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(1)Agency I APR -92019 1
Department of State, Bureau of Professional and Occupational

lfldendent Regulatory I
Affairs, State Board of Pharmacy

(2) Agency Number: 16A RRC Number: 3163

Identification Number: 5419

(3) PA Code Cite: 49 Pa. Code § 27.1, 27.12, 27.601—27.606

(4) Short Title: Compounding

(5) Agency Contacts (List Telephone Number and Email Address):

Primary Contact: Kerry Maloney, Board Counsel, State Board of Pharmacy; (717)783-7200;

kmaloneypa.gov
Secondary Contact: Cynthia K. Montgomery, Regulatory Counsel, Department of State; (717) 783-

7200; cymontgomepa.gov

(6) Type of Rulemaking (check applicable box):

D Proposed Regulation Emergency Certification Regulation;

X FINAL REGULATION LI Certification by the Governor

LI Final Omitted Regulation LI Certification by the Attorney General

(7) Briefly explain the regulation in clear and nontechnical language. (100 words or less)

The rulemaking amends existing regulations at § 27.1 and 27.12 (relating to definitions; and

practice of pharmacy and delegation of duties), and adds § 27.601—27.606 (relating to

compounding). The main objectives of the rulemaking are: (1) to update the Board’s regulations to

incorporate developments and improvements in the profession’s safe, sterile practices and

procedures for the compounding of pharmaceutical products for patients; (2) to allow pharmacy

technicians to assist the pharmacist in the compounding of pharmaceutical products; and (3) to

aid enforcement by adopting the Federal standards for the compounding of pharmaceutical

products.

(8) State the statutory authority for the regulation. Include specific statutory citation.

This rulemaking is authorized under sections 4(j) and 6(k)(1) and (9) of the Pharmacy Act (act)

(63 P.S. § 390-40) and 390-6(k)(l) and (9)).



(9) Is the regulation mandated by any federal or state law or court order, or federal regulation? Are there
any relevant state or federal court decisions? If yes, cite the specific law, case or regulation as well as,
any deadlines for action.

The regulation is not mandated by any Federal or state law or court order, or Federal regulation.
It is consistent with, and refers to, regulations of the FDA relating to pharmacy compounding and
incorporates the relevant sections of the current version of the United States Pharmacopoeia
(USP) as set forth under section 503a of the Federal Food, Drug and Cosmetic Act (21 U.S.C.A. §
353a).

(10) State why the regulation is needed. Explain the compelling public interest that justifies the
regulation. Describe who will benefit from the regulation. Quanti& the benefits as completely as
possible and approximate the number of people who will benefit.

In October 2012, national headlines reported a meningitis outbreak of epidemic proportions. The
cause was quickly identified as contaminated compounded injectable medication made by
a commercial compounding pharmacy located in Massachusetts.

The regulation is needed to update the Board’s current regulations to incorporate developments
and improvements in the profession’s safe, sterile practices and procedures for the compounding
of pharmaceutical products for patients. The public will benefit because currently the Board does
not have specific regulations that address safe compounding practices. Enforcement of these
minimum standards will benefit the citizens of the Commonwealth who are consumers of
compounded drug products.

(11) Are there any provisions that are more stringent than federal standards? If yes1 identi’ the specific
provisions and the compelling Pennsylvania interest that demands stronger regulations.

The final-form rulemaking is not more stringent and does not conflict with any Federal
requirements. In fact, it requires adherence to the FDA’s requirements for pharmacy
compounding of human drug products under section 503a of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C.A. § 353a).
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(12) How does this regulation compare with those of the other states? How will this affect
Pennsylvania’s ability to compete with other states?

All surrounding states regulate the preparation of compounded drug products. New York
regulates the practice of compounding in accordance with United States Pharmacopela (USP)
Chapter 797. (NY Education Law, Article 137 § 6831). Likewise, Maryland requires permits for
sterile compounding pursuant to COMAR 10.34.19 and 10.34.09. West Virginia requires permits
pursuant to W. Va. Code § 15-1-16. New Jersey regulates sterile and non-sterile compounding in
accordance with USP Chapters 797 and 795. (N.J.A.C. 13:39-11.1 and 13:39-11A.1) Likewise,
Ohio also regulates sterile and non-sterile compounding in accordance with USP Chapters 797
and 795 pursuant to Ohio Admin. Code Rule 4729-9-21. Finally, Delaware regulates sterile
compounding pursuant to section 10.0 of Title 24 Regulated Professions and Occupations of the
Delaware Administrative Code. All of the surrounding states incorporate similar versions of USP
Chapters 797 and 795 regarding sterile and non-sterile drug compounding. Therefore, these
regulations should not put Pennsylvania at a competitive disadvantage with the surrounding
states.

(13) Will the regulation affect any other regulations of the promulgating agency or other state agencies?
if yes, explain and provide specific citations.

The rulemaking does not affect other regulations of the Board or other state agencies.

(14) Describe the communications with and solicitation of input from the public, any advisory
councillgroup, small businesses and groups representing small businesses in the development and
drafting of the regulation. List the specific persons and/or groups who were involved. (“Small business”
is defined in Section 3 of the Regulatory Review Act, Act 76 of 2012.)

In accordance with Executive Order 1996-1, the Board sent an exposure draft of the
proposed rulemaking to pharmacy and professional associations, hospitals, pharmacy schools and
other stakeholders that the Board has identified as having an interest in this rulemaking and
received input from interested parties. After the 2012 meningitis outbreak, the Board revamped
the original draft and sent out a new exposure draft. The Board discussed the proposed
rulemaking at numerous public meetings including a January 2013 meeting with the following
stakeholders: Steven L. Sheaffer, Pharm.D., Philadelphia College of Pharmacy, Nishaminy
Kasbekar, Pham.D., Director of Phamracy, PENN Presbyterian Medical Center, Bob Begliomini,
Pharm.D., Administrator Lehigh Valley Health Network, Patricia C. Kienle, R.Ph., Cardinal
Health, Mark Pimley, R.Ph., Patricia Epple, CEO Pennsylvania Pharmacists Association, and
Richard Demers, R.Ph., Director of Pharmacy, University of Penn Hospital. In addition, the
Board received comments from the Pennsylvania Medical Society in November of 2013. After
meeting with its stakeholders, the Board adopted the proposed rulemaking and voted to
promulgate it as proposed. Thereafter, the Board published a notice of proposed rulemaking at
47 Pa.B. 1509 (March 11, 2017).
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Publication of the proposal was followed by a 30-day public comment period. The Board
received comments from the Pennsylvania Academy of Opthalmology; the Pennsylvania Allergy
and Asthma Association; the American Academy of Dermatology and the Pennsylvania Academy
of Dermatology and Dermatologic Surgery; Cardinal Health; the Pennsylvania Medical Society;
Patricia Clancy Keinle, R.Ph.; the Pennsylvania Academy of Otolaryngology — Head and Neck
Surgery (PAO-HNS), Christine Roussel, Pharm.D., Assistant Director of Pharmacy at Doylestown
Health; the Pennsylvania Society of Health System Pharmacists; and the Pennsylvania Society of
Oncology and Hematology and the Academy of Clinical Oncology. The Board also received
comments from the House Professional Licensure Committee (HPLC) by letter dated April 25,
2017. The Pennsylvania Senate Consumer Protection and Professional Licensure Committee
(SCPIPLC) did not submit comments. On May 10, 2917, the Independent Regulatory Review
Committee (IRRC) submitted their comments on the proposed rulemaking. IRRC’s comments
included fair summarizations of the comments received from the other commenters. The Board
discussed the comments at several public meetings, and voted to proceed with this final-form
rulemaking at its meeting on March 5, 2019. All regulatory proposals are discussed in public
meetings of the Board, which are routinely attended by interested parties and stakeholders,
including representatives from the Pennsylvania Pharmacists’ Association.

(15) 1dentif’ the types and number of persons, businesses, small businesses (as defined in Section 3 of
the Regulatory Review Act, Act 76 of 2012) and organizations which will be affected by the regulation.
How are they affected?

All pharmacists who compound drugs will be impacted by the regulations. There are currently
approximately 23,080 pharmacists and 3,406 pharmacies licensed by the Board. The Board does
not currently maintain statistics on how many pharmacies engage in compounding.

According to the Pennsylvania Department of Labor and Industry, as of 2017 (the most recent
year for which data is available) most pharmacists work in health and personal care stores
(42.60%) and general medical and surgical hospitals (23.22%), while a minority of pharmacists
work in electronic shopping and mail-order houses (online pharmacies) (6.00%); specialty
hospitals (1.80%), the Federal government (1.80%), home health care services (1.46%), drugs and
druggists’ goods merchant wholesalers (1.36%), offices of physicians (0.68%) or are self-employed
(1.32%).

Small businesses are defined in Section 3 of the Regulatory Review Act, (71 P.S. § 745.3) which
provides that a small business is defined by the SBA’s Small Business Size Regulations under 13
CFR Ch. 1 Part 121. These size standards have been established for types of businesses under the
North American Industry Classification System (NAICS). In applying the NAICS standards to
the places where pharmacists work, a small business for pharmacies and drug stores is $27.5
million or less in average annual receipts. For general medical and surgical hospitals and
specialty hospitals, a small business is $38.5 million or less in average annual receipts. Electronic
shopping and mail-order houses are considered small businesses if they have $38.5 million or less
in average annual receipts. Grocery stores consisting of supermarkets and other grocery stores
(except convenience stores) have a small business threshold of $32.5 million or less in average
annual receipts. The small business threshold for home health care services is $15.0 million or less
in average annual receipts. For all other health and personal care stores, the small business
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threshold is $7.5 million or less in average annual receipts. The small business threshold for offices
of physicians is $11 million or less in average annual receipts. Finally, in terms of wholesalers,
medical, dental and hospital equipment and supplies merchant wholesalers are considered small
businesses if they have 200 or less employees.

In Pennsylvania, some of the 3,406 licensed pharmacies are small businesses owned and operated
by individuals, however, many pharmacies (large retail chains, for example) and other employers
of pharmacists that may engage in compounding (such as general medical and surgical hospitals
and specialty hospitals) would not qualify as “small businesses” under the SBA definition.
Whether pharmacists work in small or large businesses, this regulation will affect only those who
engage in the practice of compounding. And the Board expects the effects to be positive for those
businesses because they ensure quality and efficacy of compounded drug products.

(16) List the persons, groups or entities, including small businesses, that will be required to comply with
the regulation. Approximate the number that will be required to comply.

All pharmacies and pharmacists who elect to compound drugs would be required to comply with
the provisions of this rulemaking. There are approximately 23,080 pharmacists and 3,406
pharmacies currently licensed by the Board. The Board has no way of knowing how many
pharmacists/pharmacies will elect to engage in compounding.

(17) Identify the financial, economic and social impact of the regulation on individuals, small
businesses, businesses and labor communities and other public and private organizations. Evaluate the
benefits expected as a result of the regulation.

The Board currently has no regulations governing compounding practices, and developments in
the profession have led to the adoption of similar regulations by the surrounding states. The only
costs to pharmacies associated with the regulation relate to maintaining the appropriate records
along with the necessary equipment Because the regulations are adopting the FDA industry
standards, pharmacies practicing compounding should already have the required equipment. The
benefits of articulated regulations requiring compliance with the Fdieral requirements and the
USP chapters on compounding will enhance the quality of service for patients as well as the safety
of compounded drugs as a result of those practices and aid in enforcement.

(18) Explain how the benefits of the regulation outweigh any cost and adverse effects.

The benefits of ensuring the safe practice of compounding as set forth above greatly outweigh the
costs of compliance and recordkeeping.
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(19) Provide a specific estimate of the costs and/or savings to the regulated community associated with
compliance, including any legal, accounting or consulting procedures which may be required. Explain
how the dollar estimates were derived.

Pharmacies that elect to participate in the compounding of sterile or non-sterile drug products
might incur additional costs to ensure their pharmacy compounding operation is in compliance
with the current USP chapters regarding safety and equipment standards as required by the final-
form regulations. It is believed that most Pennsylvania pharmacies would have already made any
required changes based on these industry standards in protection of the public since the 2012
meningitis outbreak. Because the Board does not currently maintain statistics on how many of
the 3,406 actively licensed pharmacies engage in compounding of pharmaceuticals, it is impossible
to estimate the costs associated with compliance.

(20) Provide a specific estimate of the costs and/or savings to the local governments associated with
compliance, including any legal, accounting or consulting procedures which may be required. Explain
how the dollar estimates were derived.

There are no costs or savings to local governments associated with the rulemaking.

(21) Provide a specific estimate of the costs and/or savings to the state government associated with the
implementation of the regulation, including any legal, accounting, or consulting procedures which may
be required. Explain how the dollar estimates were derived.

There may be minimal costs associated with a longer inspection process when pharmacies decide
to engage in compounding sterile and non-sterile products. Currently, all pharmacies undergo
initial opening inspections and also periodic random and routine inspections. These inspections
may take longer to complete to ensure compliance with the new regulations but they will not result
in additional inspections. Any additional inspection costs would be assumed by the Board and
borne by the licensees through their license fees. Because the Board has no way of knowing how
many pharmacies will elect to participate in sterile or non-sterile compounding, any estimate of
such costs would be speculative.

(22) For each of the groups and entities identified in items (19)-(21) above, submit a statement of legal,
accounting or consulting procedures and additional reporting, recordkeeping or other paperwork,
including copies of forms or reports, which will be required for implementation of the regulation and an
explanation of measures which have been taken to minimize these requirements.

Pharmacies that engage in sterile and non-sterile compounding will have to ensure compliance
with the regulations as drafted and keep appropriate records that will be the subject of facility
inspections.
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(22a) Are forms required for implementation of the regulation?

The Board will have to update its inspection forms to include enforcement of the compounding
requirements.

(22b) If forms are required for implementation of the regulation, attach copies of the forms here. If
your agency uses electronic forms, provide links to each form or a detailed description of the information
required to be reported. Failure to attach forms, provide links, or provide a detailed description of
the information to be reported will constitute a faulty delivery of the regulation.

A sample inspection form is attached. Because the inspections are conducted using a computer
based system, the actual computer-based form will not be updated until the Board is closer in time
to implementation as it will take significant staff time to program the new questions in to the
system. However, attached is a list of draft questions that will be added to the inspection system
for those pharmacies that engage in compounding.

(23) In the table below, provide an estimate of the fiscal savings and costs associated with
implementation and compliance for the regulated community, local government, and state government
for the current year and five subsequent years.

‘ CurrentFY FY+1 FY+2 FY+3 FY+4 FY+5
2018-19 2019-20 2020-21 2021-22 2022-23 2023-24

SAVINGS: $ $ $ $ $ $

Regulated Community

Local Government

State Government

Total Savings N/A N/A N/A N/A N/A N/A

COSTS:

Regulated Community

Local Government

State Government

Total Costs N/A N/A N/A N/A N/A N/A

REVENUE LOSSES:

Regulated Community

Local Government

State Government

Total Revenue Losses N/A N/A N/A N/A N/A N/A
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(23a) Provide the past three year expenditure history for programs affected by the regulation.

Program FY 2015-16 FY 2016-17 FY 2017-18 Current FY
(2018-19)

State Board of $2,537,916.87 $2,363,085.72 $2,477,298.79 $2,434,000
(budgeted)

Pharmacy

(24) For any regulation that may have an adverse impact on small businesses (as defined in Section 3 of
the Regulatory Review Act, Act 76 of 2012), provide an economic impact statement that includes the
following;

(a) M identification and estimate of the number of small businesses subject to the regulation.
(b) The projected reporting, recordiceeping and other administrative costs required for compliance

with the proposed regulation, including the type of professional skills necessary for preparation
of the report or record.

(c) A statement of probable effect on impacted small businesses.
(d) A description of any less intrusive or less costly alternative methods of achieving the purpose of

the proposed regulation.

As outlined above, the Board does not expect this regulation to have an adverse impact on small
businesses. In fact, the benefits of this regulation as it pertains to public protection should vastly
outweigh the costs involved. As pharmacies practicing compounding should already possess the
equipment and facilities as set forth in these regulations based on the existing industry standards
and Federal requirements, any costs associated with the regulations are likely limited to the
recordkeeping requirements.

(25) List any special provisions which have been developed to meet the particular needs of affected
groups or persons including, but not limited to, minorities, the elderly, small businesses, and farmers.

The Board has determined that there are no special needs of any subset of its licensees for whom
special accommodations should be made.

(26) Include a description of any alternative regulatory provisions which have been considered and
rejected and a statement that the least burdensome acceptable alternative has been selected.

No alternative regulatory schemes were considered. The Board believes that the regulations
represent the least burdensome acceptable manner of accomplishing the Board’s mandate in
protecting the public health, safety and welfare with regard to compounded pharmaceutical
products.
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(27) In conducting a regulatory flexibility analysis, explain whether regulatory methods were considered
that will minimize any adverse impact on small businesses (as defined in Section 3 of the Regulatory
Review Act, Act 76 of 2012), including:

a) The establishment of less stringent compliance or reporting requirements for small businesses;
b) The establishment of less stringent schedules or deadlines for compliance or reporting

requirements for small businesses;
c) The consolidation or simplification of compliance or reporting requirements for small

businesses;
d) The establishment of performance standards for small businesses to replace design or operational

standards required in the regulation; and
e) The exemption of small businesses from all or any part of the requirements contained in the

regulation.

a) The compliance/reporting requirements required of any business, including small
businesses, under this regulation is based on the industry standards and Federal
requirements for compounding and as such, promotes public health and safety. The Board
did not consider making any exceptions for small businesses. To do so would compromise
the safety of the consumers of compounded drug products.

b) The regulations establish no schedules or deadlines for which small businesses need to be
accommodated.

c) The Board does not believe the compliance/reporting requirements need to be simplified
for small businesses.

d) The regulations do not contain any design or operational standards for which small
businesses need to be accommodated.

e) The Board did not consider exempting small businesses from any part of the regulation. It
would not be consistent with the public health, safety or welfare to make exceptions to the
regulations.

(28) II data is the basis for this regulation, please provide a description of the data, explain in detail how
the data was obtained, and how it meets the acceptability standard for empirical, replicable and testable
data that is supported by documentation, statistics, reports, studies or research. Please submit data or
supporting materials with the regulatory package. If the material exceeds 50 pages, please provide it in a
searchable electronic format or provide a list of citations and internet links that, where possible, can be
accessed in a searchable format in lieu of the actual material. If other data was considered but not used,
please explain why that data was determined not to be acceptable.

No specific data formed the basis for this regulation. The regulation was needed to ensure public
safety based on the incident that occurred in Massachusetts. The Board is merely enforcing
industry standards set forth in the United States Pharmacopeia Chapters relevant to
compounding.
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(29) Include a schedule for review of the regulation including:

A. The length of the public comment period: 30 days.

B. The date or dates on which any public meetings or hearings will be held: The Board reviews
all regulatory proposals at regularly scheduled board meetings. See item (30) below for a
schedule of meeting dates.

C. The expected date of delivery of the final-form regulation: Spring 2019.

D. The expected effective date of the final-form regulation: Upon publication as final.

E. The expected date by which compliance with the final-form
regulation will be required: Upon publication as final.

F. The expected date by which required permits, licenses or other
approvals must be obtained: N/A

(30) Describe the plan developed for evaluating the continuing effectiveness of the regulations after its
implementation.

The Board continually reviews the efficacy of its regulations, as part of its annual review process
under Executive Order 1996-1. The Board reviews its regulatory proposals at regularly scheduled
monthly public meetings. The Board will meet on the following remaining dates in 2019: April
16, June 4, July 16, August 27, October22 and December 10.
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NEW PHARMACY INSPECTION FORM OUESTIONS FOR STERILE AND NON-
STERILE COMPOUNDING

21. Do you currently engage in the sterile or non-sterile compounding of
drug products? Y/N

22. If engaged in sterile compounding, do you have records establishing that
new employees have been trained and evaluated in the theoretical principles
and practical sidlis of aseptic manipulations? Y/N

23. U engaged in sterile compounding, do you have records establishing that
current employees practicing high-risk sterile compounding have been trained
and evaluated in the theoretical principles and practical skills of aseptic
manipulations on a semiannual basis? Y/N

24: If engaged in sterile compounding, do you have records establishing that
current employees practicing low to medium-risk sterile compounding
have been trained and evaluated in the theoretical principles and practical skills
of aseptic manipulations on a annual basis? Y/N

25. If engaged in sterile compounding, do you have records establishing that
new employees practicing have been trained and evaluated regarding Media-Fill
Challenge Testing? . Y/N

26. If engaged in sterile compounding, do you have records establishing that
current employees practicing high-risk sterile compounding have been trained
and evaluated regarding Media-Fill Challenge Testing on a semiannual basis? YIN

27. If engaged in sterile compounding, do you have records establishing that
current employees practicing low to medium-risk sterile compounding have
been trained and evaluated regarding Media-Fill Challenge Testing on a
semiannual basis? Y/N

28. If engaged in sterile or non-sterile compounding, do you have records establishing that
new employees have been trained and evaluated regarding Hand
Hygiene and Garbing Practices? Y/N

29. If engaged in sterile compounding, do you have records establishing that
current employees practicing high-risk sterile compounding have been trained
and evaluated regarding Hand Hygiene and Garbing Practices on a
semiannual basis? Y/N

30, If engaged in sterile compounding, do you have records establishing that
current employees practicing low to medium-risk sterile compounding have
been trained and evaluated regarding Hand Hygiene and Garbing Practices on a
semiannual basis? YIN



31. If engaged in sterile compounding, do you have records establishing that
new employees practicing have been trained and evaluated regarding
Gloved Fingertip Sampling? Y/N

32. If engaged in sterile compounding, do you have records establishing that
current employees practicing high-risk sterile compounding have been trained
and evaluated regarding Gloved Fingertip Sampling on a semiannual basis? YIN

33. If engaged in sterile compounding, do you have records establishing that
current employees practicing low to medium-risk sterile compounding have
been trained and evaluated regarding Gloved Fingertip Sampling on a
semiannual basis? Y/N

34. If engaged in sterile compounding, do you have a Certified ISO Class 5
Compounding Area that has been certified no less than every six (6) months
or upon any changes to the area? YIN

35. If engaged in sterile compounding, do you have a Certified ISO Class 7
Buffer Area that has been certified no less than every six (6) months
or upon any changes to the area? Y/N

36. Are the Buffer and Ante-Areas appropriately maintained? Y/N

37. Are pressure gauges or velocity meter installed? YIN

38. Do the pharmacy records indicate that pressure differentials have been logged
at least every work shift or by a continuous recording device? YIN

39. Does the pharmacy have an environmental viable airborne particle testing plan
in place? YIN

40. If engaged in sterile or non-sterile compounding, do the pharmacy records indicate that
the daily cleaning and disinfection
practices have been performed? Y/N

41. If engaged in sterile or non-sterile compounding, do the pharmacy records indicate that
the monthly cleaning and disinfection
practices have been performed? YIN

42. If engaged in sterile or non-sterile compounding, does the pharmacy have an approved
standard operating procedure (SOP) in
place to ensure the quality of the environment? Y/N



43. If engaged in sterile or non-sterile compounding, do the labels on the finished
compounded drug products have the required
Information for safe use? Y/N
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I6A-5419 — Compounding
Final Preamble
March 25, 2019

The State Board of Pharmacy (Board) hereby amends § 27.1 and 27.12 (relating to
definitions; and practice of pharmacy and delegation of duties), and adds § § 27.601—27.606 to
read as set forth in Annex A.

Statutory Authority

This final-form rulemaking is authorized under sections 4(j) and 6(k)( 1) and (9) of the
Pharmacy Act (act) (63 P.S. § 390-4(j) and 390-6(k)(1) and (9)).

Background

Since at least 2010, the Board has been considering promulgating regulations setting
standards for the compounding of drug products by pharmacists. Then, in October 2012, National
headlines reported a meningitis outbreak of epidemic proportions. The cause was quickly
identified as contaminated compounded injectable medications made by a commercial
compounding pharmacy located in Massachusetts. Since that time, representatives of the Board
have met with interested parties and stakeholders, including representatives from the United States
Food and Drug Administration (FDA), with a goal of promulgating regulations incorporating
developments and improvements in the profession’s safe, sterile practices and procedures for the
compounding of pharmaceutical products for patients.

To that end, the Board published a notice of proposed rulemaking at 47 Pa.B. 1509 (March
11, 2017). Publication of the proposal was followed by a 30-day public comment period. The
Board received comments from the Pennsylvania Academy of Opthalmology; the Pennsylvania
Allergy and Asthma Association; the American Academy of Dermatology and Pennsylvania
Academy of Dermatology and Dennatologic Surgery; Cardinal Health; the Pennsylvania Medical
Society; Patricia Clancy Keinle, R.Ph.; the Pennsylvania Academy of Otolaryngology — Head and

Neck Surgery (PAO-HNS); Christine Roussel, Pharm.D., Assistant Director of Pharmacy at
Doylestown Health; the Pennsylvania Society of Health System Pharmacists; and the Pennsylvania
Society of Oncology and Hematology and the American Society of Clinical Oncology. The Board
also received comments from the House Professional Licensure Committee (HPLC) by letter dated
April 25, 2017. The Pennsylvania Senate Consumer Protection and Professional Licensure
Committee (SCPIPLC) did not submit comments. On May 10, 2017, the Independent Regulatory
Review Committee (WRC) submitted their comments on the proposed rulemaking. IRRC’s
comments included fair summarizations of the comments received from the other commenters.
The Board discussed the comments at several public meetings, and voted to proceed with this final-
form rulemaking at its meeting on January 7, 2019.

Summary ofComments, the Board’s Response, and Descriptions ofArnendments

Generally

Initially, IRRC commented that the Preamble states that “all compounding shall be done

in accordance with the current version of the United States Pharmacopela (USP)”, but pointed out

that section 390-8(2) of the Pharmacy Act (63 P.S. § 390-8(2)) provides that “nothing herein shall

be construed to prevent a duly licensed medical practitioner from dispensing, compounding or
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16A-5419 — Compounding
Final Preamble
March 25, 2019

otherwise giving any drug to his own patients after diagnosis or treatment of said patient, if such
compounding, preparing and dispensing is done by said licensee himself The comment
included a request to clarify the effect, if any, of this regulation on licensed medical practitioners
other than pharmacists. Commenters Pennsylvania Academy of Opthalmology, Pennsylvania
Allergy and Asthma Association, American Academy ofDermatology and Pennsylvania Academy
of Dennatology and Dermatologic Surgery, Pennsylvania Medical Society and the Pennsylvania
Academy of Otolaryngology — Head and Neck Surgery expressed similar concerns.

The Board considered this comment and notes that nothing in the proposed regulation
indicates it applies to practitioners other than pharmacists. The Pharmacy Act does not provide
the Board the authority to regulate practitioners other than pharmacists, and the Board feels the
focus of the proposed regulation makes clear the Board’s intent to regulate compounding by
pharmacists only.

In the same comment, IRRC noted the questions on the inspection form attached to the
regulatory analysis form (RAF) apply only to sterile compounding and questioned whether there
will be any changes to the inspection forms related to non-sterile compounding. The Board has
revised the inspection form to include questions related to non-sterile compounding.

1RRC also pointed out the Board’s inconsistent application of, or reference to, the United
States Phannacopeia (USP) chapters on compounding. Commenters, including Ms. Kienle and
the Pennsylvania Society of Health System Pharmacists, likewise, ask the Board to remove
sections that paraphrase existing USP chapters and to remove sections which appear in USP
chapters in greater detail. Instead, commenters ask the Board to directly reference relevant USP
chapters to avoid conflicting requirements in the future.

The Board considered these comments and the confusion that has apparently resulted from
the Board’s inconsistent treatment of the USP throughout the proposed rulemaking and decided to
simplify the final-form rulemaking. In response to these comments, the Board has removed the
sections which reference, paraphrase, or which contain language that is otherwise covered by
relevant USP provisions ( 27.603,27.604,27.605,27.608—27.615, 27.617—27.619 and 27.622
— 27.624), and has renumbered the remaining six sections. Instead, the Board will rely on § 27.601
(relating to compounding of preparations), as amended in this final-form rulemaking, to require
compounding pharmacists to adhere to section 503a of the Federal Food, Drug and Cosmetic Act
(21 U.S.C.A. § 353a), the Federal regulations promulgated thereunder, and the current version of
the USP chapters governing compounding. These amendments ensure the regulations do not
conflict with FDA requirements going forward.

27.1 (relating to definitions)

Cardinal Health suggested that the definition of compounding should be modified to clarify
that compounding does not include reconstitution of a drug product pursuant to a manufacturer’s
direction. Similarly, the Pennsylvania Society of Hematology and Oncology and the American
Society of Clinical Oncology requested clarification that the proposed compounding regulations
do not apply to the routine dilution and reconstitution of drug products. Section 503a(e) of the
Federal Food, Drug and Cosmetic Act (21 U.S.C.A. § 353a(e)) provides “the term ‘compounding’
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does not include mixing, reconstituting, or other such acts that are performed in accordance with
directions contained in approved labeling provided by the product’s manufacturer and other
manufacturer directions consistent with that labeling.” The Board considered this suggestion and
determined the Federal definition is an industry-wide standard and so well-known to the regulated
community of pharmacists that it is unnecessary to duplicate it within this rulemaking.

27.12 (relating to practice of pharmacy and delegation of duties)

WRC and the HPLC raised a concern related to § 27.12(d)(2)(vii) and requested additional
information to clarify what pharmacy technicians may do and what they are prohibited from doing
when assisting in the compounding of drug products. In response, the Board notes the delegation
provisions already in place in § 27.1 2(b)(2), which require the pharmacist to provide direct,
immediate and personal supervision of pharmacy technicians. Direct, immediate and personal
supervision means the supervising pharmacist must review the prescription or drug order, verify
the final product and be immediately available on the premises to direct the work of the pharmacy
technicians and to respond to questions or problems. Further, § 27.12(d)(3) provides that
pharmacy technicians may not enter or be in a pharmacy if a pharmacist is not on duty, perform
any act within the practice of pharmacy that involves discretion or independent judgment, or
perform a duty until the technician has been trained and the duty has been specified in a written
protocol. Finally, § 27.12(d)(4) provides that the pharmacist manager shall create and maintain a
written protocol for each pharmacy technician, specifying each duty the pharmacy technician may
perform.

The proposed regulation sought to add a new subparagraph (vii) under § 27.1 2(d)(2) which
states specifically that a pharmacy technician may assist in the compounding of drug products. To
provide some clarity and direction, the Board has added to subparagraph (vii) in the final-form
regulation “as permitted by the written protocol created and maintained in accordance with
paragraph (4).”

27.602 (relating to compounding commercially available product)

The American Academy of Dermatology and the Pennsylvania Academy of Dermatology
and Dermatologic Surgery noted that this section incorporates the FDA’s draft guidance on
compounding drugs that are essentially copies of commercially available drug products, with the
addition of proposed language permitting such compounding if it is “in the best interest of the
patient.” They ask if the FDA were to adopt its draft guidance, would the FDA’s guidance
supersede Pennsylvania law? In addition, Cardinal Health commented that a pharmacist using a
commercially manufactured, FDA approved drug product in the course of compounding will not
have COAs (certificates of analysis) for these FDA-approved drugs, and asked that the Board
consider this scenario.

In response, and to eliminate any confusion regarding § 27.602 and FDA requirements and
definitions, the Board has removed this section from the final-form regulation and will rely on the
reference to the Federal requirements and the USP in § 27.601.
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27.603 (relating to bulk drug substances)

IRRC raised a concern that the Board proposes to adopt the FDA Pharmacy Compounding
of Human Drug Products Under Section 503a of the Federal Food, Drug and Cosmetic Act
Guidance (FDA Guidance) concerning bulk drug substances, but the proposed regulation provides
for an exception for bulk drug substances that are not subject to a monograph in paragraph 2(iii)
to allow for bulk drug substances that “peer-reviewed literature supports and, in the professional
judgment of the pharmacist and prescriber, demonstrates the safety and effectiveness of the bulk
drug substances.” W.RC notes a concern that this exception is not regulatory language, does not
set a binding norm, and the FDA Guidance does not allow for it. The American Academy of
Dermatology and Pennsylvania Academy of Dermatology and Dermatologic Surgery raise a
similar concern.

To address these concerns, the Board has removed this section from the final-form
regulation and will rely on the reference to the Federal requirements and the USP in § 27.601,
which simply requires compounding pharmacists to adhere to section 503a of the Federal Food,
Drug and Cosmetic Act, the Federal regulations promulgated thereunder, and the relevant USP
chapters on compounding.

Commenters Patricia Keinle, R.Ph., and Christine Roussel, Phann.D., indicated concerns
with the use of the term “bulk drug substance,” noting its possible confusion with the term “active
pharmaceutical ingredients,” which is the common term used in the USP. Although this section
has been removed from the final-form rulemaking, the Board notes that “bulk drug substance” is
the term used in section 503a of the Federal Food, Drug and Cosmetic Act, and that regulations at
21 CFR 207.3 provide that “{b]ulk drug substance, as referenced in sections 503a(b)(j)(A) and
503b(a)(2) of the Federal Food, Drug and Cosmetic Act, previously defined in §207.3(a)(4), means
the same as ‘active pharmaceutical ingredient’ as defined in § 207.1(b).” Thus, the terms are
interchangeable.

27.604 and 27.605 (relating to dispensing compounded drugs; and resale of comnounded drug
products

IRRC expressed a concern that § 27.604 identifies a “specific patient” while § 27.605 uses
“individual patient”, and asked the Board to ensure the final-form regulation is consistent and
clear. The Pennsylvania Academy of Opthalmology also asked if the use of different terms in
these two sections means that specific patients do not need to be identified for each compounded
drug that is delivered via wholesale distribution to a medical practitioner.

IRRC also asked whether the provisions in § 27.604 and 27.605 prohibit dispensing
compounded drugs “for office use”. Both IRRC and the Pennsylvania Medical Society asked
whether these provisions (1) prohibit dispensing compounded drugs “for office use,” (2) limit a
physician’s ability to order and purchase compounded drugs from the compounding pharmacy for
the purposes of storing them in the office for future use; or (3) require a patient-specific
prescription in order for a phannacy to be able to send a batch of a compounded drug directly to a
physician for administration to a patient.
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To eliminate this confusion, the Board has removed these sections from the final-form
regulation. Instead, the Board will rely on the reference to the Federal requirements and the USP
in § 27.601. However, the Board would point out that section 503a of the Federal Food, Drug and
Cosmetic Act uses the terms “identified individual patient” and “identified patient.”

Finally, Patricia Keinle, R.Ph., Christine Roussel and the Pennsylvania Society of Health
System Pharmacists suggested that the Board clarify that distribution of a compounded drug
product within a health-system is not considered resale. Although the Board has now removed
this section, the Board notes that neither the Pharmacy Act nor the Board’s regulations, current or
proposed, address distribution of a compounded drug product within a health-system.

27.606 (relating to compounding prohibited)

IRRC mentioned the concern raised by Ms. Roussel and the Pennsylvania Society ofHealth
System Pharmacists that subsection (1) may conflict with a clinical trial where a drug that has been
removed from the market is now being used for investigational purposes after approval from an
institution’s Institutional Review Board. Upon consideration of this concern, and after discussion
with stakeholders, the Board decided to add to paragraph (1) the proviso “unless the drug is being
used as part of a clinical trial and is approved by an institution’s Institutional Review Board.”
Additionally, because the Board has now deleted proposed § 27.602, the Board replaced the
reference to § 27.602 in paragraph (2) with a reference to the relevant provision in the Federal
Food, Drug and Cosmetic Act. Finally, this section has been renumbered as § 27.602 in the final-
form regulation.

27.607 (relatin2 to pharmacist resnonsibilities)

Commenters Patricia Keinle, R.Ph., and Christine Roussel, Pharm.D., indicated concerns
with the use of the term “bulk drug substance”, noting its possible confusion with the term “active
pharmaceutical ingredient,” which is the common term used in the USP. As noted previously,
“bulk drug substance” is the term used in section 503a of the Federal Food, Drug and Cosmetic
Act, and that regulations at 21 CFR 207.3 provide that “[bjulk drug substance, as referenced in
sections 503a(b)(l)(A) and 503b(a)(2) of the Federal Food, Drug and Cosmetic Act, previously
defined in § 207.3(a)(4), means the same as ‘active pharmaceutical ingredient’ as defined in §
207.1(b).” Thus, the terms are interchangeable.

To eliminate the noted confusion, and in light of the use of the term “active pharmaceutical
ingredients” in the USP and as commonly used within the industry, the Board deemed it advisable
to include a reference to active pharmaceutical ingredients in paragraph (a)(1). Finally, this section
has been renumbered as § 27.603 in the final-form regulation,

27.608 (relating to protective apparel)

IRRC noted that this .section states that sterile gowning components are necessary “as
required by the USP chapter on sterile compounding” and that a comment by Cardinal Health
raised concerns that not all gowning components required by USP Chapter 797 are sterile. The
Board notes that there are different protective apparel requirements under USP Chapter 795 (non-
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sterile), Chapter 797 (sterile) and Chapter 800 (hazardous drugs). In response, the Board has
removed this section from the final-form regulation and instead will rely on the general reference
to the Federal requirements and the USP in § 27.601. The result is that pharmacists are required
to follow the applicable protective apparel requirements of Chapters 795, 797 and 600 of the USP.

6 27.609 (relating to drug compounding facility requirements)

Drug compounding facility requirements are adequately addressed in the current version
of the USP chapters on compounding. Therefore, to remain consistent with other revisions, the
Board removed this section and will rely on the reference to the Federal requirements and the USP
in § 27.601.

27.6 10 (relating to equipment)

This section merely referred to compliance with USP chapters on equipment, and to remain
consistent with other revisions, the Board removed this section and will rely on the general
reference to the Federal requirements and the USP in § 27.601.

6 27.611 (relating to equipment maintenance)

This section merely referred to compliance with USP chapters on equipment maintenance,
and to remain consistent with other revisions, the Board removed this section and will rely on the
reference to the Federal requirements and the USP in § 27.60 1.

6 27.6 12 (relating to specialized equipment)

Specialized equipment for compounding is adequately addressed in the current version of
the USP chapters on compounding. Therefore, to remain consistent with other revisions, the Board
removed this section and will rely on the reference to the Federal requirements and the USP in §
27.601.

6 27.613 (relating to use of automated equipment)

Use of automated equipment for compounding is adequately addressed in the current
version of the USP chapters on compounding. Therefore, to remain consistent with other revisions,
the Board removed this section and will rely on the reference to the Federal requirements and the
USP in § 27.601.

6 27.614 (relating to control of containers and closures)

This section merely referred to compliance with USP chapters on control of containers and
closures, and to remain consistent with other revisions, the Board removed this section from the
final-form regulation and will rely on the reference to the Federal requirements and the liSP in §
27.601.
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5 27.6 15 (relating to storage)

This section generally referred to compliance with USP chapters on storage but added
specific requirements which are adequately addressed in USP storage requirements. To eliminate
potential conThsion between the addition of specific requirements and wording in the USP
chapters, and to remain consistent with other revisions, the Board removed this section and wiN
rely on the reference to the Federal requirements and the USP in § 27.601.

5 27.6 16 (relating to drug compounding controls)

This section has been renumbered as § 27.604 in the final-form regulation.

5 27.6 17 (relating to standard operating procedures required)

Commenter Patricia Kienle, R.Ph., recommended deleting the second and third sentence
of subsection (a) because this information is already detailed in the USP. Ms. Kienle and Ms.
Roussel recommended deleting the phrase “including validation of any sterilization process” from
subsection (b) because it is described in USP Chapter 797, and that USP Chapter 797 does not
require every sterile preparation to be tested.

WRC and Ms. Keinle highlighted the contradiction in subsection (c) where it states control
procedures must include all of the following as appropriate. Further, IRRC also pointed out that
“as appropriate” is vague and does not set a measurable standard. Ms. Keinle recommepded
removing the last sentence and the numbered bullets because “this is detailed in USP chapters.”
Additionally, Cardinal Health commented that a pharmacist solely using a commercially
manufactured, FDA approved drug product in the course of compounding should not need to
perform pH testing of solutions. In response, the Board .has decided to remove the entire section,
and will rely on the reference to the Federal requirements and the USP in § 27.601, which as the
commenters aptly point out are sufficiently detailed.

5 27.618 (relating to accuracy)

Accuracy regarding weights and measurements, and container requirements are adequately
addressed in the current version of the USP chapters on compounding. Therefore, to remain
consistent with other revisions, the Board removed this section and will rely on the reference to
the Federal requirements and the USP in § 27.601.

5 27.619 (relating to production record)

Production record requirements are adequately addressed in the USP chapters on
compounding. Therefore, to remain consistent with other revisions, the Board removed this
section and will rely on the reference to the Federal requirements and the USP in § 27.601.
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S 27.620 (relating to label information reQuired)

The HPLC asked whether the label information required in this section would include all
of the information currently found on the label of a non-compounded prescription medication. The
Board believes the reference to § 27.16(d) clarifies, with certainty, that compounded medication
containers must comply with the labeling requirements set forth in § 27.18(d), which apply to all
prescription drug containers.

JRRC noted that this section requires compliance with § 27.18(d) (relating to standards of
practice), which, among other things, requires the DEA number of the pharmacy to be included on
the container. Noting the comment by Cardinal Health, that not all pharmacies possess a DEA
registration and do not possess nor dispense controlled substances, IRRC asked the Board to
consider this scenario and to ensure that the final regulation is reasonable and clear for the
regulated community. The Board considered this comment and believes the reference to §
27.18(d) is appropriate, and the Board notes that the possibility that a pharmacy might not have a
DEA registration number is being addressed by the Board in a separate upcoming “general
revisions” rulemaking package.

Commenters Ms. Kienle and the Pennsylvania Society of Health System Pharmacists
mention that the USP provides more detail regarding required label information. The Board
decided to remove paragraphs (I) and (2) to avoid confusion and potential conflict if the USP
changes its standards in the future. In its place, the Board added the phrase “any additional
information required by USP provisions related to label information requirements.”

In addition, this section has been renumbered as § 27.605 in the final-form regulation.

5 27.621 (relating to compounding records)

Commenters Ms. Kienle and the Pennsylvania Society of Health System Pharmacists
recommend removing this section, but moving the 2-year record retention requirement to another
section. The Board considered this comment, but decided to make no changes, other than
renumbering this section as § 27.606 in the final-form rulemaking. The Board believes this section
provides context to the record retention requirement and is not inconsistent with the USP. Further,
the Board believes that, because of its reference to § 27.18(b), it is consistent with other pharmacy
recordkeeping requirements.

55 27.622 and 27.623 (relating to master formula record and production record for drugs
compounded in bulk Quantities)

IRRC and commenters Ms. Kienle and Ms. Roussel note the Board’s use of “formula
record” in § 27.622 and “production record” in § 27.623 is confusing and inconsistent with the
USP. The commenters note that the USP defines two types of records: Master Formulation Record
and Compounding Record. The Board agrees with these comments, and to remain consistent with
other revisions, the Board removed this section and will rely on the general reference to the Federal
requirements and the USP in § 27.601.
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27.624 (relating to label information

This section applied to labels affixed to each container ofbatch drug products compounded,
rather than labels for containers which are dispensed to the ultimate user as described in § 27.620.
The USP chapters on compounding adequately address information requirements on labels for
batch drug products. Therefore, to remain consistent with other revisions, the Board removed this
section and will rely on the reference to the Federal requirements and the USP in § 27.601.

Miscellaneous

IRRC’s final comment addresses the use of the term “bulk” throughout the proposal and
asked the Board to either define the term or clarify the applicability of the term within the section
in which it is used. In response to this comment and similar concerns raised by Ms. Keinle, Ms.
Roussel and the Pennsylvania Society of Health-System Pharmacists, the Board has eliminated
potential inconsistencies by removing § 27.603, 27.604, 27.619, 27.622 and 27.623 from the
final-form regulation.

Fiscal Impact

The proposed amendments would have little fiscal impact on the Commonwealth, its
political subdivisions or the public. Any pharmacy that elects to engage in compounding
pharmaceuticals may incur a cost relating to compliance with the standards set forth in the
rulemaking. However, as the board is unable to determine at this time how many pharmacies
engage in compounding or may elect to do so at some future date, it is impossible to estimate the
fiscal impact on the regulated community. As FDA and USP requirements are already in place,
and the regulation provides no additional substantive requirements or prohibitions, it is likely that
there will be little, if any, costs to pharmacies for compliance with the regulation.

Regulatory Review

Under section 5(a) of the Regulatory Review Act (71 P. S. § 745.5(a), on March 1, 2017,
the Board submitted a copy of the notice of proposed rulemaking, published at 47 Pa.B. 1509
(March 11, 2017), to IRRC and the chairpersons of the House Professional Licensure Committee
(HPLC) and the Senate Consumer Protection and Professional Licensure Committee (SCP/PLC)
for review and comment.

Under section 5(c) of the Regulatory Review Act, IRRC, the HPLC and the SCP/PLC were
provided with copies of the comments received during the public comment period, as well as other
documents when requested. In preparing the final-form rulemaking, the Board has considered all
comments from IRRC, the HPLC and the public. The Board received no comments from the
SCP/PLC.

On April 9, 2019, the Board delivered this final-form rulemaking to IRRC, the HPLC and
the SCP/PLC. Under section 5.10.2) of the Regulatory Review Act (71 P. S. § 745.5a0.2)), on

_________________,2019,

the final-form rulemaking was deemed approved by the HPLC and the
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SCP/PLC. Under section 5.1(e) of the Regulatory Review Act, IRRC met on

_______________

2019, and approved the final-form rulemaking.

Additional Information

Individuals who need information about the final-form regulation may contact Melanie
Zimmerman, R.Ph., Executive Secretary, State Board of Pharmacy, P.O. Box 2649, Harrisburg,
PA 17105-2649, ST-PHARMACYPA.GOV.

Finclings

The Board of Pharmacy finds that:

(I) Public notice of proposed rulemaking was given under sections 201 and 202 of the
act of July 31, 1968 (P.L. 769, No. 240) (45 P.S. § 1201 and 1202) and the
regulations promulgated thereunder, I Pa. Code § 7.1 and 7.2.

(2) A public comment period was provided as required by law and all comments were
considered.

(3) The amendments to this final-form rulemaking do not enlarge the original purpose
of the proposed regulation published at 47 Pa.B. 1509 (March 11,2017).

(4) This final-form rulemaking is necessary and appropriate for the administration of
the Pharmacy Act.

Order

The Board, acting under its authorizing statute, orders that:

(a) The regulations of the Board at 49 Pa.Code Chapter 27 are amended to read as set
forth in Aimex A.

(b) The Board shall submit this Order and Annex A to the Office of Attorney General
and the Office of General Counsel for approval as required by law.

(c) The Board shall submit this order and Annex A to IRRC, the HPLC and the
SCP/PLC as required by law.

(d) The Board shall certify this Order and Annex A and deposit them with the
Legislative Reference Bureau as required by law.

(e) This final-form rulemaking shall take effect upon publication in the Pennsylvania
Bulletin.
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ANNEX A

TITLE 49. PROFESSIONAL AND VOCATIONAL STANDARDS

PART I. DEPARTMENT OF STATE

Subpart A. PROFESSIONAL AND OCCUPATIONAL AFFAIRS

CHAPTER 27. STATE BOARD OF PHARMACY

GENERAL PROVISIONS

§ 27.1. Definitions.

The following words and terms, when used in this chapter, have the following meanings,

unless the context clearly indicates otherwise:

Drug order—

(i) An oral or written order issued by a medical practitioner which is either

written on or entered by computer into the medical record of a patient in an

institution for the dispensing of a drug or device for administration to the patient.

(ii) The term does not include an order for a drug for a patient in an institution

which the patient will self-administer which will be considered a prescription.

FDA—The United States Food and Drug Administration, a division of the United States

Department of Health and Human Services.

FDLE—Federal Drug Law Examination.

Satellite pharmacy—
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(i) A pharmacy in an institution which provides specialized services for the

patients of the institution and which is dependent upon the centrally located

pharmacy for administrative control, staffing and drug procurement.

(ii) The term does not include a pharmacy serving the public on the premises of

an institution nor does it include a pharmacy located off premises from the centrally

located pharmacy of the institution regardless of whether the pharmacy is owned

by the same person or entity which owns the institution.

USP—The United States Pharmacopeia—A compendium of drug information published

by the United States Pharmacopeial Convention.

STANDARDS

§ 27.12. Practice of pharmacy and delegation of duties.

(d) Pharmacy technicians.

(1) A pharmacy technician may work only under the direct, immediate,

personal supervision of a pharmacist in accordance with subsection (b)(2).

(2) The following are examples of the types of activities which a pharmacy

technician may perform:

(vi) Enter prescription, drug order or patient information in a patient

profile.

(vii) Assist the pharmacist in the compoundinR of dm nroducts, AS

PERMITTED BY THE WRITTEN PROTOCOL CREATED AND

MAINTAINED IN ACCORDANCE WITH PARAGRAPH (4).
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(3) A pharmacy technician may not:

COMPOUNDING

S 27.601. Compoundinu of preparations.

The compounding of sterije and nonsterile preparations shall be done in accordance with

SECTION 503A OF THE FEDERAL FOOD, DRUG AND COSMETIC ACT (21

U.S.C.A. § 353a), FEDERAL REGULATIONS PROMULGATED THEREUNDER,

AND the current version of the USP chapters governing compounding.

5 27.602. Compounding commercially available product.

Based on the existence of a phormacist’patient’prpsctiber relationship and the presentation

of a valid prescription or dmE order. phaeists may compound, for an ffldiidua1 patient

dmg products that are commercially available in the markemlace. if one of the following

conditions is met:

(1) The compounded preparation is changed to produce for that patient a

significant medical difference, as authorized by the prescriber, between the

compounded drug and the comparable commercially available drug product. An

example of “sinaifleant medical difference” includes the removal of a dye for a

medical reason such as an alleraie reaction.

(2) Use of the compounded preparation is in the best interest of the patient.

S 27.603. flu& drug substances.

Bulk drug substances to be used in compounding drugs must meet one of the following:

3
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(1) ‘Then a monograph exists, bulk drug substances must comply with the

applicable USP or National Formular, monograph and the USP chapters on

phaccufical compounding.

(2) If not subject to a monoph. bulk drug substances must meet one of the

following:

(1) The built drug substances arc ingredients of drugs that the FDA has

approved.

(ii) The built drug substances appear on the FDA list of approved bulk drug

substances not subject to a monograph.

(iifl Peer reviewed medical literature supports and, in the professional

judgment of the pharmacist and prescriber, demonstrates the safety and

effectiveness of the built drug substances.

27.604. Dispensing compounded drugs.

A compounded drug shall only be dispensed pursuant to a prescription or drug order by the

prescriber for a specific patient. Phacists may compound drugs in anticipation of

receiving a valid prescription based on a history of receiving valid prescriptions generated

solely within an established pmctifionct’paticnt’phacist relationship. Built

compounding shall comply with the requirements of 27.603 and 27.623 (relating to built

drug substances; and production record for drugs compounded in built Quantifies).

27.605. Resale of compounded drug products.

(a) The wholesale distribution of compounded drug products to other pharmacies.

commercial entities or prescribers is considered manufacturing mid is prohibited, except

for distribution to a medical practitioner to administcr to an individual nationt if the medical

4
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I..... L_.1.-.-I4-t—-...—t •t.practitioner has an administrative system whereby the product

medical practitioner to the individual patient;

(1,) Pharmacists may comnound for sale over the counter products in which all

components are nonprescription. The products may be compounded only pursuant to a

prescription and shall comply with FDA labeling requirements and restrictions in 21 CFR

Part 201 (relating to labclin).

27.606 27.602. Compounding prohibited.

Pharmacists may not compound any of the following:

(1) Drugs that have been identified by the FDA as withdrawn or removed from

the market because the drugs were found to be unsafe or ineffective as set forth in

21 CFR 21624 (relating to drug products withdrawn or removedfrom the market

for reasons of safety or effectiveness) UNLESS THE DRUG IS BEING USED AS

PART OF A CLINICAL TRIAL AND IS APPROVED BY AN INSTITUTION’S

INSTITUTIONAL REVIEW BOARD.

(2) Drugs that are essentially copies of a commercially available drug product,

except as provided in 27.602 (relating to oompounding commercially available

product) SECTION 503A(b)(1)(D) OF THE FEDERAL FOOD, DRUG AND

COSMETIC ACT (21 U.S.C.A. § 353a(b)(l)(D).

(3) Drugs that have been identified by the FDA in the Federal Food, Drug and

Cosmetic Act (21 U.S.C.A. S 301 — 399h) or the Code ofFederal Remilations as

products which may not be compounded.

27.607 27.603. Pharmacist responsibilities.
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(a) As in the dispensing of all prescription drugs, the pharmacist has the responsibility

for all of the following:

(1) Inspection and approval or rejection of all components, bulk drug

substances (I.E., ACTIVE PHARMACEUTICAL NOREDIENTS), drug product

containers, closures, in-process materials and labeling.

(2) Preparation and review of all compounding records to assure that errors

have not occurred in the compounding process.

(3) Proper maintenance, cleanliness and use of all facilities and equipment used

in compounding practice.

(I,) If errors have occurred, the pharmacist is responsible for ôonducting a flu

investigation, and creating and maintaining a record of the investigation which must

include conclusions and corrective action.

S 27.608. Protective apparel.

Pharmacy pernonnel cnagod in the compounding of drugs shall wear clean clothing

appropriate to the operation being performed. Protective apparel, such as a coat or iackct.

apron, or hand or arm coverings, shall be worn as nccess to protect dm products from

contamination. For a sterile compounding operation involving one or more aseptic

manipulations, sterile LO;;ThUg components are necessan’ as required by the USP Chapter

on sterile compounding.

$ 27.609. Drug compounding fucilit,

Pharmacies enaed in oompounding shall provide all of the following:

(1’) A specifically designated area for the orderly placement of equipment and

materials to be used to compound medications and to prevent mix ups or
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eantaminafion among components. containers, labels, in process materials and

fimshcd drug products.

(2) Washing facilities, easily accessible to thc compounding area of the

phannacy. including a sink with hot and cold nmn ng water. soap or detergent and

aft driers or single usc towels.

(3) Lighting, heating, ventilation and aft condifionin to prevent contamination or

decomposition of components in compliance with the UEP provisions regarding

facility requirements.

S 27.610. Equipment.

Equipment used in the compounding of dmg products must comply with the USP chaptes

on equipment.

5 27.611. Equipment maintenance.

Equipment and utensils used for compounding shall be cleaned and sanitized in accordance

with the USP chapters on eqiñpment maintenance prior to use to prevent contamination

that would alter the safew, identiw, sfrenh, qunlth’ or purity of the dmg product beyond

that desired.

27.612. Specialized equipment.

If drug uroduets with special orecautions to prevent contamination are involved in a

compounding operation, appropriate measures, including either the dedication of

equipment for the operations or the meticulous oleaning of contnminntodcpuipmcnt prior

to its return to inventory, shall be utilized to prevent

-1 £1’ Tr,... .t
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Automatic, mechanical or cleofronie equipment or othor tycs of equipment or related

systems, may be used in the compounding of clmz products. If this equipment is used, it

shall be inspected and calibrated in accordance with the manufacturer’s recommendations

to ensure proper performance. Documentation of inspection and calibration shall be kept

on file for 2 yearn from the date of inspection and calibration.

5 27.614. Control of containers and closures.

Drug product containers and closures must meet the reqnfrcments of the USP chapters

regarding drug product containers and closures.

$ 27.615. Storage.

(a) components, built drug substances and other materials used in the compounding of

drug nroduets shall be stored in accordance with the LiSP storage requirements.

(b) Components, bulk drug substances, drug product containers, closures, and bagged

or boxed parts of drug product containers and closures used in the compounding of drug

products must allow for all of the following:

(1) Handling and storage in a manner to prevent contamination and to permit

inspection.

(2) Cleaning of the work area, including floors.

(3) Rotating of component bulk drug substances, drug product containers and

closures for use.in compounding of drug products to ensure of use of oldest stock

S 27.616 27.604. Drug compounding controls.

Accountability for quality control is the responsibility of the compounding pharmacist.

5 27.617. Standard operating uroecdurcs required.

8
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(a) The pharmacist shall establish and implement standard opemting procedures for the

compounding of drug products in accordance with applicable USP chapters to ensure the

3afctv. identity, strength, quality and purity of the finished product. These procedures must

include maintaining a listing of the built drug substances and oomponent, their amounts

in weight or volume, the order of bulk drug substance and component addition, and a

description of the compounding processes. Equipment, utensils and the container closure

system relevant to the sterility and stability of the intended use of the compounded drug

product must be listed.

(N The pharmacist shall establish standard operating procedures in accordance with

applicable US? chapters that are designed to prevent miorobiological contamination of

compounded drug products purported to bo sterile, including validation of any sterilization

process.

(c) To ensure the reasonable uniformity and integrity of compounded drug products,

the pharmacist shall establish standard operating procedures that describe the tests or

examinations to be conducted on the product being compounded. Control procedures must

include the following, an appropriate:

(I) Capsule weight variation.

(2) Adequacy of mixing to ec unffoit’ and homoencth’.

(3) Clarity. completeness or pH of solutions.

O’lfl £10 A

(a) Components and bulk drug substances used in the eomnoundinE of drug products

shall be accurately weighed, measured or subdivided as anpronriate. These operations
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shall be verified at each stage of the process to ensure that each weight or measure is correct

as stated in the compounding procedures.

(b) If a component or bulk drug substance is removed from the original container and

stored in another container, the new container must be identified with all of the following:

(1) Name.

(2’) Lot number.

(3) Manufaetur”.,

(4) Beyond use date.

6 27.619. Production record.

The pharmacist shall prepare and keep a production record for a minimum of 2 years for

each drug product compounded. The record must include all of the following information:

(I) Production date.

(2) List of ingredients and quantity of each ingredient used.

(3) Initials or other identifier of the person or persons involved in the

compounding.

(4) Initials or other identifier of the pharmacist verifying the final compounded

product.

(5) Internal control or prescription number and, iftho nrescrintion is filled using

a uroduet compounded in bullc, the internal control number assigned to the batch

and recorded in the batch production record in accordance with S 27.623 (relating

to production record for drugs compounded in bulk quantifies).

27.620 27.605. Label information required.

10
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The label affixed to or on the dispensing container of a compounded drug product

dispensed by a pharmacy pursuant to a prescription or drug order must bear the information

as required in 27.18(d) (relating to standards of practice) and all of the following:

(1) The name of the compounded dnig, the strength, dosage form and quantity

of thc drug dispcned.

(2) Bcyond use date ANY ADDITIONAL INFORMATION REQUIRED BY

USP PROVISIONS PERTAINING TO LABEL INFORMATION

REQUIREMENTS.

27.621 27.606. Compounding records.

Compounding records required by this chapter shall be retained as the original records and

shall be readily available at the pharmacy for inspection and photocopying by agents of the

Board or other authorized authorities for at least 2 years following the date of the record.

Prescriptions for all nroducts compounded at the pharmacy shall be maintained on file at

the pharmacy as required under S 27.18th) (relating to standards of practice).

BULK COMPOUNDINC

27.622. Master formula record.

A pharmacist may compound drugs in bulk quantities for subsequent prescription labelina

and dispensing in accordance with the provisions pf € 27.604 (relating to disuensina

compounded drugs). For each dna product compounded in bulk quantity, a master

formula fecord shall be prevared containina all of the followin informafi

(F) Name. sifenath and dosage form of the drug fl&
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(2) All components and an accurate statement of the weight or moasure of each

component.

.

(4) Mixing insctions.

(5) Beyond use date.

(6) Container, closures and packaging materials used in dispensing.

(7) Storage requirements.

(2) Labels and labeling with appropriate beyond use date and hufliicdons for

storage and use.

(9) Quality control procedures to include identification of the parson or persons

pefforming and directly supen’ising or checking each siificant step in the

compounding.

(10) Other factors pertinent to the replication of the drug product as

compounded.

27.623. Production record ford

For each batch of drug product compounded, a production record shall be prepared

maintained containing all of the following information:

(1) The information from the master formula record.

(2) Records of each step in the compounding process including all of the

following:

Ii) Documentation of the name and strength of the oornpounded drug

product.

(ii) Formulation record reference for the drug product.

12
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(iii) Sources and lot numbers of the components.

(iv) Total number of dosage units compounded.
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March 26, 2019

(y) of the n’--’ who nrcnared the dwE product.

(vi) Name of the pharmacist who unproved the dm product.

(vii) Date of preparation.

(viii) Prescription number or ansiancd internal identification number.

(ix) The resuIt of qi.wlir,’ control procedures ac described in the

pharmacy’s continuous qualiw improvement program.

(3) Beyond use date.

(4) Internal control number.

(5) Total yield.

27.624 Label information.

For each batch of drug prodr’

information shall be prepared

(14

ill of the following

(2) Dosage form.

(3) Strength.

(4) Quantity per container.

(5) Internal control number.

(6) Beyond use date.

13
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COMMONWEALTH OF PENNSYLVANIA

DEPARTMENT OF STATE
BUREAU OF PROFESSIONAL AND OCCUPATIONAL AFFAIRS

STATE BOARD OF PHARMACY
Post Office Box 2649

Harrisburg, Pennsylvania 17105-2649
(717) 783-7156

April 9,2019

The Honorable George 0. Bedwick, Chairman
INDEPENDENT REGULATORY REVIEW COMMISSION
14th Floor, Harristown 2, 333 Market Street
Harrisburg, Pennsylvania 17101

Re: Final Regulation
State Board of Pharmacy
I OA-541 9: COMPOUNDING

Dear Chairman Bedwick:

Enclosed is a copy of a final rulemaking package of the State Board of Pharmacy pertaining
to Compounding.

The Board will be pleased to provide whatever information the Commission may require
during the course of its review of the rulemaking.

Sincerely,

Theresa M. Talbott. R. Ph, Chairperson
State Board of Pharmacy
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cc: K. Kalonji Johnson, Acting Commissioner of
Professional and Occupational Affairs

Marc Farrell, Deputy Director of Policy, Department of State
Cynthia Montgomery, Depuw Chief Counsel
Department of State

Keny E. Maloney, Counsel
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