned BUD or 28 days, whichever is shorter. This time limit for entering
or puncturing is not intended to restrict the BUD of the final CSP.” Can you
clarify what the last sentence means?

Each component, whether conventionally manufactured or compounded, must have a time limit for entering or
puncturing after first use. For example, a conventionally manufactured multiple-dose vial may not be used after
28 days of first puncture. This 28-day time limit for use is not the same as the BUD of the component and is not
intended to restrict the BUD of the resulting CSP. If a CSP is prepared from a multiple-dose vial either 1 day or

10 days after first puncture, the BUD of the resulting CSP would remain the same. For example, let’s assume a
conventionally manufactured multiple-dose vial with a one-year expiration date is used to compound a CSP with a
60-day BUD. The multiple-dose vial component may be punctured on day 1 to make the CSP and a BUD of 60 days
would be given. Now, 27 days later the same multiple-dose vial component is punctured to make the CSP, and still,
a 60-day BUD is assigned. In this instance, the time limit for entering or puncturing the MDV component does not
further restrict the CSP being compounded.
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195. Please explain the requirements as to the appropriate BUD for

a reconstituted single-dose vial. For example, a reconstituted vial of
daptomycin is stable for 2 days in the refrigerator. Can this vial be saved
and reused for multiple preparations if kept in the refrigerator?

See Section 15 of <797>, which describes the different types of components that could be part of a CSP. When
using a single-dose vial, <797> says: “If a single-dose vial is entered or punctured only in an ISO Class 5 or cleaner
air, it may be used up to 12 h after initial entry or puncture as long as the labeled storage requirements during that
12-h period are maintained.”

The vial of daptomycin mentioned in this example may be used for multiple preparations up to 12 hours after initial
entry or puncture provided that the storage requirements (e.g., controlled room temperature, cold temperature)
are maintained. If reconstituted in advance as a single dose for a single patient, then the daptomycin reconstituted
solution may be stored per the approved labeling.

Quality Assurance and Quality Control

196. What does “the overall QA and QC program” entail?

A quality assurance program is guided by written procedures that define responsibilities and practices that ensure
compounded preparations are produced with quality attributes appropriate to meet the needs of patients and
healthcare professionals. The authority and responsibility for the quality assurance program should be clearly
defined and implemented and should include at least the following nine separate but integrated components: (1)
training; (2) standard operating procedures (SOPs); (3) documentation; (4) verification; (5) testing; (6) cleaning,
disinfecting, and safety; (7) containers, packaging, repackaging, labeling, and storage; (8) outsourcing, if used; and
(9) responsible personnel.

CSP Handling, Storage, Packaging, Shipping, and Transport

197. <797> states that the temperature in the storage area must be
monitored each day, either manually or by a continuous recording device.
(“The results of the temperature readings must be documentedina
temperature log per facility SOPs or stored in the continuous temperature
recording device and must be retrievable.”) Does this mean that it would
be acceptable to record temperatures on Monday if closed on weekends?

Yes.

198. Do all personnel who “touch” a CSP need to have training?

Yes, but not all personnel require the same training. <797> is specific about training for compounding, but leaves
requirements for other personnel up to the organization. Personnel who receive sterile products and preparations,
enter orders but do not compound or check CSP preparation, clean compounding areas, transport CSPs, or other
activities must have documented competence as defined by the organization.

See related question in Personnel Training and Evaluation.
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Compounding Allergenic Extracts

199. What are allergenic extracts?

Allergenic extracts are biological substances used for the diagnosis and/or treatment of allergic diseases such

as allergic rhinitis, allergic sinusitis, allergic conjunctivitis, bee venom allergy, and food allergy. Allergenic extract
prescription sets are combinations of licensed allergenic extracts which would be mixed and diluted to provide
subcutaneous immunotherapy to an individual patient, even though these allergenic extract combinations are not
specified in the approved biological license application (BLA) for the licensed biological products.

200. Does 21. Compounding Allergenic Extracts apply to physician and
pharmacy settings?

Yes, the provisions in 21. Compounding Allergenic Extracts apply regardless of where the allergenic extract is
compounded when:

1. The compounding process involves transfer via sterile needles and syringes of conventionally manufactured
sterile allergen products and appropriate conventionally manufactured sterile added substances, and

2. Manipulations are limited to penetrating stoppers on vials with sterile needles and syringes and transferring
sterile liquids in sterile syringes to sterile vials.

201. Why are the BUDs for compounded allergenic extracts longer than
those required for Category 1and Category 2 CSPs?

Because of certain characteristics of allergenic extracts and allergy practice (e.g., preservative systems and

risk of anaphylaxis), preparation of allergenic extract for individual patient prescription sets is not subject to the
requirements in this chapter that are applicable to other sterile CSPs. Further, FDA provides additional information

for preparation of allergenic extracts in the FDA Guidance for Mixing, Diluting, or Repackaging Biological Products
Outside the Scope of an Approved Biologics License Application.

202. Does gloved fingertip and thumb sampling need to occur after
media-fill testing for personnel who compound allergenic extracts?

No. Unlike personnel training for other CSPs, the goal of gloved fingertip and thumb sampling for personnel who
compound allergenic extracts is to evaluate hand hygiene and garbing but not aseptic technique, due to the

nature of the CSPs they compound. Therefore, personnel perform gloved fingertip and thumb sampling three
times initially before compounding; thereafter gloved fingertip and thumb sampling is performed immediately after
donning gloves at least once every 12 months. The action level for these samples is anything greater than O CFU
per each hand.

203. Can allergenic extracts be prepared for immediate-use?

Yes.

204. Can this section apply for vials that are made for multiple patients?

No. Compounding allergenic extracts is per individual patient prescription set only.
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BUD Scientific Rationale for the 2021
Proposed Revisions to <797>

Published September 1, 2021

This informational document is intended to supplement the proposed USP General Chapter <797>. The proposed chapter and
additional supplementary materials are posted online here. Proposed <797> is available for public comment until March 17, 2022.
This supplemental document is not part of the proposed chapter, is not a comprehensive overview of the proposed chapter, and
is not intended to be used in place of the proposed chapter. Rather, it provides history of the chapter and explains the rationale
of some of the proposed revisions to the chapter.

This does not reflect the Compounding Expert Committee’s (CMP EC) opinions on further revisions to the chapter. This
document is not intended to be subject to public comment. Stakeholders are encouraged to submit comments on the proposed
chapter for the CMP EC to continue to evaluate revisions to the chapter. The CMP EC will consider all comments received on the
chapter.

Please note that neither the proposed chapter nor this document are official United States Pharmacopeia — National Formulary
(USP-NF) text and they are not intended to be enforceable by regulatory authorities. Users must refer to the USP-NF for official text.

Questions may be sent to CompoundingSL@USP.org.

USP has a long history of developing standards for sterile compounding. In 1985, prompted by injuries and deaths around

the United States related to poorly compounded preparations, USP began developing a general informational chapter for the
preparation of home parenteral products.'? In 1992, General Chapter <1074> Dispensing Practices for Sterile Drug Products
Intended for Home Use was proposed for public comment in USP’s Pharmacopeial Forum (PF).'® Around the same time, the
American Society for Health System Pharmacists (ASHP) also published a draft guideline and a technical assistance bulletin on
sterile compounding."* Following review of public comments to <1074>, the chapter was later renumbered and republished into
PF in 1993 as revised <1206> Sterile Drug Products for Home Use.'® <1206> became official in 1995.

In 1997, the U.S. Congress passed the Food and Drug Administration Modernization Act (FDAMA), which amended the Federal
Food, Drug, and Cosmetic Act to include, among other things, a compounding provision, section 503A, which exempts
compounded human drug products from certain requirements if, among other things, a drug product is compounded using
bulk drug substances and ingredients that comply with the standards of an applicable USP-NF monograph, if a monograph
exists, and the USP chapter on pharmacy compounding.?’ Based on FDAMA, USP revised and renumbered <1206> to <797>
Pharmaceutical Compounding - Sterile Preparations.? <797> was first published in 2004 and last revised in 2008. The 2008
revision of <797> remains the currently official chapter used into 2021.

Since 2010, the CMP EC has been working on revisions to <797> and has published two drafts in PF for public comment, first
in 2015 and again in 2018. Both versions received a combined total of more than 10,000 comments. Following review of all
comments, USP published a final revision of <797> in the USP-NF in June 2019, with an effective date of December 2019.

USP received appeals from various stakeholders regarding certain provisions in the revised 2019 standard. In accordance
with USP’s Bylaws, the CMP EC thoroughly considered the information raised in the appeals and issued decisions denying

September 1, 2021


https://go.usp.org/Proposed_2021_Revisions_795_797
https://usp.az1.qualtrics.com/jfe/form/SV_81VZpnzjwcQJlZA
https://www.usp.org/sites/default/files/usp/document/health-quality-safety/usp-decision-on-appeals-factsheet.pdf

BUD Scientific Rationale for the 2021 Proposed Revisions to <797>

the appeals. As part of the formal USP appeals process, some appellants requested further review by an appointed Appeals
Panel. The Appeals Panel granted the appeals in March of 2020, remanding <797> to the CMP EC for further engagement on
the issues raised by stakeholders, particularly concerning beyond-use date (BUD) provisions. Though the Appeals Panel did not
determine the chapters to require revision, they noted that the issues raised in the appeals warranted additional dialogue and
consideration. It was left to the purview of the CMP EC to determine the appropriateness of future revisions to the chapter.

Since May 2020, USP facilitated various stakeholder engagements to obtain additional input on the chapters, as the CMP

EC considered next steps and revisions to the chapters. Details of the findings from these engagements are available on the
compounding pages of the USP website. From stakeholder engagement activities, some common topics arose regarding
BUDs, which were evaluated and considered by the CMP EC. Please see Appendices 1and 2 to review examples of letters from
stakeholders presenting views on assigning BUDs which the CMP EC considered in their deliberations.

Key concerns that stakeholders raised related to the 2019 revision of <797> included:

» Inability of compounders to assign BUDs longer than those established in the BUD limit tables when additional stability
data is available

» Adequacy of the two categories of CSPs or if there is a need for a more layered approach
» Clarity of the testing requirements for all CSPs
» Practical applicability of the standards to compounders for various settings in which compounding occurs

» Need for additional guidance on CSPs in multiple-dose containers, particularly for preservative-free ophthalmic
preparations.

The CMP EC kept these topics in consideration during the review process. In addition to stakeholder feedback, the CMP EC
considered the following:

» Describing a scientifically robust and risk-based approach to assigning BUDs; including physical and chemical stability
considerations along with requirements for sterility assurance for the various categories of CSPs

» Balancing the need for patient access to cost-effective CSPs with rigorous quality standards

» The cost implications of implementing the standards in a variety of practice settings; including evaluation of any
operational implications of additional requirements when assigning longer BUDs

» Implications on regulatory oversight and enforcement for the requirements in the standard.

This paper highlights these considerations and discusses the rationale of the CMP EC in writing the recently revised <797>
proposed in PF 47(6), November 2021.

Categories of CSPs

In the 2015 proposed revision of <797>, it was first introduced to change the CSP categories from a three termed format of
low-risk, medium-risk, and high-risk to a two termed format of Category 1 and Category 2. This change was proposed to avoid
inaccurately conferring a level of risk to a particular CSP without consideration for all factors that influence the quality of that
CSP. Renaming the CSP categories as Category 1 and Category 2, distinguished primarily by the conditions under which they
are made and the time within which they are used, is intended to be a neutral designation. Following review of input received
from stakeholders in 2020, the CMP EC proposes to maintain this category naming based on the reasonings behind the original
change. In addition, following extensive discussions and input received from stakeholders, the CMP EC added a Category 3 for
CSPs assigned longer BUDs than those assigned for Category 1 or Category 2 CSPs.
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Category 1 and Category 2 CSPs

In the predecessor chapter to <797>, <1206>, the only specific storage limit provided was 7 days under refrigeration. When
<1206> was revised and renumbered to <797> in 2004, more comprehensive storage limits were included in consideration

of those in the ASHP Guidelines.>® When developing these BUD limits for sterile compounding, the minimum time periods
necessary to perform required tests were considered (e.g., at least 14 days for <71> Sterility Tests, and at least 28 days for

<51> Antimicrobial Effectiveness Testing). Requirements of other applicable general chapters were also considered, including
chapters <7> Labeling, <85> Bacterial Endotoxins Test, and <659> Packaging and Storage Requirements. Parameters for
establishing BUDs considered throughout the original development and the revisions have also included chemical and physical
stability, the potential for microbial proliferation, the exponential growth rate of microorganisms with increasing temperatures,
compatibilities with container closure, patient access and cost implications, frequency of personnel and environmental
monitoring, and the potential for inadvertent contamination.

Table 1 summarizes the maximum BUD limits for CSPs in the absence of passing sterility testing in the currently official USP
<797>, last revised in 2008. For comparison, Table 2 summarizes the maximum BUD limits for Category 1 and Category 2 CSPs
in the subsequent proposed revisions to <797>, including those published in PF for public comment in 2015 and 2018, and the
version published in the USP-NF in 2019, which was later remanded. The 2015 proposed revisions included distinctions for
assigning BUDs based on whether or not the CSP contained a preservative. However, there were concerns about this parameter
in establishing BUDs, including that it could be misleading and could give a false sense of security when compounding CSPs
with preservatives. Additionally, public comments noted that the presence of preservatives may not always be clinically
appropriate and may impact the stability of the formulation. Further, concerns were raised that inappropriate preservatives may
be added to circumvent testing requirements or to inappropriately assign longer BUDs. The presence of preservatives in the
parameters for establishing a BUD was removed in further revisions to the chapter.

Table 1. Maximum BUD limits for CSPs in the absence of passing a sterility test in the currently official USP <797>, last
revised in 2008.

2008 Published Chapter

Low-risk in segregated compounding area 12 hours at Controlled Room Temperature (CRT)

Low-risk 48 hours at CRT
14 days in a refrigerator
45 days in a freezer

Medium-risk 30 hours at CRT
9 days in a refrigerator
45 days in a freezer

High-risk 24 hours at CRT
3 days in a refrigerator
45 days in a freezer
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Table 2. BUD Limits for Category 1and Category 2 CSPs in the revisions to USP <797> published in 2015, 2018, 2019, and 2021.®

2021 Revision

2019 Revision )
.. .. ) . Proposed in PF
2015 Revision 2018 Revision Published in USP-NF .
. ) (currently available
Proposed in PF Proposed in PF (subsequently .
—— for public comment
until March 17, 2022)
Category 1
Prepared in an SCA <12 hours at CRT <12 hours at CRT <12 hours at CRT <12 hours at CRT
P <24 hours in a refrigerator | <24 hours in a refrigerator | <24 hours in a refrigerator | <24 hours in a refrigerator
Category 2
Aseptlcal-ly proce.ssed No preservative added 4 days at CRT 4 days at CRT 4 days at CRT
No sterility testing > 6 days at CRT . . . . ) .
. . . . 9 days in a refrigerator 10 days in a refrigerator 10 days in a refrigerator
Only sterile starting » 9 days in a refrigerator . ) .
. 45 days in a freezer 45 days in a freezer 45 days in a freezer
components » 45 days in a freezer
AseptlcaI.Iy proce.ssed No preservative added 1day at CRT 1day at CRT 1day at CRT
No sterility testing ) 4 days at CRT . . . . . .
. . . 4 days in a refrigerator 4 days in a refrigerator 4 days in a refrigerator
One or more nonsterile | » 7 days in a refrigerator . . .
. . 45 days in a freezer 45 days in a freezer 45 days in a freezer
starting component(s) | » 45 days in a freezer
Preservative added
Aseptically processed ) 28 days at CRT B
No sterility testing » 42 days in a refrigerator
» 45 days in a freezer
No preservative added
» 28 days at CRT
. > 42daysinarefrigerator | 5 4o ot cRT 30 days at CRT 30 days at CRT
Aseptically processed » 45 days in a freezer . . . . . .
s A . 45 days in a refrigerator 45 days in a refrigerator 45 days in a refrigerator
pasc S agl bl Preservative added 60 days in a freezer 60 days in a freezer 60 days in a freezer
» 42 days at CRT ¥ 4 Y
» 42 days in a refrigerator
» 45 days in a freezer
No preservative added
» 14 days at CRT
» 28 days in a refrigerator
. are . 14 days at CRT 14 days at CRT 14 days at CRT
Terminally sterilized » 45 days in a freezer - . - . - .
o 5 . 28 days in a refrigerator 28 days in a refrigerator 28 days in a refrigerator
LI TR Preservative added 45 days in a freezer 45 days in a freezer 45 days in a freezer
» 28 days at CRT Y ¥ Y
» 42 days in a refrigerator
» 45 days in a freezer
No preservative added
» 28 days at CRT
» 42 days in a refrigerator
. - . 45 days at CRT 45 days at CRT 45 days at CRT
Terminally sterilized » 45 days in a freezer . . . . ) .
m I . 60 days in a refrigerator 60 days in a refrigerator 60 days in a refrigerator
R SR Iol | Preservative added 90 days in a freezer 90 days in a freezer 90 days in a freezer
» 42 days at CRT Y Y Y
» 42 days in a refrigerator
» 45 days in a freezer

2 None of these revisions are official USP-NF text.
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Category 3 CSPs

The currently official <797>, last revised in 2008, allows longer storage times if sterility testing is performed, and the BUD can
be assigned based on professional experience and careful interpretation and application of stability and sterility consideration.
Subsequent revisions to the chapter limited BUDs based on concerns expressed by various stakeholders related to sterility,
stability, environmental monitoring, and personnel monitoring. This revision prompted concerns from several stakeholder

that led to the appeals on the 2019 revision of the chapter. After further engagement with stakeholders and upon further
deliberation, the CMP EC revised the chapter and proposed a new Category 3 for CSPs which allow compounders to assign
longer BUDs than those established for Category 1 and Category 2 CSPs if additional requirements are met. However, the

CMP EC maintained that BUDs should not be open-ended as they are in the chapter published in 2008. Category 3 CSPs

have additional requirements that a compounding facility must follow at all times when assigning longer BUDs than the limits
proposed for Category 2 CSPs. Table 3 summarizes the recommendations for assigning longer BUDs than those in <797> in the
chapter revisions.

Table 3. Recommendations for assigning longer BUDs than those in the chapter in the revisions to USP <797> published in
2008, 2015, 2018, 2019, and 2021.

2021 Revision
Proposed in PF
(currently
available for
public comment
until March 17,
2022)

Category 3

2019 Revision
Published
in USP-NF

(subsequently
remanded)

2015 Revision
Proposed in PF

2018 Revision
Proposed in PF

2008 Published

Chapter

Assigning longer

BUDs could be
assigned up to the
duration indicated

by appropriate

formulations
and by personal
experience

BUDs could be

by stability data

BUDs could only

chapter

describes the

requirements a
compounding site
must ensure at all

The ability to assigned up to a be assigned
BUDs than those information . y g P N . times for assigning
) X assign longer BUDs | maximum of 90 up to the limits
established in the sources for the . . . . longer BUDs than
. was not described | days if supported described in the .
chapter? same or similar those established

for Category 2
CSPs,uptoa
maximum of 180
days

2 If there is a compounded preparation monograph for a particular CSP formulation, the BUD in the monograph can be assigned if the CSP is prepared according to
the monograph and all monograph requirements are met, including sterility testing.

The Need for Assigning Longer BUDs

The CMP EC considered the need for compounders to provide timely access to CSPs in various settings. In the United States,
section 503A of the Federal Food, Drug and Cosmetic Act (FD&C Act) describes the conditions under which compounded
drug products are exempt from certain provisions of the FD&C Act; including Current Good Manufacturing Practices (CGMP)
requirements, FDA approval before marketing, and labeling of drugs with adequate directions for use.®'® One of the conditions
is that the drug products must be compounded based on the receipt of valid patient-specific prescriptions.® In 2013, the Drug
Quality and Security Act added section 503B to the FD&C Act, which established compounding for outsourcing facilities that
are subject to CGMP and other requirements.”®
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The CMP EC recognized the need to provide additional flexibility for 503A compounders as 503B outsourcing facilities may
not be as willing or able to supply small quantities of patient-specific compounded drug products. Allowing the compounder
to assign longer BUDs, up to a limit, helps in ensuring timely patient access to CSPs. The need for longer BUDs must also be
weighed against potentially elevated risks to patients. Longer storage time increases risks for chemical degradation, physical
incompatibilities, compromising of the container closure system, and microbial proliferation. To mitigate these risks, the 2021
proposed revision introduces additional requirements with the intention of elevating sterility assurance to a level that supports
the assignment of longer BUDs. These additional conditions include maintaining a higher state of facility control through the
use of sterile garb, more frequent application of sporicidal disinfectants, and more frequent personnel and environmental
monitoring. Additionally, the chemical and physical stability, and compatibility of the preparation in the final container closure
system must be verified using specific study designs and methodologies.

In response to stakeholder questions and concerns, the CMP EC has developed a supplementary Stability Study Reference
Document as a resource for understanding and performing stability-indicating analytical methods, which may be found posted
here. This document also describes some scenarios for compounders to consider regarding when assigning longer BUDs may
be necessary. Additionally, detailed discussions of these scenarios are available on the compounding pages of the USP website.

Stability Testing

Ensuring the stability and integrity of a CSP that is assigned a longer BUD has been a major consideration for the CMP EC in
developing the new Category 3 CSP criteria. Due to the variability in existing data currently used to assign BUDs, the CMP EC
determined more guidance is needed for compounders assigning BUDs beyond the limits for Category 2. The 2021 proposed
revision requires that the compounder supports the longer BUDs allowed with Category 3 with a stability-indicating analytical
method. This helps ensure that the compounder is basing stability on the presence of active ingredient(s), separate from

its degradants and impurities through forced degradation. Compounders must also validate the method based on <1225>
Validation of Compendial Procedures. The stability study itself must include storing the preparation in temperature-controlled
environments, testing the preparation at predetermined time points, and then determining the stability. The study must be
conducted for the exact CSP active pharmaceutical ingredient (API) and formulation, and in the specific container closure
system used.

While potency tests are designed to determine how much of the active drug is in a sample, stability testing is used to
determine a beyond-use date for a CSP. Though stability-indicating methods can also determine potency, not all potency tests
can conversely determine stability. Potency tests are not proven to differentiate between the compound of interest and its
degradants or excipients, and thus do not meet <797>'s definition of stability: “The extent to which a product or preparation
retains physical and chemical properties and characteristics within specified limits throughout its expiration or BUD". The EC is
aware of published data that indicates a marked difference between potency tests and stability-indicating analytical methods.

A medication with a narrow therapeutic index may produce a magnified or greatly reduced effect if its concentration is
altered even slightly. Ultraviolet (UV) profiles of APls and degradants can sometimes be so similar that one cannot discern the
difference. Additionally, there are times when degradants may have a stronger UV signal, thus giving the false impression of
stability. For these reasons, the proposed revision to <797> specifies that stability be determined using a stability-indicating
method.

The aforementioned Stability Study Reference Document is also available as a resource in helping to understand and perform
stability-indicating analytical methods, and may be found posted here.

Additional Requirements for Category 3

In addition to verifying physicochemical stability of the formulation, there are other requirements that must be followed at

September 1, 2021


https://go.usp.org/Proposed_2021_Revisions_795_797
https://go.usp.org/USP_Compounding_Chapter_Updates
https://go.usp.org/Proposed_2021_Revisions_795_797

BUD Scientific Rationale for the 2021 Proposed Revisions to <797>

all times in order to compound Category 3 CSPs. The CMP EC reviewed multiple studies and consulted with microbiology
experts to develop these additional requirements to increase the level of sterility assurance through increased personnel and
environmental monitoring.

The overarching rationale behind these requirements is that preventative strategies are more effective than detection methods
at increasing levels of sterility assurance. Solely relying on environmental monitoring is insufficient as it is a measure of potential
breaches that may have occurred in operational controls. Other concerns about relying only on environmental monitoring
methods alone are that shedding from personnel and personal protective equipment (PPE) during normal operations may be
undetectable by current monitoring methods, and environmental monitoring sampling levels at the frequencies required in

the chapter do not provide sufficient data to detect statistically significant trends. With these considerations, aseptic process
controls and personnel competency is more effective in controlling contamination than relying primarily on environmental
monitoring, which is conducted periodically as opposed to continuously in CGMP settings."

An area of focus for additional requirements for Category 3 CSPs is personnel competency. The increased requirements for
personnel competency evaluation apply to all personnel who participate in or oversee the compounding of Category 3 CSPs.
Didactic training for personnel must be completed at least every 12 months and must be representative of the complexity of

the compounding activities being performed. This strategy is a cost-effective and high-impact method at minimizing the risk

of contamination. The personnel competency evaluations include the garbing competency evaluation (visual observation and
gloved fingertip and thumb sampling of both hands) and aseptic manipulation competency (media-fill testing, gloved fingertip

and thumb sampling, and surface sampling of the direct compounding area). In the currently official chapter published in 2008,
gloved fingertip sampling is a qualification measure for the individual compounder, not a real-time assessment of CSP batch
quality. Conducting gloved fingertip sampling with every CSP batch as generally done in a CGMP environment was determined

to be difficult for 503A compounders due to the need for additional personnel to complete the process. Instead, the CMP

EC recommends increasing the frequency of the garbing competency evaluation and the aseptic manipulation competency
evaluation to every 3 months for Category 3, compared to every 6 months required for Categories 1 and 2. When evaluating aseptic
manipulation competency, the goal is to demonstrate that compounders can perform routine aseptic processes using sterile media
without introducing contamination. The most critical attribute of a media-fill test is that it simulates the type and complexity of the
procedures and manipulations compounders perform to capture any element that could potentially affect the sterility assurance

of the preparation. Increasing the frequency of this aseptic manipulation competency evaluation to every 3 months for Category 3
compounding helps to ensure CSP sterility as the process is highly dependent on the competency of the compounder.

There are additional requirements for garbing for all personnel entering the classified areas where Category 3 CSPs are
compounded. Whereas nonsterile garb may be used when compounding Category 1 and 2 CSPs, sterile, low-lint garb must

be used at all times within the cleanroom suite for Category 3 CSPs. This is necessary to lower the overall bioburden in the
cleanroom and reduce the potential for contamination during the compounding process. Most microorganisms in cleanroom air
currents are the result of direct particle shedding from personnel. Properly donned and well-functioning garb acts as a barrier
against human shedding. The garb itself must be low-linting to avoid being a significant particulate-contributor.

In addition to the preventative requirements, there are also increased environmental monitoring requirements that apply to all
classified areas where Category 3 CSPs are compounded. Viable air sampling facilitates monitoring for trended variations in
results over time that may indicate a problem exists with primary or secondary engineering controls or personnel compliance.
Surface sampling is a cost-effective, high-impact detection method which, if performed during or shortly after compounding,
provides a record of the conditions at the time when compounding is taking place. Monitoring surface sampling trends can
provide information about the overall state of control.

An increased frequency of sporicidal disinfectant application is also required to compound Category 3 CSPs and applies to all
classified areas where Category 3 CSPs are compounded. This increased frequency of sporicidal disinfection is a risk-based
approach to destroy bacterial and fungal spores more frequently, thus reducing the potential for contamination in CSPs with
longer BUDs.
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Following Category 3 Requirements at All Times

Establishing and maintaining a state of control in the cleanroom suite is achieved by consistently performing personnel
competency assessments and environmental control activities over time. To maintain this higher state of control, these activities
must be performed at all times, and not just on days when Category 3 CSPs are compounded. While the complete eradication
of microbes is unattainable, the goal of the additional requirements for Category 3 CSPs is to further minimize the risk of
microbial growth in the cleanroom suite and subsequent risk of contamination of CSPs that will be assigned longer BUDs.

Limiting Category 3 BUDs to a Maximum of 180 Days

Table 4. BUD limits for Category 3 CSPs in the 2021 proposed revisions to <797>.

Preparation

Characteristics Storage Conditions

Controlled Room

Temperature (20°-25°) Refrigerator (2°-8°) Freezer (-25° to -10°)

Compounding Method

Aseptically processed,
sterility tested, and passing
all applicable tests for
Category 3 CSPs

60 days 90 days 120 days

Terminally sterilized, sterility
tested, and passing all
applicable tests for Category
3 CSPs

90 days 120 days 180 days

The proposed BUD limits for Category 1 and Category 2 CSPs are stratified based on risk elements including compounding
process (e.g., aseptic processing or terminal sterilization), the environment in which compounding occurs, and the starting
ingredients used for compounding (e.g., nonsterile or sterile). Category 3 establishes BUD limits that are up to double those
assigned for Category 2, thus maintaining the same risk stratification (see Table 4). The CMP EC determined that there should be
a limit to allowing longer assigned BUDs for CSPs, as opposed to allowing BUDs to be assigned up to as long as those based on
a stability study. The reasons for this are as follows.

The scope of compounding of CSPs as described in <797> is for patient-specific prescriptions that are not intended to be
stored for long periods of time, in contrast to drugs compounded by outsourcing facilities and manufactured drug products.
The International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH) stability study
guidelines and the FDA guidance document on stability studies highlight the differences between stability studies for CSPs and
studies for manufactured products.'? '@

Below are some examples of the differences between stability studies for manufactured products and CSPs. In addition to the
development and validation of a stability-indicating analytical method, manufacturers have ongoing stability study requirements
to demonstrate repeatability and an overall state of control and are responsible for the following:." 13

» Three initial production lots are tested for stability, with the product in its final packaging
» Studies are conducted under accelerated, intermediate, and long-term stability conditions
» Degradation products and impurities are identified and quantified

» Functional attributes, such as dissolution testing, are tested as part of the stability study
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» At least 1 production batch is studied for stability annually and every batch must pass release testing before being placed
into the marketplace

» A 5% change from initial results is considered significant and may halt a study or require more analysis
» Any process change necessitates a repeat of the stability study and process validations

In addition to manufactured drug product stability requirements, the CMP EC discussed the diversity of practice settings,
environments, processes, and analytical approaches. All of this, coupled with there being not many cases in practice where
patients require greater than a 6-month supply of a CSP, resulted in the CMP EC’s proposal to maintain a BUD limit of 180 days
for Category 3 CSPs.

Batch Size Limit

The maximum batch size for all CSPs requiring sterility testing is 250 final yield units. This batch size limitation applies to both
Category 2 CSPs and to Category 3 CSPs that undergo sterility testing in order to assign a longer BUD. Contamination risk
increases with larger batch sizes, particularly for manual processes. The process of sterility testing leads to destruction of the
CSP used in testing, as the container closure system has to be breached. For this reason, not all units within a batch can be
tested for sterility. Rather, samples from the batch need to be selected according to the sampling protocols described in <71>
Sterility Tests.

The limit of 250 final yield units is based on USP <71>'s Table 3, which provides the minimum number of items to be tested in
relation to the number of items in the batch. This table specifies that 10 containers are to be tested for quantities greater than 100
to up to 500 containers, leading the CMP EC to propose specifying 250 as the maximum batch size for CSPs requiring sterility
testing. Also, contamination within a batch may not be uniformly distributed across all units. Therefore, the probability of detecting
contamination during sterility testing decreases as batch size increases, and risk for unidentified contamination increases. The
intent is to reduce the risk of patient harm from undetected contamination of CSPs by introducing a batch size limit.

Multiple-Dose CSPs

Stakeholder engagement also included discussions on BUD assignment for multiple-dose CSPs specifically for nonpreserved
aqueous ophthalmic CSPs. The CMP EC proposes that a multiple-dose CSP must be prepared as a Category 2 or Category 3 to
reduce the potential for contamination. Aqueous multiple-dose CSPs that contain a preservative must also pass antimicrobial
effectiveness testing in accordance with <51> Antimicrobial Effectiveness Testing. Suitable preservatives are added to inhibit
the growth of microorganisms that may be introduced from repeatedly withdrawing individual doses. <51> testing procedures
demonstrate the effectiveness of these added antimicrobial preservatives. Testing the effectiveness of preservatives is
necessary, as variations in the formulation and container closure system can affect the preservative’s and the CSP’s solubility,
pH, and stability, potentially rendering the CSP active ingredients, or the preservative, ineffective.

The BUD limits for multiple-dose CSPs are assigned from the time compounding begins based on whether the CSP is prepared
as a Category 2 or a Category 3. Additionally, upon initially entering or puncturing the CSP, the CSP must be used within 28
days, as long as these 28 days are within the original BUD limit assigned and if supported by <51> testing. If <51> testing shows
that a shorter timeframe is required, then that shorter limit must then be assigned. The proposal to limit the use to within 28
days of puncture is from the limits established in <51>.

For some multiple-dose ophthalmic CSPs, including preservatives may not be appropriate due to irritation and potential

harm to the eye. However, these formulations are at high risk of microbial proliferation if contaminated during use. Because
these ophthalmic formulations do not include a preservative, the requirement to pass <51> testing does not apply as there is

no preservative present to test. The BUD limits for these multiple-dose ophthalmic CSPs which do not contain a preservative
system are still assigned based on their preparation as a Category 2 or a Category 3 CSP. However, an additional provision does
apply regarding the time within which the CSP must be used. Upon first opening these containers, they must be discarded
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within 24 hours if stored at room temperature, or within 72 hours if stored in a refrigerator. This requirement is consistent with
what is required for similar ophthalmic products manufactured under CGMP."

Conclusions

Through deliberation and proposed revisions, USP continues to focus on creating quality compounding standards based on
robust scientific evidence and the expertise of its committees. The CMP EC expresses its appreciation to stakeholders for
reviewing this rationale behind the proposed 2021 revisions to USP <797>. The CMP EC has significantly benefited from the
additional engagement with stakeholders throughout the revision process and hopes that the proposed 2021 revisions to USP
<797> provides additional clarity for compounders to help ensure the safety of patients.
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Appendix 1 - Letter from the Alliance for Pharmacy Compounding (APC).
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FAEERANUNG, VA L8 D Pharmacy
Compounding

WIS DC.0ng

May 6, 2021

Connie Sullivan

Chairman, USP Compounding Expert Committee <797> Subcommittee
U.S. Pharmacopeia

126 Twinbrook Parkway

Rockville, Maryland 20852

RE: USP <797> Beyond-Use Date Recommendations
Dear Chairman Sullivan:

On behalf of the Alliance for Pharmacy Compounding, and as chair of APC’s Beyond-Use Date Task Force, | wish to offer input
that we believe can assist your subcommittee’s work to determine proper beyond-use date standards for sterile compounded
preparations.

As you may know, the Alliance for Pharmacy Compounding (formerly the International Academy of Compounding Pharmacists)
is the voice for pharmacy compounding, representing thousands of pharmacists, technicians, students, researchers and
suppliers. Compounding exists for patients and animals who are not served by traditional pharmaceutical manufacturers. We
create custom medications that patients simply cannot get anywhere else. Every day, our members play a critical, often life-or-
death role in patients’ lives. Pharmacy compounders are a valued part of the health care team, creating essential treatments
unavailable elsewhere for a range of issues, including autism, oncology, dermatology, ophthalmology, pediatrics, women’s
health, and many others.

APC and its members have a great interest, of course, in the updated USP <797> chapter that was published in June of 2019.
Along with other stakeholders, we appealed the new <795> and <797> chapters developed by USP based on our grave concerns
about the restrictions on beyond-use dates in those chapters, and we understand that the current work of your subcommittee is
the result of the granting of our appeal in March of last year.

On behalf of APC’s Beyond-Use Date Task Force, | wish to share our recommendations regarding default BUDs for sterile
products in Chapter <797>.

As a baseline matter, APC firmly believes that default BUDs for sterile compounded preparations need to be based on scientific
evidence. We understand the need for default dates that apply to the greatest number of compounds in order to establish a
consistent regulatory enforcement regime. However, as highly trained scientists, pharmacists should be able to avail themselves
of many different resources to apply appropriate BUDs to compounded sterile products (CSPs). Preventing us from extending
BUDs with testing will result in greatly reduced access to CSPs by our patients, increased cost to those patients, and will induce
pharmacies to create smaller, more frequent batches of CSPs that are not tested for sterility at all.

The main source of confusion for us regarding the default BUDs published in the 2019 USP Chapter <797> is this: Were these
default BUDs based on the achievement and maintenance of sterility for CSPs (sterility assurance) or were they based on the
chemical and physical stability of CSPs (stability)? We assume both sterility assurance and stability were factors in establishing
these default BUDs for CSPs, and our recommendations below are based on that assumption. However, it remains unclear to
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us what specific sterility assurance practice standards published in the 2019 USP Chapter <797> were of greatest concern to
USP and contributed to the establishment of the short default BUDs. For example, currently there are 22 compounded sterile
preparation monographs that USP has published with BUDs of up to 180 days. But these monographs contain no additional
sterility assurance requirements beyond those specified in <797>. This leads us to believe that USP’s main concerns regarding
extended BUDs for CSPS are based more on a compounder’s ability to demonstrate chemical and physical stability of a CSP
over time, including container-closure integrity and antimicrobial effectiveness, and less on whether a compounder can achieve
sterility during the compounding process by following the standards already established in Chapter <797>.

We propose that USP create a Category 3 that would allow pharmacies compounding batches with extended BUDs (Category 3)
to perform stability indicating studies and/or have greater QA/QC requirements than pharmacies that use the default BUDs. In
the following pages, we provide suggestions as to what could be added to the requirements in USP <797> to allow pharmacies
to extend BUDs, including proposed cleaning requirements and greater frequency of environmental and personnel monitoring.
The increased requirements would be more rigorous than <797> procedures, but less rigorous than cGMP requirements.

Recommendations
Category Definitions

We recommend no changes to the proposed Categories 1 and 2, but we urge the creation of a new Category 3 that provides for
extending the BUD of a CSP to at least 180 days and up to one year, under the storage conditions studied. Beyond the proposed
<797> guidelines, this would require:

» Limited stability-indicating BUD studies be performed to establish true chemical/physical/ microbiological stability for a
specific compound

» A QA/QC program that meets at least minimum standards, as proposed below, to ensure higher quality aseptic processes
to warrant longer BUD dates

» That USP-compliant sterility and endotoxin testing be performed on each lot produced if extended BUDs beyond USP
<797> defaults are to be assigned.

Limited Stability-Indicating BUD Study Requirements

One of the challenges to pharmacies wishing to perform stability indicating studies is understanding exactly what is required.
We suggest that USP develop guidance along these lines, providing pharmacies with a clear definition of such studies. A
good start might be a USP chapter on stability studies for 503a pharmacies that is numbered above <1000> for informational
guidance, but not necessarily referenced in USP <797> as an enforceable chapter. This would provide best-practice industry
guidance while allowing the flexibility of testing needed for a very wide array of CSPs.

Some suggestions for the content of such a chapter include:

» A requirement that stability-indicating studies must develop a stability-indicating assay that attempts forced degradation
to differentiate between peaks related to the analyte versus peaks related to excipients, degradation products, impurities,
or other matrix components. Additionally, having USP clearly define how to attempt forced degradation would be very
helpful to industry and would improve the quality of these drug products for patients. Some information to clarify might
include, for example, relevant stress conditions used in forced degradation (such as heat, humidity, light, oxidation,
acid, and/or base). Additional clarification on processes to follow for formulations that are unable to undergo forced
degradation would also be beneficial.

» Appropriate laboratory tests to be performed at various time points after a stability-indicating assay is developed. For
example, at which time points in a BUD study should we minimally test potency, pH, sterility per USP <71>, endotoxin per
UPS <85>, container closure, particulate matter, and antimicrobial effectiveness per USP <51>?
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» Definitions and descriptions of appropriate bracketing, matrixing, and accelerated BUD studies. This would provide clarity
to 503A pharmacies and various regulators on best practices, and of course give critical guidance to pharmacies.

» If a USP monograph, or a published or unpublished stability study for a CSP exists, the compounding pharmacist should
be able to use the BUD established by that study if:

« the additional QA/QC procedures proposed below are followed.
« the formula is followed exactly.
« acontainer closure study is performed.

« sterility and endotoxin testing is performed on every batch.

Other Recommendation Notes

In order to extend BUDs, we recommend several additional QA/QC procedures in addition to those in the proposed chapter
<797> revision, most notably increased frequency of environmental monitoring. The ability to ensure the suitability of a sterile
compounding environment is arguably one of the most important factors in the ability to produce a sterile final product.

Cleaning/Personnel Competency/Process Verification

We recommend using only sterile disinfectants/sporicides and sterile IPA in the primary engineering control and other ISO 5
areas. We also recommend increasing the frequency of gloved fingertip sampling of compounding personnel to at least every
two weeks.

Environmental Monitoring

We also propose increasing surface sampling to at least every two weeks in all ISO 5 areas, and monthly in other controlled air
environments. We recommend increasing the frequency of viable air sampling to at least monthly. Identification of organisms
recovered would be required if growth exceeds action limits, as is proposed in the current proposed <797> revision. We propose
no changes to the nonviable air sampling regimen found in the current proposed <797> revision.

That concludes our recommendations.

We truly appreciate USP’s and your subcommittee’s openness to receiving input from all stakeholders regarding the updates to
the chapters, specifically related to the proposed default BUDs. Thank you for this opportunity to share our recommendations.

Sincerely,

Tenille Davis, PharmD
Chairman, APC Beyond-Use Date Task Force
Pharmacist-in-Charge, Civic Center Pharmacy, Scottsdale, Arizona

C: APC Board of Directors
APC Beyond-Use Date Task Force
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Appendix 2 - Letter from the Food and Drug Administration (FDA).

R

3/@ =YY U.S. FOOD & DRUG

ADMIMISTRATION

August 5, 2021

Ms. Jennifer Devine

Senior Vice President, Documentary Standards and Compendial Policy
The United States Pharmacopeial Convention, Inc.

12601 Twinbrook Parkway

Rockville, MD 20852

Dear Ms. Devine:

We are writing to express the Agency’s concerns regarding assignment of beyond-use-dates (BUDs) to compounded nonsterile
drug products (CNSPs) and compounded sterile drug products (CSPs) in USP General Chapters <795> and <797>.'2 We
understand that the remanded USP General Chapters <795> and <797> are being considered for possible revision because the
appeals decision directed USP to evaluate whether and under what conditions compounders could be allowed to extend BUDs
for compounded drug products.

In a 2018 letter to USP,® the Agency identified concerns regarding extension of BUDs in USP General Chapters <795> and <797>.
The concerns that we expressed at that time remain unchanged.

When developing BUDs for CNSPs and CSPs, consideration must be given to both the stability and microbiological quality of the
products. There are many factors that can affect the stability and microbiological quality of a drug product. A seemingly simple
change in a compounding process or a component change can adversely affect the compounded drug product. Consequently,
FDA is concerned that the risk of flawed stability studies and inadequate sterility assurance practices in compounding facilities
can pose significant public health concerns and outweigh any potential public benefit obtained by extending the BUDs under
Chapters <795> and <797>.

Extending BUDs for drugs compounded by pharmacies, federal facilities, and physicians without following current good
manufacturing practice (CGMP) requirements, including stability studies, may result in compounded drug products that are
unsafe, ineffective, or of poor quality. Stability studies conducted pursuant to CGMP requirements demonstrate whether a drug
remains physically and chemically stable through its shelf life.

In addition, FDA would like to encourage USP in its efforts when revising Chapters <795> and <797> to consider the merits of the
appeals by evaluating whether a need to extend BUDs exists from a patient need perspective.

Stability Studies

As noted above, stability studies demonstrate whether a drug remains physically and chemically stable through its shelf life.
Most state-licensed pharmacies, federal facilities, physicians, and veterinarians do not have experience designing stability
studies or determining what constitutes a high-quality stability study if contracting with an outside lab for these studies.

' We have limited our comments to the BUD topic that was associated with the appeals decision. However, after General Chapters <795> and <797> have been
published in Pharmacopeial Forum (PF), FDA may have additional comments related to these chapters.

2 We understand that per USP <795> and <797>, USP uses the term compounded drug preparation instead of compounded drug products.
3 See FDA letter dated April 16, 2018 to Ms. Shawn Becker.
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Stability studies need to ensure that the analytical methods used have been demonstrated to be stability indicating. However,
there are no standards for defining, evaluating, or validating acceptable drug stability studies in USP General Chapters <795>
and <797>. Without adequate standards for robust stability studies, compounders will have difficulty designing a meaningful
stability study to ensure drug product quality during the BUD period. In addition, state regulators may have difficulty
determining if the studies are suitable and therefore struggle in supporting an enforcement action or providing meaningful
feedback to the compounding facility to minimize public health risk.

The purpose of stability testing is to provide evidence on how the quality of a drug product varies with time under the influence
of a variety of environmental factors, such as temperature, humidity, and light, and to establish a shelf life for the drug product
and recommended storage conditions. An adequate stability program mitigates risks to the drug product such as degradation
of assay, loss of sterility, formation of precipitates, presence of leachable and extractables, among others.

Importantly, a stability study conducted by one entity may provide minimal insight on whether the drug product will remain
stable when produced by a different entity. For example, the materials (e.g., purity of the bulk drug substances, container),
environment, staff training, and processes at one pharmacy may differ from those of the entity that performed the study.

FDA is concerned that compounders would consult the proposed chapter to extend BUDs based on flawed stability studies
which could have significant public health implications.

Furthermore, stability studies do not model the risk of microbial contamination during production. A CSP that demonstrates
physical and chemical stability at a longer date is not any less prone to microbial contamination. To conduct meaningful
studies that demonstrate a drug product is stable and sterile through its BUD, a facility must conduct several tests that, in FDA’s
experience, state-licensed pharmacies, federal facilities, physicians, and veterinarians typically are not equipped or trained to
perform.

Microbiological Quality

Merely passing a sterility test does not indicate that a CSP batch is, in fact, sterile.* Microbiological quality can only be assured
through both proper microbiological controls of the drug production (e.g., cleaning/disinfecting, personnel qualification,

and media fill frequencies) and microbiological testing procedures (e.g., sterility and bacterial endotoxins). Adequate sterility
assurance for a CSP is a result of all activities that take place in a facility, including environmental and personnel monitoring. We
note under USP <797> compounders are not required to validate sterilization processes, wear all sterile garb, or conduct daily
monitoring of environmental conditions during production.

CNSPs require assurance that microbiological contamination is minimal to provide a safe product to consumers. Water activity and
moisture content are important aspects to consider when reviewing product stability and minimizing microbial growth potentials.
Additional environment factors need to be assessed during BUD dating, including temperature, light, humidity, and air.

Need for Extended BUDs; Role of Outsourcing Facilities

Finally, FDA encourages USP to examine whether a need to extend BUDs exists from a patient need perspective. Concerning
this point, it is unclear to FDA why a patient-specific prescription would require BUDs that are longer than the default BUDs
proposed in remanded Chapters <795> and <797>. For example, Chapter <797> proposed a default BUD of 45 days for aseptically
processed CSPs that have passed sterility testing and are stored in the refrigerator. Terminally sterilized CSPs that have passed
sterility testing would be assigned a default BUD of 60 days if stored in the refrigerator, or 90 days if frozen. Based on FDA's
experience, the proposed default BUDs in the remanded Chapters would meet the needs for most patient-specific compounded
drug products. If a compounder wants to produce drug products with extended BUDs, FDA encourages them to consider
registering as an outsourcing facility under section 503B of FD&C Act.

4 From USP <71> Sterility Tests - “These Pharmacopeial procedures are not by themselves designed to ensure that a batch of product is sterile or has been sterilized.
This is accomplished primarily by validation of the sterilization process or of the aseptic processing procedures.”
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Congress passed the Drug Quality and Security Act (DQSA) in response to the 2012 fungal meningitis outbreak, as well as
numerous other serious adverse events, including deaths, linked to poor quality compounded drugs. The DQSA clarified FDA's
authority to regulate human compounding by state- licensed pharmacies, federal facilities, and licensed physicians under
section 503A of the Federal Food, Drug, and Cosmetic Act (FD&C Act) and added a new section 503B to the FD&C Act, creating
the category of compounders called outsourcing facilities.

Section 503A of the FD&C Act describes the conditions under which compounded human drug products are exempt from the
FD&C Act sections on FDA approval prior to marketing, CGMP requirements, and labeling with adequate directions for use. One
of these conditions is that the drugs must be compounded based on the receipt of valid patient-specific prescriptions.

Compounded drugs are not FDA approved, which means they have not undergone FDA premarket review for safety,
effectiveness, and quality. In addition, FDA does not interact with the vast majority of licensed pharmacists and licensed
physicians who compound drug products and seek to qualify for the exemptions under section 503A of the FD&C Act for

the drug products they compound because these compounders are not licensed by FDA and generally do not register their
compounding facilities with FDA. Therefore, FDA is often not aware of potential problems with their compounded drug products
or compounding practices unless it receives a complaint such as a report of a serious adverse event or visible contamination.
Such pharmacies are primarily subject to state oversight. FDA does not maintain a list of these pharmacies, and they are not
subject to routine FDA inspection.

Unlike compounders operating under section 503A, outsourcing facilities under section 503B are subject to CGMP
requirements, and they may distribute compounded drugs either pursuant to a patient-specific prescription or in response to
an order from a health care provider, such as a hospital, that is not for an identified individual patient (e.g., for office stock).
Outsourcing facilities must also register with FDA, are inspected by FDA according to a risk-based schedule, and must meet
certain other conditions, such as reporting adverse events and providing FDA with certain information about the products they
compound. This helps to mitigate the risk that their drug products will be contaminated or otherwise made under substandard
conditions.

The revised draft guidance for industry entitled, “Current Good Manufacturing Practice—Guidance for Human Drug
Compounding Outsourcing Facilities Under Section 503B of the FD&C Act” (“CGMP guidance”),5 describes, among other
things, FDA's proposed policies regarding the conditions under which outsourcing facilities should conduct batch-release tests,
including strength and antimicrobial content for sterile and non-sterile drug products, as well as for endotoxin, sterility, and
visible and subvisible particulates, as applicable for drug products intended to be sterile. In addition, the draft CGMP guidance
states that outsourcing facilities are expected, with limited exceptions, to conduct stability testing to ensure a drug product will
retain its quality and remain sterile, if applicable, through the labeled expiration date.

The CGMP guidance includes a proposed enforcement discretion policy that provides a default BUD for products with a small
aggregate batch size under the risk-based conditions described in the CGMP guidance. The proposed enforcement discretion
policy would also apply to BUDs that are extended beyond the default BUD, as well as to the production of larger aggregate
batch sizes, if limited stability studies as described under the conditions in the guidance are completed.

Pharmacies, federal facilities, and physicians that extend BUDs while not following CGMP requirements may produce
compounded drug products that are unsafe, ineffective, or poor quality, which could result in the unintended consequence of
undermining Congress’ establishment of the outsourcing facility industry under section 503B of the FD&C Act. Furthermore,
most state boards of pharmacy have limited resources and may not be able to appropriately evaluate or enforce standards
pertaining to extension of BUDs, e.g., ones regarding stability studies.
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Conclusion

FDA's concerns with compounders extending BUDs while not following CGMP requirements are based on our experience
responding to infectious disease outbreaks associated with compounded drugs, as well as significant product quality issues that
have the potential to cause patient harm. Pharmacies, federal facilities, and physicians that compound drug products look to
USP standards to understand the practices and conditions that must be met to produce high quality drug products. Many states
similarly look to USP standards to support regulatory inspections and enforcement. Extending BUDs for compounded drugs in
the absence of CGMP requirements would unnecessarily lead to increased risks to patients compared to drugs compounded by
outsourcing facilities in accordance with CGMP requirements.

FDA appreciates your attention to this important matter and looks forward to continuing to work with USP by providing scientific
input on the development of standards pertaining to drug compounding.

Sincerely yours,

Gall Bormel

Director, Office of Compounding Quality and Compliance
Office of Compliance

Center for Drug Evaluation and Research

Food and Drug Administration

Cc: Mr. Mario Sindaco
Executive Secretariat
The United States Pharmacopeial Convention, Inc.
12601 Twinbrook Parkway
Rockville, MD 20852

5 See https://www.fda.gov/regulatory-information/search-fda-guidance-documents/current-good-manufacturing-practice- guidance-human-drug-compounding-
outsourcing-facilities-under.
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Texas 1108 Lavaca Street, Suite 700, Austin, Texas 78701
Hospital  512/465-1000
Association  wwwithaorg

January 25, 2025
Via fax at {512} 305.8061
PUBLIC COMMENT LETTER

Mr. Daniel Carroll, Executive Director
Texas State Board of Pharmacy

333 Guadalupe St. #3

Austin, TX 78701

Re: Proposed Rules - 25 TAC §291.133 Pharmacies Compounding Sterile Preparations
Dear Mr. Carroll,

On behalf of our more than 460 member hospitals, including rural, urban, children’s, teaching, and
specialty hospitals, the Texas Hospital Association (THA) appreciates the opportunity to provide
comments on the proposed rule changes to 22 TAC §291.133 regarding Pharmacies Compounding
Sterile Preparations. These proposed updates introduce revised requirements for sterile compounding,
aligning Texas regulations with the United States Pharmacopeia (USP) standards.

Under Texas law, Freestanding Emergency Medical Centers (FEMCs) fall into two licensing categories
issued by the Texas Health and Hurnan Services Commission (HHSC). Chapter 254 of the Texas Health
and Safety Code (HSC) governs independently owned FEMCs, while FEMCs owned and operated by
acute care hospitals are licensed under the hospital's Chapter 241 HSC licensure. Despite these
distinctions, most pharmacies located within FEMCs, regardless of licensing category, operate as Class-
F pharmacies licensed by the Texas State Board of Pharmacy. However, the proposed rule changes do
not address Class-F pharmacies.

Many Class-F pharmacies do not compound sterile medications on-site, instead relying on sterile
compounded products from other licensed facilities, such as Class-C pharmacies. While the proposed
amendments appropriately emphasize safety and compliance with updated compounding standards,
they omit critical guidance regarding the transfer of sterile compounded medications from an acute care
hospital's Class-C pharmacy to its associated FEMC’s Class-F pharmacy. This oversight is significant, as
the rules govern how compounded drugs may be "distributed” or transferred between facilities.
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From: Nicole Lusardi Fax: +15124651000 To: Fax: +15123058061 Page: 3 of 3 01i26/2025 4:56 PM

Mr. Carroll
January 25, 2025
Page 2 of 2

To support patient care and ensure regulatory clarity, we respectfully urge the Board to revise the
proposed rules to address the absence of guidance for Class-F pharmacies. Specifically, we request the
inclusion of clear standards and provisions for the transfer of sterile compounded medications from
Class-C pharmacies to Class-F pharmacies under common ownership.

Thank you for your consideration of these comments. We look forward to collaborating with you to
address these important issues. Should you have any questions, please do not hesitate to contact me at
rlusardi@tha.org or (713) 458.0864.

Respectfully submitted,
Nicole Lusardi

Associate General Counsel
Texas Hospital Association
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100 Daingerfield Road, Suite 100 Alliance for
Alexandria, VA 22314 Pharmacy
Compounding

www.a4pc.org
Compounding the Joy of Living"

January 23, 2025

Eamon D. Briggs

Deputy General Counsel

Texas State Board of Pharmacy
1801 Congress Avenue

Suite 13.100

Austin, TX 78701
eamon.briggs@pharmacy.texas.gov

Dear Mr. Briggs,

On behalf of the Alliance for Pharmacy Compounding, we appreciate the opportunity to
comment on the proposed sterile compounding rule changes outlined in Texas Pharmacy Rule
§291.133.

We commend the Texas State Board of Pharmacy for its commitment to high standards for
patient safety and quality in sterile compounding. The Board’s efforts to align many of these
rules with the latest U.S. Pharmacopeia (USP) standards while considering the practical
implications of those changes on compounding pharmacies and patients is appreciated.

Comments on Proposed Definitions

e Anteroom: The definition states that “The anteroom is the transition room between the
unclassified area of the pharmacy and the buffer room.” However, that definition may
inadvertently include classified gowning rooms that some pharmacies use as transition
spaces. Facilities may have more than two rooms, with one designated as the anteroom
and another as the buffer room. In a facility with a three-room setup, the second room
may serve as the anteroom without directly transitioning between the unclassified area
of the pharmacy and the buffer room. Instead, it may act as an intermediary space, such
as a classified gowning room. We recommend refining the definition to account for
classified gowning rooms serving this purpose.

e Aseptic Processing: For clarity and consistency, the definition should align with USP’s
phrasing: “A method by which separate, sterile components (e.g., drugs, containers, or
closures) are brought together under conditions that maintain their sterility. The
components can either be purchased as sterile or, when starting with nonsterile
components, can be separately sterilized prior to combining (e.g., by membrane filtration



or by autoclave).” The current proposed definition references the sterilization of both
the packaging and the preparation. However, in aseptic processing, the compounder
may not be responsible for the sterilization of any component. While the wording in the
proposed Texas definition may aim to address the sterilization of container-closure
systems and drug products by manufacturers, it leaves room for misinterpretation.

e Biological Safety Cabinet: The proposed definition should match USP’s: “A ventilated
cabinet with an open front and inward and downward unidirectional HEPA-filtered
airflow and HEPA-filtered exhaust. A BSC used to prepare a CSP must be capable of
providing an ISO Class 5 or better environment for preparation of the CSPs.”

e Clean Room: We question the need for definitions of both a buffer room and a clean
room. It appears that a “clean room” as described is similar to what USP defines as a
classified area: an area that maintains an air quality classification based on the ISO
standards required in this chapter (see also the definition for ISO class.) We recommend
removing “clean room” from the definition section, as this term is commonly used as a
synonym for “buffer room.” We also recommend utilizing the term “classified area,” to
align with USP’s definition.

e Compounding Aseptic Containment Isolator: This definition includes microbial retentive
filtration but omits particulate filtration. The USP defines HEPA filtration as being, using,
or containing a filter designed to remove 99.97% of airborne particles measuring 0.3-
micron or greater in diameter passing through it.

e Critical Sites: Adding “and” to the phrase “microbial and particulate contamination”
would enhance clarity and accuracy.

e Multiple-Dose Container: The definition should explicitly include sterile ophthalmic eye
dropper containers. Additionally, the text should be amended to indicate that the
beyond-use date may not exceed the original expiration date of a commercially available
product.

Media-Fill and Gloved Fingertip Testing

We are concerned about the removal of the requirement for media-fill testing under the most
challenging or stressful conditions for Category 3 compounding, while retaining this
requirement for Category 1 and 2 compounding. Media-fill testing is a cornerstone of ensuring
quality and sterility in compounding, and its omission for Category 3 compounds may
compromise patient safety.

We support the proposed rule requiring gloved fingertip testing and gowning observations
every 12 months for supervisory personnel who do not actively compound. This distinction
acknowledges their roles and appropriately tailors the requirements.

Beyond-Use Dates and Batch Sizes

The allowance of up to a 180-day beyond-use-date for nonaqueous Category 3 sterile
compounds demonstrates a forward-thinking perspective that recognizes stability science and



practical patient care needs. This 180-day BUD would be allowed based on documented
“current literature supporting stability and sterility.” However, sterility can only be supported by
the testing of each particular batch and formulation specific container closure integrity testing.

The proposed increase in batch size to 750 units is an improvement over the 250 maximum
batch size in USP <797>, and we appreciate the Board’s recognition of the need for scalability in
sterile compounding. However, we continue to encourage the Board and other regulators to
allow pharmacies to determine batch sizes and assign beyond-use dates based on data, rather
than imposing an arbitrary limit. This would align with scientific principles, potential for
advancing technology, and ensure flexibility for pharmacies to meet diverse patient needs.

Additional Comments on Sterile Compounding Practices

e Sterility testing: The proposed flat 5 percent batch testing requirement deviates from
USP <71> and <797>, which use batch-size-specific testing. We recommend adopting
USP’s approach for batches up to 250 units and applying the 5 percent rule only for
larger batches.

e Component Sourcing: We support the flexibility to source components from non-FDA-
registered facilities provided a Certificate of Analysis is available and the pharmacist
deems the ingredient appropriate.

e Filter Integrity Testing: This requirement for Category 2 and 3 compounding is an
important safeguard and we are pleased to see its inclusion.

e Hazardous Drug Compounding: The provisions for protecting employee safety without
fully adopting USP <800> strike a reasonable balance between safety and feasibility.

e Copies of FDA-Approved Drug Products: We support the provision in the proposed rules
that would allow pharmacists to compound copies of commercially available drug
products that are not reasonably available, even if those products are not on the FDA’s
drug shortage list. This flexibility is important for addressing patient needs in real-time.

e Component Selection: Some active pharmaceutical ingredients (APIs), such as ketotifen
EP, do not have USP/NF, CP, AR, ACS, or FCC grades. Current regulations must account for
APIs that are allowed under federal law and FDA guidance. Without this flexibility, Texas
licensed pharmacies will not be able to compound all medications that should be
available to patients. We recommend aligning with section 503A of the Food, Drug, and
Cosmetic Act with regard to component selection.

Some other comments

e The proposed rules reference a buffer room that is not physically separated from the
anteroom, relying on the principle of displacement airflow as defined in the previous
version of USP <797>. However, the current version of USP <797> no longer includes this
concept. We recommend removing this outdated reference. The clean room required for
compounding Category 1 and Category 2 preparations indicates there must be some
demarcation designation that delineates the anteroom from the buffer room. This could



be read that a line of demarcation would be sufficient to comply, but we would expect a
full physical separation (wall with a door) would be required.

e We recommend requiring sterile one-step disinfectants and sporicidal cleaners, as they
are required for use in an ISO 5 environment by USP and FDA.

e In the section on handwashing, it appears that the personnel going into the buffer room
is doing so before donning gloves, which should be performed while still in the
anteroom.

e Filter integrity testing should be performed on each filter if multiple filters are required
to be used for sterilization. This is not discussed in the proposed regulations.

In conclusion, we thank the Board for its thoughtful approach to these complex issues and for
the opportunity to provide input. We urge the Board to align its regulations with national
standards, ensure flexibility in compounding practices, and balance safety with practical
implementation. APC stands ready to assist the Board in further refining these rules to ensure
patient access to high-quality compounded medications.

Sincerely,

/DU ——
Tenille Davis, PharmD, RPh, BCSCP, FAPC
Chief Advocacy Officer

Alliance for Pharmacy Compounding
tenille@adpc.org

The Alliance for Pharmacy Compounding is the voice for pharmacy compounding, representing
more than 600 compounding small businesses — including compounding pharmacists and
technicians in both 503A and 503B settings — as well as prescribers, educators, researchers, and
suppliers.
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John Daniel, PharmD, MHA, BPh, BCNP, BCSCP
Compounding Designated Person

CHRISTUS Mother Frances Hospital
800 East Dawson Street
Tyler, TX 75701

lanuary 30, 2025

Eamon D. Briggs
Deputy General Counsel, Texas State Board of Pharmacy

1801 Congress Avenus, Suite 13.100
Austin, Texas 78701

Dear Mr, Brigga:

l.am.writing to you regarding the proposed updates to TAC 291,133 Pharmacles Compounding
Sterile Preparations. | apologize that this correspondance comes after the January 25, 2025,
deadline for submission, but | believa thera are importent changes to the proposal that nead to be
addressed, and it is my hopa that my late submission will ba considerad,

{b)(22)--Consider remaovingthe definition of deslgnatad parson. Inclusion here may lead to
confusion because it is not referanced elsewhere.

{c)(4)(E)--The proposal contains the phrase, “sseptic tachnique for parsonnel who do ot
compound nor have direct oversight of compounding personnel such as personnel who
restock or clean and disinfect the sterile compounding area.” Although this subset of
personnel maey require evaluation of hand hygiene, garbing, and gloving, aseptic
manipulatlon and therefore testing s outside the scope of their practice and thelt Inclusion
here should be removed.

(eXA)(L.)(iii}--The proposal requires the use of “sterile sampling media devices,” Consider
changing to “sterile or aseptically prapared media devicea."

(d)}(1)(B)--The meximurn batch size for all preparations requiring sterility testingis limitad to
750 final yleld unlts in the proposal, Consider decreasing the maximum batch size to 250
units consistent with USP <797>, The LISP said the following regarding betch size,
*contaminationwithin a batch may not ba uriformly distributed across all units. Tharafore,
the probabllity of detecting contamination during sterllity testing decreases as batch size
increases, and risk for unldentiflad contaminationincreases. The intant s to raducethe risk
of patlent harm from undstected contamination of C8Ps by introducing a batch size limit,”
(EMBMC)x)--The proposal states, "Objects that shed particles shall not he brought into tha
cleanroom.” Consider changing the wording here considering that all objects shed
particles, and the requlrement s therafore impossible.

(d)(B){C)(xif){(l1)--The description of a buffer room and anteroom is not consistent with the
definitions of those rooms in (b){(4) and (b)(11), nor is it consistent with the The principle of

1/2
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displacementairflow is an ebandoned practlce and is not described In the currant revision
of USP <797>, so the reference is cutdatad. The buffer room and anteroom requiremants
should be brought into alignment with tha current revision of USP <797> inthe Intarest of
patient safety.

o {d)(B)(H){(iii)--The proposal states, “In a Class B pharmacy, objects used in preparing sterile
radiopharmaceuticals (e.g,, dose calibrator)which cannotbe reasonably removed from the
compounding area shall be sterilized with an application of a residue-free disinfection
agent.” Consider changing the word sterilized to dlsinfectad,

*  (d)©O)A)iv}-The phrase, “. A butfer room [araa] that s not physically separated from the
anteroom [ante-ares ] shall employ the principle of displacement airflow as defined in
Chapter 797, Pharmacsutical Compounding--Sterile Preparations, of tha USP/NF, with
limlted access to parsannal,” is inconsistent with the definitions of anteroom and buffer
room in (b)(4) and (b){11), furthermore the reference to USP 797> 1a inaccurate, therefore
the phrase should be removed,

o (d)(@)(@))--The proposal states, “Tha area for preparation of sterile chemotherapeutic
preparations shall.” CGonsider changing “chemotherapsutic” to “hazardous drugs.”

o (d)(9}EB)(I)()--The pressure requirement here isincompatible withthe pressure requirement
InUSP <800> and must be changed. USP <B00= requires a pressure of -0.01 ta-0,03
inches water column, with 0,03 being the minimum and -0.01 belng the maximum.

*  (d){E)ND)N--The requiramant here to provide “st least 0.01 Inches water column negative
pressure” may be unclear. Suggestchanging tothe range indicated in USP <8005 of -0.01”
to-0.03".

+  {d)(18)(C)(iil)--Suggest removing the requirement for an airflow velocity metar, since the
airflow displacement deslgn should not be used for reasons mentioned previously. if the
decisionis made to keep the alrflow velocity meter, the minimum airflow velocity must be
defined at laast 40 fpm.

[t is my hope that the board will remand this proposed revision back to committes for further
revision and review.

Thank you far your time and considaration.

Kind regards,
QLLx D

John Daniel
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June 12, 2025

Eamon D. Briggs, J.D.

Deputy General Counsel

Texas State Board of Pharmacy

George H. W. Bush State Office Building
1801 Congress Avenue

Suite 13.100

Austin, TX 78701

Dear Mr. Briggs:

Empower Pharmacy respectfully requests that §291.133 be amended to allow batch size to be
determined by validated sterility-testing plans rather than a fixed numerical limit.

Though the proposed increase in batch size to 750 units is an improvement over the 250 maximum
batch size in USP <797>, and we appreciate the Board’s recognition of the need for scalability in
sterile compounding, we continue to encourage the Board and other regulators to allow pharmacies
to determine batch sizes based on data, rather than imposing an arbitrary limit. This would align
with scientific principles, availability of advanced automated technology, and ensure flexibility for
pharmacies to meet diverse patient needs. Restricting batch sizes will include higher costs which
will negatively affect medication adherence, health outcomes, and access for patients, among other
concerns.

Based on the explanation provided in the BUD Scientific Rationale for the 2021 Proposed
Revisions to <797>, USP originally created a batch size limit primarily based on the number of
containers required for sterility testing per USP <71>. The requirements of USP <71> are that 10
units from a CSP batch be tested for sterility for batch sizes ranging from 100 units to 500 units.
However, there is no data or evidence as to why limiting the batch size, rather than increasing the
number of required samples, is the only allowable way to increase the probability of detecting
contamination within a CSP batch. USP <71> itself gives a minimum number of units to be tested
for batch sizes greater than 500 units (2% or 20 units).

A secondary rationale given by USP in the BUD Scientific Rationale for the 2021 Proposed
Revisions to <797> for limiting batch sizes to a maximum of 250 units is the belief that
“contamination risk increases with larger batch sizes, particularly for manual processes.” In the
<797> FAQs, the USP states that “Sterile compounding within 503 A facilities is a largely manual
process,” and that “smaller batches reduce the potential for operator fatigue.”

However, the practical impact of this batch-size limitation is that it will cause people, the most
common source of contamination in any ISO classified area, to spend more time in ISO
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classified areas to produce the same number of units. By limiting batch
sizes, the board will be forcing compounders to increase the frequency with which they will make
entries and exits to and from ISO classified aseptic processing rooms in order to meet current
patient needs. This is in direct conflict with practices outlined in FDA’s Guidance for Industry:
Sterile Drug Products Produced by Aseptic Processing —Current Good Manufacturing Practice
which states:

“Both personnel and material flow should be optimized to prevent unnecessary activities that
could increase the potential for introducing contaminants to exposed product, container-closures,
or the surrounding environment... The number of personnel in an aseptic processing room should
be minimized. The flow of personnel should be designed to limit the frequency with which entries
and exits are made to and from an aseptic processing room and, most significant, its critical area.
Regarding the latter, the number of transfers into the critical area of a traditional cleanroom, or
an isolator, should be minimized. To prevent changes in air currents that introduce lower quality
air, movement adjacent to the critical area should be appropriately restricted.”

Furthermore, many larger pharmacies now utilize semi-automated or fully automated filling
equipment, which significantly reduces the human element in aseptic processing. By minimizing
manual intervention, automated systems lower the potential for microbial contamination and
eliminate concerns related to operator fatigue.

Given these advancements, it is essential that automation technology be recognized and accounted
for in the regulatory amendments. If semi-automated or automated equipment is used, batch size
should be limited to the quantity that can be successfully validated through a media fill
qualification.

Suggested Alternative Rule Language for §291.133(c)(3):

“Batch size shall be limited to the quantity that can be appropriately validated for sterility
assurance using media fill simulation studies and sterility testing conducted in accordance with
USP <71> or an equivalent compendial method as approved by the Board.”

Thank you for your time and thoughtful consideration.

Sincerely,

Jordan Cuccia, PharmD, RPh
Pharmacist-in-Charge

Empower Pharmacy

7601 N Sam Houston Pkwy W, Ste 100
Houston, TX 77064
jeuccia@empowerpharmacy.com
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January 24, 2025

Eamon D. Briggs

Deputy General Counsel

Texas State Board of Pharmacy

George H. W. Bush State Office Building
1801 Congress Avenue

Suite 13.100

Austin, TX 78701

Dear Mr. Briggs,

I am submitting this comment for consideration regarding the proposed amendments to §291.133
Pharmacies Compounding Sterile Preparations, with a particular focus on the proposed limits for
maximum batch sizes.

In the <797> FAQs, the United States Pharmacopeia addresses the rationale behind having a maximum
batch size, stating: “Sterile compounding within 503 A facilities is a largely manual process,” and that “the
risk of contaminating a CSP is likely to increase as the batch size increases, especially for a manual
process.” Additionally, it highlights that “smaller batches reduce the potential for operator fatigue.”

The 750-unit limitation on batch size is understandable when considering manual filling operations and

the associated risk of operator fatigue. However, many larger pharmacies now utilize semi-automated or
fully automated filling equipment, which significantly reduces the human element in aseptic processing.
By minimizing manual intervention, automated systems lower the potential for microbial contamination
and eliminate concerns related to operator fatigue.

Given these advancements, it is essential that automation technology be recognized and accounted for in
the regulatory amendments. I would suggest considering a provision stating that if semi-automated or
automated equipment is used, batch size should be limited to the quantity that can be successfully
validated through a media fill qualification.

Thank you for your time and thoughtful consideration.

Sincerely,

Jordan Cuccia, PharmD, RPh
Pharmacist-in-Charge

Empower Pharmacy

7601 N Sam Houston Pkwy W, Ste 100
Houston, TX 77064
jeuccia@empowerpharmacy.com



GOVERNOR GREG ABBOTT

To: Julie Spier, Chair
Daniel Carroll, Executive Director
Megan Holloway, General Counsel
Texas State Board of Pharmacy

From: Caleb Gunnels, Assistant General Counsel
Office of the Governor

Date: May 2, 2025

Subject: Proposed Title 22 Texas Administrative Code Section 291.133 (RCD Rule Review
#2025-002)

I. Syllabus

The Texas State Board of Pharmacy (“board”) proposed amended 22 TAC §291.133, to update
the personnel, environment, compounding process, cleaning and disinfecting, beyond-use dating,
cleansing and garbing, environmental testing, sterility testing, recall procedure, and
recordkeeping requirements for pharmacies compounding sterile preparations, and submitted the
rule to the Regulatory Compliance Division (“division”) for review, as published in the
December 27, 2024, issue of the Texas Register.! Proposed amended §291.133 is primarily
intended to ensure the safety and efficacy of compounded sterile preparations, that sterile
compounding is conducted in a safe and sanitary environment, improve the health, safety, and
welfare of patients, and provide clearer regulatory language informed by and in line with
recently updated guidance in the United States Pharmacopeia-National Formulary.? The board
submitted the proposed rule to the division for review on February 4, 2025.3 The division invited
public comments on the proposed rule for a 30-day period ending on March 12, 2025, and the
division received no comments.

Based on the following analysis, the division has determined that the proposed rule is consistent
with state policy, and thus, proposed amended 22 TAC 8291.133 is approved by the division and
may be finally adopted and implemented.

149 Tex. Reg. 10463 (2024) (to be codified at 22 TAC §291.133) (proposed Dec. 27, 2024) (Tex. State Bd.
Pharmacy); Rule Submission Memorandum from the Texas State Board of Pharmacy (Feb. 4, 2025), at 1 (on file
with the Regulatory Compliance Division of the Office of the Governor).

2 Rule Submission Memorandum from the Texas State Board of Pharmacy (Feb. 4, 2025), at 1.

3 1d.
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Il. Analysis

In 2022, the United States Pharmacopeia-National Formulary was updated to revise General
Chapter 797 regarding Pharmaceutical Compounding and Sterile Preparations, and those
revisions became effective on November 1, 2023.# During that time, the board voted to create a
Compounding Rules Advisory Group Sterile Subcommittee (“subcommittee”) to review the
proposed revisions to Chapter 797 and any effects on current board rules.® The subcommittee
met on five separate occasions in 2023, and subsequently proposed its recommendations to the
board in two public meetings held in 2024.% On August 6, 2024, the board convened and heard
oral comments from the subcommittee and voted to propose amendments to 22 TAC §291.133.7
On November 5, 2024, the board convened once again and considered written and oral
comments from the public before voting to propose additional changes to the previously
proposed amendments.®

The purpose of the proposed amendments is to align board standards regarding compounded
sterile preparations with the updated guidelines in the United States Pharmacopeia-National
Formulary, which reflect advances in science and pharmacy practices that have created new
techniques to reduce the risk of contamination, infection, or incorrect dosing when compounding
drugs.® Specifically, the amended rule generally updates proper garbing requirements to ensure
sterile work environments, specifies sampling and testing procedures to identify and reduce
contamination both in the work space and in compounded preparations, details proper
sterilization techniques and air exchange requirements to reduce contamination of tools and air
quality, and updates beyond-use dates to identify the date and time by which a preparation must
be used before the preparation becomes a risk to patient safety.°

In reviewing the updated guidelines in General Chapter 797, the subcommittee considered
various methods of compliance to reduce burdensome impacts on industry participants while
ensuring the health, safety, and welfare of the public.!* The subcommittee ultimately
recommended limiting or not adopting several provisions from the updated United States
Pharmacopeia-National Formulary, and the board asserts that many of the proposed amendments
to §291.133 are less restrictive than the guidelines in current General Chapter 797.12 However,
given that updated practice requirements could potentially result in higher prices or reduced

4 U.S. Pharmacopeia, <797> FAQs, GENERAL CHAPTER <797> (Dec. 11, 2023),
https://go.usp.org/USP_GC_797_FAQs?_gl=1*17d5g2u*_gcl_au*MjkxMzYzODQ1LjE3MzU1OTIyNDK.*_ga*M
TEzZNDcyNDE1INC4xNzM1NTkyMjQ5* _ga_DTGQO4CR27*MTczNjYzNjEzZNCA0LJEuMTczNjYzNjkxOCAwL
AuMA.

5> Rule Submission Memorandum from the Texas State Board of Pharmacy (Feb. 4, 2025), at 1-2.

b1d. at 2.

"1d.

81d.

°1d. at 3.

01d. at 3-4.

. at 4.

124d.
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competition for a product or service provided by or to a license holder in the state, proposed
amended 8291.133 may affect competition pursuant to Section 57.105(d)(2), Texas Occupations
Code.

Section 551.002, Texas Occupations Code, directs the board to liberally construe the Texas
Pharmacy Act (“Act”), including to protect public health, safety, and welfare, and identifies
effectively regulating the practice of pharmacy and licensing pharmacies as the primary means
through which the board accomplishes the purpose of the Act. Section 554.051, Texas
Occupations Code, provides the board with broad rulemaking authority to regulate the practice of
pharmacy and to administer and enforce the Act. The practice of pharmacy as defined by Section
551.003(33), includes the compounding of drugs, which Section 551.003(9), in part, defines as
the preparation, mixing, assembling, packaging, or labeling of a drug or device. And, Section
560.052(g), Texas Occupations Code, generally prohibits the board from issuing a license to a
pharmacy that compounds sterile preparations unless the pharmacy has been inspected by the
board to ensure the pharmacy meets any safety standards imposed by state law or board rules.

The board’s regulatory authority to prescribe pharmacy requirements for recordkeeping and
compounding, labeling, dispensing, storing, and packaging of drugs by pharmacies is broad.
However, proposed amended 22 TAC 8291.133 is the result of an effort that began in May 2023,
when the board created an advisory subcommittee to specifically review newly enacted national
standards related to sterile compounding, and the board requested nominations for licensees to
serve as subcommittee members.!® As discussed, the board and the subcommittee met on a
number of occasions to develop the least restrictive methods of ensuring the safety and efficacy
of compounded sterile preparations, and ultimately proposed rule amendments that were less
restrictive than those published in the United States Pharmacopeia-National Formulary.'* After
the board first proposed amendments to the rule in September 2024, the board considered public
comments and once again, in December, proposed new amendments in response to those
comments.’®

Ultimately, proposed amended 22 TAC §291.133, informed by national guidance, is a reasonable
exercise of the board’s regulatory authority to protect public health, safety, and welfare by
ensuring that pharmacies engaged in sterile compounding operate in a safe and sanitary
environment. Thus, proposed amended 22 TAC §291.133 is consistent with state policy.

I11. Determination

Based on the above analysis, the proposed amended rule is approved by the division and may
proceed to final adoption and implementation.

131d. at 2 and 4.
4q.
15q.
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